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Conclusions

Based on the compounds studied to date, two general relationships
between amphetamine structure and activity appear to be emerging:

1} Modification of the 1sopropylamine side-chain has prominent
effects on my potencies but causes 1ittle disseciation among
measures of appetite, blood pressure, or mood. It should
be noted that the less potent amphetamine-1ike drugs
{ephedrine, benzphetamine, diethylpropion) can generate a
"high" equivalent to 40 mg of d-amphetamine, but apparently
are rarely abused, The reasons for this relationship are
not known,

2) Aromatic substitution may generate amphetamine congeners which
are more selectively appetite depressants than euphoriants or
vasopressors. The utflity of this approach may be 1imited,
however, by the emergence of certain side-effects such as
dysphoria, sedation and/or hallucinations.

Differential Effects of d-Amphetamine on Supine and Standing Blood Pressures
and Pulse Rates

In the studies just described, blood pressure and pulse changes were
measured routipely with the subjects in a supine position {supine beforehand
for 10 minutes). More recently 2 minute standing blood pressure and pulse
rates have also been measured after the patient has gone from a supfne teo
a standing position. These standing blood pressures and puise rates measured
3 and 24 hours after amphetamine administration were observed to differ from
those measured in the supine position.

A study was conducted to more systematically assess these changes.
Placebo (saline} and d-amphetamire sulfate, 30 mg, were administered sub-
cutaneously to § patients at 7-day intervals. .

8lood pressures and pulse rates were measured in the supine (10 minutes
rest) and standing (2 minytes erect) posftions at 1 and 0.5 hours before
drug administration and 0.5, 1, 2, 3, 4, 5, 6, 7, 8, 13 and 24 hours after
drug administration.

-~
Following placebo administration, there is 1ittle difference in the

supine or standing systolf¢ blood pressure (Fig. 15A and 15B) or pulse

rate {Fig. 15C}. Following d-amphetamine administration there {s &n increase
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in the systolic blood pressure in the supine position (Fig. ¥5A) but the
standing pressures are not very different from placebo (Fig. 158}. :
Accompanying this change in systolic blood pressure upon standing, there
js a marked increase in pulse rate {Fig. 15C).

The time course of the fall in systolic blood pressure and increase
in pulse rate following standing from the supine position was determined
in two vatients, the response of one is 11lustrated in Fig. 150. Notice
that the pulse and blood pressure changes are not a postural “bounce"
but fncrease gradually over a period of several minutes,
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Figure 15. Changes in supine and standing systolic blood pressure and
pulse rates following ¢-amphetamine and placebo administration. {A) Change
in supine systelic blood pressure, {B} change in standing systolic blood
pressure, (C) changes in supine and standing pulse rates, and (D) lower
graph illustrates time course of decrease in biood pressure and increase

in pulse rate following standing from the supine positien in one patient
receiving d-amphetamine. Pre-drug changes are shown in upper half.
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These alterations of cardiovascular effects produced by d-amphetamine
may be of some clinical and theoretical importance. They suggest that
patients with acute amphetamine-induced hypertension should not be forced
to 1ie supine during hospitalization., Moreover, the blood pressure
difference might be used to diagnase amphetamine intoxication. Conven~
tional explanations of amphetamine effects on blood pressure do not
explain the postural difference observed. .
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Direct Addiction Studies With Butorpharol

Single dose studies conducted previously Indicated that butorphanol
produced subjective effects resembling these produced by cyclazocine,
pentazocine and nalorphine rather than merphina.” Further studies
indicated that in subjects dependent upen €0 mg of meorphine,daily,
butarphanol nefther precipitated nor suppressed abstipance.

A dirvect addiction study was iritiatad in 7 subjects to determine if
butorphanol produced physlcal dependence, Cne subject withdrew from the
study at a dose level of 24 mg for veasons unrelated to the study. 1In

4 times dafly to a stebilization dose of 48 wg (12 mg q.i.4.). Frem
single doze estimates of mlotic, cuphoric and analgesic potencies, this
dosa of butorphanol would be equivalent to approximztely 240 mg of
morphinz daily,

During the first few days of drus ad-inistrztion subjects cormonly
complained of racing thoughts and "sezing my thoughts.'" Following this
subjects began reporting drowsiness and increased awareress of body
sensations., Some subjects also complained thai the drug made them
susplelous and paranoid. Subjeets appearad sedated znd speat most of
their time in bed. Y=zt, when questioned they woulé complain of
inability to sleep. YFurthermore, even when subjects appeared to be
sleeping soundly, they were easily arcusad. Subjects reported a numbar
of synptoms asscclated with oplates such as ceonstipatien, nausea and
difficulty urinating. Rowever, analysis ¢f the chreonic dose questiounaire
indicated that subjects most Eraquently identified the effeccs of
butorphanol as a barbiturate with lesser identifications as an oplate,
as warfjuana or thasazire (Table 1), The observers identified butorphanal
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as an opiate or as a barbiturate. During chronic adninistration subjects
1ikad th.e effgets of butorphanol as measurzd by the chronie oplate
questionpaire” to a lesser extent than other groups of subjacts reported
for various doses of morphine (Fig. 1). The pattern of responses on the
symptons from the chronic opiate questionnaire did not show significant
correlation with the patterns of symptoms for varlous levels of

morphine administration.

Tzble 1., Identifications by 6 subjects and cbservers of butorphanol
from chronic questionnaires administered once daily during the
period of chronic butorphanol aduministration (35 days).

' Subjects Observers
prug effect 207 210
Identified as opiate 44 . 210
Identified as barbiturate 170 139
Idantified as mariljuana 14 0
Identified as speed ’ 1 0
Identified as LSD 1 0
Identified as thorazine 24 0

The maximum nuvber of responses possible was 210.

Chronically administered butorphanol decreased pupll size, increased
diastolic blood pressure slightly, and increased body weight and calorie
intake (Fig. 2 and Table 2).

Administration of naloxone, 4 mz, and nalorphine, 40 mg, to these
subjects during the 4th week of chrenile adzinistration of butorphanol
precipitated an abstinence syndrome with subjects reporting typically
opiate-like withdrawal and a degree of sickness (Table 3). This 40 mg
dose of nalorphine did not produce any discernible subjective effects
including psychotomimetic effects Indicating a degree of cross tolerance
between butorphancl and nalorphine.
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Table 2. $Significant differences in physiologic maasures for the
addiction cycle with butorphanel. Fach valua represents tha mean
response for 6 subjects over all observaticns in the designated
period.

I 11 It
14 Days 19 Days 7 Days
Parameters Pre-Drug Butorphanol Withdrawal
Pupil size ' 4,15k 3.30%* 4.53%
Pulse rate ' 71.98 71,61% 77.65%%
Rectal temperature 36.82 36.79%* 37.13%%
Systolic blcod pressure 108.22 109.51 113.54%
Diastolic blood pressure 69.02% 73.12 73.75%
Respiratory rate 15.84 15.46 16.45
Body weight 738.60%k% 7%.70 19.86%%
Daily caloric intake 1321%* 1770%* 662%%

The significance of differences batwzen column 1 end golumn II are
indicated by asterisks in columa I. Differences between column 1 and
III are indicated by asterisks in columa IIT. Differences between
colurnn II and column IIT sre indicated by asterfsks in column IL.

The significance of these rean differences were determined with paired
t tests.

#p <0.05
*#p <0.01

86—569 0-—T7—27
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Table 3. leans and standard errors for wmodified Himnmelsbach scores
and sichipoess scores chtazired in precipitetion tests utilizing standard
mathods. These scores are the sums of scores from 5 observations.

Drugz Precipitation Score Sickness Scere
Placebo 51.5 * 8.6 0.2+ 0.2
Kalorphine 40 mg 82.0 * 13.6°0% 1.0 + 0.5
Kaloxone & rg 132.2 + 17.0° 01« 5.8  1.8"0%x

The superscript is the level of significance for the difference from
placebo as calculated using 2-vay analysis of variance (subjects X
trzatments) and the method of least significant differences.

*The precipitation and sickness scores for naloxone are significantly
different from those for naleorphine at p <.01.

After 35 days of chronic butorphanol administratien, saline placebo
was substituted for bLutorpharol under double blind conditions. Within
24 hours, 211 subjects perceived the placebo substitution and reported
withdrawal symptoms which increased in severity from the 24th through
the 48th hour. Accompanylng this were pupillary dilation, 1ncreases in
body temperature and pulse, and decreased caloric iptake (Fig. 2 and
Table 2). Generally symptons reported were those described for opiate
withdrawal but in addition there were symptoms which have been described
only with nalorphine or eyclazocine withdrawal syndrowes, Four subjects
reported electric shocks usually associated with faintness aad two
subiects reported ftching. All subjects found this abstinence syndrome
to be somewhat unconfortable and asked for morphine to relieve thelr
symaptoms on tha second night of withdrawal, They were consequently
offered & small dose of buterphanol or a sodative. ALl subjects
reiected the butorphanol and chose to receive a scdative. Five of the
six received diazgpam, 15 rg, and the other svhject rsceived pentobarbital,
100 mg. Analysis of the chronle opifate questionnzire” indicated that the
subjects reported feeling bad throvgh the first w2ek of withdrawal with
denial of discomfort by the Eth day of abstinence (Fig. 3}.
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Figure 3. HMz2an daily responses by six subjects & the
"How do you feel?" during the chronie administrariza ansd with~
drawal of butorphanol.

Significant Firmalsbach scores ware obtained follevl
withdraval reaching its peak on the 3xd day and subsid
intensity slightly greater than produced by pentazo
morphine, Analysis of the sources of points in the
indicated that butorphancl more closely resezbled eyclazacine abstinence
thar rorphine abstinence (Table 4).
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. 1
On the basls of these and previously reported studies,

butorphanol

appears to produce effects which most clogely reserble thgse produced by

agents such as pentazocine,
movphinz~1ike agents.
abstinence in morphine-depandent subjects.

cyclazocine,

and nalorphine
Unlike these agzents, butorphanol did not precipitate

rather than
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Assassmeat of Oxilorphan

Oxilorphan is a narcotic autagonist proposed 2s a gossible therapeutic
agent in the treatment of opiate addietion. Freviously wa had observed
that subcutaneously administered oxilorphan is approxinately eguipoteat
to di~cyclazocine in precipitating abstinance in morphine-dependent
subjects. On the other hand, subcutanecus oxilorphan was only 1/4 as
potent as subcutaneous di-cyclezocine in producing Increases en tha 15D
and PCAG Scale scores in non-tolerant, non-dependent subjects. Further,
at 24 hours after administration of single doses, there were persistent
LSD Scale scores, PCAG Scale scores and miosis with both oxilorphan and
cyclazocine. Thus, oxilorphan appeared to have the duration of action
of di-eyclazocine with equal antagonist potency but a lesser ability to
preduce agonist effects. Two additional studies have been completed.
First was a comparison of single doses of orally and subcutaneously
advinistered oxilorphan in non-tolerant, non-dependent subjects, and
second, an assessment of the duration of action of oxilerphan in blecking
the effects of morphime in non-tolerant, non-dependent subjects.

In the first study oxileorphan, 1.5 mg end 3.0 pg, was administered
both orally and subcutanzously to 8 subjects at weekly Intervals Lnder
double blind conditions. Drug effects weye measured with subjects'
and observers!.single dose questionnaires and a subjective drug effects
questionnalre™”~ containing items from the LS8D, PCAC and M3G Scales of
the Addiction Research Center Inventory, as well as with photographs
measuring change in pupillary size. Drug effects were assessed at 1/2,
1, 2, 3, 4, 5, and 6 hours after drug adsinistration.

In these doses, orally administered oxilorphan did produce some
effects which were distinguishad frem placebo; however, the omset of
effects with orally administered oxilorphan were matkedly slower than
those with subcutanecusly administered oxilorphan. Consequantly, the
responses at the 3rd, &th, 5th and 6th hours which to an extent represents
the mean peak response of both orally and subceraneously admninistered
oxilorphan were utilized to construct dose responsa curves (Fig. 5).
Measures where valid bicassays were obtained indicated that orally
administered oxilorphan was 1 te 1/2 times as potent as subcutaneously
adninistered oxilorphan {Fig. 5).
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Figure 5. Dose response curves utilizing responses at 3rd, 4th,
5th and 6th hours for orally and subcutanecuzaly administered
oxilorphan.

In the second study, the blocking effects of subcutancously admin-
istered oxilorphan, 0.6 mg/70 kg, on the effects of subeutanecously
administered morphine sulfare, 25 wg/70 kg, was assessed in 6 subjects.
Each subject received in random order at weakly intervals the follewing
5 treatments: 1) morphine alone; 2) oxilorphan alone; 3) morphine
preceded by oxflorphan at 12 hours; and 5) morphinz preceded by oxilerphan
at 24 hours. The experimeatal design was similar fo that used by Martin
and his colleaguas to estimate the duration of blocking action of
cyclazocine, 0.6 rg, on morphine, 25 mg/70 kg.
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Oxilerphan edministered 4 and 12 hours before rorphina clearly
“blocked the miotic effects of morphine. At 24 hours there was still a
blockade but to a2 lesser degree (Fig. 6). Similar results wvere
cbtained on the reasures of subjective effects. Comparison of the data
cutained with exilggnban with that for cyclazocine obtained by Martin
and his colleagues™ suggests that even though oxilorphan has some
degree of blocking activity at 24 hours, its blocking activity may
decrease more rapidly than eyclazocine's from the 4th to the 24th hour.

£
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£35 © ALONE
b
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Figure 6. Blocking ability of oxilerphan (0.6 mg subcutaneously)
on the niotic effects of morphine (25 mg/70 kg subcutanszously).
Kumbers represent the "t" values caleulated for the comparison
of the miotic response to that of morphine alone.
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Assessnent of VWv~-16,225 for Morphine-Like Subjectiva Effeccs and Miosis

Wy~16,225 is a bridged awinotetralin (Fig. 7) which 1s an cffective
analgesiilbut does not appear to be a morphine-like drug in studies in
norkays. In wmorphine~dependent monkeys ¥y-16,225 pracipitated abstin—
ence in non-withdrawn monkeys and did not suppress ebstinence in with-
drawn morphine~dependent monkeys, Further chronic administration of
Wy-16,225 did not induce physical dependenca.

CH

OH

CHy

n- -

Hs

Wy= 16,225

Figure 7, Structure of Wy-16,225 [{-}-133-amino-5,6,7,8,9,10,
11,12-octahydro-5 e-athyl-5,11-nethancbenzocyclodecen-31-01]

A single dose study was conducted in which each of 10 subjects
received Wy-16,225, 15, 30 and 50 ng; morphine, 15 and 30 rg; and placabe
at weekly intervals under dsuble blind conditions. Drug effects were
assessed ar 0.5, 1, 2, 3, 4, 5, 6, and 12 hours after drug administration
with change in pupillgrylgiameter, subjects' and observers' single dose 3
opiate questionnaires ® " and a subjective drug effects questionnaiva.




14840 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

Jasinsut
Fuanination of time action curves susgsest that Vy-16,225 has a
sorewhat more rapld onset than morphine and shorter duration of action
(Fig. B). Wy-16,225 vas identified predo-inantly as an ecplate (Table 35),
produced a typical pattern of opiate-~like symproms and sigaz (Table 6)
and produced dose-related increasas on the various scales mcasuring
worphine-like effects (Fig. 9). Relative potencies fron thesa dose
response curves indicated that Wy-16,225 was approwinately equipotent
to morphine (Fig. 9).
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fvaluatien of Phentermine and 2-Ephedrine for Amshetomina-1ila Effects

Yhenternine (a,a-dimethyl phenethylauine, Ioh_ﬂiég) and f-ephadrina
vere evaleated for thelr relative ability to proJuce amphetamina-lika
subjective and physiolegic effects in man, [ach of 10 subjects received
at weekly intervals oral phentermine, 25, 50 and 190 wg; orzl i-ephedrins,
75 and 150 mg; oral d-amphetonine, 15 and 30 mg; and placebo utilizing
a double blind cressover design. §u?39ct1ve and physicloglc effects.
utilizing our standard proceduree ware assessed at 0.5, 1, 2, 3,

4, 5, 12 and 24 hours after drug adninistration.

Both phentermine and f-ephedrine produced typical amphetamine~like
subjective and physiologic effects. Potency estimates indicated that
oral phentermine 45 1/2 as potent and oral ephedrine is 1/3 to 1/7 as
potent as oral d-amphetamine {Table 7). The potency of thase two drugs
in producing euphoria relative to previously studied drugs is shown
In Table 8.

e

Tehle 7. Delative potencies and 95% confidence limits from the comparisen
of phenternine, gfephedrxne, d-anphetamine, and placebo. Potemcies exprassed
as mg of phenternine or g-amphetamine equivalent to 1 mg g-zmphatanine.

Subjective
leasures Phenternine J—-Ephedrine
Morphinc-Benzedrine Croup Scale 2.5(1.7-3.6) 6.7(3.6~41.2)
Amphetanine Scale 2.5(1.8-3.6) 5.2(3.2-8.5)
Physiologic

Mrazures

Systolic blood pressure 2,.4(2.0-2.9) 3.4(2.6-4.1)
Diastolic blood pressure 1.8(1.0-2.9) 6.8(56.4-16.0)
Pulse decrease o 3.5(0.1~7.1)

Temperature increase 2.4(2.0-2,9) e
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Table 8. Summary of estimatas of relative potencies
of varlous amphetanine-like drugs in producing

Subcutanecus Studies Referance

d-Amphetanine 1

d-dethamphetamine T 14
Methylphepidate 2 14
Phenretrazine 4 14
fL-Ephedrine 5 . 14
Diethylpropion ' 14 15
Z-Amphetanine (Oral} 1 15

Oral Srudies

d-anphetanine 1
Phentermine 2
Benzphetamine 5 1
%-Ephedrine 5

Diethvlpropion ? 15
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0t of bunrenorphire for Marphiue-Lika Tffects ir Yan and Evaluaticn
ntenance Urug in the Treatment of larcotic Addiction

Buprenorphine is an oripavine derivative (Fiz., 10) which is an
effectiva analgesic in rpan and animals. In ronkeys, buprenorphina did not
exacerbate or suppress morphine abstinance and did not produce ph{gical
dependence in direct addiction tests. In the chroaifc spinal dog,
buprencrphine 1) produced a profile of morphine~like effects in tha non-
dependant aninals, 2) precipitated and suppressed abstinznce in dependsnt
anizals, and 3) produced physical dependence with chreaic adninistration.
It was coacluded from these studies that bupreaorphina was a partial
agonist of morphine.

BUPRENORPHINE

Fignre 10. Structure of buprenorphine (N=eyelopropylnathyl-7
n—(l-(S)hhydroyl—l,z,Z—trinethyl-propyl)hﬁ,lh—indoethanc~6,7,8,
. ld-tetra-hydronororipavinae).
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The present studies were initiated to 2ss2ss tme abuse petential of
buprencrphine in man. During the course of thase studies, however, it
beceme ngparent that buprenorphine twas a potent, long acting drug which
seggasted its possible utility as a maintanance druz in the treatment
of oplate addiction and the studies were modified accordinzly. It was
thought that buprenorphine as z partial azonist of corphine with perhaps
a greater affinity for the morphine receptor and 2 long duration of
action would 1} be an effective dlocker of morphina through the mechanism
of cross toleracce and the mechanism of conpetitive dualism, 2} have sonme
veinforcing effects, and 3) would produce only ninimal physical dependaace.

Three single dose studies were conducted. In each, drug effects were
measurad with change in pugi}}ary diameter, subjects’ and observers' single
dose oplate questionnaires * and the sudjectiva drug effects question-
naire ~ contalning items from the MBG Scale and PCAG Scale and tha LED
Specific Scale.

In the first study, subcutansous buprenerphire, 0.2, 0.6 and 0.8 33
subcucansous morphine, 15 and 30 mg; and placebo were compared in ¢
subjects utilizing the double blind crossover design. In these studles
obumrvations wers made at 0,5, 1, 2, 3, 4, 3, 12, and 24 hours after
druy administratien. Buprenorphine produced typical morphina-like
schjective effects and miosis but 1ts effects wers of slower onset than
morphine and were longer lasting. There was a greater effect at 24 hours
with all dosas of buprenorphine than with the 30 rg dose of rorphine.
Subjects and observers ldentified buprencrphine predominantly as an cplate
with a pattern of signs end symptoms similar to these for morphine.
Bocause of the disparity in time action curves, degs Tesponse curves
wvere constructed utilizing peak responses for each drug rather than total
5 hour scores. Buprenorphine producad dose-related increases in mean
peak scores on niosis 2nd all measures of rorphine-like subjective effects
snd was estinated to be approximately 30 to 50 tinmes morc potent than
morphine (Fig. 11). There is no evidence that buprenorphine produced
elevatlons on the PCAG or LSD Scale scores greater than those produced
by morphine (Figure 11}. In these studies buprenorphine, like morphine,
had ematic actlon but this emetic effeet of buprenorphine would persist
B to 12 hours after buprenorphine and was found disturbing by some of
the subjects.

In the second study subcutaneous buprenorphina, 0.6 and 1,2 mg,
and subcutaneous morphine, 20 and 40 mp, were corpared to determine if
the effects of buprenorphine plateausd on these measures as 1t did on 16
certain reasures in the non-tolerant, non-dezpendant chronic spinal dog.
On_ all measures the responses to 1.2 mg ware less than responses Lo
40 vo of morphine. Relatlve potencies were obtainad only on the niotic
effects indicating again that buprenorphine was 1/25 to 1/20 as potent as
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The responses to the 1.2 g dosz of buprenorphine

as measured by the N3G Scale scoves and the poplate symptoms scores wera
less thar that produced by 0.6 mg of buprenorphine.
did net produce significantly greater PCAG or LSD Scale scores than

wmorphin:.

Again, buprenerphine

These results suggest that 1.0 mg of buprenorphine may produce

maximum effacts with thass effects in the range of 30 mg of morphine.
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Figure 12. Dose response curves for the comparison of buprenorphina,
morphine and placebo utilizing total 3 hour scores. Relative
potencies expressed as mrg or wrorphine equivalent to 1 mg of bupre-
norphine.

In the third single dose study buprencrghine, 1.0 mgz; morphine, 30 mg:
methadene, 30 mg; and placebo were administered intramuscularly at weekly
intervals to 14 subjects utilizing a randomized crossover double blind
design. Observations vere wade ar 0.5, 1, 2, 3, 4, 5, 6, 12, 24, 30, 36,
48, 54, 60 and 72 hours after drug administration. Morphine produced
significant wiosis through the first 24 hours of drug administration
(Fig. 13). Buprenorphine and methadonz, however, produced persistent
nmiosis which lasted through the observation at 72 hours (Fig. 13).
Horphine produced subjective effects lasting through tha second day while
buprenorphine and rathadone produced some degree of subjective effects
which lasted at lecast 72 hours {(Fig. 13 and 14}, All three drug conditions
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sh.+d a characteristic tine action of subjective effecis. During the
fiint 6 hours there were gignificant MBEG elevaticps bus concurrently
reasured PCAC scores were not elevated. Frem the 12th hour o, heowvever,
the PCAC scotes became sipnificantly elavated while the previocusly
elevared ¥3G scores returned to control levels.
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Figure 13. Comparison of the duration of aetion of buprenorphine,
morphine, rethadone and placelio in coastricting pupils, producing
PCAG and M3f Scale scores.
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The single dosz studies indicate that buprenorphine produces typical

morphine-like subjective effects and euphoria in man and is 25 to 50 times
Further, there may be a plateau of maximum

more potent than . :phine.
activity with 1.0 iz of buprenorphine,

A direct addiction study was conducted with subcutaneous buprenorphina
to datermine if 1) buprenorphine produced significant physical dependence,

and Z) to determine LF chronically administered buprencrphine would block
the effects of morphine., Once daily at 8:30 a.m. five subjects received
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a single subeutznzous injection. For 2 weaks this injection was salina.
Then buprauerphine, 0.3 ng, was substituted for the saline injection.

The dose of buprenorphine was progressively doubled until the 15th day
whea a dose of bunrenorphine, B.0 mg, was adrninistered. This doss, whichk
would be equivalesat to approximately 240 rg of morphine, was then admin-
istered once daily through the remainder of the study. During the period
of chrenic administration, 2 sets of experiments were performed. Single
doses of morphine and placebo were administered under double blind
conditions and their effects compared with the effects of single doses

of placebo; morphine, 15 mg; and morphine, 30 mg, administered during
the contrel phase when subjects were receiving saline. These experiments
were to determine i{f buprenorphine exerted & significant blocking action.
The second set of experimants during chronic adninistration consisted of
the adminfstraticon of naloxona to precipitate morphine-like abstinence.

During chronic administration of buprenorphine, analysis of responses
on the chronic questionnaire administered once daily indicated that
subjects Identified the drug predominantly as an opiate (dope) and liked
the effects of bupremorphine (Fig, 15). Tha pattern of symptoms from
the chronic opfzte quastionnaire were sirllar to those observed with
morphine in othar studies. Duriunz chronic adrministration, pupils
constricted and diastelic bleed pressure decreased slightly {(Table 9).
There were no changes in pulse rate, systolic blood pressure, respiratory
rate, body welght or significant decrease In caloric intzke. Between the
18tk through the 25tk day of chronic adainistration of buprenorphine, each
subject received single test doses of placebo; morphine, 15 1z, and
morphine, 30 mg, subcutanezously. To correct for tha effects of bupre-
norphine, the response to rorphine, 15 and 30 mz, was correctad by
subtracting ocut the responses for placebo. Comparison of the placebo-
drug differences for morphine, 15 and 30 mg, during chronic bupreasrphine
adminlstration with effects of morphine, 15 and 3D mg, administered to the
same subjects during the control perieod indicates that these effects wvere
significantly decreassed (Fig. 16). Subseguently, single doses of morphine
to 120 mgz were adzinistered without any significant effects {Fig. 16).

In an additiconal expericent, a placebo was substituted for the 8:30 a.m.
buprenorphine injfacticn under double blind conditicns and a test dose of
moxphine, 30 mg, administered at 10 a.m. The morphine effects were blocked
to the same degree as they were in the condition when buprenorphine had
bean adninistered 1 1/2 hours before morphine administratfon (Fig. 16)
indicaring that the blocking effects of buprenorphine persist undimipished
for 2t least 25 to 30 hours after drug administration. .
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T:iwle 9. llean and standard errors for 5 subjects over all observations
d¢eving the pre-drug control period (14 dars) and the period of chronle
vuprenorphine adninistration

Pre-Drug Chronic

Control Buprenorphing t P
Fupils 3.9 + 0.3 3.3+ 0.1 3.25 <.05
Tamperature 36.7 + 0.1 36.9 = 0.1l 1.97
Pulse rate 70.0 £ 1.6 73.1 ¢ 1.6 1.18
Systolic BP 116.3 * &.6 114.3 £ 3.3 0.81
Diastolic EP 72.7 + 2,9 67.9 £ 1.5 2,93 <.05
Respiratory rate 17.1 + 0.7 16.9 + 0.4 0.23
Body weizht 78.3 % 3.9 78.0 2 3.6 0.63
Caloric intake 1973 £ 154 1747 * 67 1.30

Two of the five subjects vithdrew fren the study prematurely. One
subject withdrew after completing the tests of the blocking ability of
buprenorphine (42 days of chronic administration). During these tests, he
reported nezrvousness and irritabllity. Kis reasons for withdrawing were
that the #{fects cf the drug had beccre somewhal disturbing especially
at night such that when in bed he would close his eyes and have episodes
of seeing his thonghts. He would becore frightened, short of breath,
feel his heart beating rapldly, have tingling in his arms and legs, and
feel the rom: clesing in on hin. These symptems occurred only when he
was alone and could be inhibited by talking to people. The secoad
subject withdrew aiter completing three precipitation tests with
naloxcne. He had teported persistent nauseza from the drug usually for
3 to 4 hours after drug adainistration. Oa the 47th day of dryg admin-
istration he had zn episode of nausea and vomiting oceurring approxinataly
2 to 3 hours after drug administration. He reguested to withdraw from
the study because the nausea and vomiring were interfering with his job
assigament.
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Muiristration of naloxene to doses of 4 mz subcutanesously did not
precipitate any discernible abstinence as measurad by tha abstinence
score er by suhjects' reporis of withdrawal illness (Fig. 17). Thase
same doses will precipitate abstinence in subjects depzndent upon
30 rz of morphine daily (7.3 rg g.i.d.) and in stbjects receiving
chronic pentazocine or chronic butorphanol (Fig. 17). After completion
of the precipitation tests, the 3 subjects who did not withdraw were
stabilized on buprenorphine for 8 more days and tha2n salinz placebo
vas substituted under douyble blipd conditions.
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Figure 17. Abstinence scores following the aéministration of
placebo and naloxone to subjects dependent upon morphine, 30 mg
daily (7.5 mg q.1.4.), bunrenorphina, 8 rg, butorphanal, 48 mg
daily (12 mz g.i.d.}, and pantazocine, 580 mg daily.
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During the 2 days after discontircing busrenorphine none of the

wts reported any withdrawal syr In thosz 3 subjects who
+.om? the withdrawal double blind, substitutica of placabo was
trindiately discerned (fig. 18). ianing on the third day of
wititdrawal subjects began reporting in ttent eplsodes of hot flashes,
cirills and skin sensitivity. These ws 1d and subjeects found than
only mildly discomforting and did not 2% relief from these symptoms
with additional drug adwinistration. They denied being sick (Fig. 18)

or withdrawing. These symptoms persisted and did not increase markedly
in intensity for the next 10 days.
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I 2 3 4 35 & 7 8 8 10 o 1 2 3 4 5 & 7 8 % 0
WITHDRAWAL Davs WITHDRA'¥AL DAYS

Figure 18, .Mean daily Himmelsbach scores and responses on the
chronic questionnaire in the 10 days £
of bupreunrphine.

ollowing abrupr withdrawal
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Durinz the first 19 days oI withdraval Hirmelsbach scoves indicated
tiu: presenca of mild abstinencs (Fig. 18). The abstinence syndrome was
bzlow tha level of clinical si
o7 the pezk and total nrez scoves for the first 10 days of withdrawal from
Lhuorenorphine is less than observed with other drugs whieh have produced
mild abstinence syndromes in direct addiction tests (Table 10).

In the 2 subjects who withdrew, a test dos2 of 30 mg of morphine was
administered on the llth day of withdrawal and a placebo was adminlstered
on the 13th day of withdrawal to determine if buprenorphine was still
present in significant amounts to block the effects of morphine. The lack
of a clear abstinence syndrome suggested the possibility that buprenorphine
was still present in large amounts. The responses to morphine were compar—
zble to those cbtained in the pre-drug centrol period. These 2 subjects
reported increased withdrawal symptoms following these tests {(léth — 17th
day of withdrawall).

The other 3 subjects who were withdrawm double blind continued on
observations and continued to show Himmelsbach scores in the ranga of
approximately 10 points throuzh the 13th day of withdrawal. On the l4th
day of withdrairal, there was & narked increase in withdrawal signs and
Himmelsbach scores increzsing from a mean of 9 points on the 13th day to
a mean of 23 points on the l4th day. Subjects reportad feeling bad, were
depressed and demanded relief of their symptoms with wmorphine. Kausea,
vomiting, restlessness, insomnia and dlarrhea ware present for the first
time indicating more severe withdrawal,

These and other studies indicate that buprenorphine 1} is a morphine~
like apent in rman which may be a2 partial agonist, 2) is relaiively non-
toxic in chronic administration, 3) has an extremely long duration of
action, and 4) effectively blecks the effects of large doses of morphine
during chronic adaministratios. ;

Thesz findings suggest that buprenorphine may have utility as a
maintenance druz in the treatnent of narcotic addicts. Buprenorphine has
the duration of methadone, is an effc;tlve blocker of narcoties, bas a
lesser ahuse potential than n*thadone, and is less toxic than methadone
or d-propoxyphene.

Comparative Metabolisn of d-Propoxypliens HC1 and d-Propoxvphene Napsylate
in Man .

Five of eleven subjects parvticipating in a double blind cressover
experiment to evaluate the morphine-like effects of propoxyphane” agread
to participate sirultaneously in this stuedy to explore pessible pharmaco-
kinetic differences between propoxyphene ECl and propoxyphene napsylate.

gnificance for morphine witchdrawal. Comparison
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In riis © weak crossover study each subject receivad 3 oral doses of

Joa~ sozyphene FC1 (210, 420 and 600 mg), 3 oral doses of d-propoxyphena
tate (310, 620 and 700 rg)}, 2 subcutaneous doses of merphine, and

2 placeds in raunden order at weekly intervals, Blood sawples of 5 or

10 pl ware draws by venipuncture into heparinized tubes 1/2 hour before
druz administration and after drug at 1/Z hour, 1, 2, 3, 3, 12 and

24 hours. Plasna was immediately separated and frozen until analyzed.
Plasna sznples vere also collected from onz subject zpproximately every
other day (at Z hours post oral drug) durlng substitution of propoxyphene
napsylate, 300 rg p.e. 4.i.d., for morphine, 15 ¢z suhcutaneously q.i.4.
The substitution perioed was 21 days followed by 10 days of abrupt
withdrawal {under blind conditions).

Samples were analyzed for plasma concentrations of propoxyphare,
norpropoxyphene and cyglic dinorpropoxyphene by the gas chrowatographic
cethod of Mash et al.” wheo assisted im setting up the procedure.

Maan plasma propoxyphene concentrations are shown in Fig. 19. There
was a siznificant positive corrzlation of these values (and also tean
norpropoxyphane levels) with mazn decresse in pupillary diameter, with
correlation cozfiicient equal to 0.85. Propoxyphene HCl was somewhat
rove rapidly absorbed than propoxyphene napsylate, giving significantly
greater propoxyphene concentrations in the first 2 hours efter drug
administration and showing pezk mean levels at 2 hours compared to
3 hours for the mapsylate. Peak mean plasza preopoxyphane levels were
slightly greater for the HC1 than the napsylate in the low and middle
pairs of doses, which were approximately equinoler in propoxyphene for
the 2 preparations. However, in the high doses mean propoxyphens levels
were approximataly equal for the 2 salts, even though the napsylate dose
was lower thaa the HC1 dose in this palr. Propoxyphene unapsylate showed
a linear dose responae ralationship in peegk mean propoxyphere levels.
Howaver, propoxyphenez hydrochloride also showed a significant quadratic
relationship with peak mean propoxyphene lsvels approximately the same
for the niddle and high doses. After 2 heurs post-drug oaly 2 linear
dose response relationship was seen in mean propoxyphene levels. This
could fndizate a dose-related ¢ifference in absorption of propoxyphene
hydrochloride or, with a small oo of 5, it could bhe a randon statistical
anomaly. Mean plasma propoxyphane values found after the largest
propoxyphena doses of hoth salts were in the range of 400-500 ng/ml,
which may represent near maxirmua non—toxic plasma levels in non-tolerant
subjacts.

Peak rorpropoxypliens levels were 10 tc 75X greater than propoxyphene
levels and occurred 2 to 6 hours later. The dose response relationships
were not as clearly defined as for the proporyphena levels. Norpropoxy-
phane valuas in the erder of 50 ng/ml ware secen consistently 7 days after
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the large sicgle oral doses of both galts, Very small amounts of diner-
propoxyphene were found in a few samplaes.

PLASMA PRIPOXYPAEINE CONCENTRATION
tngs/mi)

—— PHZ2I0
—— PN

pH{AROPOXYEUENE
HYORQLHLOAIDE,

—— PH4420

A0 LAY P [PREPOXY PHENE
Bu 4 \ HARSTLATE

Flgure 19. Plasma proposyphene concentrations in 3 subjects
following sinzle oral domes of d-propoxyphene hydrochloride (rn)
and d-propoxyphene napsylate (e .

Puring substitution of oral propoxypheane mapsylate in one morphine-
dependent subject plasma propoxyphene Jevels reached approximately constant
values of 300 to 1007 nz/ml 7 days after inttiation of propoxyphene adrin-
istration. Norpropowyphene plasma levels inereased rapidly to 3300 ng /il
by 14 days after begianing propoxyphene, and then increased to about
3500 npfml over the last 7 days of chronic aduninistration. Dinorproposy-
phene plasma levels iacreased gradually and continuously during the eantire
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Fage 35
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3 wveeks of prepoxyphens administration, reaching 2 peak value of

117 ng’-1. Following abrupt withdrawal, propexyohzie was detectable
in the plasna fer § days and nor- and dinorpropoxyphena wore detected
on the 10:tn day at levels of 87 and 19 rg/ml respectively.
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STATEMENT BY EUGENE R. JOLLY, M.D., Ph.D.,
PRESIDENT
BIOMETRIC TESTING INC.,
661 PALISADE AVENUE/PG BOX 1388
ENGLEWOOD CLIFFS, NEW JERSEY 07632

BEFORE THE MONOPOLY SUBCOMMITTEE OF THE SENATE

SMALL BUSINESS COMMITTEE ON WEDNESDAY NOVEMBER 10,
1976 AT 10:00 A M,

Senator Nelson, members of the subcommittee, it is a privilege to be
here with you today to provide a summary of my findings resulting from

clinical investigations of amphetamine and related drugs used as adjuncts

in the treatment of obesity and my thoughts in regard to the applicability

of these drugs in clinical medicine., It is a particular honor to discuss
these matters with you, Senator Nelson, one of the truly'distinguished

citizens of my home state.

By way of introduction, Biometric Testing Inc. is an independent testing
laboratory, engaged in clinical research performed for the food, drug,
cosmetic and chemical industries §n a contract basis. As a recognized
clinical pharmacologist with over 20 years of experience in drug
research and development, my technical function is to design appropriate
studies on test products, closely monitor their progress, evaluate
responses to the test products and provide a comprehensive
interpretation of the data obtained. I should emphasize that I am

a researcher and do not practice medicine.

83-569 0—T7T——29
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Our list of sponsors includes a wide spectrum of larpge, intermediate and
small firms. Of particuiar interest is our work for the small drug
manufacturers. It is probable that we have corducted more bioavailability
conparisons with generic drugs than any other research group in the

world. We are well known by both the industry and the Food and Drug

Administration for our work in this field.

The amphetamine-like drugs fall into the general category of sympathomimetic
agents, That is, they mimic a part or all of the responses seen from
activation of the sympathetic nervous system, the so-called fight or

flight mechanism of the body. These responses include: an increase in
blood flow to the heart, lungs, skeletal muscle and brain; stimulation

of the heart with an increase in cardiac output; dilatatdion of the

bronchi and bronchioles of the Jungs to allow more efficient oxygenation

of the bloed; and, central nervous system stimﬁlation counteracting

fatigue and increasing mental alertness.

Metabollc effects include elevation in blood glucose and fatty acids and

an increase in metabolism mainly through breakdown of fatty acids.

It is important to reccgnize that there are numerous drugs in this
category which produce sympathomimetic actions in various degrees.

Therefore were amphetamine products, for example, to be removed from the

market, other commercially available drugs could be substituted for them.
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This question will be considered in our discussion as will the possibility
of imposing further restrictions on the distribution of some or all of

these products.

Of the series, methamphetamine and amphetamine are the most powerful
central nervous system stimulants. The stimulant actions of one of
these, amphetamine, were first described by Alles in 1933, In 1935
Prinzmetal and Bloomberg initiated clinical use of amphetamine for the
treatment of narcolepsy, a disease characterized by inability to stay
awake. Since that time, amphetamine preducts have besn employed for a
variety of conditions including chronic fatigue, parkinsonism, epilepsy,
childhood hyperkinesis and polisoning by CNS depressants. Of course, the
most popuiar use of amphetamine products today is in the treatment of

cbesity.

Of the various clinical applications, experts still consider amphetamine
as valuable in the treatment of patients with narcolepsy and for children
with hyperkinesis in selected cases. This condition is very prevalent -

experts estimating that some 5% of our children are affected to some

degree. One of my children, for example, exhibited sufficient hyperactivity,

lack of attention span, and associated behavioral problems to require
therapy. Similar symptoms were exhibited by some of my other children
and drug therapy might have been useful. In retrospect, I probably also

presented similar symptoms during childhood. Hyperkinesis in children
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requires more intensive study and greater Tecognition. It is frequently
associated with learning, speech and other perceptual deficits. My own

son suffered severe emotional problems related to the disease which one
psychologist felt represented a borderline psychosis. The mental and
emotional scars that are unmavoidable sequellae represent the most damaging
hazards associated with this disorder. Fortunately, the symptoms usually

moderate with age and are seldom apparent in young adults.

Obesity of course is the most prevalent disease in our society. Just
from the cosmetic standpoint, the disease can represent a serious threat
to well-being, and we all appreciate the importance of the quality of
life és opposed to its duration. The contribution of obesity to the
incidence and severity of other diseases; particularly those involving
the lungs, heart and blood vessels are considered by most experts to be
sigﬁificant. However, epidemiological surveys suggest that remarkable
influences on longevity are only seen with early onset obesity; dating
back to the teen-ages, twenties and early thirties. Conversely, moderate
obesity does mot appear to significantly change morbidity and mortality
associated with pulmonary and cardiovascular disease when weight gains
start in later -years (after 40). Of course, severe cbesity at any age
represents a serious disease state which can adverﬁely effect the function

of all organ systems.

There should be no guestion that amphetamine and related drugs are
effective adjuncts in a therapeutic program for obesity. Their actions

are clear-cut and reproduceable.
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My evaluation of the research work accomplished with amphetamine-like
drugs has been requested. With the disclaimer that specific projects
cannot be evaluated with precision unless they are monitored and the
data thoroughly reviewed, my general opinioﬁ is that the background of
animal and clinical work on these drugs is both extensive and adequate
to make a judgement of effectiveness under conditions of use. The
actions of these drugs are clear-cut and even under relatively lax
experimental conditions, should be reproduceable, Contrelled studies to
demonstrate effectiveness in comparison to placebos require hard work
but no unusual skills. Study administrators may frequently be tempted
to guess which patients are being treated with active drugs because of
tie side effects exhibited, This is a research problem common with the
study of most pharmacologically active drugs. Experienced researchers

discourage such speculation by the technical personmel.

Those who do engage in guessing ganes will often find cut that they were
wrong. The actions of a placebo will often match and sometimes exceed
those of an active material. Conversely, a very potent drug may not
elicit any remarkable signs or symptoms in some individuals. Regardless,
when objective endpoints are available, such as actual weight loss,
assessments are simplified and data are more concrete. Moreover, when
results obtained from a number of research sites prove essentially
equivalent, it can be concluded that the findings are vélid_ On this

basis, the effectiveness of amphetamine-like products as adjuncts in the
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treatment of obesity has been generally accepted by experts qualified by
training and experience to make these judgements. Ouf data, confirmed
by other investigators and resulting from separate investigations of
amphetamine formulations and tweo related drugs can be summarized as

follows:

1. Patients treated with amphetamines who complete the study requirements
(weekly c¢linical visits, maintenance ﬁf the prescribed dosage
intake, continued diligence during study periods ranging from 8 to
16 weeks) on the average will lose more weight than patients who
are maintained on placebo medication during equivalent periods of

time.

2. Weight loss in both placebo and treated groups are more notable
when dietary plans are detailed and maximum caloric intakes are
calculated for each pétient on the basis of height and body build,
in contrast to weight losses associated with less rigid programs

involving non-specific dietary restrictions.

3. Fewer patients treated with placebo can maintain the personal
motivation required to complete a weight reduction program, in
comparison to patients treated with an amphetamine formulation or
related product. There will be significantly more drop-outs in the

placebo group prior to completion of the study requirements.
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4. The most important aspect in a weight reduction program is personal
motivation. Unless highly motivated an individual cannot stay on a

diet and no program will be successful.

5. Patients do not appear to become resistant to the effects of

amphetamine, rather they gradually lose motivation.

6. Very obese patients have great difficulty in reducing caleric
intake and losing significant amounts of weight with or without an
amphetamine crutch. Such individuals are often called compulsive

eaters or food addicts.

7. The amount of attention paid to the trials and tribulations of
obese subjects is directly proportional to the success attained.
Reviewing progress, counseling, gentle persuasion and strong

encouragement are important facets of a weight reduction program.

A rather dramatic illustration of the profound influence of the human
psyche on eating habits is afforded by reviewing results of administration
of sympathomimetic drugs to experimental animals. In the so-called

lower forms these drugs are truly anorexigenic - appetite reducing -
drugs. Most of us regard our canine friends as the most hedonistic of

all creatures when it comes to food. Yet dogs given amphetamine wil]l
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frequently stop eating entirely and literally starve themselves to
death. The effects in rats and monkeys are a little less extreme but
still remarkable. None require diet programs, motivation, tender leving
care or any of the other forms of psychological bolstering so important

for humans.

Clearly, if we resembled our animal predecessors just a little mote
¢losely, amphetamines might be fipe, reasénably safg drugs for treatment
of obesity. True, they may produce numerous side effects such as anxiety,
tenseness, restlessness, throbbing headaches, tremors, weakness, dizziness,
and palpatations and, most important, difficulty in sleeping. But the

- side effects are usually controllable by dose reductions and tend to

abate with continued use.

Surprisingly, the stress which amphetamines induce on the system does
not appear to produce any appreciable harm with moderate doses during
short periods, except possibly to individuals with advanced cardiovascular

disease.

Rather the problem with the amphetamines as with many other drugs which
‘affect the central nervous system relates to that intricate, mysterious,
perverse tissue mass, the human brain; responsible for the indefinable
human psyche. During a relatively short span of availability, amphetamines

have emerged as major drugs of abuse.
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In consideration of the number of very unpleasant side effects a reasonable
question is why? Like most drugs subject to abuse, amphetamines produce
desirable responses that for some individuals outweigh any associated

discomfort or, in gross overdosage, physical distress.

Compulsive users of amphetamines fall into roughly two categories.
Individuals who consume therapeutic doses or doses only slightly in
excess of therapeutic doses routinely, but not necessarily daily, fall
into the first category. Such individuals have learned to rely on the
drug to help them cope with the demands of their social emvironment.
Amphetamines produce an elevation in mood and increased alertness. They
counteract fatigue and improve the ability to concemtrate, Physical
performance may be enhanced considerably at times. Perhaps the most
insidious perceived benefit is an increase of initiative and self-

- confidence.

Even though, on occasions, paradoxical responses occur, it is easy to
understand how the student, the athlete, truck drivers and other individuals
who receive rewards for either intense or prolonged efforts can be

hooked. Consider also the overworked or harassed executive who finds

that amphetamines improve the quality and quantity of his work output,

while increasing self-confidence and the housewife who may use the drug

simply to counteract boredom.
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Some of these mildly addicted individuals use the drug for yecars and
don't present any remafkable spcial problem except occaéional distressing
loquaciousness. With moderation, amphetamine effects sound good and
have a definite appeal. Unfortunately all is not as rosy as it sounds.
Users have diffjculty sleeping and tend to either become exhausted or to
use sedatives starting the classical "upper-downer' cycle. Some find
alcohol an effective antidote for the stimulant side effects. Alcohol
and sedatives as a whole are really more pleasant drugs and can become a
far greater problem than the amphetamines. Actually people don't become
physically dependent on amphetamines. They can stop usé without any
terribly unpleasant responses. But they can and do become physically

dependent on alcohol and some even to the sedative hypnotic drugs.

Other problems associated with chronic use are less well defined; however,
mental depression and gastrointestinal diseases appear to be frequent
concomitants of routine amphetamine intake. The most important side
effect of weight reduction programs in which amphetamine is employed as

an adjunct, is therefore chronic compulsive use of mederate doses.

Experts regard even this form as abuse as more often a result of experimentatio
i and subsequent reinforcement of a sensation of need for the drug in
; ordér to function, rather than as an iatrogenic problem. This pathway
| appears to be characteristic of éllrdrugs of zbuse. However, suscéptibility

to moderate abuse seems widespread and the risks involved even with

adequately supervised short term use are undoubtedly real.
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Self-administration of gross overdoses of amphetamine-like products

either orally, by inhalation er by intravenous injection represent a

second and extremely hazardous form of abuse. Such sctivities are
restricted preponderantly to members of our "drug culture". Individuals
who employ large doses of amphetamine, methamphetamine or similar drugs
usually abuse other central nervous system drugs including alcohol,

opiates, barbiturates and marihuana. It seems that any mechanism that

can provide them with a means of escape from the expectations and
impingements of society, their conscience and even consciousness, is
subject to adaption by these individuals. Amphefamines are valued because
of a "rush" sensation produced particularly when injected. The exhilaration
experienced reportedly resembles a sexual release. Cardiovascular and

CN5 side effects are of course magnified and it is difficult to understand
how any degree of pleasure can compensate for the associated unpleasantness.
I've only seen the results of acute amphetamine‘abuse on one occasion
during a day long visit at the home of a university prefessor, a psychelogist
by training. On arrival in the morning, his wife appeared to be floating
on air. She remained that way until shortly before our departure in the
evening, when she collapsed into a deep sleep. During the day she would
not or could not maintain a given conversation or sit for any length of
time. She was inordinately garralous aﬁd obviously edgy. This response

was purportedly the result of sniffing a quantity of dextre-amphetamine.
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Most of us have seen the results of chronic, gross amphetamine abuse on

TV, or at least read descriptions in the 1lay press. The anorexic actions

of the drugs are illustrated by the fact that chronic users generally

appear emaciated, But signs of mental disturbances are also obvious

during periods of prolonged and repeated use. Diminished intelligence

level can be appreciated particularly in previously highly intelligent
individuals. Delusions and framnk hallucinations are common, Feelings

of persecution, suicidal urges and even hémocidal responses are characteristi
of this category of amphetamine addicti&n. Deaths resulting from amphetamine
overdosage can occur, but most often are a result of administration of
companion drugs. Actually, it is amazing how resistant the cardiovascular
system of the human being is to this form of grievous assault; particularly
when one considers that the death rate from cardiovascular disease

remains our leading killer.

Fortunately, when an amphetamine addict is "dried out'" mental and physical
pathology usually prove‘reversible. Nor do chronie, high dose, amphetamine
abusers suffer withdrawal symptoms seen with addiction to depressant

drugs; unless they happen to be addicted to any of these materials at

the same time. Also, gross amphetamine abuse is usually episodic rather
than continual as with classical opiate, sedative addiction. However,

the property of tolerance to high doses is shared by this group. A dose

of amphetamine which might prove fatal to a normal person may be employed
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routinely by some. Finally, it should be emphasized that this form of
addiction to amphetamine is regarded by many experts to présent the
greatest potential for social aberrancies of a hazardous nature among

the whole group of drug abuse problems. These individuals can be mutilators
of children as well as adults, rapists and cold blooded killers. One

wonders for example, if the Manson Cult were amphetamine freaks.

The issue remains whether the risk to benéfit ratio associated with the
therapeutic use of amphetamine for obesity or any other disease, is
sufficiently low to justify their continued commercial availability. At
present straight amphetamine and methamphetamines are included in Schedule
II of the Controlled Substances Act along with morphine, cocaine and
other drugs of abuse. Should these two drugs in particular be relegated
to Category I, thereby prohibiting any form of commercial distribution?
Should their use be restricted to cases of narcolepsy or childhood

hyperkinesis in which they may well represent drugs of choice?

Those who hold that an elevation to the Category I status would be
overkill point out that initial results obtained through imposing the
Category II restrictions have been moderately effective in diminishing

the low-dose amphetamine abuse problem and that with improved surveillance

this form of moderate abuse will be effectively retarded., Many have

doubts that a Category I status would have any appreciable effect on
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severe abuse incidence in spite of increased effectiveness of our enforcement
officials. The street price of amphetamines which rumor tells us is
presently about $3.00 per dose would certainly increa;e which may afford
some deterrant action; but, more likely, such an increase would prove of

greater efficacy in supporting the ventures of erganized crime.

Speaking to the pro-Category I question, the therapeutic merit of
amphetamine products are probably not sufficiently remarkable to dictate

that they remain available even with further labeling restrictions.

It seems unlikely that clinicians on the whole would strenuously object
if the amphetamine products were completely banned; particularly if they
could be assured that deletion of thess occasionally very useful drugs

would not be an exercise in futility.

An investigative reporter, with whom I've become friendly recently
disclosed to me that reliable information exists suggesting that other
sympathomimetic drugs are presently acﬁieving the wide-spread abuse
category. He specifically designated the drug, phenteramine as & popular
amphetamine substitute. This drug is presently listed amoﬁg the drugs

with low abuse potential in Category IV. Our work at Biometric Testing Inc.
jindicates that at effective therapeutic doses some of the sympathomimetic
side effects may occur {dry mouth, palpitations, nervousness} but that

the mood-elevating, anti-fatigue actions associated with amphetamine and

methamphetamine are minimal,
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Although not as extensively studied as amphetamine, phenteramine and

other drugs with similar activity have been well characterized pharmacologically.
Jerome Jaffe in the standard test, Goodman and Gilman cites the work of
Martin and his associates (Clin. Pharmacol. Ther. 12:245, -1971) which
suggest that some representatives of the series can produce central

nervous system stiﬁulation in experimental animals comparable to that of
amphetamine depending upon the dose administered. Since human investigations
have been restricted to recommended doses, the relevancy of these data

in humans cannot be defined. However, as a response to the invitation

to discuss-this problem with you I have explored this possibility further.

A former classmate and expert in the pharmacology of drug addiction, Dr.
Gerald Deneau, provided me with dataz showing that primates under given
conditions will self-administer scme of these presumably less stimulant
sympathomimetics, These data suppert the work of Martin et al and

suggest that the appreciated amphetamine responses might be obtainable

with elevated doses.

Most investigators would discount a significant abuse potential for
phenteramine and similar drugs on the basis of the data available in the
literature. The drugs have just not proven to elicit sufficiently
rewarding responses in comparison to associated discomfort. Yet, we
cannot sell the human animal short. A lesser crutch will frequently be
acceptable if the parent is not available, even though it is reasonable
to assume that unwanted side-effects will be proportionately amplified

with higher doses.



administration.
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Any evidence suggesting a significant abuse potential requires critical

evaluation before conclusions are warranted.

To achieve a conclusion that a given amphetamine-related product possesses
abuse potential of an order to dictate added sanctions, it should be
possible to document an increasing incidence of abuse. In comtradiction
to my reporter friend, another close observer has failed ;o note any

remarkable or alarming upsurge in recreational, non-medical use of the

amphetamine-related drugs. MHe states that fenfluramine, a newer introductio
more likely to produce drowsiness than stimulation, appears to present
;s many problems as some of the older products. Yet, on the basis of
limited data, it seems that baboons, at least, do not enjoy fenfluramine
and will not self-administer the drug abnormally. Perhaps baboons are

more discriminating than humans.

Undoubtedly our DEA, regulatory officials will be able to provide us
with more definitive information in regard to the current incidence of
cases of confirmed abuse of amphetamine-related drugs; particularly the

incidence associated with the inhalation and intravenocus Toutes of

If indeed the related drugs prove to possess an abuse potential approaching

that of amphetamine, then clearly they should be placed in Category II.
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If new findings illustrate that a drug is favored by the "drug culture"
as an agent of gross abuse, it may well merit‘Category I status. Under
any circumstances, we should remain diligent in defining degrees and
hazards of abuse associated with those drugs retained on the market, and

any potential substitutes should they be withdrawn.
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MR. CHAIRMAN, MEMBERS OF THE COMMITTEE, MY NAME IS ED KING.
! AM DEPUTY DIRECTOR OF THE TOWN OF HUNTINGTON YOUTH BUREAU, AND
PROGRAM DIRECTOR OF THE TOWN’S COMMUNITY-BASED DRUG PROGRAM.

MY TESTIMONY TODAY IS BASED ON OVER SEVEN YEARS OF EXPERIENCE
IN MY PRESENT POSITION WITH HUNTINGTON TOWNSHIP, WHICH 15 A LARGE
LONG ISLAND SUBURB OF NEW YORK CITY, WITH A PoPuLATION oF 220,000
PEOPLE,

IN 1968, THE TOWN OF HUNTINGTON ESTABLISHED THE FIRST TOWN-
LEVEL YOUTH BUREAU IN NEW YORK STATE FUNDED BY THE NEW YORK STATE
DIVISION FOR YOUTH, anyp OUR YOUTH BUREAU WAS AMONG THE VERY FIRST
AGENCIES TO RECEIVE STATE FUNDS TO OPERATE A COMMUNITY-BASED
PROGRAM FOR THE PREVENTION AND CONTROL OF YOUTHFUL DRUG ABUSE IN
1970, 1w 1971, THE TOWN OF HUNTINGTON INSTITUTED THE FIRST
VOLUNTARY AMPHETAMINE BAN IN THE UNITED STATES.

THE TOWN'S COMPREHENSIVE YOUTH PLAN INCLUDES EIGHT PRIVATE,
NON-PROFIT CORPORATIONS KNOWN AS YOUTH DEVELOPMENT ASSOCIATICONS
SERYING LOCAL  NEIGHBORHOODS WITHIN THE TOWNSHIP, AND SEVERAL
SUPPORT PROGRAMS IN THE AREAS OF JOB DEVELOPMENT, SUMMER CAMPS,
RUNAWAY PLACEMENTS, FAMILY ADVOCACY, AND COURT DIVERSION, AS
WELL AS THE DRUG PROGRAM WHICH CONSISTS OF A HOTLINE, COUNSELLING
CENTER, AND OUTREACH WORKERS ASSIGNED TO THE LOCAL YQUTH DEVELOPMENT
ASSOCIATIONS.

¢

WE FEEL THAT bUR EIGHT YOUTH DEVELOPMENT ASSOCIATIONS ON
CONTRACT WITH THE YOUTH BUREAU PROVIDE THE KEY TO THE DEVELOPMENT
OF PROGRAM STRATEGIES SPEtlFIC TO REDUCING DRUG ABUSE. THEY ARE
OPERATED BY LOCAL BOARDS OF COMMUNITY CITIZENS (ADULTS AND YOUTHS),
AND ARE IN THE BEST POSITION TQ RECOGNIZE LOCAL PROBLEMS AND THEIR
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SOLUTIONS IN COOPERATION AND COORDINATION WITH OQUR YOUTH BUREAU
PROFESSIONAL STAFF, THIS ELABORATE SYSTEM OF CITIZEN INVOLVEMENT
IN LOCAL GOVERNMENT INCLUDES, (IN ADDITION TG LOCAL NEIGHBORHOOD
BOARDS), CENTER COUNCILS, TASK FORCES, SPECIAL COMMITTEES AND
PROGRAM VOLUNTEERS, WORKING WITH THE UNDERSTANDING AND SUPPORT

OF THE APPOINTED MEMBERS OF THE YOUTH BOARD AND THE ELECTED
OFFICIALS OF THE TOWN COUNCIL,

WE DESCRIBE THIS GRASS-ROOTS VOLUNTEER EFFORT WITH OBVIOUS

PRIDE, MR, CHAIRMAN, TO ILLUSTRATE THE IMPORTANCE OF THE WORK OF
THIS COMMITTEE. WITH ALL OF THIS LOCAL COMMUNITY CONCERN AND EFFORT
TRANSLATED INTO QUALITY PROGRAMS AND PROFESSIONAL SERVICES, WE WILL
ULTIMATELY FAIL TO FREE OURSELVES OF DRUG ABUSE UNLESS
INSTITUTIONALIZED FORMS OF DRUG ABUSE ARE ADDRESSED AT THE FEDERAL

LEYEL,

1 WOULD LIKE TO OFFER A VERY SPECIFIC ILLUSTRATION AT THIS TIME.
in FEBRUARY OF 1972, THE TOWN OF HUNTINGTON PROVIDED EXPERT TESTIMONY
IN THE PERSON OF EDWARD M. GUROWITZ, PH. D., THEN DIRECTOR OF CLINICA
SERVICES OF THE TOWN'S NARCOTIC GUIDANCE COUNCIL, BEFORE A SENATE
SUBCOMMITTEE CHAIRED BY THE HONORABLE PAUL G. ROGERS, DEALING WITH
THE VERY SAME CONCERNS OVER AMPHETAMINE ABUSE WHICH WE ARE ADDRESSING
HERE TODAY.

" IN THAT TESTIMONY, DR. GUROWITZ REFERRED TO A DOCTOR WITH A
*DIET PRACTICE" WITH OFFICES IN THE SAME BUILDING A5 OUR TOWN'S
COUNSELLING CENTER, AND ALSO HOUSING THE SUFFOLK COUNTY METHADONE
MAINTENANCE CLINIC, HE SPOKE OF HIS DIFFICULTY IN EXPLAINING THIS
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TO YOUNG CLIENTS WHO SAW LONG LINES OF PEQPLE, MANY OF THEM YOUNG,
FEW OF THEM OBESE, WAITING TO OBTAIN DRUGS FOR WEIGHT CONTROL.

THE SITUATION WAS AGGRAVATED BY THE FACT THAT MANY OF THESE CLIENTS
WERE COURT REMANDED FOR TREATMENT AFTER ARREST AND CONVICTION FOR
THEIR ILLICIT DRUG ABUSE, AND HAD REAL FEELINGS ABOUT THE DAILY
PARADE OF “LEGITIMIZED" DRUG TRAFFIC WHICH THEY WERE WITNESS TO.

THE FOLLOWING STEPS WERE TAKEN ON THE LOCAL LEVEL: THE
SUFFOLK COUNTY DESTRICT ATTORKEY'S OFFICE WAS ALERTED TO THE
SITUATION; THE SUFFOLK COUNTY MEDICAL SOCIETY WAS INFORMED (BUT

THE DOCTOR WAS NOT A MEMBER, AND THEY COULD IMPQSE MO EFFECTIVE
SANCTION); THE TOWN'S COUNSELLING CENTER WAS MOVED TO A NEW LOCATION;
AND, SOON AFTER, THE COUNTY'S METHADONE CLINIC MOVED AWAY ALSO. AS
OF THIS WRITING, THIS SAME DOCTOR REMAINS UNDER INVESTIGATION OF

THE DRUG ENFORCEMENT ADMINISTRATION, AND IN ACTIVE PRACTICE IN THE
SAME LOCATION WITH AN ESTIMATED WEEKLY CASELOAD OF OVER 800 PATIENTS.

IN JANUARY OF THIS YEAR, ONE OF THOSE PATIENTS, A TWENTY YEAR
OLD FEMALE, CAME TO OUR COUNSELLING CENTER WITH THE HOPE OF BREAKING
A ONE YEAR ADDICTION TO AMPHETAMINES. THE PILLS WERE GIVEN TO THIS
CLIENT ON A REGULAR AND UNREGULATEDB BASIS. SHE STATED THAT SHE WAS
GIVEN THE PILLS ﬁlRECTLY BY THE DOCTOR, AND THAT SHE WAS ABLE TO
GET MORE THAN THE USUAL WEEKLY ALLOTMENT OF TWENTY-ONE PILLS WITH
EASE. SHE FURTHER STATED THAT, AFTER THE FIRST VISIT, NO SIGNIFICANT
EXAMINATION WAS MADE OF HER PHYSICAL OR EMOTIONAL CONDITION,

DURING THAT YEAR, BEFORE SHE CAME TO US, SHE WAS OFTEN DEEPLY
DEPRESSED, HAD VISUAL HALLUCINATIONS, WAS DELUSIONAL IN HER THINKING.
AND ATTEMPTED SUICIDE ON THREE SEPARATE OCCASIONS,  SHE WAS
HOSPITALIZED EACH TIME.
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on FEBRUARY 2nD OF THIS YEAR, WE REFERRED HER TO A LOCAL DETOX
UNIT, AND THEY REFERRED HER TO A LOCAL RESIDENTIAL TREATMENT PROGRAM,
SHE WITHDREW AFTER TWO DAYS, BUT OUR FOLLOW-UP DETERMINED THAT SHE
REMAINED DETOXIFIED FOR TWO MONTHS BEFORE SHE RETURNED TO THE
DOCTOR'S OFFICE FOR MORE PILLS WHICH SHE RECEIVED,

oN MAY &tu, IN THE PRESENCE OF ONE OF OUR WORKERS, SHE
WROTE A LETTER TO THE DOCTOR, AND TOLD HIM OF HER ADDICTIVE
HISTORY WITH THE PILLS HE MAD BEEN GIVING HER, AND PLEADED WITH HIM
TO NEVER GIVE HER PILLS AGAIN, EVEN IF SHE BEGGED HIM.

1 WISH THAT I COULD SAY THAT THIS 1S AN ATYPICAL AND OVERLY

DRAMATIC CASE, MR. CHAIRMAN, BUT TH1S SAD STORY IS UNUSUAL ONLY IN
THE SENSE THAT THIS YOUNG WOMAN CAME FOR HELP. WHEN AMPHETAMINES
ARE INVOLVED IN AN ESTABLISHED PATTERN OF DRUG ABUSE, DEEP
DEPRESSIONS, AGGRESSIVE ACTING OUT, PARANOIA, SUICIDAL TENDENCIES
AND RESISTIVENESS TO CHANGE ARE THE COMMON TRAITS.

JUST AS THESE HEARINGS ON ANTI-CBESITY DRUGS ARE PART OF A
LARGER STUDY OF THE DEVELOPMENT, MARKETING, AND DiSTRIBUTION OF
PRESCRIPTION DRUGS IN GENERAL, THE ABUSE OF AMPHETAMINES 15 USUALLY
COMBINED WITH THE ABUSE OF TRANGUILIZERS, SEDATIVES, AND BARBITUATES
OBTAINED, FAR TOO OFTEN, FROM OTHER DOCTORS.

MANY ADULTS IN TOWN, AS WELL AS YOUNG PEOPLE, FIND THEMSELVES

ON A CHEMICAL ROLLER-COASTER OF "UPS" AND "DOWNS.” THE SUBURBAN
HOUSEWIFE SEEMS TO BE A PARTICULARLY HIGH-RISK POPULATION FOR THES KIND
OF DRUG ABUSE. SOME START WITH DEPRESSANT DRUGS, DEVELOP TOLERANCES,
AND THEN GO TD A “WEIGHT DOCTORY FOR AMPHETAMINES TO HELP THEM GET

UP IN THE MORNING., OTHERS GET "STRUNG OUT”.ON THEIR
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INCREASED TOLERANCE FOR AMPHETAMINES AND 60 TO

ANOTHER DOCTOR WHERE THEY PRESENT THE SYMPTOMS OF EXTREME
FATIGUE, ANXIETY, AND TENSION, AND TRANQUILIZERS OR SEDATIVES ARE
PRESCRIBED,

" WE HAVE FOUND VERY FEW AMPHETAMINE ABUSERS IN OUR TOWNSHIP WHO
HAVE OBTAINED THEIR DRUGS FROM THE STREET IN RECENT YEARS. THIS
15 NOT THE CASE WITH TRANQMILIZERS, SEDATIVES AND BARBITUATES, WHICH
ARE MORE COMMON IN GENERAL AND MORE AVAILABLE IN THE ILLICIT DRUG
TRAFFIC.

IF WE COULD SOMEHOW CONTROL THE PRODUCTION OF TRANQUILIZERS,
SEDATIVES, AND BARBITUATES SO THAT TOMORROW THEY WOULD BE AVAILABLE
FOR ONLY THE APPROPRIATE MEDICAL USES, 1 WOULD THINK TWICE BEFORE
DOING 1T, 1 CERTAINLY WOULD NOT WANT TO DRIVE IN HEAVY TRAFFIC THE
NEXT DAY!

THE KIND OF HUMAN SERVICES NECESSARY TO ENABLE LESS FORTUNATE
MEMBERS OF OUR SOCIETY TO COPE IN A HEALTHY AND RESPONSIBLE WAY
WITH THE STRESSES AND ANXIETIES OF MODERN DAY LIFE ‘ARE SIMPLY NOT
IN PLACE, THIS IS NOT TO.SAY THAT DEPRESSANT DRUGS ARE NOT GROSSLY
OVER-PRODUCED AND OVER-PRESCRIBED, THEY MOST CERTAINLY ARE, AND
FEDERAL.CONTROLS ARE URGENTLY NEEDED. HONEVER; THESE CONTROLS
SHOULD BE DEVELOPED CAREFULLY AND INSTITUTED WITH CAUTION. A
PHASE-IN PERIOD OF SEVERAL YEARS IN WHICH PRODUCTION LIMITS WOULD
TIGHTEN IN SET STEPS wouLd ALLOW FOR THE NECESSARY ON-GOING
EVALUATION WHICH THI$ EFFORT WOULD REQUIRE,
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AMPHETAMINES ARE A DIFFERENT STORY. THE TESTIMONY OF DR.
GUROMITZ FIVE YEARS AGO CAREFULLY ESTABLISHED 1,200 kILoS AS
A REASONABLE NATIONAL PRODUCTION LIMIT FOR AMPHETAMINES. THIS
WOULD PROVIDE AN ADEQUATE SUPPLY TO SUPPLEMENT THE NON-AMPHETAMINE
DRUG OF CHOICE {RITALIN) FOR THE TREATMENT OF THE RARE CONDITIONS
OF NARCOLEPSY AND HYPERKINESIS. THE LATTER CONDITION IS PRESENTLY
THOUGHT BY MANY TO BE CAUSED BY ALLERGIC REACTIONS TO DYES AND
PRESERVATIVES IN FOODS; YET ANOTHER FORM OF INSTITUTIONALIZED
SUBSTANCE ABUSE.

IT SEEMS TO ME, MR, CHAIRMAN, THAT AMPHETAMINES ARE THE PLACE
TO START WITH STRICT CONTROLS ON PRODUCTICN. WHILE THE ABUSERS
OF DEPRESSANT DRUGS ARE OFTEN SELF-MEDICATING TO CONTROL THE SYMPTOMS

OF UNDERLYING EMOTIONAL TURMOIL, AMPHETAMINES ONLY AGGRAVATE AND
INTENSIFY THOSE VERY SAME SYMPTOMS. THE PERSON WITH UNDERLYING
HOSTILITY BECOMES MORE HOSTILE. THE PERSON WITH UNDERLYING
DEPRESSION BECOMES MORE DEPRESSED. THE PERSON WITH UNDERLYING
PSYCHOSIS BREAKS MORE COMPLETELY WITH THE REALITIES AROUND HIM.

THE OVERALL IMPACT OF THIS AGGRAVATED AND INTENSIFIED CONFLICT
ON FAMILY LIFE IS BEYOND CALCULATION, BUT MOST CERTAINLY WIDE
SPREAD AND TRAGIC IN ITS EFFECT.

WE, IN THE TOWN OF HUNTINGTON, ARE PLEASED AND GRATEFUL THAT
THIS COMMITTEE IS ONCE AGAIN FOCUSING ATTENTION ON THE CRITICAL
NEED TO CURTAIL THE OVER-PRODUCTION OF COMMONLY ABUSED PRESCRIPTION
DRUGS BY BIG INDUSTRIES THROUGHOUT OUR NATION. BY BROADENING THE
FOCUS OF OUR PUBLIC CONCERN OVER DRUG ABUSE IN THIS WAY, WE CAN
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TAKE REAL STEPS TO DEMONSTRATE INTEGRITY IN OUR NATIONAL
EFFORT. '

YOUNG PEOPLE ABUSING DRUGS OBTAINED ON THE STREET HAVE BEEM
SCAPEGOATED FOR TOO LONG IN OUR SO-CALLED "WAR ON DRUG ABUSE.”
YOUNG PEOPLE IN GENERAL ARE EXTREMELY SENSITIVE TO HYPROCRACY,
AND WOULD BE QUICK YO RECOGNIZE ANY REAL STEPS TO DEAL FAIRLY AND
SQUARELY WITH INSTITUTIONALIZED DRUG ABUSE AS, ALSO BEING STEPS
TO REDUCE SIGNIFICANTLY THE ALEENATION YOUNG PEOPLE FEEL FROM
THIS NATIONAL EFFORT AT THE PRESENT TIME,

YOUR LEADERSHIP WILL GO A LONG WAY TOWARD UNITINRG YOUNG AND
OLD ALIKE IN A NATIONAL EFFORT TO FIND HEALTHY AND RESPONSIBLE
WAYS TO LIMIT AND CONTROL DRUG ABUSE AND THE CLOSELY RELATED
HUMAN ABUSEs OF ALL KINDS.

WE THANK YOU FOR THE CPPORTUNITY TO BE A PART OF THAT PROCESS,
AND STAND READY TO ASSIST IN ANY WAY POSSIBLE.

THANK YOU.



14888 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

Statement of Isaac R. McGraw, President
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At the request of your Committee, I am appearing on
behalf of Pennwalt Corporation's Pharmaceutical Division in

order to provide the Committee with our comments on the sub-

ject of anti-obesity drugs.
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Introduction

In my appearance today on behalf of Pennwalt and its Pharmaceutical
Division, I will review those major considerations which we believe to be
responsive to this Committee's invitation,

In order that you may readily comprehend our views, I should like to
summarize them at the outset and then deal with them more fully by major
category.

As part of Pennwalt Corporation, a 126-year old firm founded and
still headquartered in Philadelphia, Pennsylvania, with annual sales of
approximately $750 million, we share its pride in our collective integrity,

(I should note that our division represents less than ten percent of the
Company's total sales, and that our anti-obesity products represent less
than three percent of total sales, with leas than one percent in anorectic
amphetamine products, )

Anti-obesity prescription medicine is the only federally recognized

effective rmedicinal aid available in a course of medically superviaed anti-

obesgity treatment available to the 30 to 40 million Americans who are chese,
namely, those who are at least 20 percent overweight.

Obesity is a recognized illness, in medical terms, as weil as an emo-
tional burden. It also complicates other quite serious medical problemas,

Our Pharmaceutical Division clearly recognizes that its anorectic
products should not be used unless prescribed by a physician, We firmly
believe that our marketing program fully reflects this recognition and contains

no suggestion that we seek to sell the patient any use of our anorectic products,
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As this Committee is aware, the Food and Drug Administration
has found out anorectic products to be safe and effective and, in our
judgment, we have continued to achieve very satisfactory compliance with
the regulatory standards and programs which are the responsibility of the
Drug Enforcement Administration,

We believe that you should find the factual evidence on the prescription
dosage units of our products, per patient, to be consistent with their use as a
short-term aid to the medically supervised obese patient.

We do not believe there is any probative evidence that our anti-obesity
products show any meaningful statistical or other factual evidence of abuse.

We recognize that in a population of 215 million Americans theré is
a very small but highly visible segment who are troubled and who may be
determined to misuse or abuse legitimate products.

We believe, however, that the safety, effectiveness and judicious
prescription of anti-obesity products cannot reasonably be condemned by
the very limited factual evidence of their statistically quite infrequent
misuse.

The Congress and 42 gtate legislatures have created, and the FDA,
DEA and State agencies administer, monitor and enforce sophisticated and
effective programs designed to ensure proper medically supervised use of
anorectic products.

We fully support these programs and cooperate readily with these
agencies,

We believe that a scientifie, technical or legal aralysis fully and

fairly considered, on the basis of factual rather than hearsay evidence,

2~
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will continue to require the conclusion that our anorectic products serve a
very worthwhile medical and human need--assistance to the physician who
finds that his patient requires this medication,

I shall now turn to a more detailed review of the bases for the views

1 have just summarized,

Carporate History

Pennwalt Corporation was founded in 1850, in Philadelphia where
it continues to maintain its corporate headquarters, Pennwalt has more
than 14,000 employees who are engaged in manufacture, sale and distribu-
tion of its products in the United States, Europe and elsewhere in the free
world. Pennwalt's total annual sales are expected to exceed $750 million
in 1976, derived from its operations in Chemicals (approximately 50%),
Specialized Equi'pment (approximately 25%), and Health--including bath
Dental and Pharmaceutical operations {approximately 25%). The Pharma-
ceutical Division has annual sales of approximately $70 million and

employs approximately 1, 100 people.

Pennwalt's Pharmaceutical Division

The Fharmaceutical Division manufactures and makes available to
the medical profession a variety of therapeutic agents including anti-
Jﬁypertensives, diyretics, anti-anxiety drugs, local anesthetics, antifungals,
antispasmodics, antitussives and antihistaminics as well as anorectics.

The total sales of Pennwalt's only amphetamine product, Biphetamine,
are less than one percent of Pennwalt's annual sales, and the total sates of
both Biphetamine and Pennwalt's non-amphetamine ancrectic, Ionamin, are
less than three percent of Pennwalt's annual sales.

-3-
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Our Pharmacceutical Division is headquartered in Rochester, Now
York, where it maintains its production, rescarch and marketing organiza-
tions, Qur busincss \:vas foundced by the Strascnburgh family in Rochester,
and was privatcl); ownud until 1960, at which time it was acquired by
Wallace & Ticrnan, lnc., hcadquartercd in Fast Orange, New Jersey
with plants located in scveral arcas of the United States and abroad, On
March 31, 1969, we became part of the Pennwalt Corporation, by virtue of
its acquisition of Wallace & Ticrnan on that date,

Biphctamine is scheduled by the Drug Enforeement Administration
{"DEA") as a controlled substance under Schedule II, As such, the manu-
facturc ol this product is specifically limited in terms of quantity and is
stricily repulated at every stape inits chain of distributinon by the DEA, as
¥ will discuss morc luily latér. lonamin is scheduled by the DEA as a
Schedule IV substance. |t, too, is strictly controlled and repulated at
cach level of distribution, Both products have been approved by the Food

and Drug Administration (" FDA") as safe and effective, as recently as 1974,

In our pharmaccutical operations al Rochester, wie maintain a
ercscatrch and development facility, manncd with qualified professionals in-
cluding 4 doctors of medicine, 23 doctors of pharmacoelogy and dactors
of chemistry, and other related discip]inns. This staff and our administra-
tive staff {(quality centrol, governmental compliance, finance, personncl,

cte, ) perform the varvicus Munctions which these titles sugpest.

-4-
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The Problem of Obesity and the Use of Anorectics

Internationally known medical and nutritional experts in the United
States are generally agreed that there are approximately 30 to 40 million
Americans between the ages of 21 and 65 who are at least 20 percent over-
weight.

To be 20 percent overweight is to be "obese', a condition that
scriously affects the individual's well-being and life expectancy, Obesity
also compounds other diseases, Medically, obesity is correlated with
considerable incfease in cardio-vascular diseases, diabetes, liver and
kidney diseases and even accidents. s

Indeed, to be obese is to be i1, The problem was defined by one
1/

reputable phyaician, Dr, Falberstam as.follows:

“Fainess may be the single most 'mportant illness in America.
It is certainly the most important form of malnutrition, Fat
people have higher incidence of stroke, of high blood pressure,
and, to a less marked degree, heart attacks, Cn all life in-
surance tables fat people live shorter lives than normals. =
{Emphasis supplied)

In addition to physical disability, the obese frequently carry »n
- additional emotional burden, which Dr. Halberstam has described in these

terms:

""Worse, the fat middle-class person lives not only with a phyesical
burden, but with a psychologic stigma. The sociologist, David
Riesman, has said that America is a '"physionomic demoe racy. "
That is, we increasingly will adcept into our social circles and
business lives peaple of any race, creed, or color--so long as
they are attractive. The other side of this is that we shun the
ugly, the crippled, the fat, The next time you are at a gathering
of strangers or getting on a bus or sitting down at a lunch counter,
check your own reluctance to sit down alongside a fat person.

1/ Dr. Michael Halberstam, The Pills in Your Life, Ace Books, 1972,
pp. 141-142, ‘

-5- .
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"Fatness has become a stigma~-we associate it with poverty,
ignorance, bad smell., sour lives. To a large oxtent this is
correct--and the fat person knows it.'’

In discussing the proper role of anorectics in the treatment
of obesity, we are confident that while this Committee will consider the
testimony of the experts, the layman, and others who have their respoctive
and differing vicws, the Committece will continuce to be most interested in
that which can be cstablished factually.

We are equally confident this Committee will examine the question of
antiobesity medication in the coatext in which it ariscs--a population contain-
ing 30 Lo 4C million obesc citizens who are entitled to medical and other
therapeutic assistance in obtaining relicf from their physical and emotional
disabilities,

These disabilitics cannot be dismisscd with the notion that "will-power”

or "self-discipline” or "counsecling” are all that are nceded, .Wv can tefl the
sinners, the alccholics, the chain-smokers or the obese how to behave and
turh our backs on them if they do not. But quite clearly preachment is not
the curc for any serious disability,

We think it noteworthy that despite great medical progress in this
country, the treatment af obesity is onc of the few arcas of preventive medicine
being practiced today, Most other medical practice today remains remudial or
post-traumatic, Medical attention is available to help the obese patient in

his efforts to attain a more satisfactory level of physical condition by supcrvised

weight loss.
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Indeed, there seems to be general agreement in the technical as
well as popular literature that the ob-ese should seek a doctor’s advice before
undertaking any serious program of individual dicting,

If we have approximatcly 30 to 40 million obese individuals in the
United States, and if we and they recognize that wishing "won't make it o',
what remedies are approprigtn? R

Qur Pharmaceutical Divisian believes that the obese individual has a
medical problem which is best treated by a physician and aided by counseling
and supportive techniques which will motivate the patient to attain his goals.

Pennwalt has acted on this belicf in educational programs directed
to both physician and patient, We believe that prescription of anorectic
medication--ours or that supplied by other reputable pharrnsccuticai
cormpanics--is entirely the prerogative of the physician,

For morc than fifteen years, we have provided the paticnt, through
his doctor, with literature intended to cducate the paticnt--not se¢ll him our
products. Indeed, our products ane not mentioned in this li‘tcraluro.

Morc than 10 million copies of our lonp-é¢stablished and (rece booklek,
"Are You Really Serious About Losing Weight?'', have been distributed. It
contains over 70 papges of highly usclul information for the patient and ne
reference to Pennwalt products,

The educational value of our booklet was described by the interrationally
renowned Dr, Jean Mayer of the Harvard University School of Public Health,
who said; —

"There have been so many popular books and articles on obesity
which make the most unrcasonable promises to patients lhat it is

2/ See Preface to "Are You Really Sertous About Losing Weight? "', copics

of which have been supplied to the Committee.
= -7~
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pleasant to see a booklet taking the reasonable and truthful
position that weight reduction is dependent on maintaining a
negative energy balance--preferably based both on decreasing
food intake and increasing energy expenditure,

"It is even more gratifying to see that the booklet is sponsored
by an enlightened pharmaceutical company which realizes that
while anorexigenic drugs can, in the hands of competent and
well-informed physicians, make an important contribution to
treatment during the initial period of weight reduction, they
cannct substitute for reeducation of the patient as regards
eating and living habits. They can gain time and make it
casier for the obese individual to become used to amaller food
portions, Buta great deal of information and motivation also
need to be given to the patient.

"Because the doctor's time is not unlimited, he needs teaching
material, which this booklet quite adequately conveys. Reading
the booklet shonld give the patient the chance for a more informed
dialogue with his doctor,*

In this samc booklet, the patient is advised to "Count your facts before

you count your calories' and then asked to take a True-False quiz on basic
propositions alleged to relate to dieting, with 28 questions and answers.

I call your attention specifically to question No. 26 and our answer to
it (at pages 3 and 5 of the booklet}):

Proposition: 26, A diet "pill" is an easivr way of
losing weight than dieting.

Answer: 26, Falsec., No pill can take the place of
dieting., A diet pill is only a "training™
aid to help cut down appetite for food
while tearning to adjust to cating less.

It takes time to correct faulty eating
hahits-=-the real cause of overweight.

Do not use any dieting drug unle=s it

is prescribed by your physician for you.,"

In summary, our educational program is specifically addressed to
a four-part theme: (1) dietary counselling by the physician; (2) individualized
dietary control addressed to the specific patient; (3} prescribed exercise; and

{4) if necessary, anti-obesity prescription,

-8-
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The Regulatory System

As this committee is fully aware, amphetamines and non-amphetamine
) f
anorcctics are scheduled drugs which are regulated la:\d controlled by:the
Foad and Drug Administration, the Drug Enforceme.nt Administration, and
state authoritin 5'.' .

In 1970, the Congtess pazlased the Drug Abuse Prevention and Contrﬂi
Act {"Controlled Substances Act'") at which time the Food and Drug Administra-
tion Bureau of Drug Abuse Control and the Department of Narcotics within the
United States Treasury Department were assigned to the Department of Justice,
This Justice Department en‘orcement agency is now known as the Drug Enforce-
ment Administration.

The 1970 Controlled Substances Act established categories of drugs in
five schedules of gradation,and the FDA and DEA cooperate with respect to
specific scheduling thereunder. The FDA's role uncier the Federal statutory
a:nd regulatory scheme is to ;nake a det-ermination of the benefit-risk status
and the cffectiveness of particular drugs, The FDA has determined that |

Pennwalt's Biphetamine is safe and cffective as an adjunct in the short-term

management of obesity., As you know, the DEA has assigned it to Schedule II,

Similarly, the FDA has determined that Pennwalt's lonamin is safe and effective.
Ll

The DEA has assigned it ta Schedule IV, '

The 1970 law also imposés stringent 2ccounting, reporting and production
requirements, e:xftensive labeling ‘requirements, registration of manufacturers,
dis;ribut;rs and dispensing entities, elaborate fequirements for safe-keeping of
controlled substances, ar{d establishes other procedures for the control and

supervision of controlled substances,

-g-
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With respect to the manufacture of our Schedule II product, Biphetamine,
we must receive a quota allocation from the DEA, annually, That quota estab-
lizshes the amount of amphetamine base (our raw material) which will be
available to us for the relevant calendar year. In this process, Pennwalt:
1. Must have submitted before the close of each year a formal
quota application for the forthcoming year, setting forth our
raw material utilization for the preceding three years.
2. Upon receipt from the DEA, early in the new year, of a quota
allocation--which generally does not afford a full calendar year
of supply--we operate thereunder.
3. Several months later, as our inventory diminishes, we must
make a further formal request for an additional guota allocation.
4, That request must contain:
(1) A statement of current total plant inventory.

{2} Projected utilization to year-end at our current
usage rate,

(3} A resultant computation of the additional allocation
we require.

(4) Such other information as is appropriate to aid the
DEA in its evaluation, including, for example, the
following:

a. Comparisons of our distribution, stated in terms
of kilos.

b, International Marketing Service (IMS) audits of
drug store purchases and prescription utilization,

¢, Wholesale distribution inventory level analysis,
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As a result of the quota process I have described, we are supplied
with a raw material base generally sufficient to meet our actual annual
demand, However, we do hot receive a quota allocation adequate to
guarantee us that in fact we will be able to complete production for that
calendar year,

Ag ig evident, this rigorous quota control program is an essential
part of the regulatory design to ensure that the product originates and re-
mains in legitimate channels of manufacture and distribution.

The proper scheduling of Ionamin {phentermine} has been under
review by the DEA since early 1973, At that time, Pennwalt advised the
DEA that it would not oppose Schedule IIf classification for Ionamiﬁ if
related, competitive products were similarly scheduled. Pennwalt took

this position in a apirit of cooperation, although Pennwalt remains unaware

of any evidence that would support the Schedule III classification proposed
by the DEA, The matter remains pending, with lonamin in Schedule IV
awaiting further action by the DEA, following its receipt of Pennwalt's
tengthy documentation of the scientific and other facts we deemed relevant
to the gquestion.

In this connection, it should be noted that Pennwalt advised the DEA
on November 17, 1975, that:

"Phentermine (i.e. Pennwalt's Ionarmin) has been marketed

in the United States since approximately 1959, During the

sixteen {now seventeen) years since then, approximately five

hundred million (500, 000, 000} dosage units of Ionamin have

been prescribed by physicians for use by a diverse patient

population, ranging from young adults to the aging, a popula-

tion necessarily including a broad spectrum of emotional,
mental and physical characteristics.

wlle
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"In all of those sixtecen ycars, Pennwalt has learned of no
dcaths or any ‘serious physical or mental injury or damage
attributable to the drug, In addition, Pennwalt is not aware
of any significant instances of phentermine abuse, and its
product liability cxperience with the drug Tonamin refliccts
but one payment, in the amount of $3, 500., to settle one suit
brought by a paticnt who alleged she had used Ionamin {on
prescription} as well as scvertl other drugs manufactured
by other defendants in her case. ™

The DEA Monitors and Audits the Distribution of Anti-Obesity Drupgs

The Drug Enforcermcent Administration glays a very active role
in monitoring and anditing our scheduled subatances. It requirces that
all manufacturers of all Schedule II products submit monthly DEA-222-C
forms.. These reports require Pennwalt, for example, to list each pur-
chase or sales transaction involving Biphetamine, as a Schedule 1T
substance, by date, amouqt, and identity and location of purchase,

The DEA algzo requires the quarterly filing of ARCOS cornputer
tapes recording cach controlled substance transaction under Schedule 17
and all transactions involving narcotic drugs in any schedule exclusive
of those on Schedule V. These computer tapes show the movement of
the drug both within the plant and in dist‘ributinn, apain showing date,
amount and recipient,

For Ionamin, a Schedule IV product, the DFA requires that we

! .

record the name and locati;m of cach purchascr, its registration number,
and the quantity, identity, and strength of the product by package unit,

These same standards apply to our purchasc of lonamin's raw matcerial,

.
phente rmine,
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In addition, the DEA requires a separate listing of all controlled
substance transactions, segregated from all other company records, to
facilitate ready ihspection by DEA representatis;es.

Separate reports of any suspected loas in transit, whether or
not confirmed, and any other significant loss of any acheduled drug,
are reported to the DEA immediately. 1If any suspected loss is not
accounted for, follow-up reports are made.

The DEA also conducta pericdic, formal audit inspections of
Pennwalt's entire system of accountability for all schedules of
controlled substances, Apart from these audita, DEA representatives
are on our premises on a regular basie in the routine perfsrmance of
their duties, including monitoring distribution and reviewing our. security

programs for scheduled products.

In addition to federal régulation. forty-two states, including
New York, California, Pennsylvania, Illinois, and Florida, have
adopted the Uniform Controlled Substances Act, which tontains contraols

gimilar to the Federal Act,

13-
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Effect of Controls on Prescription Experience: 197! Compared to 1975

Since the passape of the Controlled Substances Act in 1970, therc has
been a marked change in the prescription experience for anorectic products.

3/
These changes may be summarized as follaws: =

1971 1975
1. Total patient visits for ohesity: 23,668,000 20,601, 000
2, Prescription Usage:
Medical prescriptions of anorectics
(initial) 18,373,000 12,413,000
Total second or subsequent
prescriptions 7,707, 000 7,213,000
Total anorectic prescriptions: 26,080, 000 19,626,000
3, Total anorectic prescriptions
(1} Amphetamincs: 16,232,000 5,504, 000
(Initial prescriptions) (13,201,000) (2,745,000),
{2} Non-amphetamines: 9,848,000 14,122,000
(Subsequent prescriptions) (5,172,000} ¢( 9,668,000}
Total anorectic prescriptians: 26,080,000 19,626,000
4, Reduction in total anorectic prescriptions
from 1971 to 1975 -, 454,000

3/ These data are based upon the National Disease and Therapeutic Drug

Index (Non-Endocrine Obesity) and its National Prescription Audit,
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These figurcs demonstrate that the Controlled Substances Act
has accomplished a dramatic reduction in the prescription of amphetamine
anorectic products, but thal a continuing medical requirement for those
products remains,

The figures also demonstrate that while there has been an overall
reduction in the total prescriptions of anorectic products, therc also re-
mains a very sizable paticnt population, consisting of millions of Americans,
amonyg the 30 1o 40 million ebese, who are recciving medically supervised

treatment for their condition.

Pennwalt's Manufacture, Distribution and Sales

All of the foderal regulations I dexcribed previously arc complicd
with by Pennwalt in its manufacture, distribution and sales. 1In addition,
at the plant, production and shipping are nmnitort.‘d closcly by management
to assure the absence of logs and the detection of any altempted theft, As
noted carlier, detailed records and monthly and gquarterly renorts Lo the
DEA show cach transaction both intra-plant and to customers, its size and
the identity of the customer,

At the prescnt time, Pennwalt sells its prescription products,
including Biphetamine and Ionamin, only to nen-profit hospitals and to
appr;)ximately 450 wholesale distributors,

These wholesalers handle the complete line of Pennwalt products
and all of them arc also registered and regulated in their handling of
scheduled drugs by the Drug Enforcement Administration. In addition toe
registration, the wholesalers arce subject to the same strinpent reporting

requirements by the DEA as is required of manufacturers.

-l 5=
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Using 1973 as a base, Pennwalt's direct sales of both Biphetamine
and lonamin to physicians have decreased. By 1975, approximately seven
percent of Pennwalt's sales of Bilphetamine, and approximately four percent
of Pennwalt's sales of Jonamin, were made directly to physicians. Effective
in the fall of this year, FPennwalt ceased all such sales,

Pennwalt has not promoted or advertised Biphetamine since 1971.
Since that date, we have not detailed or sampled Biphetamine to physicians,
. Pennwalt advertises Ionamin, but only in journals addressed to the medical
profession. It also samples Ilonamin in accordance with prevailing com-
petitive practices and existing law,

In August, 1976, the DEA proposed that sampling of all controlled
products be prohibited. In that same month, Pennwalt wrote to the DEA to
express our agreement with their proposal, and will comply immediately

should this proposal become applicable to all competitors.,

Pennwalt's 1975 promotional expenditures for Ionamin were approxi-
mately & percent of total Ionamin sales. Otherwise stated, our total pro-
motional expenditures were approximately 4 percent of our total anti-
obesity drug sales. (A3 noted, we have no promational expenditures for
Biphetamine, }

Thesge figures may be compared to the promotional expenditures for
the most popular over-the-counter anti-obesity product, which has an esti-
mated 60 percent of the market. The total promotional expenditures for
that product for the last available year have been reported to be more

than 20 percent of its sales, on a sales volu:ﬁe of approximately $15 million.

~16-
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Pharmacy Sales of Prescribed Anorectic Products

Before turning to the subject of alleged abuse of anorectics, we
believe it usecful to review briefly the total market for prescribed anorectics

at the pharmacy level. 4/

Purchases By Retail Pharmacies: 1971 Compared to 1975

1971 1975

1. Total pharmacy purchases: $78,636,000 $83,247.000.

2., Total pharmacy purchases . .
Amphetamine ancrectics: 46,670,000 [59%) 23,237,000 (27%)
(Pcnnwalt sales) { 8,394,000 (19%) ( 6,761,000 {(29%)
Non-amphetamnine anorectics. 31,966,000 {41%) 60,018, 000 (73%)
(Pennwalt sales) { 3,244,000 {10%) (11,920,000 {20%}

3. Total Pennwalt anorectic salea: $11,638,000 {14.87) $18,681,000 122, 4%)

"4, Total anorectic sales of:

{1} Other two major manii-

~ facturers: $34,213,000 $28, 381,000 °
(2} Pennwalt; 11,638,000 18, 681,000
(3) ALl other: 32, 785, 000 36,185,000
Total pharimacy purchases: $78,636,000 $83, 247, 000

The sales figures just reviewed are in current dollars, If expressed in

constant dollars, you would note a significant decrease in dollar volume for the

sale of all prescription anorectic products.

4/ The data cited are based upon [MS reports of pharmacy purchases for

the years 1971 and 1975,
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Alleged Abuse of Pennwalt's Anti-Cbesity Products

The IMS analysis of the relevant datd on individual prescription

size, for the most recent complete calendar year, 1975, shows that:

Averape Number of Capsules, Per Physician's Prescription

Tonamin 31,1 Capsules

Biphetamine 33,5 Capsules

We believe it appropriate to conclufle that the average obesc
paticnt therefore receives a prescriplion for enough Biphetamine or
Ionamin vapsules to provide pone-per-day lreatment up to a maximum of
but 4 to & weeks, for short-term support, We therefore continue to
believe that the IMS analysis demonstrales that pharmacies and the

medical profession are providing a necessaty scrvice and that the

patients are not afforded, by that process, the opportunity for any
meaningful abuse. Thus, repardless of ancecdotes relating to the allepued
high volume ol capsules per prescription, in actuality the prescription data
reported by IMS is consistent with judicious prescription by the medical

. prefession,




COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 14909

We should also note that Pennwalt regularly compares its actual
factory shipments of both amphetamine (Biphetamine} and phentermine
{Ionamin) containing products with IMS Audits of drugstore purchases.

In addition, our actual factory shipments and the drugstore purchases
can be correlated with the quantity of cither Biphetamine or Jonamin
prescribed and dispensed, as shown by the IMS National Prescription
Audit for the same period. Pennwalt regularly undertakes such
analyscs and remaing satisfied that its producta are prescribed within
lepitimate moedical channels,

In short, our products arc moving throupgh the distribution chain
in a proper fashion,

Pennwalt is not aware of any significant illepal usc of its anti-obesity
products, During the peried January 1, 1972, to the present time, we have
received from the DEA and other cnforcement agr-ncies. but ninc reports of
alleged diversion from all sources (five for Biphetamine and four for
Tanamin), When claims of either attempted or actual itlegal use or diversion
have been brought to our attention, Pennwalt has cooperated fully with the
enforcement authoritics in the investigation, apprchension and prosccution
of those responsible,

Qur cxpericnce also confirmas an observation of Mr, Peter Bensinger,
Administrator of the DEA, at the annual mecting of the top exccutives belong-
ing to the Pharmaceutical Manufacturers Association, held in May of 1976,
He noted that there is no reason to beliewve that industry is responsible for
illegal trafficking in amphetamine, Pernnwalt knows of no evidence to the

contrary,

-19-
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As this committee may know, allegations were made in January of
1972 that Penawalt's anti-obesity drug product Bifetamina (Biphetarmine),
in Mexico,was being illegally diverteld by purchasers of that drug. Pennwalt
was never given evidence of where and how this diversion occurred, no.r
has Pennwalt been advised of any prosecution with respect to those alleged
diversions. Neve;theless, in January of 1972, Pennwalt ceased production
and sale of amphetarr.aine_ products in Mexico and at the same time decided
to cease any further export of améhetamine producte, except fml- Canada,
These decisions were made to limit our Biphetarine sales to the United
States and Canada, in reliance on strict regulatory practices which exist
in those two countries. {As this committee knrows. in 1973 Ca.nada with-

drew its approval of amphétaminé producta. j

Combination Amphetarine Anorectics

In February of 1973, the FDA published in The Federal Register
a finding that all fixed combination amphetamine products were ineffective
and unsafe, As a fixed combination, this finding included Biphetamine-T.
Although the initial National Academy of Science - National Research
Cpuncil {"NAS/NRC"} finding with respect to Biphetamine-T was that it was
"possible effective'’, Pennwalt elected not to exercise its right to contest the
FDA's 1973 re-determination, Pennwalt therefore discontinued further manu-

facture of the product and recalled all stocks from the distribution chain, at

a cost of approximately one million dollars.
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Conclusion:

On the basis of the evidence which we have summarized today,
Pennwalt believes that there is an established medical and social need for
its anti-obesity products,

We think it important that this committee differentiate between
hearsay testimony, utterly unsubstantiated by factual support, and the
testimony and documentary evidence available from sources which are
recognized to be technically qualified to deal with a complex scientific,
social, and medical question.

Pennwalt is aware that the notoriety of amphetamine commenced in
the 1960's, when some troubled individuals received, or administered to
themselves, either injections or inhalations of methamphetamine, known
commonly as ""Speed’,

Fennwalt is also aware of the fact that the aberrant will seek bizarre "
experiences by a variely of means. We deeply regret those instances of
actual tragedy which befall those unfortunate pecple. We do not conclude,
however, that these allegec.;l cases narrated by those who appear in public
to report their refcrmation, or their counselling association with alleged
abusers, amounts to the kind of factual evidence which would permit a
meaningful conclusion with respect to the actuality of those alleged experi-
ences or the lessons that should be drawn therefrom,

There remains a population, estimated to be between 30 and 40 million
obese Americans, many of whom wish to avail themselves of medical treat-
ment in order to alleviate or eliminate this unfortunate condition, Cur anti-
obesity products, and those of other responsible manufacturers, remain

recognized as the only effective prescription medicinal aid available in a
-21-
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course of anti-obesity treatment.

Morcovetr, as we have discussed today, the manufacture and distribu-
tion of those products is closely regulated by competent fedcral agencies,
which have the requisite expertise to evaluate the quality of our products and
the legitimacy of their use.

The regulatory processes established by thé‘Cungress, over the years,
have created a framework within which the serious questions which concern
this comumittee have long been the subject of professional concern, both
within the regulatory agencies and within the pharmaceutical industry. That
process affords all of its participants due process, from investigatory,
scientific, and legal perspectives,

Pennwalt appreciates the opportunity 1o appear before this committee
in order to state the bases upon which its products are manufactured and
distributed. Pennwalt remains confident that i-t can continue its 126-year-

old reputation for integrity while engaged in this part of its cnterprise.

1 am ready to answer any questions you may have.
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(STATEMENT BY

(DR. JAMES J. NORA, PROFESSOR OF PEDIATRICS,
DIRECTOR OF PEDIATRIC CARDIOLOGY, UNIVERSITY
OF COLORADO MEDICAL CENTER, DENVER

(BEFORE SUBCOMMITTEE ON ANTI-OBESITY DRUGS
{SENATE SMALL BUSINESS COMMITTEE

{NOVEMBER 9, 1976

Certain Central Nervous System Stimulants and Birth Defects

My charge, as I understand it, is to speak to the possible role
that amphetamines and related drugs may play in the production of birth
defects, if there is exposure at a vulnerable pericd of embrvonic or
fatal development, and if there are both a genetic predisposition to
react adversely to these drugs and a genetic predisposition to some form
of maldevelopment. A1} of the gqualifications of the previous sentence
must be apslied to amphetamines and to most potential teratogens.
Fortunatelv there are few agents in our environment that nossess the
disastrous teratogenic potential of thalidomide or rubella virus. And,
conversely, under the right combinatien of genetizc predisposi{ian znd
exposure at a vulnerable period of develobment. one could preject that
almost any zgent that has pharmacologic activity could be teratogenic.
Between these extremes, I believe there exists a number of agents causing
birth defects in encugh susceptible individuals to constitute a sfgnificant
health hazard. It is in this latter category that I belfeve dextroamphe-
tamine may belong.

Some of my co-workers and I have devoted a not inconsequential portion
of our research activity to investigating such teratogens, which are
difficult to identify in the epidemiologic sense. To give an example:
Thalidemide causes maiformations, including a rare séntineI aﬁoma!y,
phocomelia, in 50-80% of infants whe have had a maternal exposure &uring

the vulnerable period of embryogenesis, With these factors in favor of
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orompt detection of the teratogen, thalidomide was on the market for
over two years before the first suspicions about ts safety were voiced.
How much more difficult is it to implicate a "low risk agent" that

causes ﬁa1development in only 1% of exposures? Yet. if the exposures are
freauent, say, in 10% of pregnancies then 3000 malformed infants would

be dalivered in the United States each year as a result of taking such a
“Yow risk agent."

The pitfalls in conducting epidemiclcgic studies that will yield a
confident answer as to whether or not an agent {s teratogenic are many.
In brief, precise verification is essential in both retrospective and
prospective studies. But, even with careful verification, the possibili-
ties for systematic bias and the limitation in the type of data obtained

{no population frequency rates) make retrospective studies Tess conclusive

than prospective ones. The published stﬁdies of the potential terato-
genicity of amphetamines are retrospective. Prospective studies, in
which one could be more confident, have not been done. The reason is
simply this: prospective studies require many more patients and no one
to date has accumulated a large enough series to address this guestion
prospectively.

We have considered that amphetamine provides a gcod model to illustrate
the obstacles in the way of reaching confident conclusions about the
presence or absence of teratogenic effect of a given agent.] Qur own
experience with this drug may be summarized briefly. In 1962, the mother
of an infant born with transposition of the great vessels {a complex and

frequently fatal congenital malformation of the heart) expressed more than

the usual concern about the cause of the heart defect in her infant son,

»
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She volunteered that she had taken amphetamine diet piils during her
pregnancy and asked directly if the amphetamine could have caused the
probiem. We werelunable to find any evidence in the literature of such
an association and so reassured the mether.  But within two weeks we
encountered two more such cases of transposotion and first trimester
exposure to amphetamines. These three cases represented a very provoca-
tive epidemiologic cluster. At this point we began three studies:

1. 2 retrospective study to compare histories of maternal exposures
to amphetamines in congenital heart patients and in normal
children;

2. an animal homology study to see {f we cou1d produce transposition
of the great vessels giving amphetamines to mice and chicks; and

3. a prospective study, starting with mothers prior to delivery who
had documented amphetamine exposure in the first trimester and
were awaiting the outcome of their pregnancies.

We reported the results of the animal studies in Jouse first.2 and

in mouse, chick and drosophila Tater.3 Amphetamine produced malformations
in all three models. But this doesn't mean it produces malformations in
humans, The fact that three phy1a were affected, and that two strains of
one species were also affected was suggestive of the teratogenic petential
of the drug. An unexpected finding that greatly influenced our thinking
about the etiology of congenital heart diseases in general was that in
one species of mouse we caused ventricular septal defect and in another

species we caused atrial septal defect.4

We were unable to produce trans-
position. It appeared that amphetamines brought out the malformation to

which the strafn was predisposed. And it was this observation that jed us
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to the belief that there must be a predisposition to a given malformation
together with a predisposition to react adversely to an zgent given at the
vulnerable period of development as the three essentials of teratogenasis.

The first retrospactive study of congeﬁitaT heart patients was
inconclusive.? We did nct find a statistical difference at the .05 level.
After publishing these findings we redesignad our protocol, admitted younger
patients into the study (to reduce maternal memory bias} and tightened our
verification procedures. After two more years we analyzed our new data,
found a statistically significant difference between the congenitai heart
and control groups, and were forced to retract our previous report that
there was no significant amphetamine influence in congenital heart disease.
Thus two studies by the same investigators led to opposite conclusions. We
believe the second study to be the mare relfable one.

It has already been pointed out that retrospective studies are less
conclusive than prospective ones, so we put our eggs in the basket of a
large obstetrical practice that used amphetamines liberally. 1 carefully
avoided tolling the obstetricians which of the many drugs on our questicnnaire
we were most interested in, but a medical student working with me spilled
thg beans and the obstetricians immediately stopped using amphetamines--and
lost interest in our project. That was at a time when malpractice insurance
was $60 per year. You can imagine what a threat such studies are now. We
did publish a small prospective study of 240 patients, eight of whom delivered
infants with malformations, three of which were asspciated with maternal
exposure ta amphetamines.7 The loss of a prospective study of sufficient
size was probably of positive benefit to the patients, but it has obviated’

our reaching the confident conclusicns we desired,
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Since I have brought up the subject of malpractice suits, I would
1ike to call attentfon to a trend which I consider to be indefensib1e.

From the number of communications I receive from legal firms all over the
country regarding the Tole of maternal drug exposure in birth defects, it
appears that some of cur legal colleagues believe that the way to demonstrate
that a drug 15 a terategen 1s through passionate titigation rather than
through dispassionate investigation. The fdea has been fostered that ona
need cnly to demonstrate the possibility that a given a2gent could have

caused a malformation in an individual. -But as I have said {and 1 believe
that most teratolegists would agree) under the the right conditions almost
any drug can be teratogenic.

However, the ouestion we are addressing here is whather or not amche-
tamines cause birth defects to the extent that they repressnt a significant
health hazard. From our retrospective data and the peripheral evidence
from experimental studies of mechanisms of action in animal models, I would
give a aqualified yes to the question.

There have been a number of retrosnective studies published by cther
investigators of teratogenic affects attributed to amphetamines and related
sympathomimetic drugs, such as phenmetrazine, Levin8 found a significant
increase in biliary atresia following maternal exposurz to amphetamines,
and we have some confirmation of this in our study. Matera and co—workers9
reported an infant with exencephaly, which {is one of the prominent malforma-
tions we found in our mouse studies. Nelson and Forfar!® in a retrospective
study of 1369 patients found an excess of infants with maternal exposure to

n found a case

appetite suppressants among those with abnormalities. Lenz
of diaphragmatic hernia and Pow211 and Johnston]2 two cases, following

materral phenmetrazine administration, Moss?3 found 1imb anomalies 1n the
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the infant of a mother who had taken phenmetrazine.
It shouTd be noted that all of these studies are retrospective and
some are merely case reports, but they coatribute to a sizable volume of
evidence which supports the possibility that these drugs are teratogenic,
despite the fact that the definitive prospective study has not been performed.
If appetite suppressants (which is Just a polite term for "uppers")
had a useful function in the medical armamentarium, pne’cou!d not accept
the present retrospective data as sufficient evidence to abrogate the use
of these drugs. We are currently trying to resolve the problem of con-
flicting retrospective data regarding birth defects and the "Pi11" and

various progestogens and estrogens througn a prospective study, The point

fssthe world meeds the "Fi11" or some agent that can perform its function

equally well. 1 am unazble to identify a similar need for amphetamines and

related drugs.
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Mr. Chairman, Members of the Committee:

I have been asked to come before you today to discuss the
use of amphetamines and related compounds in the treatment of
obesity. I have had the privilege of appearing before this
Comtittee on previous occasions and realize only too well the
seriousness of this Committee's work.

In my remarks today, I would like to discuss first the
trivial effect of these drugs on the lifetime condition of
obesity and to draw conclusions based on the present knowledge
of the use of these agents and the attitude of the
pharmaceutical companies in their promotion.

You will recall that as chairman of a board of evaluation
of prescription drugs proposed for the purpode of weight
reduction, the following conclusions and recommendations were
sent to the Commissioner of the Food and Drug Administration

after caveful study of available information:

CONCLUSTIONS

1. Adult obese subjects instructed in dietary management
and treated with "anorectic" drugs on the average tend to lose
more weight than those treated with placebo and diet in
relatively short-term trials,

2. The amount of weight loss associated with the use of
an “anorectic” drug varies from trial to trial. The possible.
origins of the increased weight loss due to the various drug

effects are not established. The increased weight loss appears

to be related to variables other than the drug prescribed, such
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as the physician investigator, the population treated, and the
diet prescribed. Studies do not permit conclusions as to the
relative‘importance of the drug and non-drug factors on weight
loss.

3. The magnitude of increased weight loss of drug treated
patients over placebo treated patients was only a fraction of a
pound a week. The rate of weight loss was preatest in the
first weeks of therapy for both drug and placebo subjects and
tended to decrease in succeeding weeks.

4. The natural history of obesity is measured in years,
whereas the studies cited are restricted to a few weeks'’
duration; thus, the total impact of drug-induced weight loss
over than of diet alone must be considered clinically trivial.
The limited usefulness of these agents must be measured
against any possible risk factors inherent in their use,

3. The awphetamines including methamphetamine have been
widely abused in numerous populations. It is thus in the best
interests of the public health to limit the use of amphetamines
as far as is compatible with adequate therapy. This is both
to minimize the risk of dependence in susceptible patients
being treated and to decrease the amount of drugs being
distributed, since widespread prescription of a dependence-
producing drug inevitably increases the possibility for diversion

to non-medical use and abuse.
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6. Evidence presented for newer "anorectic" congeners of
the amphetamine family and non-amphetamine drugs do not set
them apart as having higher benefit or lower risks than older
available drugs. The risk potential of Fenfluramine may be an
exception to this general statement.

7. There was no evidence in the data reviewed which showed
that combination of an "anorectic'" agent with other drugs
increase the benefits or reduce the risk of the "anorectic"
agent.

8. There are ne clinical data which support the parenteral
use of these drugs in the treatment of obesity. Obesity is not

an indication for the parenteral use of these agents.

RECOMMENDATIONS

On the basis of the data reviewed and from all evidence at
hand, the following actions are therefore recommended:

1. That all "anorectics" reviewed (dl-amphetamine,
d-amphetamine, methamphetamine, benzphetamine, phentermine,
chlorphentermine, clortermine, phenmetrazine, phendimetrazine,
fenfluramine, mazindol, and diethylproplon) with the exception
of fenfluramine, be placed on Schedule 2 on the basis of abuse
potential.

2. That combinations of "anorectics" with other drugs be
evaluated in accordance with the policy of the FDA on combination
drugs, that each constituent of the drug combination contribute
to the total effect claimed for the combined drugs, and that the
present available and proposed drug combinations be handled in

this manner in view of the lack of demonstrated efficacy for

each of the constituents of the drug combinations reviewed.
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3. That amphetamines prepared for or in a form suitable
for parenteral use not be approved for use in the treatment of
obesity,

4, 'That single-entity oral "anorectic' preparations
including the amphetamines be permitted to be labeled for
restricted use in cobesity provided that they are used in
association with a specific weight reduction program and that
the clinically trivial contribution of these drugs to the
overall weight reduction is properly émphasized. To carry
out the latter recommendation, a statement such as that made
in the conclusions drawn from this review must be included
in all labeling and promotional products. This statement
should include the following points:

Studies of the effect of "anorectic" drugs in the
treatment of obesity when compared with the effeéts on patients
treated in a similar manner without the use of the drugs
demonstrate that the magnitude of weight loss of drug treated
patients over non-drug treated patients was only a fractiom of
a pound a week. The rate of weight loss was greatest in the
first weeks of study for both the drug and the non-drug treated
subjects and tended to decrease in succeeding weeks. The
natural history of obesity is measured in years whereas the
studies offered for review are restricted to a few weeks
duration. Thus, the total impact of "drug induced” weight
loss over that of diet alone must be considered clinically
trivial. The limited usefulness of these agents must be
measured against any possible risk factors such as nervousness,
insomnia and drug habituation that might be inherent in their

use. Moreover, these agents can only be recommended for use
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in the treatment of obesity in a carefully monitored and
specified weight reduction program under the care of a physician.

5. That future approval of all "anorectic" drugs prepared
for future use be based on demonstration of efficacy as measured
by statistical superiority of the drug over placebo in trial
using FDA recommended protocols. These protocols should include
provisions, among others, for the testing of a specific target
population, specification of a minimum duration trial to assure
clinical relevance of the study and give consideration to the
handling of patient drop-out.

6. Further, that appropriate summary data derived from
efficacy studies be presented in labeling and in all promotional
material to indicate the degree of weight loss that was found.
For this purpose the guidelines noted in (4) above should be
supplemented by the addition of the specific facts found for
the specific drug under consideration.

Only part of these recommendations have been put into
effect., The amphetamines and some, but not all, of the related
drugs reviewed were piaced in Schedule 2. For those in
Schedule 2, quotas for production were established as required
by law. The remaining drugs were pléced on Schedule 3 or &4
without production quotas. As predicted, there was a shift
from the Schedule 2 to the drugs in Schedule 3 and & which
require very little change in the prescribing habits of the
physician. Extraordinary production and sales have been
realized by certain companies to meet this inereased usage.
Pennwalt, producers of Ionamin, a resinated preparation of

phentermine, has been cited as one of those companies with

unusual sales. We must express serious concern that the
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pharmaceutical companies continue to produce amounts of these
chemicals that appear to be far in excess of any potential
medical need. If this be the case, it clearly demonstrates
the wisdom of the prior recommendation, it exceeds the tolerance
of society to allow them to continue, it certainly belies the
statement made in an open meeting of the then Medical Director
of the Pharmaceutical Division of Pennwalt Company who said,
"I assure you that the drug manufacturer wants his drug to be
used as well and as accurately as it can possibly be', and it
begs for curtailment of the rapacious attitude of some
pharmaceutical companies toward society.

In 1972 the Canadian government, led by the medical
profession of Canada, withdrew the acceptance of amphetamine
and related compounds for the treatment of obeéity. I know of
no information which suggests that this has caused any hardship
or that Canadians today are fatter than they were four years
ago. A similar move in the countrf would save our citizens
something over $85 million per year in prescription sales alone

for these agents.

Experience in Sweden and Japan, to cite two of the countries
on which we have some information as well as in the United
States, suggests that the use of amphetamines in the street
represents on the one hand the interface between legitimate and
illegitimate drug usage and, on the other hand, the start of
the trail that leads deeper and deeper into the wilderness of
the drug cult. For these reasons we must recognize that

production of these agents which is clearly in excess of present

85568 O—T7T—33
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medical usage is unquestionably finding its way into non-medical
and, hence, non-legitimate usage. It also reminds us that we
are a principal proveyer and consumer of drugs in the world
today, and if Sweden's attempt to limit drug ﬁraffic through
legislation has been somewhat less successful than they and
the world had wished for, it may well be that we and other
nations as members of the world society must all tackle this
problem simultaneously.

Today, however, we must get our ¢wn house in order, and
‘it is therefore my recommendation that the recommendations of
the Committee that I have just laid before you be activated
and extended as follows:

1. It has been demonstrated that the amphetamines and
related compounds have trivial indications for therapeutic
use in obesity, yet this remains the major medical excuse for
the large quotas of these pharmaceuticals now being manufactured.
From the point of view of society, the risk of overproducticn
far exceeds the benefit that might be cited through anecdote
of a few patients who, in association with rigid dieting, have
believed that the so-called anorectics were the causative agent
in their particular weight reduction. I would, therefore,

recommend that cobesity be withdrawn as an indication for the

therapeutic use of these drugs.

2. The increasing traffic in the amphetamine related

medications indicates that the previous recommendations to

place in Schedule 2 all drugs with abuse potential should

be followed. This measure has been effective in limiting

the use of-Ehose placed in Schedule 2 three years ago.
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3. It is also recommended that quotas of production be

sharply curtailed to at least less than 10 percent of present

Production for those pharmaceuticals that are recommended for
use in some condition other than obesity. Drugs marketed only
for use in obesity that have abuse potential may well be forced

to withdraw from the market.

4. Eliminate the manufacture of combinations of

pharmaceuticals involving this class 6f drug and of all

intravenous preparations.

5. Enforce the efficacy and safety regulations for drugs

and require that all agents proposed for the treatment of I

obesity in the future pass the test of efficacy and safety

before acceptance by the FDA hased on an FDA regulated protocol

designed to eliminate trivial products.

6. Eliminate the over-the-counter pharmaceutieals since

they have been found to be entirely worthless in the treatment
of obesity. It is much too costly for the government to tackle

these one by one under trade name when the company need only

change its name and the name of the product and be out from
under the law again. All such preparations should be eliminated
as worthless unless they can pass the standards set by FDA for

new products.

Although this would, in effect, impliment the concerns
of the Committee in relation to its single-minded pursuit of
the relation of these compounds to the treatment of cbesity,
it would not take care of other very real problems. The bigger

question that needs to be reviewed is the rapacious attitude of
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some of the pharmaceutical companies. To do this, legislation
should establish other requirements:

1. Review the practice of bulk shipment of drugs to
individuals and to clinies for direct dispensing and, if
necessary, eliminate it. Shipments in bulk to facilities
of 100,000 dose units can no longer be justified, even if
obesity continues to be an indication for these medicines and
will certainly not be justifiable if obesity is withdrawn as
an indication. The pharmaceutical houses are aware of this,
but they are unfortunately in business to sell drugs and not
to serve seoclety.

2. Require the pharmaceutical houses to show the cash
flow to physicians and medical institutions for support of
"research”, "consultation”, "teaching”, “goodwill" or any
other word that might be used for the favor that they curry
with their largess. We will speak to the problem of physician

education in a later section.

3. Expose the ownership of the "throwaway journals" that
bombard physicians daily and limit the use of funds for this
and other types of promotion by pharmaceutical houses so that
the savings on drug cost can be passed back to the consumer.

These institutions should be singled out and made to pay the

virtually subsidized by the taxpayer by having this material
transported at less than cost by the overtaxed facilities of
the U.S5. mail.

In addition, we need to strenmgthen the process by which
drugs are reviewed for use by the general public and are accepted

for purchase by the medical installations of the U.S. government.

I
|
|
true cost of distribution of this literature and not be
|




COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 14931

Whether this is done by the FDA under the present structure or
by some other system will require study. A suggestion that was
made in 1972 before this Committee bears repetition. Congress
should establish a committee of "blue-ribbon untouchables"
similar to the Council on Pharmacy and Chemistry previously
active in the American Medical Association. This possibility
deserves further thought and discussion, especially since it
drew the fire of no less a spokesman than the later Morris
Fishbein. Such a committee, in associétion with the FDA,
could:

1. Become the responsible authorizing agent for drug
procurement by all agents of the U.S. government. Billions of
dollars are spent on worthless products by medical facilities
of the U.S. government at this very time. This must be
eliminated if the taxpayer is to look to the federal government
for help in medical expense.

2, Begin a more thorough study of the ways in which new
drugs can reach the market. This could perhaps implement and
speed up the process of review as well as work out the very
difficult problem of requiring so-called Phase 4 studies.
These studies would require that surveillance of drug products
be continued after they are placed on the open market in order
to retrieve long~term answers to the question of efficacy and
safety.

3. Make available to the consumer relevant information
about drugs and drug usage and work out details for the
production of a consumer package insert. The task of this

committee would be to design a drug description understandable

by patients and available to them if not éontraindicated by
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their condition. 1In December 1972 I asked that this committee
become seriously committed to the problem of consumer education.
The people expect and need it, and it is not difficult to
provide. It should not wait for other more far reaching
legislation in the health insurance field.

Finally, Mr. Chairman, but not least, we must think of the
educational process of the physician himself. It is a disgrace
to our country that most of the postgraduate education of
physicians takes place in their offices by the representatives
of the pharmaceutical companies. Continuing medical education
must not be neglected in the future, and any plan to deliver
health care to the American public must recognize and formulate
a plan for dealing with this problem. The pharmaceutical houses
have stepped into a void that is not being completely met by
the society primarily because they do not always perceive the
dangers of accepting the benefits of pharmaceutical gifts. A
large proportion of the physician courses are subsidized by
industry and are designed to downgrade scientific work that is
not promoticonal and upgrade that which is. Attitudes toward
the oral hypoglycemic agents in contrast to those on the
hypotensive agents are excellent examples of this process.

In the former, only physicians known to be complimentary to

the pharmaceutical industries are accepted on programs of
continuing medical education to discuss the oral hypoglycemic
agents, Every effort is made to downgrade and to cast suspicion
on scientific work that threatens an industry worth at least
$100 million a year in gross sales and twice that amount in

retail sales. 1In contrast to this, the hypotensive agents found

on the basis of one study to be highly efficacicus even at
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levels of pressure not ordinarily treated by the practicing
physician is being given wide exposure and support by the
companies who make these products. If we do not rescue
postgraduate and continuing medical education of our physicians
from the pharmaceutical houses, our citizens will be even more
medicated and undertreated than is true today. The method by
which this should be done needs further study. The creation
of traineeships in clinical pharmacology in programs involving
medical schools and community hospitals has many virtues.

In brief summary then, Mr. Chairman, I would recommend:

1. That the former recommendations of the committee be
implemented.

2. That obesity be eliminated as a medical indication
for the use of the agents under description in which the
so-called anorectic property goes hand in hand with abuse
potential.

3. Eliminate over-the-counter nostrums advertised for
the purpose of reducing obesity.

4. Curtail the activities of the pharmaceutical industries
and in particular make certain that they pay their way from
their swollen profits for all of their promotional efforts.

$. Establish an authority or strengthen the existing
authority to study a) the problem of drug selection for the
medical agents of the U.S. government, b) plan Phase 4 studies
ofof new drugs, and c¢) address the probme of consumer educatien.

é. Review the question of comntinuing medical education of
the medical profession and replace the pharmaceutical manufacturers

as the principal proveyer of postgraduate training through the

evolution of a federal plan for this purpose.
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Statement by-

Frank M. Reynolds, National Teen Challenge Representative,
pafore Moncpoly Subcommittee of Senate Small Business Committee,

November 18, 1976.

Teen Challenge is a ministry to street people. Tt began in
1958 as a ministry to street gangs by David Wilkerson. 2s the
work progressed we began to encounter drug addicts., Many heard
the message of hope in Jesus Christ and began to respond in a
positive manner.

From this beginning has grown a ministry that now is in 24
states, the District of Columbia, and Puerto Rico, with ministries
in.62 cities, Through.coffee houses, and street workers, Teen

Challenge made contact with over 380,000 people in 1975. 1In our

various residential facilites we have 1000 people any day., I
say this to let you know that we have a broad contact with a lot
of young people at the street level where the action is.

Our experience has been primarily at the street level, although
the past few years we have received more and more people referred
by other agencies, both publie and private.

Our primary thrust has been to what we have called "troubled
youth". This has resulted in our also working in a preventive
type ministry with drug education programs in schools and commun-=
ity vouth groups.

Thrqugh these presentations we had many opportunities to deal
with young pecple in a configential manner about their own drug

involvement. We were able to get a good reading of what was hap~-

pening 'in the drug scene.
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In the early 1960's we primarily reached the inner city
heroin addicts. With the "drug explosion" of the mid and late
sixties we bagan to reach people with various dependencies on
many different drugs: tranquiiizers, barbiturates, amphetamines,
nallucinogens, as well as alcohol and the oplates.

Today, most of the drug dependent persons we work with are
so-called poly-drug users, By that we mean they usé many differ-
ent types of drugs and mix them with alecohol.

I know this hearing is primarily concermed with the use and
abuse of amphetamines. But,I think, we are going to be remiss.if
we do not realize that this is part of an overall problem and, per-
haps, a philosophy of the medical and pharmaceutical business.

That philosophy is; that there is a solution to every pro-
blem in a pill and its wrong to suffer any discomfort, physical
or emotional. Perhaps, it is a problem of our "cradle to the grave
security society".

This is promoted in the advertising, on televiéion and other
media, Since I am concerned primarily with our youth 14-25, what
are we teaching them? I have an important meeting, I must be up
for it, so I eat or drink something to pick me up so I can put my
best foot forward. Then we get pushed out of shape when our teen-
agers do the same thing for their ea?th shattering date, party, or
whatever., "That is different, this is a $500,000. deal,” we
argue. “But," the young person says, "This is the chance of a
lifetime to really impress someone that will change mf whole future,”

What have we done? Instead of preparing ourselves spiritually,
physically, and emotionally we try to substitute an artificial booster

-2
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or tranquilizer. We do not deal with the real problem.

Let me illustrate. Four weeks ago a young man was released
from a certain penal institution. While he was there he got under
a lot of tension, 8o the doctor gave him some Valium, As the
tension built so did his intake of Valium, legally., He was released,
having completed his sentence, with a legal prescription and is
using 40-50 mg, of Valium per day. He is "free" from jail, but he
cannot function in the "straight" 8-5 society. The 40-50 mg,
of Valium does not handle the additional tensicn so he has added
a little alcohel to help out, Now he is in danger of violating the
conditions of his release,

What is the problem? Is it tension? Or do we need to dig
a little deeper? Then give the individual the coping mechanism to
deal with the problem. I have had only 20 minutes with this indi-

vidual and discovered his tension started when his wife divoriced

himwhilein prison. Maybe there was no way to save the marriage,
but there is a better way of handling the succeeding emotional
problems than a chemical cop out.

I am not sure this legislative body can solve the problem,
but I believe unless we are willing to see why we get pushed intoc
using chemical substitutes we will continue to seek chemical solu-
tions to emotional and spiritual problems

Dr. Blum stated in an article in Look magazine, several years ago,
in a discussion of various solutions to the drug abu;e problem, “If
we are locking for a drug to solve the drug problem we will fail,
We will never solve the drug problem until we make up our minds what
our minds are for." .

Now to speak specifically to our experience with the amphet=-

_3_
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amine group.

We first began to see people coming in with this problem in
1967 and 1968, Not large quanities, but when a person had been
involved with heroin and other depressant drugs he would buy
"Bennies" to give him a 1ift to get out and do his "thing" to
get the mcney for the hercin, .

When the fad of taking drugs hit our high school and college
groups, they would have what some called “cocktail parties". Each
would bring the medications from their private drug store, i.e.
the home medicine cabinet, All the pills would be put in the bowl,
Different parties were run different ways. Some would portion
a quanitf to each one with no regard to what they took, Others
would divide them by color or shape and compare notes.

What was the main problem? Availability-~they discovered
that with Mom's diet pills they could dance and go and go without
stopping. Hey man, that's terrific,

Someone thought we could solve the fat problem without discipline
and without pain by taking dexedrine,

The college crew is no different than when I was in school.

We did not get our work done until it was due. We @id not study
until the night before exam. But in the early forties we had to
depend upcn the coffee pot and cold water in the face to stay awake,

Now, thanks to "better living through chemistry" we can swal-
low a couple of pills, cbtainable legally for the diet, the tired
feeling, the depressed state or whatever other excuse {fancy word
- for lie} I can convince the doctor of,

Then suddeniy you have people living on this stuff, Then comes

—g-
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eontrols in the early seventies.

By this time we have coming into the program the Speed Freaks
and the spacies, They have in their own words "fried their brains".
Whera did they get the stuff? One student in the program from
an Chio college, who came into the program in 1970, floated a loan,
flew to Mexico and brought back amphetamines of various kinds,
manufactured in the U.S.A, and netted $7000. for the weekend risk
and trouble,

The problem arose for him when he became his own best customer.
Messed up his mind; could not study, dropped out of school with 1%
semaesters to go for graduation,

I am amazed that some, as late as last year, discovered an over
production with shipment out of the country to be brought back in
illegally. This was common knowledge to us working the streets.

We assumed if we knew it, certainly, the professional agencies knew
it.

Some have told of stealing them off the loading docks by the
barrel full,

I do not need to restate the statistics, you have them, undoubt-
edly, on file,

The last three yvears I have been in an administrative posi-
tion and only working as a volunteer with troubled pecple. It is
disturbing and frustrating to me to start dealing with people and
discover the amocunt of mood altering medications prescribed to
cover up the problem, Yet; no one stops to try to colve the pro-
blem or provide a way of handling and dealing with the difficulties.

At Teen Challenge our approach to the drug abuser has been

-5-
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that your drug taking is not the problem. It is a symptom. We
were saying this when others sald we were foolish to talk like
that, 7 V
The problem is inside of you. Invariably when we beqiﬁ to
; relate‘to the needy they would speak of the emptiness inside,
Nobody wants the blahs, And when someone offers a chemical, easy
solution, you have a good candidate.

6ur approach is first acceptance of them as a person, regard—
less of their physical appearance.

The spead freak usually comes in skinny and st&rry eyed,
extremely nervous and suspicious. MNot trusting anyone., They have
‘been ripped off emotionally.

Then we share the love of God we have found and the innex
peace we have. The next logical stepis, "You can have it too,

God g0 loved you that he gave His best for you."

Now, here is where we had to regroup our forces. The heroin

addict was quite predictable. After he would withdraw, his héad

was normal,

Not so with the amphetamine user. His attention span is
short, He is depressed very easily and is just liable to space
out on you. -

Ancther complication we ran into was that the amphetamine
user quite often has used L.S,D., mescaline, and other bhallucin-
ogens.

I am not a technical man. So how much of our problems can

be attributed to which chemical, is difficult to assess., As I

said before, at the street level you do not get someone that does

o e




14940 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

just one drug,

After speeding he knows he is going to crash, When he
crashes he knows he is not going to be able to sleep,
50 he will seek downers—barbiturates.

Most can walk into a doctor and give a good eon story and get
some sleeping pills. If all else fails, he can put on a scene and
get rushed to the emergency ward and compassionate people will give
him what he wants. Remember these people know what symptoms to
describe in order to get the doctor to give the "right® prescription,
and they do.

It takes long patience, About the time you think you are
making progress, he flips out,

Where with the heroin addict we could put pressure on him and
get pretty hard nosed, we find we would have to back off from the
amphetamine user. Cut down the pressure until he could settle down.
I believe it takes the power of God to help and heal some of the
scrambled heads we have worked with.

We have not won on all of them, but we have a5 good a record
as any.

Gentlemen, let me recap,

What is the problem?

l. We are tooprone to lock for easy, painless
solutions to lifek problems.,

2, Chemicals that can alter the mood are available
legally and illegally from "legitimate® manafactures,

3. The knowledge that it is available is well adver-
tised.

4. The whole health-care field has got to shoulder

their responsibility in causing the spread of the
drug abuse problem,

-7-
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We can no longer bypass the fact that men have
spiritual needs, as well as physical and sccial
needs.

Some hopeful signs,

1.

2.

3.

4.

Many of us are redoubling our efforts,

Medical schools are now requiring medical doctors
to take courses in interpersonal relations,

Many professicnals are acknowledging that there are
spiritual needs that can be met. More cooperation
between these two areas,

This hearing is being held and we have been able
to share from the street level, where the action is.

For an idea of the effectiveness of the Teen Challenge pro-

gram you may refer to a study done under grant # 1 K81 DA 01505-01

-8-
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Mr. Chairman and distinguished Members of the

Subcommittee:

My name is Frederick A. Rody, Jr. and I
am the Acting Deputy Administrator of the Drug
Enforcement Administration within the Department of
Justice. Today, I am appearing before you on
behalf of Mr. Peter B. Bensinger, our Administrator,
who is presently out of the éountry on official
travel. Appearing with me are Mr. Robert J. Rosthal,
Deputy Chief Counsel; Mr. Kenneth A. Durrin, Acting
Director of our Office of Compliance and Regulatory
Affairs; and Mr. Ernest A. Carabillo, Jr., Chief of
our Regulatory Support Division.

The Controlled Substances Act creates a
partnership between the Attorney General and the
Secretary of Health, Education, and Welfare. The
Attorney General is empowered to place a drug under

control of the Act, to remove a drug from control

or to move a drug from one schedule to another schedule,

85-869 O—T77——34
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To exercise this power, however, the Attorney
General must have the cencurrence of the Secretary
that the contemplated action 1s medically and
scientifically correct. The law states that the
recommendations of the Secretary on medical and
scientific matters are "binding"” on the Attorney
General and if the Secretary recommends that
a drug not be controlled the Attorney General cannot
control it.

As fhe subcommittee has requested, I
will briefly outline how that partnership has
worked in the area of stimulant drugs.

The Controlled Substances Act, as it related
to the stimulants, represented a Congressional
compromise under which Congress originally placed

liquid injectable methamphetamine ("speed') in

Schedule 11 and the amphetamines and methamphetamine
in Schedule III. However, it was clearly understood
by the managers of the legislation for the House and
the Senate that "proceedings will be initiated (by the
Attorney General) involving a number of drugs contain-

ing amphetamines after the legislation has become

"

law.
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DEA's predecessor agency began a study of the
abuse potential and actual abuse of the amphetamines
and methamphetamine then in Schedule III and in
February of 1971 forwarded the results of its study
to HEW. 1In April, HEW agreed that the amphetamines
and methamphetamine belonged in Schedule II and on
May 25, 1971 we proposed in the Federal Register
that the rescheduling take place. Thirty days were
given for ébjections by interested parties.

Three major manufacturers filed objections:

1. Smith, Kline & French Laboratories requested
a hearing on the transfer of its product, Eskatrol.

2. Mission Pharmacal Company requested a
hearing on the transfer of its product, Fetamin.

3. Pennwalt Corporation requested a hearing
on the transfer of its product, Biphetamine.

On July 7, 1971, all amphetamines and
methamphetamine, with the exception of the three drugs
for which hearings had been requested, were ordered
transferred from Schedule III to Schedule II. As to
these three, application of the order was reserved

pending a review of each drug and subsequent admin-

istrative hearings. Our review began with service of
-3 - .
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a subpoena on Smith, Kline & French which in effect
called for every piece of rekvant information the
company possessed on Eskatrol. Subsequent to that
service, SKF, Mission, and Pennwalt withdrew their
cbjections and requests for hearings and by Federal
Register notice of August 19, 1971, their drugs
joined the other amphetamines in Schedule II.

Mr. Chairman, let me digress for a moment to
note a fact important to the pufposes of this sub-
committee. In our efforts at that time to place the
most rigorous controls on the amphetamines we

received the support of the American Medical Association.

Through its House of Delegates, the AMA expressed

approval of the rescheduling and urged "all physicians

to limit their use of amphetamines and other stimulant

drugs to specific, well-recognized medical indicatioms."
It was early recognized that if our efforts

to place the amphetamines in Schedule II succeeded,

a new danger to the public might arise. Two drugs -

phenmetrazine (Preludin) and methylphenidate (Ritalin) -

had been placed in Schedule III by the Congress.
-4 -
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These drugs, while not true amphetamines, have been
described as "amphetamine-like". It was considered
highly possible that should amphetamines be moved to
Schedule II with its stringent controls, there could
be a movement by drug abusers from the amphetamines
to Ritalin and Preludin. Accordingly in April, 19871
we sought the position of HEW on whether we could
properly place these drugs in Schedule II.

On July 29, 1971, HEW approved that re-
scheduling and negotiations began with representatives
of the Ciba-Geigy Corporation, then manufacturer of
both products, and Boehringer-Ingelheim Limited,
owner of the United States patent on Preludin. It
was the purpose of these negotiations to reach an
agreement on placement of Ritalin and Preludin in
Schedule II without the nged for lengthy hearings.

The companies ultimately agreed and, on October 28,
1971, Ritalin and Preludin were placed in Schedule II.

Turning now to the non-amphetamine anorectics -
on February 15, 1973, HEW recommended that seven
of these drugs be placed in Schedule III of the

Controlled Substances Act and one, fenfluramine, be
-5 -
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placed in Schedule IV. In Federal Register notices
on Méy 9 and May 10, 1973, we proposed the precise
scheduling recommended by HEW.

No cobjections were received from such major
manufacturers of the anofectics proposed for
Schedule III as the Upjohn Company {(Didrex), Warner/
Chilcott (Pre-Sate), USV Pharmaceutical (Voranil),
Sandoz Pharmaceuticals (Sanorex), or Ayerst Laboratories
{Plegine). No objection to the proposed scheduling
of fenfluramine (Pondimin) in Schedule IV was received.
from the A. H. Robins Company.

Two major.manufacturers filed objections:

1. Merrell-National Laboratories requested a
hearing on the scheduling of its product, Tenuate,
in Schedule TII.

2. Pennwalt Corporation, on the scheduling
of its product, Ionamin, in Schedule III.

The Merrell and Pennwalt hearing requests
presented a grave policy issue involving fundamental

fairness. All but these two companies had agreed to

the HEW-DEA scheduling proposals. 1If the products
. -6 -




COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 14949

of the cooperating companies were scheduled by DEA
while the Merrell and Pennwalt products remained
uncontrolled during lengthy hearings, the economic
inequity to the cooperating manufacturers and. the
danger that Tenuate and Ionamin would become abuse
drugs of choice was obvious. Further, three of the
anorectics, Voranil, Sanorex, and Pondimin,-had never
been on the U.S. market and had no domeétic history
of efficacy or abuse upon which scheduling comparisons
with the Merrell or Pennwalt products could be made.
ﬁerrell and Pennwalt finally agreed to place-
ment of Tenuate and Ionamin in Schedule IV pending
the outcome of their hearings. This enabled us,
on June 10, 1973, to place five of the anofectics in
Schedule 1II and fenfluramine in Schedule IV as
originally recommended by HEW. On July 6, 1973
Tenuate and Ionamin were added to Schedule IV.
Clearly the resolution of the immediate
problem did not resolve the permanent problem. We
needed to know more about all the non-amphetamine
anorectics and recognized we could find less than
satisfactory answers in isolated, fragmented hearings
concerned with Tenuate and Ionamin. It was decided,
therefore, to monitor the manufacture, distribution,

and use in the United States of all anorectics
-7 -
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controlled in June and July, 1973, paying special
attention to indications of diversion and te chemical
research on the abusability and dependence forming
characteristics of these substances. It was further
decided that eighteen months under control should
provide sufficient information upon which our review
coold then be based.

DEA, after discussions with the National
Institute on Drug Abuse and the Food and Drug
Administration, began its review as scheduled.

In addition to employing our own resources on
the monitoring program, DEA contracted in March 1975
with the Stanford Research Institute to assist in the
development of a method to schedule drugs objectively.
That study concentrated on the anorectics as models.
We received the results of the Stanford study in

April of this year. We have also received, under

contract with the Research Planning Corporation, the
results of a study devoted in major part to identifying
and quantitating abuse levels of the drugs in question.

On May 13, 1975, DEA forwarded a letter to

each major manufacturer of a non-amphetamine anorectic
-8 -
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drug asking information concerning the abuse potential
of its particular product. On December 9, 1975
another letter to these companies requested manu-
facturing and distribution data. This massive amount
of information has been received and is under review.

Thus, the hearings of this subcommittee have
come at a fortuitous time. The testimony given by
the witnesses who have appeared here and the conclusions
the subcormittee draws from that testimony, together
with the information we have been reviewing, will be
closely considered by DEA in reaching our judgments
on the drugs in question. Then, as contemplated by
the Controlled Substances Act, those judgments and
the supporting data will be forwarded to HEW through
the Food and Drug Administration for the definitive
medical and scientific evaluation. Mr. Chairman,
it stould be said at this point that HEW and FDA have
always cooperated fully with DEA in those areas in
which our responsibilities are joined. We could not
ask for better partners.

This subcommittee has requested information

on the current patterns of abuse and diversion of
-9 .
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anti-obesity drugs. Three sources have been employed
to gather the information I will summarize:

1. The Drug Abuse Warning Network (DAWN),
jointly sponsored by DEA and the National Institute
on Drug Abuse, receives all drug mentions from
selected emergency rooms, crisis centers, and medical
examiners throughout the nation and publishes this
information on a monthly basis,

2. The System to Retrieve Information from
DPrug Evidence (STRIDE) constitutes a compilation of
reports on all drugs received for examination by all
DEA domestic and foreign laboratories.

3. A recent telephone survey of DEA's domestic
regions.

Mr. Chairman, there has been a 28% increase
in DAWN mentions of amphetamines in the last twelve
months. The increase of chronic effects as the reason
for seeking emergency help strongly suggests that
ever greater numbers of abusers have access to a
continuing supply of amphetamines. At the same time,

our laboratories report the appearance of less

illicitly manufactured amphetamines and there are
- 10 -
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.

fewer reports of amphetamines being diverted from
legal distribution systems. Accordingly, it must
be concluded that increasing amounts of abused
amphetamines come from home supplies and that these
supplies are created largely by prescriptions and
direct dispensing by physicians. The suggestion is
implicit that significant numbers of physicians are
prescribing and dispensing well over their patients’'
actual medical needs.

Phenmetrazine (Preludin) has become a serious
problem as a street drug in areas of the United States
ranging from Pennsylvania in the east to Nebraska
in the Qesﬁ, Pockets of heavy abuse appear in Texas.
The District.of Columbia and surrounding states have
been particularly hard hit. In the District, for
example, we find Preludin trafficked under the
street name "Bam'' at $10.00 for a single 75 mg.
dosage unit. Since Preludin is water-soluable it is
frequently injected intravenously and used in
conjunction with heroin.

The United States Attorney for the District

of Columbia has focused public attention on the
- 11 -
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Preludin problem here by highly successful
criminal and civil cases involving physicians and
pharmacies. Continuing investigations by DEA
indicate the existence of sophisticated criminal
enterprises employing prescriptions cbtained from
doctors and forged prescriptions to build street
supplies. Thefts from pharmacies also play a part
in supplying the illicit traffic in Preludin.

In 1975 Weétern Fehr Laboratories, manu-
facturers of the basic ingredient in Preludin, Ciba-
Geigy Corporation, the sole manufacturer of Preludin
in dosage form, and Boehringer-Ingelheim Limited,
the sole distributors of Preludin to wholesalers,
petitioned DEA for an increase in the 1975 manu-
facturing and procurement quotas for Preludin
previously set by DEA. That petition was rejected
by DEA and it was again rejected by an Administrative
Law Judge following a lengthy hearing demanded by the
companies. This resulted in an appeal by the

companies to the United States Court of Appeals

for the First Circuit which, on January 28, 1976,
- 12 -
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issued the final rejection. In a unanimous opinion
the court found in part that, "DEA had the obligation
when it found substantial evidence of broad scale
diversion to achieve a more Spartan pipeline, even
though this might cause inconveniences to manu-
facturer and distributor.”
Mr. Chairman, just three weeks ago, on

October 29, 1976, attorneys for Western Fehr Laboratories
and Boehringer-Ingelheim Limited filed with Administrator
Bensinger objections to DEA's proposed 1977 production
quota for Preludin. Once again an administrative
hearing has been demanded by the companies,

- Methylphenidate (Ritalin) differs from the
other substances under consideration here today. It
is not indicated as an anti-obesity drug. Ritalin
is described as "effective” in the treatment of
minimal brain dysfunction in children and in the
treatment of narcolepsy (a form of sleeping sickness}.
It is considered "possibly effective' for mild
depression. It is ironic that under the heading

"Adverse Reactions" in the Physicians’ Desk Reference
- 13 -
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the manufacturer of Ritalin warns against loss of
appetite in children leading to "weight loss during
prolonged therapy."

Between July 1, 1973, and July 31, 1976, there
were more Ritalin related abuse episodes reported in
DAWN than any one of the ten brand name amphetamines
or non-amphetamine anti-obesity products surveyed. The
profile of Ritalin abuse is unlike the others. The
great majority of the amphetamine and non-amphetamine
anorectic reports come from crisis centers, the
usual haven for street abusers in various phases
of illness. Two thirds of the Ritalin episodes were
reported from hospital emergency rooms to which the
more seriously ill are most often taken. Illicit
sources such as street buys, forged prescriptions,
stolen dosage units or gifts were listed in over
half the episodes.

Mr. Chairman, before summarizing the information
on the non-amphetamine ancorectics let me say that one
of them, fenfluramine (Pondimin), may possibly be
improperly described as a stimulant. Since coming
on the market in 1973 fenfluramine has been reported

as showing the indicia of a depressant causing some

of the responses of an hallucinogen such as PCP,
- 14 -
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The non-amphetamine, anti-obesity products
have received far fewer mentions in DAWN than the
amphetamines, Ritalin, or Preludin. The anorectics
are reported primarily from crisis centers as
opposed to emergency rooms or medical examiners.
Over 75% of the incidents involve legal prescriptions
as the source. As with the amphetamines, the
suggestion is implicit that significant numbers of
physicians are prescribing and dispensing well over
their patients' actual medical needs.

Mr. Chairman, Benjamin Gorden of the sub-
committee staff has asked DEA for a more detailed
report on one non-amphetamine anorectic, Ionamin.

I have been told that Mr. Gordon's concern with this
substance is not based on any known significant
differences between ILonamin and most of the other
non-amphetamine anorectics. Rather Mr. Gordon's
concern is predicated on the past history of the
Pennwalt Corporation, manufacturer and distributor
of Ionamin.

In May 1971, as earlier noted, Pennwalt
requested a hearing on the proposed transfer of its

amphetamine product, Biphetamine, from Scheduie III
- 15 -
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to Schedule II1. That request was subsequently with-
drawn and in August 19, 1971, the drug became subject
to the Attorney General's power to limit manufacture
by setting production quotas.

Mr. Chairman, the dates in this matter are
most important. Until some time in June, 1971,
Pennwalt exported to Mexico City large quantities
of the resin complex from which Biphetamine is
manufactured. 1In Mexico City at a Pennwalt subsidiary,
the resin complex was encapsulated and sold under
the Mexican trade name Bifetamina.

Within months, Bifetamina appeared on the
illicit market in the United States. A special task
force working under the code name '"Operation Blackjack"
established that the southeastern and southwestern
states were being flooded with éifetamina and that
the drug was being smuggled into the United States
at six prinecipal points along the Texas-Mexice border.

Pennwalt was ordered to show cause why its
registration to export amphetamine products should
not be revoked. The company chose not to contest

the order and is now barred from exporting its

amphetamine products to eny part of the world.
- 16 -
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Mr. Chairman, the Urder to Show Cause in that
case said in part, "the illicit importation of Bifetamina
from Mexico and the subsequent illegal sale of
Bifetamina in the United States substantially subverts
the purpose of placing all amphetamines in Schedule IT."

The history of Pennwalt and Ionamin has a
similar beginning. 1In May, 1973, as earlier noted,
Permwalt requested a hearing on the proposed place-
ment of its anorectic product, Ionamin, in Schedule III.
Whether that hearing takes place will depend in large
part on the results of DEA's comprehensive review
of all the anorectics which will include the report
of this subcommittee. Meanwhile, Ionamin remains
in Schedule IV.

In 1975, Pennwalt exported to Mexico City
300 kilograms of the bulk powder from which Ionamin
is manufactured. Thus far in 1976, another 300
kilograms of that same bulk powder has been exported
to Mexico City. 1In Mexico City, at the same Pennwalt
subsidiary where Bifetamina was once produced the
bulk powder is encapsulated and sold under the
HMexican trade name, Ionamina.

Mr. Chairman, a report on the most recent

survey of illicit sales of Ionamin and Ionamina will
- 17 -
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be forwarded to the subcommittee. For the purposes
of today's hearing, I will say that Ionamin is a
relatively minor problem in most of the United
States. However, in Texas we find heavy trafficking
and abuse of Ionamina in all areas of the state
adjacent to the Mexican border. Since July 1973
through April 1976, some 25 cases have been made

involving Ionamina, with seizures and purchases

totaling over 104,000 dosage units.
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Fr. Che’rman, members of the Subcommittee, I am
hare to provide ysu and the public with informastion on
the decisions made about anorectic drugs - drugs used In
treating obesity - during the time I worked in the Food
and Drug Adminls;ration, and gbout my current personal
opinicns on what modificatlons of those declsions may be
desirable, as well as on any other matters you wish to
ask me about, -

I have testified before this Committee in the past
about the FDA review of drugs used in treating obesity,
To fecapitulate, in 1971 and 1972, the Food and Drug
Administration wes confronted with decisions on the
effizacy and safety of old and naw anorectic drugs, some
11 chemlcal entities Iin all, over 130 drug products., The
Quéstionz ebout efficacy included questions on the amount

of weight loss, if any, assoclatsd with the use of

znorectic drugs by obese patients, the duration of admin-
Istration of the drugs, and possible differences 1n
efficacy among the different chemical entities evaluated.
The safety questions inﬁblved chiefly the public
health hazards of & speclal toxicity, that of the potential
of these drugs for producing dependence and for belng
abuzed, Data bearing on the efficacy guestions included

over 200 controlled trial involving 2lmost 10,000 patients,
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trials carrled out by drug menufacturers and submitted
to FDA as.part of various epplications. The data on
sefety were a more heterogenzous sssemblage of different
sorts of evidence - chemical, animal and human - which
might have som¢ bearing on abuse potential and other
safety questions., The efficacy review involved an un-
precedented re-exaﬁination of all individual patilent data
sheets, representing T0,000 patient visits, computerization
of the data, and FDA re-analysis of the data, using its
own computers and statlsticlans - who deserve much credit
for the mzsslve Job.

In mzking the final decis!ons on the drugs, the
_FDA wag adviced by a eonsultant panel headed by Dr.
Thaddeus Prout. The former Council on Drugs of thre
American Medical Assoclation, hoaded by Dr, Harry Shirkey,
also gave us lts opinioﬁ on the proposed actions. The
institutional FDA decisions wcre embodled in a comprehen-
sive msmorandum propesing varisus alternatives with the
pros and cons of each, the finszl decisions being initialed
by the Commissioner of Food and Drugs. In carrying out
the decisions, the FDA itself implemented decislons with
respect to marketing approval and relebeling. Declsions
on controls to bz Imposed becauvze of abuse pdtential

were and arec the primary responsibility of the Bureau of
D
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Narcotiez and Dangeroué Drugs, now the Drug Enforcement
Adminlstrastlion, although the FDA does have major

statutory responsibilities in this area, too. Recommenda-
tlons were‘forward to the BNDD and controls we;e imposed
by that agency.

The results of our revliew, which ended in the
latter half of 1972 with implementatlon of the declsions
in early 1973, were as follows. First, a consistent
policy and set of regulatéry actions for all anorectics,
based on a better characterization of their limited but
unequiﬁocal superiority to nondrug therapy and including
recommendations that they be used only for short-term
use a2s adJjuncts to diet. Secsond, the elimination of a
large number of combinatlon drug products. Only two major
combination products remain on the market, with litlgatlion
ongoinz. The positlon of the meanufacturer of these drugs,
Smith, Kline and French, appears ethically and legally

weakened by their fallure to report important adverse

informatisn on the abuse potential of one of thelr products.
Third, controls bearing on abuse potential were lmposed

on eight of these drugs for the filrst time, in a precedent
getting clsss action. TFourth, all inJectable anorectics

were eliminated from the market,

You may wish to know what I think of these decisions
_3_
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with the beznefit of hindsight, over three years after the
fact, I bslieve that the basic efficacy decision remalns
a zood onsz. Obesify_remains a chronic disease, extremely
difficult to.treat, and even the limited efflicacy of
anorectic drugs is better than nothing. The safety
decislons appear in need of revision, It is my under-
. standing that you ﬁill hear Governﬁent data suggestling
or showing that amph=stamines remain the leading stimulant
drug of abuse - with the posslble exceptlion of coceine -
in spite of the most restricted measures. If so, it would
seem reasonable to withdraw approval of amphetamines for
use in obesity, for which safer drugzs are avallable, -
In.a parallel fashion, the use of any other Schadule IX
drugs in obesity should be exzaninsd to see if there may
be a similar abuse problem. -

The other anorectics were quite difficult to
zvaluate for abuse or szbuse potential in 1972. Data were
scanty, and none had been subject to epidemic abuse. We
nonetheless recommended contrsl on grounds of abuse
potentizl, It is my understanding'that in the interval,
some of these drugs have been better tested, wifh
eonfirmation of their abuse potentisl, and that observers

of patterns of abuse have seen abuse potential turn into

actual abuse in the street for some of thess drugs. You
b
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have or will have obtained testimony on this problem from
more expert witnesses than me. If the data are as I

suggest, they will support greater controls for some of

the drugs currently in Schedules IIT and IV,
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USE OF d-AMPHETAMINE AND RELATED CENTRAL
NERVOUS SYSTEM STIMULANTS IN CHILDREN

11e abuse of amphetamines has become
Ta problem of international significance.
Japan was the first country to recognize this
problem, and by 1954 there were an esti-
mated 500,000 to 600,000 abusers in Japan.
More than ten years ago Japan hanned the
use of amphetamines. The United Kingdom
restricted distribution of amphetamines to
hospital pharmacies in 1968. Sweden cate-
gorized amphetamine as a narcotic in 1944
because of abuse; and in 1965 pheametra-
zine (Preludin) and in 1968 methylpheni-
date {Ritalin) were removed from the mar-
ket. Paticnts now requiring amphetamines
are registered with the government. Swe-
den bas ahout 10,000 drug addicts (almost
all between 15 and 30 years of age) using
central stimulants intravenously; this is
about the same pereentage of their popula-
tion as the estimated pereentage of heroin
addicts in New York City.! In contrast, the
number of heroin and opiate addicts in
Sweden is estimated to be less than 500.

In 1976, the Food and Drug Administra-
tion.(FDA) responded to the problem of
amphetamine abuse in the United States by
limiting the package inscrt laheling for am-
phetamines to three indications: narco-
tepsy, hyperkinesis in children, and the
short-term treatment -of chesity. Currently,
the latter indication is heing reviewed and
may no longer be valid.

" Among the related agents there is some
specificity in Tabeling, e.g, methylpheni-
date is approved for use in adults with mild
depression, narcolepsy at any age, and chil.
dren with minimal brain dysfunction but
not obesity; phenmctrazine for use only in
obesity, ete. However, in the broad view
there is a similarity in the pharmacologic

propertics, side cffects, and abuse liability
of dextro-amphetamine, methamphetamine,
methylphenidate, and phenmetrazine. Since
the latter two drugs are available only
through a single company as a trademarked
product, contral has been strict and large
scale diversion to illicit channels has not
heen a problem in the United States.

The FDA also has limited the amount of
amphetamine which can be manufactured.
In 1972 procurement of methylphenidate
was cut jn half (from 2,854 kg produced in
1971). and that of phenmetrazine was re-
dueed from 4,638 kg to 2,672 kg,

In addition, amphetamine, phenmetra-
zine, methamphetamine, and methylpheni-
date werd elevated to Schedule 1 sub-
stances, the same category as  opium,
codeine, and morphine, Schedule TT drugs
are thase considered to have a high potential
for abuse, and such abuse may lead to se-
vere psychologic or physical dependence.
The Health Proteetion Branch of the De-
partment of National Health and Wel.
farc of Canada, with the endorsement of
the Canadian Medical Association and
I'Association des médecis de langue fran.
caise du Canada, has moved to prohibit
the use of amphetamines and related com-
pornds for weight reduction purposes as of
September 1, 1972, )

The actions by govermmental agencics
prompted this review of the medical indica-
tions for the use of amphetamine in the pe-
diatric age group. The Committee will also
consider ways in which these agents be-
come diverted to illegal usage.

At present there are only two valid indi-
cations for the use of amphetamines in
childhoed: (1) the hyperkinetic syndrome,

The statements presented herein do not preclude alternatives which may be more appropriate, taking
into account Jocal situations and all other relevant Facts.

Executive Board, AAP
Pepiatrucs, Vel. 51, No. 2, February 1973
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and (2) the rare condition of narcolepsy.
Although adequate studics are not avail-
able, the uscfulness of amphetamines for
the treatment of ohesity appears to have
short-term value without a lasting cffect on
weight gain attained during adulthood. The
use of amphctamines for cramming for ex-
aminations and improving athletic perfor-
mance cannot be condoned.

The hyperkinctic syndrome is character-
ized by motor restlessness, short attention
span, poor impulse control, learning diff-
cultics, and emotional lability.? It affects an
estimated 3% of grade school children?
and apparently resolves spontancously in

most instances by puberty. Carefully se-.

lected patients respond favorably to long-
term medication with d-amphetamine or
methylphenidate in about 65% of patients.**
The mechanism of drug action is unknown,
although certain inhibitory centers in the
brain may be activated. Children respond-
ing to medication promptly and unequivo-
cally exhibit increased attention span and
control over spontancous motor activity.
Omission of a single dose may result in re-
turn of the hyperactivity, Also, academic
and behavioral performance may become
more productive because treatment may
break the vicious cycle caused by the
effects of the disturbing restless, impulsive
behavior on the family and on the school
situation.

In a 12-year follow-up study of 340 hy-
perkinetic patients,® no major problems re-
sulting from drug toxicity were found. Simi-
tarly, follow-up studies on patients treated
during childhood give no indication of in-
creased use of amphetamines or other drugs
in later years.® In fact, there has been a lack
of willful increase in dosage, presumably
resulting from the Tack of cupheric cffect
from amphetamine in these paticnts. A re-
cent papert documcents losser \veight gains
in nine children en medication (d-amphet-
amine, 10 to 15 mg, or methylphenidate, 30
to 40 mg/day} for two years. Although
there was a correlation between depression
of weight gain with Nnear growth, further

studies will be needed to ascertain if adult
height is compromised by long-term ther-
apy. :
Narcolepsy is a lifelong disorder charae-
terized by cxcessive daytime sleep pattemns
(narcolepsy proper); in some patients it is
accompanied by emotion-induced muscular
weakness (cataplexy, 66%), sleep paralysis
(20%), and presleep-hypnagogic halluci-
nations {30%). The exact incidence of this
disease in the pediatric-aged population is
unknown, although it is a rare condition. In
a report from the Mayo Clinic,” 400 narco-
leptic patients were scen in a seven-year
period, Sixty pereent had onset of symp-
toms bufore the age of 15, although only 16
of the 400 requiring treatinent were under
age 15. d-Amphetamine and similar agents
providc symptomatic relief of narcolepsy
proper and a 502 yeduction in cataplexy.
The dosage required is in the low range (5
to 10 mg, two or three imes a day), similar
to that used for the hyperkinetic child. Caf-
feine is also effcctive, and the dose of d-
amphetamine can be tapered if caffvine
is coadministered; caffeine can be given in
tablet form, as coffee, or as a cola beversge.
Amphetamines are popularly promoted
for the treatment of obesity without proof
of lasting henefit; therefore, their use in
weight reduction programs cannot be en-
dorsed. Regardless of initiating cause or
causes, obesity results from caloric intake
exceeding  metabolic  expenditure.  The
problem of obesity in childhood is impor-
tant because 80% of these children become
even more obese during childhood® The
relatively few double-blind control studies
in adolescents treated with various amphet-
amines and amphetamine-type drugs have
shown that any beneficial effect on weight
loss is generally evanescent, lasting four to
cight weeks.® Studies purporting to show
beneficial effects are almost all of short du-
ration. A familiar pattern is that weight loss
occurs during the first few weeks of the
trial; the paticnt then becomes refractory,
an increase in dosage is necessary, and this
increase causes side effects. No well con-
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trolled study has demonstrated a long-term
beneficial effcct on body weight of obese
adolescents. Reports in the literature con-
cerning adults who abuse drugs frequently
indicate that their first exposure to stimu-
lant drugs was through a physician pre-
scribing amphetamines for weight reduc-
tion. Moreover, a fair percentage of ado-
lescents are over-weight and this age group
is particularly vulnerable to becoming abus-
ers, in contrast to the young child who re-
ceives medication for hyperkinesis.

_The availability and use of amphet-
amines is eommonplace among tcenagers.
In a study™ of 1,300 students in five San
Francisco arca colleges, only 8% reported
having any difficulty in obtaining a supply
of amphetamines. In the 1971 Playboy sur-
vey of 3,000 college students, use of ain-
phetamines while in college was registered
at 30% and was exceeded only by use of al-
cohol and marijuana. Qver 60% of those
who used amphetamines denied chronic
use; most used them when “cramming™ for
examinations, attempting to lose weight, or
hoping to excel in athletic competition,
These patterns of abuse probably should be
considered as distinct from the abuse by in-
travenous administration of high doses in a
chronic manner. A physician prescribing
the drug is frequently the initial source of
supply; its use can then be continued by its
easy availability from peers. The abuse of
stimulants is frequently concurrent with se-
quential abuse of depressive drugs, particu-
larly barbiturates and alcohol. Thus, the
signs and symptoms of abuse may range
from undetectable to those of parancid de-

lusions and wildly destructive behavior as- ¢

sociated with heavy use of intravenous
methamphetamine in so-called runs, ie,
the administration every few hours for as
long as several days.

The misuse of these agents frequently

can be traced to mistaken ideas about their
usefulness as therapeutic agents. Pediatri-
cians have had undnly optimistic cxpecta-
tions of theranentic resnonses for the child
with roor school performance, the over-
weight child, or the teen-ager with mild

USE OF d-AMPHETAMINE

depression. School and team physicians have
allowed or overlooked the use of amphet-
amines and similar agents in athletic con-
tests. Pediatricians are also under pressure
from educators and parents who are con-
cerned regarding children who act out in
school or are difficult to manage.

Agents such as methylphenidate {Rita-
lin), phenmetrazine (Preludin), meth-
amphetamine {Desoxyn), and chlorphen-
termine {Pre-Sate) have properties similar
to- d-amphetamine. When tested in a ran-
domized, double-blind fashion under care-
fully controlled conditions, experienced
abusers did not distinguish among intrave-
nous  amphetamine,. methamphetamine,
pheninetrazine, and methylphenidate.”

An estimated 8 billion amphetamine-con-
taining tablets are manufactured annually
in the United States; this is enough to give
every man, woman, and child in the nation
35 substantial doses. This indicates a wide-
spread misuse of an agent having extremely
limited therapeutic value. Pediatricians
must reflect on their role in introducing pa-
tients to these agents; they must not unwit-
tingly contribute to the current problem of
overuse, misuse, and abuse. Morcover, phy-
sfcians must be aware of the widespread
use of these agents by some of their patients
so they can accurately diagnose illnesses
ranging from mild problems of insomnia,
nervousness, and depression®® to such severe
conditions as hepatitis, septicemia, and psy-
chatic reactions which may resnlt from in-
travenous abuse,

The Committee on Drugs recommends
that: .

1. the use of d-amphetamire and similar
agents be Emited to children with a clearly
defined hyperkinetic syndrome or narco-
lepsy;

2. d-amphetamine and  related agents
should not be used in the treatment of ohe-
sity;

3. pediatricians become familiar with the
wide varicty of signs and symptoms that
may resu't from use and abuse of amphet-
amine-like drugs;
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STATEMENTS PRESENTED BY REVEREND REGINALD YAKE, EXECUTIVE DIRECTCR,

TEEN CHALLENGE TRAINING CENTER, REHRERSBURG, PA.

The doctor's office, at all times, would be packed with young
people ranging in age from 18 to 35 or 40. From their conversations I
could tell what thelr motive was for seeing the doctor. All of them were
after prescriptions for speed, of which this one was phendimetrizine. The
people there were from different citles, Boston, Fall River, Brockton, etc.
They traveled from all over to this doctor. How d1d they find cut about
this particular doctor? News inthe street travels fast.

The other doctor who gave out Biphetamines alse had an office
packed with patients, but he also had some older folk that were there for
reasons other then to obtain speed. The people there for prescriptions for
speed greatly out-numbered the older patients. I learned from being in this
con game with doctors that there were various other ways to get other
prescription drugs from doctors. For example, in order to get a certain
drug, you would have to have a certain story for the doctor to believe, but
not everybody knew these stories, I am talking about Barbituates and Delada
now. These stories would cost money along with certain doctor's names. I am
Just trying to show how easily it 1s for someone that is a good con to be able
to get what he wants from certain lenient doctors. Also all of these doctors
kept records of these visits for the government or the Medical Association to
Inspect if ever necessary, so I see that it isn't only the dockors that are
ler;ient but the people that are over them also.

Most people using speed in the street don't see themselves as drug
users because they are usually house mothers, college students studying for
exams or just the good people in society that are very social. This speed,
which they don't call it, is just something to pick them up; it doesn't make
them silly or incapable of deing work but in fact helps them. They don't realize
it's potency and effect on their lives until it is too late. Then they find they
can't functlon without it and when they are deathly sick because of the lack of
nutrition that they deprive their bodies of when they take these so called
dlet pills, and then they find ocut they are a nervous wreck because of the
abnormal effect of the drug, such as being able to stay awake for maybe 24
hours, 48 hours or even 72 hours at a time. Diet pills are being used for
everything but dleting. O©Oh yeah, it is popular around heavy drinkers; speed
allows the drinker to drink in excess without falling all over the place.

I have nothing against the medical profession or the laws of this
country, but there is always one bad apple in every imnch, and the odor of
this rotten apple 1 s smelled by everyone and takes away the sweet fresh

fragrance of the other good apples.

1
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November 10, 1976

"On or about the early part of 1979 myself and sev-
eral friends were involved in the purchase of Methodone in
the southwestern part of Washington D. C. We were able to
purchase as much Methadone, {which on =ome days ranged up
‘to the hundreds of dollars! worth,)"--as we were able to
pay for.

"The doctor was completely aware of what was golng on,
and made no effort to hide it, Not teoo far from this same
location was another doctor who was dolng the same exact
thing. The drugs which were purchased were taken to Balt-
imore where they were sold on the streets for higher prices,

From about the middle of 1973, up till the later part
of 1975 I was involved in the buyling of pills through doc-
tors in the Baltimore area. Thls was set up 8o that I had
medtcal‘assistance, and could go to variosus deoctors during
the day. I was able to purchase varlous types of drugs,

ineluding valium, pareat, nebutal, seconal, tufiinals, pla-

cidyalls, and many others, including class A narcotics,
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These doctors were aware that I was on a drug program,
and still would prescribe drugs, The doctors, (msme, not ail)
were careful of how they dispensed the drugs. They would
preseribe only enough for one monthts supply, but would
preseribe peveral different types of medication,

Other doctorg would 1insist that several different peosple
would come so they could preacribe to (them}, but I would
receive the drug after wa left (the office.) Some,‘though,
would prescribe a large amount and tell yoﬁ not to come
back, On one occaslon I can récall, I told a doctor I wan
gtrung out on valium, and needed to be detoxed off of them,
T was told I could handle 1t myself i1f he could prescribe a
large amsunt, He d1d so willingly, This I did on several
different occaslons, to the same doctor,

On another oceaslon in the Baltimore area, my girl-
friend was approached while in a doctorts office and agked
i1f she would exchange sex for gn &Ssorted amount of drugs,

There are many, many instances I could glve you of
how doctors have sold drugs to myself and many of my friends,

knowing they were being used illegally. "

-2
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November 10, 1976

I am here to inform you that I had the distasteful confrontation
in meeting and dealing with the so-called dectors of this day and time.
I am not referring to all doctors, but specifically some who should have
their license terminated for a period of time. These particular doctors
offer you any kind of drugs for a price, knowing that they are very darngerous
to withdraw from; they offer you barbltuates in quantities, for cash money.
1 believe they should be under strict control in terms of dispensing these
drugs. I was getting it from filve different doctors while undef the influence
of alcochol and Methadone, this mixture will kill any creature on earths ‘
Today there are many young people that are turning to drugs because
they are very simple to get thelr hands on.
) I pray to God that there would be something done about this. We are
dealing with precious lives. God bless you. .
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MATERIAL SUPPLIED FOR THE RECORD BY'
SENATOR GAYLORD NELSON

ACTTONS BY THE FOOD AND DRUG ADMINISTRATION AND DRUG
ENFORCEMENT AGENCY BINCE TERMINATION OF HEARINGS

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE
FCOD AND DRUG ADMINISTRATION
ROCKVILLE. MARYLAND 20852 Pf)BR7

Honorable Gaylord Nelson
Chairman, Subcommittee on Monopoly
Select Coomittee on Small Business

United States Senate FEB 161977

Washington, D.C. 20570
Dear Senator Nelson:

In response to a request from Mr. Benjamin Gordon of your staff, I
am writing to outline our current thinking in fegard to amphetamines.

We presented the issue of the need for amphetamines in the treatment

of narcolepsy and minfmal brain dysfunction to our Neurologic Drugs
Advisory Committee on February 3, 1977. It was the view of this group
that there are alternate safe and effective, but not fully equivalent,
treatments for minimal bratn dysfunction. Therefore, the withdrawal

of amphetamines from the market would have a deleterious effect on

the treatment of patients with minimal brain dysfunction. They further
stated that there are alternatives to the amphetamines for the therapy
of narcolepsy, but these are not equivalent, let alone superior to

the amphetamines. Thus, the Committee concluded that the withdrawal of
amphetamines from the market would have a deleterious effect on
patients with narcolepsy. Additionally, the Committee considered

that, although there may be safe and effective alternatives to the use
of amphetamines in certain forms of epilepsy and in alleviating the
sedative effects of anticonvulsants, withdrawal of the amphetamines
from the market would have a deleterious effect on the treatment of
some patients with seizure disorders.

Given the above advice from our Neurologic Drugs Advisory Committee, it
seems unlikely that total removal of the amphetamines from the market would
be in the interest of good medical care for patients with these sericus
conditions.

OQur current plan is to present our overall approach for relabeling
amphetamines and promoting their proper use in medical care at a public
meeting in April or May. At that meeting, we would present the final data
received from the Drug Enforcement Administration (DEA} and the National
Institute on Drug Abuse (NIDA) and solicit testimony by experts in the
field of drug abuse. We would also invite members of medical professional
associations, State Boards of Medicine, and the interested public.
Regulatory action on our part would then be based on the data submitted

as well as expert advice related to those data, We will, of course, Tnclude
in our deliberations the testimony of the expert witnesses who appeared

at your Subcommittee meetfngs last November.

85569 0—T7—36
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While 1 cannot be certain at this time, I suspect that our overall approach
will include a proposal to withdraw the chesity indication for amphetamines
and to include a patient package insert in all amphetamines emphasizing
that their proper use is only in patients with minimal brain dysfunction,
narcolepsy, or certain types of convulsive disorders. In addition, we may
be in a position by then to recommend scheduting changes for other anorectic
drugs should the data being gathered by DEA support such a position. We
would also hope to have gathered the formal support of a number of medical
organizations by that time so that any regulatory action on our part has
broad support from the medical profession. It has become clear to us that
combined Government-professional action is 1ikely to produce the best
result in limiting the use of amphetamines to their proper indications.
While it will take longer than we originally predicted to develop such

a combined program, we believe this will be time well spent in the long
run.

In addition, we would expect that State Tevel legislation {as in Maryland),
vigorous activities of such groups as the Federal-State “Diversion
Investigation Units" (supported by the Law Enforcement Assistance Administra-
tion (LEAA) and administered through DEA) and articles in the FDA Drug

Bulletin and professional journais will be influential in keepTng Tnappropriate
prescribing of these drugs to a minimum.

We will keep you informed as to the cutcome of our data review and the
upcoming public meeting on this important issue.

Codd, M 2.

Richard Crout, M.D.
rector, Bureau of Drugs
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
ROCKYILLE, MARYLAND 20852

January 28, 1977

Mr. Benjamin Gordon

Staff Econcmist

Senate Small Business Committee
Room 424

01d Senate Office Building
Washington, D.C. 20510

Dear Ben:

As per our telephome conversation, I would like to keep you abreast of
the latest activities in our review of the anorectic drugs. As per
Mr. Rody's testimony, the Drug Enforcement Administration transmitted
their findings on the current abuse of amphetamines to us on December
20, 1976, The findings include field data on amphetamine diversion,
audit reports, and field intelligence as well as DAWN data and recent
production figures. I understand from DEA that they have already for-
warded you a copy of their report.

Following FDA staff review of that material, on January 14, 1977,

Mr. Peter Bensinger, Administrator of DEA, Dr. CuPont, Director, NIDA,
and I met together with our respective staffs to discuss the preliminary
DEA data and to discuss FDA data needs. We stated those questions which
we felt must be answered prior to our initiating any regulatory proce-
dures., We shared our present understanding of the current level of
anorectic drug abuse and the varfous data systems that are available to
our respective agencies to further expand our knowledge. The data which
DEA has transmitted to FDA mostly pertains to the Schedule II anorectics
and particularly to the amphetamines. At our meeting, we agreed that
action might appropriately be taken on any member of the entire class of
anorectic drugs, should the data developed reveal that the most signif-
icant drug abuse problem was with that particular drug or group of
grugs. We need not be constrained by schedule or chemistry of these
rugs.,

I pointed out to the group that for us to take action on any of the drug
products, we would need to be able to show that those specific anorectic
drugs present a significantly greater drug abuse problem than the others,
and that those specific products causing this problem are legitimately
produced. The respective agencies understocd our position and gener-
ously offered their staff assistance to work with FDA personnel on the
collection and analysis of further data. An inter-agency working group
was fdentified and, I am pleased to say, had its first meeting this past
Friday, January 21,
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1 also informed Dr. DuPont and Mr. Bensinger that FDA plans to discuss
appropriate treatment of hyperkinesis and narcolepsy with our Neurology
Advisory Committee on February 3, 1977. That comittee will provide

us with expert advice on the current state-of-the-art in this area.

1 also explained our proposed administrative approach to any regulatory
action. In short, for those drugs which are associated with the great-
est drug abuse, we will develop a Notice of Opportunity for a Hearing
that will be published in the Federal Register. Our current target date
for such a Notice is March 1977. We anticipate a hearing would be
requested and, if so, this would prelong any final action by a number of
months.

We also discussed the possibility of rescheduling the anorectics should
the data suggest that this is appropriate. DEA has been developing in-
formation on the level of abuse of phenmetrazine as well as the Schedule
111 and 1V anorectics for some time and expects to report their findings
to us within several months.

I am pleased with progress to date and consider the work by our respec-
tive staffs to be on schedule.

Best wishes for the New Year.

Since%
, G M.

J{ Richard Crout, M.D.
irector .
Bureau of Drugs
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UEC 20 1976

Mr. Sherwin Gardner

Acting Comnissioner of Food
and Drugs

Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20852

Dear Mr. Gardner:

In accordance with the commitment undertaken during the
recently concluded hearings on safety and efficacy of

the anti-obesity drugs before the Monopoly Subcommittee of
the Senate Small Business Committee, Senator Gaylord
Nelson, Chairman, I am forwarding this agency's findings
reflective of the current abuse of amphetamines. These
findings include field data i.e., amphetamine diversion,
audit reports and field intelligence as well as DAWN data
and recent production figures.

Collectively, these findings are indicative of an unaccept-
able level of abuse despite recently imposed Schedule II
restrictions. The issue remains whether tM& risk to benefit
ratio associated with the therapeutic use of amphetamines
for obesity or any other disease is sufficiently low to
justify their continued commercjsal availability.

Additional updating of field, surveys and analysis of the level
of apuse of phenmetrazine and the Schedule III and IV
anorectics is underway. This task will require an addi-
tional two to three months and will be forwarded when
completed.

Sincerely,

8/ Denald 1. M11YEF

Peter B. Bensinger
Administrator
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ANPHETAMINT DIVERSION

Bacroround

—_—

In the White Paper on idrug Abuse published during September,
1975, the Domestic Comscl Drug Abuse Task Force reported that
the use of various dungerous drugs {including barbiturutes,
tranquilizers, and amphetamines) has increased rapidiy in the
United States during the last decade. This Tteport further

ny

states that, hese drugs are being prescribed more frequently
and used more often in the general population... Most of this
use is under medical direction and controlled by prescription.
But uncontrolled non-medical use of these drugs has grﬁwn sharply

during this period of increasing usage...

Abused amphetamine can be categorized in two broad classes -
these originating from legitimate sources (manufacturers,

.
wholesalers, physicians, .pharmacies, etc.¥ and those of clan-
destine origin. This paper will,attempt to put inte perspective

the extent ¢f ahbuse of amphetsmine originating from legitimate

S50UTCLS.,.

Amphetanines Tor Human Use

Cn Tebruary 12, 1973, the Tood and Drug Administration of the
Department of lflealth, Education and Welfare published in the

Federal Repister, Volume 3§, No. 4243-5(, n statement rclative

to "Anphetamines feor lHuman Usc." A cony of this netice is
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attached as Attaghment A to this report. This notice served
D

to approve the following indications for the use of amphetanine:

(1} Narcolepsy {a condition marked by an
uncontrollable desire for sleep or by

sudden attacks of sleep occurring at
intervals}.

(2) Minimal brain dysfunction in children
(hyperkinetic behavior disorders) as

an aid to general management.

(3} Management of exogenous obesity as
short-term (a few weeks) adjunct in
a regimen of weight reduction based on
caloric restriction for patients jin.
whom obesity is refractory to other

K

WeAsSUTES .

Analysis of Amphetamina Abuse Trends

DEA's Special Programs Division conducted an analysis of
amphetamine abuse trends and piecing together data obtained

from DAWN, STRIDE, and theft reports concluding the following:

(1) VWe are expericncing a trend of increasing
amphetamine abus¢. The increase of chronic

effects as the reason for sceking emergency
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help suggests that increasing numbers of
abusers have access to a continuing supply

cf amphetamines.

{2) The decrcasing amount of presumed illicitly
manufactured amphetamine appearing in STRIDE
reports suggests that increasing amounts of
legally manufacturcd amphetamines are con-
tributing to the in¢rease in amphetamine
abuse. However, the decreasing amount of
stolen amphetamine suggests that the diversion
from legal distribution systems is becoming
less important as & source of abuse of

amphetamine.

(3) The abeve suggests that increasigg amounts

of abused amphetamine come from home supply.
This supply provides nht only the increasing
"legal prescription’ source, but also much

of the increasing "street buys™ source reperted

by DAKN,

(4) This availability of amphetanines beyond
what is needed for immediagte medical needs

in family medicine chests, to the extent

that ahusers have sufficicent supply to
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accrue chronic cffects from the drug,
suggests that significant numbers of
physicians may be prescribing well
over their patients' actual medical

needs.

A complete copy of the rcport leading to the above conclusions

can be found as Attachment B to this report.

Theft Reports (as provided by DEA)

In addition to the theft data reviewed as part of analysis
of.amphetamine abuse trends, the fellewing figures are note-
worthy:

A. Dbrug Thefts By Volume:

FY*'73 FY'74 FY'75 BY'76
DNosage Dosage Dosage Dosage
Units Units qu;s Units

Amphetamines 15,398,776 7,331,454 8,644,550 5,528,247

£

B. Volume of Thefts from Pharmacies:

FY'73 FY'74 FY'75 FY'76
llosage Posage Dosage
Units Units Units
Figures Not 6,626,095 6,350,696 4,495,313

Available

Documented Diversion

Fach of DEA's demestic Regions have providﬁd an analysis of

the diversion problem of legitimately manufactured amphetamines




14984 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

Page Five

in their respective Regions. The following summariczes the

degree of each Region's amphetamine abuse problem.
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Region 1 - BOSTON

Legitimately manufactured amphetamine products are readily
available on the iliicit market in Region One (1). Source

of supply for these amphetamines can be broken down into

two {2) main areas; (a) Drug Store brcak;ins/armed robberies,
(b) diversion frum the retail level (practitioners, pharmacies

etc).

Information received from cooperating individuals indicates
that amphetamines can be obtained in lots of 100's to 1,000's
with the price varying according te the strength of the dosagé

units and the quantity purchased.

Since January 1, 1974, Regicn One (I} has participated in

or initiated more than thirty {30) investigations of ﬁracti~
tioners involved in the diversiaon of amphe%ﬁmines into the
illicit market. The majority of}}hese cases were concerned
with the indiseriminate prescriﬁing and dispensing of amphe-
tamines by physicians. In one case, a New Hampshire phvsician
was respensible for the dispensing of approximately one half
of the total amphetamines purchased by all of the registrants
in that state. The samec physician was also responsible for
the dispensing of two thirds of the totsl methampletamine

purchased by all of the registrants in that statc.
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In all of the zbove mentioned cases, each defendant was
responsible for the diversion of at Jeast 100,000 dosage
units of amphetusmines into the illicit market during a
period of one (1) year. It should be noted that these
violative practiticners are responéible for the purchase

of 60% of the amphetamines marketed in Region One (1).

A conservative estimate as to the percentage of lepitimate
amphetamine dosage units encountered on the street in the
Regicn, would be approximately 70%. It is impossible to
compile exact figures as to the abuse of legitimate manu-

factured amphetamines, since none of the states in this

Region have the capability of distinguishing or identifying
the sourceés as licit or illicit. Cne state, however, Rhode
Island did advise this office that in excess of 90% of the

amphetamines encountered on the street werg.of legitimate

origins.

]

Investigatnrs from the Boston Regional Office and Hartford
District Uffice surveyed the records of two {2) dispensirg
practitioners, two (2) prescribing practitioners and two (2}
retail pharmucies which specialize in filling "weight control”
amphetamine prescriptions. Based upon these studies, it can
be safely stated that none of these practitioners or pharmacies
are adhering to the indications established by the FDA for the

use of amphetamine for short term weight control.
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One of tﬁe pharmacies surveyed purchased in excess of 1,100,000
dosage units of amphetamines (mostly Dexedrine and generic
Dextro Amphetamine Sulfate) singec January 1, 1974, The ampheta-
mine prescriptions on file in that same pharmacy account for

approximately 98% of its total Schedule IT prescription business.

In general, all practiticners throughout Regicn One {I1) who
have practices limited to weight control, disregard the FDA

and PDR guidelines concerning short term use of amphetamines.
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Repion 2 - New York

The diversion of legitimately produced amphetamines appears
to occur at the practitioner level in the Region 2 area,
Based vpon a reviow eof records maintained gy practitioners
and several on-going investigations, it appears that amphe-
tamine products arc generally dispensed in violation of
current Food and Drug Administration standards for obesity

trecatment.

fmphetamines are readily available to the abuser population
through the utilization of fraudulent prescriptions as well
as from the sale, by patients, wheo obstensibly obtained the

amphetamine preducts for weight control.

A few individuals, in the legitimate drug industry, who would
not agree to be qucted, were of the opinié; that availability
of amphetamines is attributable,-to some degrec, to the
aggressive sales policies pursucd by several manufacturers
and distributors. These indi?iduals further stated that the
policies mentioncd are in completc disregard of the current
accepted medical nzeds of the country. Thercfore, although
volune sales by some manufacturers to practitioncrs may not
be classified as outright diversion, such szles contribute

significanzly to the attitudes professed at the practitioner

level relative to anmphetamine products.
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Most of the information supplied by informants reclates to
illicit laboratory operations. Information relating te the

diversion of legitimate amphetamines is not commonly encountered.

SIGNIFICANT CASES

A New York phvsician was arrcsted twice by state and local
atthorities for illegal sales and dispensing of amphetamine
capsules (Biphetamine and Delcobese). As a result of these
arrests, this practiticner’s license to practice medicine in
New York State was revcked., This doctor then moved to the
state of Florida. This doctor ordered over 330,000 dosage
units of Delcecbese in the month and and a half before he
moved to Florida {prier to his license revocation). Attempts
are being made to locate this dector and effect the seizure

-

of the Delcobese. &

Undefcover purchases of 12,703 dosage units of amphetamine
{Delcobese) and 6,235 dosage.units of other anorectics were
made from a pharmacist in Qusens, New York. The pharmacist's
source of supply was identified and an additional undercover
purchase ¢f 5,000 dosage units of amphetanines (Delcobese)
was made from this source. It was further ascertained that
this source of supply was oﬁcrating in the capacity of a

physician in practitioners officce, although he was not
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licensed as a physician and had been twice arrested on
charges relating to the unlawful practice of medicine.
Investigations at physicians offices have revealed
evidence of illegal sales of controlled drugs {Delcobese},
diversion b} other employces, maintenance of fraudulent
records and failure to maintain required records.

Evidence has been presented to a Federal grand jury.

Three (3) significant burglaries have occurred at this
practitioner's offices since February, 1976, in which

cver 50,000 dosage units (35,000 recovered) were stolen.
The doctor is currently ordering over 2,500,000 dosage
units of Delccbese per year as well as substantial amounts

of Schedule II1 and IV anorectics.

Another physician, who is currently orderigg at the rate
of approximately 3,000,000 dosage units of amphetamine

{Delcobese) per vear has been thé”subject of two {2} in-

vestigations by state authorities. These investigations
have disclosed that (a) the doctor caused to be dispensed
large amounts of Dclccbcsé by non-medical personnel when
he was not present in the office, (b) large shortages of
Dclcoﬁese, and {c) failure to maintain required rccords.

The doctor is currently the subject of a state investigation

relative to the fraudulent dispensing of controlled druns
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{use of a fictiticus name for a patient). In addition,
several undercover purchases of amphetamines were made fron
this doctor by the New York City Police Department, Diversion
Investigation Unit. No prosecution resulted from these under-

cover purchases.

A New York practitiocner is currently the subject of a jeint
DEA/Bronx District Attorney's Drug Squad Investigation. Four
(4) undercover purchascs of amphetamine (Delcobese) have
already been made. This doctor is currently ordering at the
rate of appreximately 3,000,000 dosage units of Delcobese per
year. Videctapes of the doctor's office have revealed an

inordinate amount of patient traffic.

Another physician was arrested after a series of undercover
purchases and an audit identified him as frmajOT source of
illicit amphetamine {Delcobese). This doctor was classified
as a Class I violator based on 8" diversion of am estimated

130,000 dosage units of Deléobese.

An investigation by the New Yeork State Pelice resulted in the
arrest of a dostor's son_and the seizure of a large quantity

of ancrectic controlled drugs. A follow-up accountability by
the Drug Inforcement Administraticn and state authorities dis-

closed a shortage of over 58,226 dosage units of amphetamine
g il p

85-569 O0—77——37
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(Delcobese and various generic products) as well as a shertage
of 277,000 dosage units of Schedules IIT and 1V anorectics.

Investigation centinues.

Region 2 is currently conducting active investigations of
several large manufacturers and distributors of amphetamine
products.. Specific details relative to these cases cannot

be revealed at this time as it is felt that the relecase of

even general infeormation could jeopardice these ongoing cases.
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INFORMATION FROM LOCAL LAW ENPFORCEMENT AND RECULATORY AUTHORITIES

The New Jersey Diversion Investigation Unit reports that phy-
sicians continue to present a major problem by issuing illegal
prescriptions for amphetamines. The prescriptiens are generally
for 30 to 60 D.U.'s each. In itself, this is not a significant
ameunt of drugs, however, when multiplied Ly the hundreds of
prescriptions written, it emerges as a significant diversien

of licit drugs.

The New Jersey State Department of Health, Jdrug Centrol Program
estimates that 30% of the legitimately prescribed amphetamine

products eventually find their way into the illicit market.

The Xew York State Department of Health, Zureau of Marcotic
Contrel, advises that practially all amphq}ﬁmines en-
countered illegally have originated from "“legal"” sources, i.e.

doctors specializing in the tredthent of obesity.
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REVILW OF RECORDS OF DISPINSING PRACTITIONTRS

A.  As zn intepral part of this current survey, a sample number of dis-
pensing practitioners were visited in an attempt to verify their adherence
to the indicatiens established by the Feod and Drug Administration for the

use of amphetamings in cascs ¢f cbesity (short term use).

The results of these visits are as follows:
A Brooklyn, Wew York practitiencr has a large
practice as a Bariatric Specialist. This doctor
dispenses 42 dosage units of Delcobese bi-weekly
to patients at each visit. The strengths of the

medicaticn vary with each patient.

0f the selected group of 40 patientis records
reviewed, the following was revealed: At least
25 patients received amphetamine products for

a pericd of mere than 21 days and some for a

peried of up to one ycar. Another group received
medicarion intermittently for 2 peried of several

weeks to mere than two oy three months.

Weight loss was achieved in most of the patients
whose records were reviewed. The doctor stated
that arphetamines were in many instances used as

a maintenance drug in an attompt to keep weight

from fluctuating.
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A New Jersey practitioner has a larce practice
primarily limited to family medicine. Iz indicated
that 50 to 75 paticnts were treated by him for
obesity. Patients are seen approximately every

two {2) weeks and are given 42 dosage units of

Delcohese of various strengths.

The records reviewed at this physician's office
indicate that most patients were treated for more
than several montiis, some for more than a year.
Some patients were treated for several menths,
left and returned for additional months of

treatment.

A Brooklyn, New York gemeral practitioner treats
approximataly 175 patients for weight cqggrol.
He dispenses either anphetaminzs (Delcobese] or
other anorectic drugs., Cver b period of time,
varicus comhinations of*drugs are dispansed.
Patients are seen either weekly or bi-weekly
depending upon the individuzl. Eloven (11)
paticnts' records were veviewed at this physician's
office which showed them to be treated for a
periéd of tire in excess of 21 davs, Some
patients were treated for pericds in oxcess of

two (I) vears.
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A Bronx, New York physician maintaining a general practice stated that
approximately four years ago when his brother, also a physician, passed
away, he took over his weight control practice. In addition to his
surgical practice, this doctor treats several hundred patients for weight

contrel. He dispenses only Delcobese.

A review of 31 patients records at this phvsician's office indicated
that most of his patients were treated for a period of more than 21 days,
maryy for more than a year or two., Tor the most part, weight loss was
guite questionable and gain in weight quite often resulted. The dector
stated that weight loss in many of his patients was difficult to achieve
and amphetanine products were used in these instances to maintain weight

once a loss was achieved.

£ Flushing, New York physician stated that his average daily patient
total is 150 persons and he dispenses amphetamines (Oby-Rex S mg., 10 mg
15 mg., 20 mz. double-scored tabletsj;;sually for a four (4) week period.
This doctor further said that a ﬁatient may be taking amphetamines for a
period of six months or even ac leng as a year cn a continuous basis.
Dispensing rceords for the menth of December, 1975 were reviewed, during

which time he dispensed 193,642 Cby-Rex tablets of various strength to

patients during 3,197 scparate visits.
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Region 3 - Philadelphia

The Region 3 Intelligence Unit has nothing to indicate legitimately pro-
duced amphetamines are available in the illicit traffic. Cooperating
individuals have not furnished any worthwhile information indicating any
availability of amphetamines from legitimate channels. There is readily
available throughout the Region clandestinely manufactured amphetamires

and methamphetamines in bulk form.

A major Pennsylvania amphetamine manufacturer was the subject of an employee
theft in April, 1974. It was determined that he had taken a minimum of

120,000 dosage units.

State and local law enforcoment laboratories were ceontacted regarding the
availability of amphetamines. Seven laboratories were contacted which
showed that a total of 333 crphetamine exhibits wgge_analy:ed betwesn
January 1, 1976, and October 8, 1976. Of the total, 223 (or 66.9%) were
considered to he from legitimite sourcés. The attached chart sets forth

additional information concerning these exhibits.

Six dispensing physicians were inspected in order to determine their
adherence te the indications of short term use of amphstamines not to
exceed 21 days, as established by FDA, for the treatment of obesity.

The following chart provides a ccmposite obtained from the six physicians.
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Time Total Patients Amount Dispensed
0 - 21 days ‘ 34 1,660 d.u.
22 - 80 days 101 19,734 d.u.
91 - 180 days 160 84,315 d.u.
180 - days 316 279,991 d.u.
TOTAL: 750 TOTAL: 385,700 d.ou.

The procedure used to sclect the patient cards from which the above infor-
mation was gathered was to take, when pessible, every tenth card from the
files, This procedure was {ollowed with the exception that seme patient
cards pertained to other than obesity medical problers in vhich ancther
card was selected. In additien, it was not possible to Tead some <ards
and one physician did not have any patient cards and enly had a drug log

book showing the patient's name, date, type, and amount of drug dispensed.

These six physicians have approximately 6,600 active patients whom they
treat for obesity. Since January 1, 1976, they have purchased 1,104,875

dosage units of various strengths of amchetamines. . -

rule that amphetamines should be qsed only for short-term treatment of
obesity. Two physicians stated that they did not accept FDA's guidelines
and that they considercd amphetamines effective in the treatment of cbesity.
Three physicians stated they had never heard about TDA's guidelines, and
another stated that amphetamines, when used properly, have a value as a

"pep'” pill and can be used in place of Ritalin. He also felt that 21

dzys was mot long enough to allow for a "mainterance” pericd. lic stateid
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that since all patients are required to spend $50.00 for a
complete bleod test, it would be unreasonable, therefore,

to limit treatment to three (3) wecks.

14999
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Reejon 4 - Baltimore

Legitimately minufactured amphetamines are infrequently encountered on
the illicit drug market in Region 4. Questioning of Cocperating Individuals
disclosed no information concerning amphetamine trafficking during this

reporting period:

A review of significant cases involving asphetamines originating from

legitimate sources encountered since January 1, 1074 is as follows:

A West Virginia physician received three (3) years probation and voluntarily
surrendered his medical license after undercover purchases were made of
prescriptions for amphetamines and methamphetamines. A prescription review
in Wheeling, West Virginia, revcaled that this physician had written 2,407

prescriptions for these controlled substances during a onme year'pericd,

: . rEL . :
A sales represcntative for North Carolina pharmaceutical distributor
received a five ycar suspended sentence and a $2,000 fine for illicit
ra

sale of Eskatrol.

The following information was obtained from state and local law enforce-
ment police laboratories and regulatory autharities concerning the

availubility of legitimately manufactured amphetamines threugh illegal

channels.
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Marviand

Virginia

- Small quantities of amphetanines sre availuble on a
sporadic basis throughcut Baltimore and the rest of the
state, 1ocal Police Laboratories indicate that of the
small quantities of amphetamines encountered, 40% are

from legitimate sources.

- Very few legitimate amphetamines are encountered in
the illicit drug trvaffic in Virginia., Amphetamines are
not considered a simnificant problem in this state.
Police Latoratories report that a very small percentage

of drug submissions are legitimate amphetamines.

Washington, D.C. - Very little abuse of anphetamines in the

District of Columbia. Large quantities of Preludin

{a brand of phenmetrazine) are being abused. .

West Virginia - There is little abuse of amphetamrines in West

Virginia and is not considered the drug of choice.
Police Laboratories report that of the small quantities

of amphetamines encountered, approximately 50% are from

legitimate sources.

Rorth Carolina - There is speradic abuse of small quantities

of ampletamines in North Carolina. Folice Labyratories

estimate appreximatelv 257 of the amphetamines indicate

diversion from legitimate sources,
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A review of the records of ten drug stores and four dispensing physicians
in the Maryland, District of Columbia and Morth Carolina areas disclosed
that most physicians are not adhering to the indications established by

FDA for short term use of amphetamires in obesity cases.

From information received from police departments and informants, it

appears that legitimately produced awphetamines are not a significant

problem in the illicit drug traffic in Region 4. -
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Region 5 - MIAML

Amphetuanines have been generally available throughout Region 5 over the
past three (3) years. Drug store burglaries, pilferave at all levels,
thefts frem UPS drug shiprents, and forged prescriptions are the major
sources of arphetamines for drug traffickers. Multi-thousand quantities
have also been brought into Region 5 from California and Mexico. The
major areas of amphetamine abuse have been ameng young adults in the
Northern Flerida, Geergia and South Carolina College campuses and military
bases, although high school students throughout the Region are also

amphetamine abusers,

A 19?6.investigation began as the result of an arrest of a drug pusher

by the Hialeah Pplice Department, The original source of supply for the
pusher was ultimately traced to a pharmacist who cwned two drugstores in
Miami, Subsequent investigaticn has resulted in tﬁg?arrest of the
pharmacist and one (1) other defendant and the identification and possible
future indictment of sixteen (16) individuals in a chain of distributien
covering the Miami metropolitan area. An audit of the two {2) fimms
owned by the pharmacist revealed the rossible diversion over a two {2)
year peried of over 120,000 dosage units of amphetamine based drugs as

well as 480,000 dosage units of other Schedule IT drugs.

Law enforcement officers in the Florida area advise that amphetamines
are very availablie in the illicit market. The source of most ampheta-
mines are frem phammaey thefrs, forged prescriptions and legal and

illepal dispensing by dispensing physicians.
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Region 6 - DETROIT

INTELLICENCE OVIRVITW

Based on crimiral intelligence received by the Regional Intelligence
Unit, ethically preduced ampheramines, and generally all ethical pre-
parations, have become more available to users than previcusly. Their
availability has increased at a greater rate than other controlled
substances excluding marituana, In tﬂe States of Chio and Michigan,
approximately 65% of arrests maééy for controlled substance violations,
excluding marihuanayinvolved dangerous drugs. Of those arrests, 103%
were for amphetanine'violations. According to authorities in beth
states,-the vast majority of those amphetanines seized were legitimately

produced.

A second observation to be made is that the majority of those subjects
arrested were users and that amphetamine and dangerous drug abuse is much
more widespread than are heroin, or other totally illicit drugs. Arphe-

tamines are readily availabls in small quantities throughout the Region.

Availability of legitimately produced amphetamines in the illicit market
is primarily through the excessive prescribing habits of physicians.
Abuse of amphetamines is primarily threugh 'fat clinics” mun by physicians.

The wost commonly prescribed wephetumines are equally divided between

such products as dexamyl, dexedrine, biphetamine, eskatrol, etc.
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A survey of the DIU {iles indicated that approximately 35% of the com-
plaints received and investigated by the DIU arc amphetamine related

complaints,

Significant Case
21pnitican, Lzt

The Compliance Group of the Cleveland District Office, monitored purchasing
of amphetamines of an Ohis physician, beginning with the latter half ef 1972
until November, 1975. The records show that doctor received 3,886,634
dosage units ef controlled substances during that psriod, of which over
3,000,000 were amphetamine products. Numerous corplaints throughout the
area regarding the physician's activities, as well as the rhysician's -
daughter's activities had been received. The Surmit County Sheriff's
Office had reported the arrest of a former emplovee of the physician for
pessession of arphetamines. The Wadswerth, Ohio, Police Department
reported that the docror had numercus drug'thcfts {E&olving large quantities
of amphetamines; however, no DEA theft.reports were on file. A DEA in-
formant indicated that he/she had gotten dexedrine from the dector severzl
tines without a physical examination. A Civil Complaint azgainst the doctor
was filed by the U.S. Attomey requesting a Declaratery Judgement by the
court as to what constitutes a legal medical praciice and ulso a permanent
injuncticn to prevent the doctor from dispensing controlled substances.

This action was hared uvpon the contention that the doctor wus not con-

ducting a lowfu! medical practice, a violatien of 21 USC 828{¢). The
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U.S. Attomey averred that the doctor purchased such a great quantity of
controlled substances that this great amount could not possibly be used

in the ordinary ccurse of an ethical practice, and the nurter of patients
the doctor sees preciudes medically accepted diagnostic treatment. On
April 27, 1976, a Consent Decree for Declaratory Judgement was filed; and
the court stated that there are no standards for treatment of cbesity and
that each patient must be tveated on an individual basis. The court further
declared that ethical treatment for obesity is not met where dispensing

and prescribing anorectic drugs to a large number of patients as standard
treatment, nor are they met by only taking pulse, blood pressure, weight,
stethoscopic examination of the patient, a five-minute personal interview
with the physician, the delivery of a recommended diet, or a casual concern
as to pessible dependency or addiction of the patient to anorectic drugs.
It further declared that it is improper for a single approach to be used
in the treatment of cbesity and that the d15penszng of ancrectic drugs

be included as a routine part of the treatment of obesxty The court
cited certain references as other modalities for treatment for obesity.

The court also cited the CFR, Sectien 310.304, as being well taken and
included as part of the Consent Decree. This is the FDA section of the
CFR teferred to in this survey for recomended use of amphetamines. No

further acticn to this date has been tiken regarding this practitiener;

however, the Chio edical Board anticipates a citation of this physicia.
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PRACTITIONIRS RECORD PRVIT

An Akron, Ohic, a dispensing physician, ordered over 500,000 dosage units
of amphetamine products during a two-year pericd cormencing October 1,
-19?4. This doctor's practice is 100% weight control. He has opproximately
15-20% of his paticnts using amphetamines continuously from ten (10) weeks
to a maximm of one (1) year. The doctor adviscd that he does not believe

that amphetamine use is only effective [or 21 days.

Another Akren, Chio, dispensing physician, ordered over 350,000 dosage
units of amphetamine preducts during a two-year period commencing in
October, 1974. His practice is approximately 25% weight control,

of which §0% are being treated with amphetamine products. His patients

are maintained continuously on amphetamines from one (1} month to a maximem
of four (4) months, This physician believes that FDA guidelines for 21-day
use are too strict and that amphetamine use as an appetite suppressant is

effective for a large period of time.

e

A Tallmadge, Chio, dispensing and prescribing physician ordered over
300,000 dosage units of anphetamine products during a two-year peried
commencing in October, 1974, This physician's practice is approximately
15 to 20% weight control, of which about 50% are heing treated with
amphetarine products. liis patisnts ave mrintained continuously on amphe-
tamines for a maximm of three {3) months; however, his average overall
maintenance is about six (6) months. This doctor believes that the FDA

guidelines for arphetamine use should be six (6) wecks irstcad of 21 days.

85-569 0—T77— 38
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A Kent, Ohie, despensing and prescribing physician, ordered over 200,000
dosage units of amphetamine preducts during a twe-year period commencing
in October, 1874. This practitioner's practice is approximately 20%
weight control, of which about 20% are being treated with amphetanine
products. His patients arc maintained on amphetamines from two {2} to
four (4) months and he believes that FDA's short term guidelines are too

strict.

A Cleveland, Ohio, prescribing physician, prescribed over 99,000 dosage
units of amphetamine products for a 15-month pericd commencing May 1,
1975, to August, 1976. This physician's practice is approximately 90%
welght control. Prescriptions screened at a local pharmacy show that
the doctor was maintaining patients on amphetamine products for the
entire 15-menth peried. The doctor contends that the amphetamine pro-
ducts that he uses, Delcobese 5-20 mg., are not habit-forming; and,

’ ot
e

therefore, he is net concerned with FDA suidelines.

E
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Region 7 - CHICACO

The Regional Intelligence Unit advises that with the exception of the
Milwaukee, Wisconsin, areas, there is no significant quantity of legiti-
mately manufactured amphetamine preducts currently available on the
illicit drug market. Two (2) confidential informants of the Milwaukee
District Office have advised that appreoximately fifteen (15) to twenty
(20) physicians in the Milwavkee, Wisconsin, area are involved in the
illegal prescribing or dispensing of Biphetamine, generally in thirty
(30} dosage unit quantities per prescription. A canvas of other active
informants working in the dangerous drug area has failed to reveal any
additional information indigating a significant diversion cof legitimate

amphetamine products.

The Miiwaukee District Office has initiated four (4) criminal cases
since January 1, 1974 involving physicians illegally prescribing

Biphetamine.
e

A review of the czse legs lave faided to reveal any additional criminal

compliance cases involving primarily legitimate amphetamine products since

January 1, 1976,

The Regional Compliance Divisicn has wade contact with the Illinois State
Crime Laboratory Svstem (which malyzes all drug evidence submitted by
state and local police agencies In the State of Illineis), the Wiscensin

Crime Laboratory wnd the Milwaukee Fepional Crime Luboratory (which together
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analyze all drug evidence submitted by state and local police agencies in
the State of Wisconsin), the Tndiana State Police Laboratory, the Indianapolis
(Indiana} Police Laboratory and the Fort Wayne (Indiana) Police Laboratory.
These sources revealed that the availability of amphetamine products has
dropped sharply since January 1, 1974, The sources further jndicated that
approximately one (1) percent to ten (10) percent of the amphetanine
evidence analyzed comes from legitimate channels. The only-exception 0
this was the Milwaukee Regional Crime Laboratery, vhich encampassed eight
{(8) counties surrounding Milwaukee, Wisconsin, whose directoer states that
approximately eighty (80) percent of his arphetamine evidence originates
from legitimate channels, much of which is Biphetamine - the most frequently

abuscd arphetamine in Wisconsin.

Doctors in Region 7 who formerly dispensed large quantities of émphetamines
in weight control practice no Jlonger do this and have now converted to other
drugs such as Phenmetrazine, FPhendimetrazine or Preludin, with which they
feel can achieve the same rosults. Th;; is especially true in Illirois
where the majority of the drucs used for this purpesc are Schedule IIT and
do not require either o Federal order form or a triplicate prescription at

the state level.

Information obtained from the Tllinois Department of Registration and
Lducation; regarding the triplicate prescription system currently in

effcct in Tllinois reveals that since Jonuary 1, 1974, prescriptions

written for wmphetamine have increased slightly. The system tends to




COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 15011

Page Thirty-Two

show that amhetamines currently are rot widely prescribed or abused in
I1lirois. Statistics obtained from the Illinois Burcau of Investigation

and Diversien Investigaticn Unit tend te substantiate this, as they bave
had no significont cascs involving large-scalc abuse of amphetamines. The
prescribing in this area has been substituted significantly by prescrip-
tions written for Preludin and Ritalin, two drugé that currently do not
require the issuvance of a state triplicate prescription, and produce
essentially the samc results. The States of Indiana and Wisconsin corrently

have no triplicate prescription system.
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Region § - NEW ORLEANS

Intelligence indicates that the vase majority of amphetamines
being abused are Leing diverted by registrants through the sale
of prescriptions, altheugh two {2) organizaticns, one in
Mississippi and ene in Alabama, were responsibie for diverting
in excess of 1 1/2 willion amphetanines within the past five (5)

years into Mississippi, Alabama, and Aeorgia.

Source information and investigations conducted by the Criminal
Compliance Group, DEA, indicatc that registraats are diverting

in excess of a million amphetzmines per month within Region 8,

A Mississippl physician sold nine (9} prescriptions over a
perivd of tuve (2) months to DEA agents. This docter wus selling
prescriptions to groups of people at a time and alsoistated
that his cnly business was selling prescrfﬁtinns for Schedule 11

drugs. Intelligence indicates that this dector was responsible

o

for diverting approximately 753,000 dosage units of amphetamines

rer mcnth.

Another Mississippi physicien is ceonsidersd responsible for
dispensing in excess of £4,000 Josage units of Schedule I
drugs per month. Several prescriprions were purchased by DEA

agents, the majority of diverted dosage units are amphecamines.
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Still another Mississippi physician is considered responsible
for diverting approximately 200,000 dosage units of controlled
drugs each month, beoth Schedule II and Schcd&le IV drugs. A
totol of 18 exhibits (prescriptions) were purchased during this
investigations by DEA undercover agents., It is estimated this
physician diverts in excess of 100,000 desage units ol ampheta-

mines esach month.

A Louisiana practitioner was indicted on sixteen {16) counts
of selling prescriptions to undercover ageats. This doctor
stated to agents that he was selling prescriptions to between
50 and 100 patients a week. This would indicate that approxi-
mately 75,000 dosage units per montk of both Schedule II and
Schedule 1V drugs were being diverted of which the majority

were amphetramines. et

Another louisiana physician sold.a total of 77 prescriptions
for Schedule II drugs to an undercover agent in a pericd of
approximétcly 1 1/2 months. Bazsed on the total number of
patients observed in this doctor's office receiving proscrip-
tiens by DEA agents and the numerous telephene calls received
from pharmacists in Louisiana and Mississippi concerning the
number of people attempting to fill prescriptions written by

him, it is estimated that he was diverting over 300,000 dosage
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units of Schedule II drugs per month, of which approximately

200,000 dosage units were cstimated to be amphctamines.

Another Louisiana physician sold a total of 875 dosage units

of amphetamines and depressants to DEA undercover agents between
April and June, 1974, Investigation revcaled that a great
number of pharmacies in the New Orleans area were refusing to
honor this doctor's prescriptions becausc of the great number

of prescriptions being issued by him. It is estimated that

this docter is diverting apprcximatély 150,000 dosage units of

amphetamines per month.

Information obtained throughout Region & from locol law enfdrce-
ment agencies indicates that an average of 80% of legitimate
amphetanines in the illegal market arve frog.prescribing and/ov
dispensing physicians. The remaining 20% are from retail/
vholesale thefts and forged presé}iptions. It is the consensus
of state and local police laboratories throughout Region § that
the majority (approximately 85%) of 211 amphetzmines analyzed
are legitimately manufactured. The resaining 15% would be

clandestinely manufactured.

Tightening controls over amphetamines also encouraged many

abusers to scttle for lower scheduled annrectics. The advent

of methamphetamine and phenmetrazine (Preludin) also encouraged
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doctors to prescribe or abusers to seek these drugss, when
unable to obtain amphetamine. Although a serious amphetamine
problem still exists in this Region, the growing abuse of
other Schedule II drugs, such as Preludin and Desoxyn and
Schedules III and IV aneorectics, such as Fenf{luramine,
Phentermine and Phendimetrazine has rapidly outplaced the

older established amphetamines.
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Region 10 - KANSAS CITY

A review of Region 10 intelligence files and coeperating indivi-
dual debriefings relative to amphetamine diversion for the period
1 January, 1974, to the prescont indicates sporudic availability

of legitimately produced amphetamines.

Beginning at the cnd qf 1974, and continuing through the ecarly
part of 1975, there wns o significant decline in the availability
of clandestinely manufactured amphetamines with a corresponding
increase in the availability of counterfecit products. As the
availability of clandestinely manufactured anmphetamines continued
to decline, the availability from the alternate sources continued

to increase. During June 1975, the availability of amphetamines

from legitimatc sources significantly incrqased and then decreased
Juce

slightly. During July and August of 1975, the availability of
diverted drugs continued to increase while availability of beoth
clandestinely manufactured and counterfeit products showed a
marked decrease. For the remainder of 1975, and into March of
1676 the availabilities from all three source arcas remained at
farily constant levels and proportions., In April, May and Junc

of 1976 the availability of Jdiverted amphetamines from legitimate
sources showed a sigrificant risce while amphetamines from clan-

destinely manufactured sources showed a slight decrecase on

availability. TFrom July of 1976 to the present the availability
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of amphetanines diverted from legitimate sources remains at
a constant level with periodic reports of one thousand lots

being available for rather short periods of time.

Generally throughout the Kansas City Region the percentage of
amphetamines obtained from legitimate sources is relatively

low when compared with the availability of clandestinely manu-
factured and ceunterfecit amphetamine prodhcts. The most common
method of diversion utilized in the Kansas City Region is through
the use of prescrintions, either {orged or provided by a doctor.
In the majority of thesc cases, the individual who obtains these
prescriptions is also the ultimate consumer and does not intend
to resell the amphetamines. If he does resell the amphctamines,
the number involved is usually only a small percentage of that
which was obtained. The other method of di}erting drugs is
through theft and diversion at‘{hp wholesale level. Ampheta-
mines obtained through thcse_nerhods are usually resold “on

the street" to the ultimate consuner ot a few levels from the
ultimate censuner. Most thefts that do occur are from establish-
ments tnat maintain small stocks of amphctanines, i.e. several

thousand 1lots.

Throughout Region 10, the wajority of case investigutions
inveolving amphetamines originating from legitimate sources

are at the G-DEPM level TiD or IV violators. These investica-
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tions generally involve diversion by doctors through the use

of prescriptions., In order to provide significant amounts of
diverted amphetamines, it would nccessitate a doctor or a group
of doctors writing a large volume of prescriptions, since a
single prescription wﬁuld avcerage between 20 and 30 D.U.  The
majority of the doctors encountered who do divert amphetanines
either do net have a large patient volume to mask significant
diversion or else the doctors are reluctant te become so heavily
involved in criminal activity due to strict regulatory require-

ments.

Since January 1974, the Missouri State ENDD has suspended or

revoked the CSA prilileges of thirteen (13) practiticners due

to ampietanine diversion or abusc. The State of Kansas has

-

placed five {5} practitioners on probatiod since January 1976

"for the same reason. The States of Nebraska, Towa, South

Dakota and Minnesota have had ne state investigations involving
the diversion of amphetamine by practitioners, The State of
North Daketa has had one decteor under investisation for ampheta-

mine diversion which 1s presently pending in state court.

A survey of state and local raw enforcement and regulatory

:
authoritics indicate that from 0% to 5% of zll drug investiga-
tions involve legitimately manufactured amphetamines available

through illegal channels.
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COf the amphetamine samples analyzed by state and local labora-
tories, the survey indicates that the percentage of amphetamine
dosage units originating from legitimate sources ranges from 05
to 955%. Mest state and local laberatories usually report the
range bLetween 37 and 5%. The agency reperting the 95% is the

St. Louis jtissouri Police Department Chemist,

The Stutes of linnesota, South Dakota and Nebraska indicate
that diversion of legitimately manufactured amphetamines cither
is not a preblen or a very minimal one. The JTowa Board of
Pharmacy Examiners indicates that the present low availability
of legitimate source amphetamines will continue to decline due
to the fact that nmany practitioners are moving away fron the

prescribing of amphetamines and are using alternate drugs.

s
The North Dakotz State Laberatories Depsrtment has received
five (5) submissions of iegitima@bly manufactured amphetamines
since January 1976. his number constitutes less than 1% of
the total amphetamine samples received. The Xansas Burcau of
Investigation Laboratery advised that since January 1974, they
had analyzed 2,800 Jdrug sanmples of which 2 to 3% involwved
amphetamines fron legitimate sources. The laboratory also

stated that the I to 3% figure included such non-amphetamines

as preludin and phendimetrazine,
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Regien 11 - DALLAS

Regicn 11 reports the following:
1. Amphetaninegs are rcadily available [from prescribing and

dispensing do:stors.

2. Records indicate almost all weight control programs dis-
pense more than a 21 dav supply, and approximately 30% to 50%

cf the patients are given medication for two months or longer.

3. It appears that from 3% to 10% of all amphetamines purchased
or seized in Texas and Cklahoma arc from legitimately manufactured

sSources.

4. t also appears that appreximately 9295 of the legitimate

amphetamines purchased or seizcd by DEA agents in Texas in 1§75
o
and through September 1976 were of Mexican erigin.

el

5. Accountability investigations during 1974, 1975, and 1976
to date reveal whelesalers with only miner deviations in account-
ability regarding amphetamine preoducts. wo Type & reopistrants

a pharmacy and a doctor, and one manulacturing represcentative

had significant deviations,

G. Texas Diversion Investigation Unit has made cascs against

doctors prescribing or dispensing amphoetamines.
=4 5 H




COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 15021

Page Forty-Twe

Investigators of the Dallas Regional Office visited six (6)

pharmacies in the Dallas/Forth Worth area. Seventy-five (75}
patient records were reviewed. These records reflected that
50 patients had beoen prescribed amphetamines in excess of 21
days at a time, and 33 of these 50 patients had amphetamines

prescribed mere than twice in a six {6} month peried.

Investigators also visited seven (7) disp2nsing doctors, five
(5) in the Dallas/Forth Worth atea and ong each in Austin and
Lubhock, Texzs. Two €2) of these doctors did not dispense
amphetamines but dispensed Phendimetraczine. Racords reflected
that all 302 patients' records revicwed showed the patients
had been prescribed ampnetamines in excess of 21 days, and Sl
of these patients were given amphetamines in excess of two (2)

months. bt

s

investigators also reviewed reco;ﬂs in Oklahoma of four (4)
pharmacies, five (3) dispensing doctors, and two (?) prescrip-

v
tion writing doctors whose prescribing pstterns were obtained
from th2 pharmacies. A tctazl of approximately 350 patient
records were reviewsd, which revealed that 166 of thege patients
received amphetamines in excess of 21 days and the other 184
patients received 5J or more dosage units of amphetamines.
This is brekcon down as follows: 30 patients receiving 300

or more doszge units of amphetamines (& high of I,0060 dosage
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units over a span of 1,007 days); 30 paticnts receiving 200

or more dosage units of amphetamines; 85 paticnts receiving

100 or more dosage units of amphetamines; 36 patients receiving
50 or more dessge units of umphetamines; 3 patients receiving

injectable amphctamines in excess of 21 days.




