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Jage Forty-Tour

Region 12 - DENVER

Legitimate amphetamine diversicn has never beern a sizeahle
problem in Region 1Z. We have from time to time found it
necessary to initiate criminal investigations against practi-
ticners in the fizld of medicine and pharmacy to stop diversiens.
The prescribing of amphetamine by physicians has dropped

grectly in the past few years.

The Celorade Bureau of Investigation Crime Lab for Colorado
reports 10% of the amphetamine received by them are diverted
legitimate products. Informants have not reported knowledge

of diversions in the recent past auny wiere in the Region.

Contact made with Denver Police Department special forged
prescription squad reported that 20% of alf»prescriptions

are passed witheut difficulty in drug stores in Denver area.
L

Contact with Colorade Bureau,of Investigation revealed that
approximately 10% of all ampnetamines anzlyzed are from lepiti-

mate scurces,

With the excopticn of single dosage units cbtained iz street
arrests pclice laboratories in Phoenix, Ari:ona report littie

experisnce with legitimately manufactured amphetamines.

85-569 O——7T—30




15024 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

Page TForty-Five

A teview of order forms retained over a period of years has
shown a recmarkable decrease in the purchase of amphetamines
by physicians krnown te have previously dispensed amphetamincs.
Cnly one physician, in Tucson, Arizona, was {ound to be dis-
pencing emphetamines to patients for periods of more than 21
days. Some of this physiciun's patients have been on ampheta-

nine therapy for periods in excess of onec year,

Indications are that weight control physicians in Region 12

have switched from amphetamines to such anorectics as phendime-

trazine and phentermine.
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Region 13 - SEATTLE

The availability of legitimatoly produced amphetamines throuch
illegal channels throughout Region 13 is speradic. From all
available information, it appears that ong ef the primary scurces
of legitimately produced amphetamines obtained through illegal
channels is the tesult of pharmacy burglaries and forged pre-
scriptions. Another scurce appears to be physicians and weight
control clinics dispensing and prescribing amphetamines beyond
the short term usage recommendation of the Food and Drug

Administration (FDA)}.

The consensus of opinions from state and local law enforcemant
agencics within Regien 13 is that the source of legitimately
manufactured amphetamines through illegal channels is pre-

i
dominantly frem burglarized pharmacies and forged prescriptions.
A supplemental source appears te<he physicians and weight
centrol clinics dispensing and prescriSing amphetamines beyond
the short term usage tecommendation of FPA. State regulatory
authorities were not able to furnish any estimates or statistics
relative to the availability of legitimately manufacturad

amphetamines through illegal channels.

After a review of six (6) practitioners’ records, it was

determined that 319 patients were receiving amphotamines
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beyond the 21 day limit recommended by the TFDA. It was also

noted that 16 patients have been recciving amphetamines for

over three (3) vears.
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Region 14 - LOS ANGLLLS

Legitimately produced amphetamines are available in Region 14
on an individual basis only. A recview of Repion 14's sources
of information failed to reveal legitimate amphetamines on the
streets of Los Angeles. An additional query was made of the
Los Angeles Police Department (LAPD) Administrative Narcotics

Division (Buy Program), and their response was the same.

Region 14 personnel, LAPD Administfative Narcotics Division,
and the State of California Drug Diversion Investigative Unit
(DIU), it was learned that in terms of major seizures of
'legitimately preduced amphetamines, there have been no signi-
ficant cases. The DIU did advise that there are two "(2)
problcm areas they have discovered: The first is prescription
forpery rings operating in Region 14, and the second is that
of the dispensing and prescribidyg practitioners. The DIU
reports that mest licit amphWetamine cases are those in which
an amphetamine abuser will go to a practitioner and receive
prescriptions for amphetamincs. It was fcl}d however, that
the amphetamine abuser used thesa prcscrip&ions for his own

use rather than for resale.
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In a check with the LAPD Criminalistics lLaboratory, it was
learned that they receive very fow legitimately produced
amphetamine tablets to analyzce. It is their belief that the

few samples they did receive resulted {rom children stcaling

the drug from their parent's medicine supply. The DIU estimates
that approximately 90% of all Desoxyn (methamphetamine) pre-
scribed by practitioners is for ron-medical purposes. The

state of Nevada reports that approximately 15% to 20% of the

practiticners prescribe 80% to 905 of the amphetamines.

A total of 14 practitioners were interviewed and their records
reviewed in Honolulu, San Francisce, Los Angeles, San Diego

and Reno, Nevada. The following trends were chserved. One,
the dispensing and prescribing of amphetamines is on the
decline. Two, that in cases where amphctamines are prescribed,

the potency is being reduced. Three, the decrease in ampheota-
P

mine dispensing and prescribing is reportedly due to increased

accountability standards and‘registrant investigations.

Practiticoners interviewed repoTtedly write prescriptiens for
a seven (7) day supply. Séme practiticners, however, allowed
a 30 day sbpply. As a group, physicians were cither unaware

of 3n§ short term limitatiof or they simply ienored it. Long-

term usc of ampheotanines by abusers is not an unceommen occurrence.
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In Region 14, California has a triplicate prescription system,
but it applies to narcetics only. WNevada does not have a
triplicate prescription system. Hawaii has a duplicate systenm
but they have not crcated an cffective retrieval system to

secure the informution requested.

Trends in Region 14 indicate that amphetamines are availahle
from legitimate sources, in spite of the fact that those sources
are aware that the drug is not going to be used for non-medical
reasons. Due to accountability standards, dispensing of

amphetamines is decreasing while prescribing is increasing.
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Conclusion

(1} The abuse of legitimately manufactured
amphetamines in the United States appears
to be on the ingrcase. This ingrcascd
abuse can be unquestionably stated as a

very scrious problem.

(25 It appecars that prescribing and dispensing
physicians are a prime source of supply for
these amphetamine products. Other sources
of supply also include pharmacy thefts,

in-transit losses, and enployvee theft from

Tegistrants.
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ERPR-F VY AS PRS- JOt I

. «  DPARGTIOUS DPUGS

Attachment A

(Reprinted from Federal Register of Fabruary 12, 1973; 38 F.R. 4249)

N Tris 21~=Food and Brugy - On B 2 ;.{:9‘?!. lgu roeacy
CHAPTER ¥ Study Implemettation Ta i pub-
TRATION, ooag?w%gut’ra%? ‘,E;‘f‘,'}i‘ Tshed 1o tn4 Frotaia Houswza 138 FR

FDUTATION, ANO WELFARE

-

SUBCHAPTIN C—ORUCS
PART 130—NEW DRUGS
Amphwtsmines for Human Usa

... On August 8, 1570, thers was pubdllan
1o the Prnoxat Rrcrserey (25 F2 10659)
§ 130.48 concerningy am-hetamines acd
_ ther sults and levamiztarune acd la
salta. Section 12).48 reqwad the subrmiss
slon of pew drug ADpLCALIODS [or AmpRete

#mlne or daxircampoetamice and Laer

Salls =3 & condition for continued far-

Esling. The new unig appilzatiocs were

ta contain evidence of efeacy, Includ-

.‘n; eftcasy In the trealment of cuesuy.

& to thak requirement 105 new
drog spplicaitons for amphelamures or
amphetizune-containing 4rigs Tere re—
ceived. The annlysis of the data sud-

Initted conctrring the emphetamunes

sod ather, nehamphetamine anorectls

drugy generally supported he efficacy of
anorectic drugs, Use of the drug in gbesa
palients was assoclated with mere weight
loat than was dict alons. The cegee of
oxtre welght loss vas small fa fow tenths
of & Pound & Week [ many cases), varis-

. Hons were creot, and ihe fatle of wmzhs
loss decreessd after the A==t weeks of
therapy,

00 the hasly of the cumrently avaiiahie
tvidence, the Coninissicner eonciudms
that oral dosage forms ©f amchetazune
And/or deTtroampheisiine are elactive
In the managemeat of $XSTETOUS ODET
a4 & thort torm (o few werks) adiudct
in & regimen of weight recuction based
on ealorie restricitoz for padents tn
whom cbesity 18 refriciory to olher
tnessures, Approoriats notices concern-
tog such drugs which Rave Deent reneved
lo the Dyug Cricacy Stucy wUL ba pub-
Ushed In the Froeeat RecmTra.

Use of smphitamines for long pe-
rlods of Ume xar icad ta driiy cepends
ence and mbuse. Abore of the amopnets
has becg well kngwr Perlitence
{ abuss \mder concutiona ef jmarkanng
desczibed hercin may lecd the Crmm se
sloner to take furthter stopa to reatries ioe
s of these drugs. .

No data have oeeit fersived providiag
substantia] evidense of eCfeztiviesy of
lsvamfetamine and i1 xlts, Accormize!y
thesp preperstions coo'irua ta be re-
gnrded a1 Sew drues mauinng Lpproved
fufl ew drug sppleations.

hoOITEED) RRALieg thal Tethaciphietamime
hydrochlends (=jectfon Uniendsa for
oiher then anorechc ladicaims) wng
regarded a3 #fecuvs T4r soms Lnuica-
tions and iess than efzclive 10T oLere.

Ths Comminioner has tow rally e
teved the evideacs on the saf=t7 and
efectiveness of this drug, and kas can-
¢luded that the well-documened hisory
of zbuse of parenternl msamDoTe

amine, topzther T the Seewts rix of

dependence ana the atulatiily of i

and eraaly sfecute alieTutTe dom
erates aa wnesorable bilares of risk

0 bemedit. A propo=i to wthéraw ap-
proval of these mew drug appiivotons s
izcking emidence af saletr Ly pmtittshed
elsehetd In thly isste of the Froman

Prszrmin The Commissionsr slso can-
den (Al fOT [Ne SAme feasorna. pare
Terad CrepRoations containing mmooet.
(e, GeXtroAmphetamine, of levamies-
AT or thelr JULE a7e LACKag evidroee
ot safety.

On August 8, 1970, a Druy Efcacy
Etud7 Implementation notice wad pub-
izhed tn the Fyorawt, Rzcustza (35 FR
12673} stating that varlous eqmibization
CIUEY Coniainiag an Jnorecia Arug wers
regarded at noasihly affasties fas hats
cizined anorecdc efects and lackong
subsiantal evidence of cletuvensa Jor
ey other Indirallons, Dita were re-
coived Concertung those diugs nad siso
eoino:nat.on druss which were subjects
¢l pew drug applications submitted a3
Teqwred by § L3045, Tas cumbinations
<onsisted of snorectic agents asrociared
w:ith, 19r example, sedates, tracguil-
Zers. rauwolfia derivatives. of Viamuns,
TLE éstn werg reviewed and found naf |
0 falfill e cntena set forwh in tife”
Statemont of General Policy ot Ia-
terpretaticn §3.36 Fixed-combpation
prescripulsn drusa for bumans, puousted
in he Froras FIcia™en of Gosober 15,
1371 (25 FR 20037T). Further. in view ot
e lac of substantial evidends of
fivencss #f WGe druss £s LIea COMDNL-
tons, e roRnusd powenial Jor abiss
of ie Shetaming, dixIOOMPrelas
mina  MetnchciaSuae, and  phens
meTaCine compouenis, ang the avuiabile
ity of elteTDAUYE tAErApeuniE measurea
=hich are saler and etfective, tomulfa=
ticns conwumng such cociponents also

Al

Lick prect of safsty. Procoedings 1o wikh= *

¢raw wpproval of surh applcalio?s are
toing  autiatra, Aand En eroOTOTRIE
Rotice % puolshed elsevhere 1o thus Lssae
of the Fzotkal, RICISIER,

In  fortheoming tasie of the Frorzar

* Raciaere, the Commussioner will set forh

his poucy with Imspect ta anorecuc

sgenu in general,

On the basiy of &l of U galz 4nd in=
formation submitied puruant (o 1 130,44,
purstant to provisions of the Federad
Food, Drug, and Ccsmetic Act isecs, 502
), 1), 50%, 70'(aY, ST Stat. 1051-53;
sa amended, 1055 21 U.8.C, 3200, (fr,
358, 3T}{a»), and under the authority
delegated o him (21 CTR I.1I0), tne
Ceomurussioner of Focd and Drigs hereby
Teises §130.46 of Part 130, Subpart A
ta read k3 foliows:

§130.46 A {smp¥ ine,
dexirmamphelamineg, &nd theie salta
ond levomiclaming and its salis) foe
human e,

{a) Amphetamire and dextroamoheata=
raine and thetr saits, (}) Pursuant o the

miZ ¢flcacy Tequlrements of the Federsd

Fxd Drue, and Cosmetic Act, the Na-

tivnzl Aczdemy of Sclences-Natiooal He-

searen Council. Druz EScacy Studsy

Group, has evaliaicd certan dosage

forms of amphetamines and other svm-

pathomimeds stimualang duis (htended
for use In the trraument ol obesity and
far oilier uses, The Academy lou=md that
2ue’l drugs 25 a clars Aave been s00vVA Lo
bave » genersily snciteterm anorectic
scticn, They further cemumented thas
clnical opwon ¢o e coniribyticn
¢l the sympathbomimels stimulants in
2 welght reductlon Pprogram  vanes
widely, the anorsctie ofect of there
druas  eften 2lateaws or  diminiskes
|fter & lew weeks, most studies of
them are InT ahort 7emiods, To avalable
evidencs showy that nse of andieciic
alta=3 the natural Blilory of bbesity, some
avidence Indicates Wik acarectic edects
tnz¥ e shongly infuenced by the suze
o=uhlity of the patismt, and ressrva-
tons exist about the adequacy of fhe
controls L aome of the Cunicnd atudies.

Thewr siaricteant porential for drug abuse

Faa slso wted.

€2} In agcltion to thesye dosage fonms
that were reviewed for «IS1Cy Gy the
Academy. GuUier JOSAES jOILIY Of ZMDIei-
mine fIugl Are oOn T MArkes g
weT® Dot c:eared throuzh the new-arus
procedures. Vikle cerraun ampl
wers marketed Drior 3o enagial
Federal Food, Drug, sod Cormetic
tn 3338, ome of the conditions of we
subsequently prescribed. recommenced.
or supgesicd ia thewr labellng tior e
Ample, JOF the “Tratmoiie o 00esy) u
for from wes claimedd Lor the amuieia-
munes befors sadd shaciment Such uset

b
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Dave not been cleared throuzh the ef-
fectivensss provisions of the Drug
Amendments of 1362 (Publjs Law §7-781
which smended the Feceral Food, Drug,
and Costnetic Act), These drugs are very
extehuivaly used in the trratmenk of
obesity, The extent of use for such purs
Doses as parcoiepsy and murumal bran
dnfinetien in chuldren is believed to be
micor as compared with the total usaze
of these drugs. Becatse of their stimwiant
effect on the eentral nervous system. they
have & potential for misuse by those to
Whom they are available throush 2 phy=
setan’s prescription. asd thewr abuse by
those who obtaun them rthrough ilc.t
h 15 13 well o ed. Preduction
dath indicate that ampnetifunes have
been produced and presenided i qua
tes greatly In excess of demonstrated
medical needs.

{3y Pursunnt ta a notice sublished tn
the Freexat REcIsTer of August § 1970
135 FR 12652), whuch required the suba
fnlasion of Dhew drug applicasions as a
conddiilon for continued marceunz of
amphetatmuces, 108 rew drug applican
Hoos for wmphetamines or gmphetas
minecontalning drug preducts were
received. The data submitied in those
spplications, and data cbtaned from
other aources concerning  snorectic
drugs, generally supported the etficacy
of anorectic drugs,

(1) On the basis of current!y avalakle
evidence derived from shart-tesm sturies,
the Commissioner conciudes that singie
drug entity oral dosage forms of 2mpnet=
amlce or gextroamphetanune are ef-
fective In the manacement of eNoGenous
cbesity B3 & short-term (a lew weeks)
#djunct 1o & regimen of weight reduce
Han. based on caloric restrictions, for
patlents in whom obesity 13 refractory to

PROBLEME IN THE DRUG INDUSTRY

{page 2 of 2 pages)

other measures. For purposes of this
regulation, & mixture of dextroampheta-
oune and amphetaming is orainarily re-
garded as 8 single drug entily,

(¢} The Food and Drug Adminisiration
ix not aware of aala proviailg subsian=
tlal evidence of the efecuvencss of
levamfetamune and 3ts saits and yegards
these Dreparpations a3 LEW CIucs requurs
ing approval [uil new-drug appilcauons.

4 In view of the weil-documented
tistory of abuse of parenieral ampheta-
mines the severe risk of drug cependenca,
gid the avalahlily of safer zitermative
parentersl druss whlch are equaily
efecute for recoynuied DOR-anoreclic
ind:muons. the Food and Drug Admini-
3LTALAN PEE3TES PAFCTIKET3l 2mphnetas
mines z3 Jacking evidence of salety.

{8) Any ccmbinatlon drug contauung
ampietnmine or dextroamphetdinme s
Tegasted 45 a new XU TEQUInnT AR aps
proved {uil new-drug sppiication as a
conmtien ler markeling. Data in news
drug applications are reewred 1o fulfll
ike criiena set forth 1 § 186 governing
fixed zombination presenption drugs for
humans,

1> New drug applications have been
receited [rom persons marketing orally
adménistered single entity sinphetamine
or dextropmphetamire dosage forms.
&5y other person wiio antends to market
suclh drug Is required ta submit tg the
Food and Drug Administration an ab-
breviated new drug apoleatien (f 1304
<)y except thal in addition. the appils
cation thall contain [ull information
required upder Hems 7 and 3 {composts
von and methods, facilitics, ard con-
trols) of the pew drug spplication form
FD-I36H (E120.400)).

"”

(k) The labeling conditions for single
entity oral dosage fofmy of smphetas
mine and dextroamphetazssine and their
5alts are as follows:

1) The Jabel shsll bear the statement
*Cautien; Federal law prohlbits dise
pensing without preseription™.

€2) The drug shall be labeltd to comply
with all requirements of the act and reg-
ulations. The labeling shali bear ade-
quate Information for safe snd eJective
use of Lhe drug. Tbe lndications for use
are!

Marcolepsy.

Minimsl brain dvdfunctlon In chijdren
{hyperkinetic behavior disorders). &y no did
W gErerel fAnSTEmEnt.

Managemens of exogecous cbesity a3 aharte
term (& [e% weesd) ddjunet ul m gegimen of
weicht reduction hased oo calurle restrits
Lioa, for patients In whom obesity is relrac
tory 10 oiher mrmaures.

{3) Complete labellng guldclines are
avalable frora the Food snd Drug Ad-
munistration.

1y Repulatory proceedings will ba
‘nittated wath regard to wny such drug
within the jurisdwtlon of the act which
15 oo’ Lo accord w1th this regulaton,

Effective daté. This rexuiation shall bs
effective on March 14, 1973,

» Daoted: Februazy T, 1973.

F. RaNvoLey,
Acting Adsociate Commuss.oner
for Complunce.
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Analysis of Anmphetanine Abuse Trends

There are iadicatiens that the amphetanine abuse problem has
changed direction and is now worsening. This paper analyzes the
amphetamine abuse trends in terms of the nature of abuse and the
sources of the abused drugs.

An examinarion of DALY dara on a quarterly basis for the three
year pericd ending in June 1976, indicates that a trend of diminishing
acphetazine mentions freao a peak early in 1974, started to revérse
itself during the last six quarters with a 22% iné%base in DAWN mentions
during the past year. The emergency recn data and the erisis center

. R
data did reflect the reversal of the dowmward trend (Fig. 1).*
. !
The major reagons given for seeking help in emergency rooms are
showm {n Figura 2, The number of menticns due to overdeses and chronic

effects of amphetsmine have baen comstantly rising since the third

quarter of 1973,

ledical exaniner data acccunted for only about one and onethird percent
of DAWY amphetamine manticns, They were tao sparcy and teo variable
over tiue to assess trends in arphetamine related dcaths.
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Unexpected reactions showed a transient rise early in 1974, dropped

to a low early im 1975 after which it too began a steady upward

climb. When these raw data are converted to percent of each guarter's
total, as in Figure 3, it may be seen that while relative changes in
overdose and unexpected results porticens complement each other, there
kas been a small but steady increase in the relative frequency of
chronic effects as a cause~~indications that an increasing portiocn of
amphetamine abuse 1s accounted for by individuals with access to a
continuing supply of the drug.

The major wmotive for taking amphetamine is its psychic effect as
shown in Figure 4, and since the first quarter of 1974, this motive
has been inereasing in terms of both absolute number of mentions and
its share of all other identified motives. Although dependency and
self-destruction have continuously increased in number during thié
period, after tha first quarter of 1975, they slowly;ﬁut steadily

diminished in relative importance.
i
Street buys are consiscently the major source of anphetamines

.

leading to emergency room mentions (Figure 5), and a peak in both abso-

lute and relative isporrance occurred early in 1974, ceincident with
the peak in uncxpected reactions to the drug. This diminished by the
beginning of 1975, at which time the numboer of street buy nentions

inereased, althouph its relative impertance remained constant. The
I

only other significant source of amphetamine was from legal prescerip-

tions. Its impertance, boty absolutely and relatively, bottomed out

during the middle of 1374, after which it has been cortinucusly
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3=
increasing in terms of absclute numbers (an increase of about 40%),
and in its share of all sources.

As street buys zs well as legal prescriptions aluse Sourses can

originate from prescribed drugs taken from home medicine chest supplies,
an attempt was made to estimate what portien of streat available
amphetandne is of illicit origin, what portion wos stolen or diverted
from legal distribution systems, and what pertion car be assumed to

come from legally dispensed heome supplies.

The data available in DEA's STRIDE systea can be useful in
determining the scvrces of abused amphetamines. Eecause the d-isomer
of amphetamine is pharmacologileally three to four times as potent a
stimulant as the l-igomer, commercial manufacturers tead to separate
the two isomers and warket them separatelv. On the ether hand, the
manufacturers of illicit anphetanines de not do so, and their'product

-,
is usually a 50-30 mixture (dl-anphetaminc). Thus, arcomparison of
the relative amounts of d-avphotanine aq% of dl-amphetamine exhibits

processed by DEA laboratories and entered into the STRIDE system
can serve as a cruda indicator of changes in the éortien of legally
manufactured and illicitly manufaztured amphotzmines made available
to streer abuse.®

An earlier analysis of such data Tor the l8-weutii pericd from

July 1971 to Decexber 1973, determinzd thar 333 of the exhibits were

*Minichiello, L.T., Lawsoa, J.8., Gurdwer, K.\., & Scekamp, L.XN.
The Suvslv, Distribucion aad U Patlerns of Pruns of Aaize. Deng
Enforcurant Adminictvation, =13, Gerober Luid,
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AXTIOBESITY DRUEGS—GENERAL

MEMORANDUM
FEBRUARY 5, 1061,
To: Ralph C. Smith, M.D., Acting Medical Director,
From : Robert . Kuox, M.D., Medicai Officer.
Subjeet: Drugs or clazses of drugs in which there is a particular question of
salary or lack of eficacy,

1. There is serious doubt as to the efficaey of the anorexigenie drugs in general
n the treatment of obesity, (Ref: JATA July 0, 1%, Vol. 175, pp. 1131-1135).
According to one report, only 29, accomplish a long-term reduction in weight.
Most of the reports claiming efficacy are based on short-terin studies, and demon-
strate only a few pounds of weight loss.

2. There is also seripus deubt as to the efficacy of the peripheral vaso-dilator
drugs in the treatment of intermittent clavdication. Most workrs feel that they
are of little henefit, and there are reports of an actual decrease of Llood flow to
the muscle, coupied with the danger of hypetension due to entaneous vaso-dilation.

MEMORANDUM
Jery 28, 1967,
To: Merle I, Gibson, M.D,, Acting Director, Division of Neurepharmacenlogical
Drugs.
From : Robert O. Knox, M.I), Medieal Officer, Division of Neuropharmacologicat
Drugs.
Subject : The need to improve the present package inserts for the “Anorexigenic”
drugs.

1. Despite mueh evidence attesting to the relative ineffectiveness of these, or any
other compeunds, in the treatment of obesity. numerous preparations are widely
distributed and represented to be effective agents.

2. It appears advisable at this time to revise the present package inserts (and
thereby the advertising) for these drugs including those already on the market
to reflect more aceurately the trae situstion.

3. Attached is a rough draft of a tentative package insert which may serve as
a baxis for further discassion. It woukl seem advisable to invite representatives
from Drug Surveillance to discuss this matter with usg o that we may arrive at
a consensus, Several aftempis have already been made to accomplish this, hat
frequent changes in staff have prevented any definitive step being taken,

MEMORANDUN
May 19, 10460
To: Merle L. Gitson, M.In.. Director, Division of Neuropharmacological Drugs.
From : Robert O. Knox, M.I), TMvisien of Neuropharamaeological Drugs.
Hubject ; Establishment of an FDA poliey regarding anorexigenies,

1, During 1969, the NAS/NRC panels have evaluated various sympathomimetic
amines used in the treatment of obesity, For example. phentermine and a phen-
metrazine preparation were evaluated as “Effective, but . . . hy the panel on
Psychiatrie Drogs. A minority of two of the panel members evaluiated the sym-
pathomimetie stimulants as “probalty effective.” The documentation appended
to their opinions consist of four references: (a) The first hy J. ¥. Fazekas which
dizengses varions eancepts in therapy nsing anorexizenie agents, but has no aectual
clinieal data. (b)Y The second is a 1947 article in the AMA by Harris, Ivy, and
Searle nxing Dexedrine. TTowever. there were only seven obhese subiects usedd in
two separate four-week perinds during which the dose of the Jdrug was progres-
cively increased. The second experiments concerned ten vohmteer medieal stu-
dents of norimal weight, (e) The third artiele by Kinard ef al. has to do with the
use of d-amphetpmine in pationftg.on resernine therapy, (A} The fourth reference
is to Harrison's fext hook of Internal Medicine which of ¢onrse eontains no actual
raw data.

2. 0On Novemher 20, 1968, the Council of the RBritish Medical Association for-
warded a report to the Interdepartmental Standing Advisory Committee on drirg
dependence which contained the following recommendations:
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“That amphetamines and amphetamine-like compounds should only be pre-
scribed for those conditions for which no reasonable alternative exists, or as part
of the therapy of those patients already dependent on these drugs; nore specifi-
cally : -
(i) These drugs should be avoided so far as possible in the treatment of

nhegity, but if in individual cases the doctor feels they must be used they
shonld be preseribed for a imited period only . . .°

The report further recommended that <, , . manufacturers, pharmacists, nurses,
anid doctors should voluntarily take the same precautions, and keep the same
records, as they already do for those drugs covered by Part 1 of the Schednle
of the Dangerous Drugs Act. 1965.7 and . .. “that if the voluntary measures of
control recommended do not succeed than restrictive legislation seems
inevitaMe. . . )’

3. According to the Report of the 23rd Sezsion of the Commission on Narcotie
Dirtigs of the United Nations Economics and Social Couneil, dated Februnry 24,
1969, the Government of Sweden asked that ampletamine, dexamphetamnine,
methamphetamine, methylplenidate, phenmetrazine and pipradol be controlled
in terms of Arficle 3 of the 1961 Convention which has to do with narcotiecs.

"While there were different opinions in the Commission as fo the applicability
of the 1961 Convention to the amphetamine-like or any other psychotropic sub-
stance, there was conmplete unanimity that the problem of the abuse of the am-
phetamine-like substances raised by Sweden was indeed a most serions problem.”

“The amphetamine-like substances, especinlly phenmetrazine to which he had
referred were taken by some 5000 to 10,000 persons, especially yonths by in-
travenous injections. .. .”

The Swedish representative “wished to record that this experience of intrave-
nous abuse of certain amphetamine-like substances thus ereated physical de-
pendence with an abstinence syndrome contrary to the description of other de-
pendence of amphetamine-like substances described by the WIIO Committee in
their 13th Report.”

The wnanimously approved resolution of the 24-Nation body declared that
abuse of amphetamine-type drugs presents a grave danger both to individuals
and to society and that immediate action is necessary to combat this threat to
the health of mankind.

According to the Hospital Tribune of March 10, 1969, “Supporting Sweden’s
appeal for urgent action. D. I', Anand, representing India, saitl he believed the
world was eonfronting a greater danger through psychotropic drugs than it had
with regard to traditional narcotics. Ie observed that many agricultural coun-
tries have accepted controls over such crops as opium, hashish, and coca, making
economtic sacrifices to do so.

‘Is it too much,” he asked, ‘to expect that the manufacturing countries will
show the same magnanimity as the opium-producing eountries, which have risen
above their own narrow interests by accepting controls ¥

4. As regards the efficacy of the sympathomimetic amines in the treatment of
obestiy, it shonld be noted that contrary to numerous articles appearing in the
liternture, the efficacy of these compounds is of a very small order. For example,
in the caxe of NDA 16-618, for fenfluramine, the sponsor chooses to indicate the
results in terms of average weight loss per week. Fhis is merely a device for
observing the fact that the actual pounds of weight loss by patients on fenfnra-
amine averagel in most studies less than five pounds.

It should be noted that most studies submitted to the FDA for anorexigenie
compounds rua for only a month or two, It is well established that the initial
enthnsinsm plus the initial impact of a sympathomimetic amine may result in a
weight loss during the first few weeks of therapy. but that shortly thereafter
tolerance develops, enthusiasm wanes, and weight loss censes, Indeed, in a large
percentage of cases, the weight returns to the previous pre-treatment weight.

In view of the above. it may prove worthwhile: (a) Fo request the NAS/NRC
panels to define thelr criterin of effectiveness. (h) To consider banming these
substances entirely s Bweden has already done. (c¢) Alternatively, to insist on
a package invert and advertizing swhieh reveals the actual total pounds of weight
lost and the daration of therapy, in tabulated fashion,

Ropert O. Kxox, M.1.
Division of Neuropharmacological Drugs.
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MEMORANDUM
NoOvEMBER 18, 1969.

To: John Jennings, M.D., Acting Director, Bureau of Medicine.
From ; Robert 0. Knox, ML.D., DND/OND/MED.
Subject: Pending class labeling for anorexigenies.

I would like to draw yout attention to the faet that there is now pending a
elazg labeling for anorexigenics. This class labeling is under consideration for
publication in the Federal Register in the near future. This labeling may lead
the physician to erroneously conclude that anorexigenics are more effective than
ther actually are, The labeling of these drugs in the past has been misleading as
far as efficacy is eoncerned. Wonld it not be desirable to include in the class Iabel-
ing a factual statement as to the actual amount of weight loss achieved in the
studies submitted in support of any given NDA?

The promotion of Pro-Sate is typical in that it gives resnlts in terms of the
amount of weight loss per week without giving any idea of the total number of
pounds lost or the duration of treatment. Most of the studies submitted in behalf
of anorexigenics run from one to two months or less. The dissenting minority
opinion of the NRC/NAS panel evaluated the symputho-mimetic stimualants as
“probably effective” as anorexiants. Their reasoning for the “probahly effective”
evaluation was that:

{a) Most studies of the preparations have heen for short periods;

(b)Y There is no available evidence that the use of these anorexiant prepara-
tions alters the natural history of obesity;

{e) There is some evidence that anorectic effects may bhe strongly influenced
by the suggestibility of the patient, and

(d) There are reservations about the adequacy of the contrels in some of the
clinical studies, The minority suggested that controlled studies on the long-term
anorectic efficacy of the sympatho-mimetic stimulants be condueted.

Although there may be no precedent for this type of package incert, these drugs
fall into o special category as far as efficacy and abuse are concerned,

Enclosed is a copy of my memorandum dated May 19, 1909 concerning the
establishment of an FDA poliey regarding anorexigenics.

MEMORANDUM
FEBRUARY 17, 1970.

To: John Jennings, M.D., Acting Dvirector, Bureau of Medicine.

From : Robert 0. Knox, M.D., DND/OXND, MDD 120,

Subject: Position paper on FDA policy concerning the labeling of amphetamines
and amphetamine-like componnds.

References—(1) My memo to Dr. Gibson dated May 10, 1969, (2} My memo
to Dr. Jennings dated November 18, 1969,

1. 1 discussed labeling for the amphetamines with representatives of the Office
of Marketed Drugs; however, we were unable to agree on the proper wording
for the package inserts for these drugs.

2, Therefore, I am summarizing my thoughts on this matter as follows:

A. It iz generally agreed that there is a definite danger of abuse connected
with the use of these drugs.

B. While there i no unanimity of opinion as to the efficacy of these drugs,
the following opinions merit careful consideration :

(n) The British Medical Association has concluded that “These drugs
should bhe avoided so far as possible in the treatment of obexity , . "

{b) Arthur Grollman has stated that *, ., . There is no evidence to indi-
cate that these agents suppress appetite as has been claimed, which is the
basts usually for advocating their nse. The only rationale for their use is
the hope that by counteracting the depression induced by hunger the patient
is better able to abstain from overeating, ITowever. the anorexigenic ngents
have proven of little efficacy in aetual practice . . .” (Pharmacology &
Therapentics, Lea and Febiger, 1965,)

(c) Feinstein, A, R., J. Chr. Dis, 11:349-389, No. 4, April 1960. “. . . The
results obtained with anorexiant agents therefore (1) are in many instances
inferior to those obtained with unsupplemented diets, {2) show the same
marked variations present in the tabulated results of diet alone, and (3)
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indicate that the newer agents often compared poorly with the older ones
whose deficiencies they presumably were intended to eorrect.” *, ., The
variety and inconsistency of these results indieate that many nutritional,
pharmaceutical, and other theories of weight reduction have not been elini-
cally verified and appear to be the resutt of fallacious reasoning. In the
absence of contirmatory controlled studies and with inadequate techniques
for measuring accomplishment, ‘successful’ performances in weight redue-
tion have heen attributed only to features of the diet or dietary adjunets,
Whenever complete results have been given for dietary programs, the data
have shown that more patients fail then succeed.”

(d) XNutrition Reviews, Vol 20, No. 2, p. 38, February 1952, “The point
which seems to have been almmost forgotten in these reviews and reports is
fhat people become and remain obese for a reason. The balance between ap-
Detite and requirement is upset by something else, perbaps frustration, bore-
dom or disappointment. This is the reason why diets, drugs, and exerecises
are relatively ineffective in &0 many obese persons. Why then should physi-
ciany attempt to correct ohesity ¥ ¥ not for cosmetie or social reasons. should
they do so becanse ohesity shortens life expectancy, hastens the onset of
ecardiovaseular disease, and favoers the development of diabetes? Success can
be achieved only when the eondition for which weight reduction is advised
i5 more serious than the urge which causes the obesity, It seems illogical for
physictans to prescribe sympathomimetie drugs which may in themselves
cause as nnich ‘stress’ in the long run as does the obesity itself , . .

{e) Edison. George R., M.I2., in a letter to Congressman Claude Pepper.
dated November 3, 1862, “, .. I stand with a majority of physicians in fecl-
ibg that these drugs no longer have any place in the practice of medicine,
with one or two rare exceptions. I made this proposal in a letter published
in the Journal of the Americen Medical Association over a year ago, a copy
of which I am enclosing for your interest.

“I understand that one or two other countries have actually banned the
uge of these highly dangerous drugs, There is no justification for our con-
tinuing their ‘legal’ vse. To continue it would be simply to perpetuate one
more massive inconsistency in our standards of morality.”

(f) Wolff. Frederick, Research Director at the Washington Hospital
Center and Head of George Washington University Clinical Pharmacology
Division, testified at a drng price hearing on Beptember 13, 1967. The follow-
ing statement was quoted in FDC Report of September 18, 1967 : “In the only
questioning about specific drugs and drug classes, Wolff said that on the
whole appetite suppressants which he described as a $100 million a year
market, are ‘totally unnecessary.” They are grossly over-preseribed, have a
very limited use. and on the whole, probably do more harm than good he
=aid.”

C. The majority opinion of the National Research Council panel which acted
upon the amphetamines declared them to be effective. The NRC has not set
forth thelr criteria for efficacy, but they have given certain bibliographic refer-
ences, T have previonsly discussed in paragraph T of my memo of May 19, 1969
the inadeguacies of these references. Leo Cass wans alxo cited by them as an
authority despite the fact that FDA had previously declared Dr. Casg to be an
unacceptable investigator.

3. According to NDA 16-618 (fenfluramine) the weight logs averaged in most
studies less than 5 Ihs,

4. According to NDA 16-83%0 (chlortermine), the weight loss ranged from :
0.5 1bs, Iesa than to 4.5 Ibs. more than with placebn, The average difference in
weight losx in these studies was 2.8 Ths, more with chlortermine than with placeho,
for the 4 to 8 weeks for which these studies were run, (These figures represent
the total amount of weight loss, not the weekly rate of loss) In four Phase IT
studies, the average differcnce between Pre-Sate and chlortermine was 0.6 1bs.,
in favor of I're-Sate.

8. Im addition to the fact that the above amounts of weight loss the of dubious
clinieal significance, there are numerous discrepancies in many of the lahoratory
values amd the case report forms of the NDAs which I have reviewed.,

CONCLUBIONS

1. The present labeling fails to give the physician any idea of the degree qf
efficacy which has been demensirated in the NDAs for these compounds. It is
unlikely that anyone reading the present labeling would suspect that the support-

B5-369 O - 77 - 41
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ing data in the NDAs revealed such a limited degree of efficacy. Although we
customarily de not inelude sueh information in package inserts, the ampheta-
mines constitute a speeial ease and must be dealt with accordingty.

2. I urge that the labeling of theze compmds be revised to include, in each
case, a factual tabulation of the actual amounts of weight loss which have been
reported by the various investigators, to include the duration of therapy, so that
the physielan will be in a better position ta deeide as to whether ar not use of
a syinpthemimetic amine is warranted. The common practice of expressing re-
sults in terms of rate of weight loss per week iy partieularly ohjectionalle and
should be discontinued.

3. The duration of therapy to be recommended in the package insert is very
important, Various recommendations have been made, e, :

a. Use short-term therapy as initial treatment anly, with the purpose of re-
educating the patient’s eating habits, ete.

b Use long-term therapy in spite of the faet that folerance is known to
develop to the sympathomimetic amines.

¢. Use intermiftent therapy so as to allow the patient an opportunity te
regain sensitivity to the drug.

Only limited results have heen demonstrated with the first two methods, and
the third method is merely a variation of the second. T suggest that unless long-
term therapy can be demonstrated in controlled trials to be significantly effective,
ouly short-term therapy be allowed. The development of toleranee figures
prominently in this decision.

4. NDAs which are now under review in the OND pertaining o antiobesity
drugs should not be approved unless:

(1) a clinieally signifieant amount of weight loss is shown by controlled
trials, and
(2) the package insert conforms to the above suggestions.

MEMORBARDUM

Apzin 8, 1970,

To: John J. Jennings, ALD., Acting Director, Burean of Drugs,

From : Robert O, Knox, M.D.

Subject: A suggested tabylation of therapeutic results to be incorporated into
the package insert of a sympathomimetric amine,

1. In accordance with your request of March 24, 1970, for an example of a
tabulation that conld be incorporated into the package insert of a sympatho-
mimetic amine in order to present the physician with some guantitative results
which had been demonstrated by the investigators, the attached maodlel is sub-
mitted for preliminary consideration.

2. Some of the points shown by this tabulation are :

(a) the almost total dack of a dose-response relationship.

(b) the fact that most of the studies reveal loss than 5 Ihx, of total net
weight losa.

(¢) Dr. Hollingsworth reports greater weight loss following plicebn than
most of the other investigators reported with fenfluramine—even using the
high dose of 120 mg. per day. Hix results Iargely depended on whether fen-
fluramine or placebe was given first.

3. Some relevant excerpts from “Drugs of Choice™ by Walter Modell, M.D.,
The C.V. Moshy Co., 1979, are appended :

“The long-term results of anorexiant therapy are very poor at present. . . . an
anorectic agent ix likely to have as little effect on the overall problem of ohesity
as disulfiram (Antabuse) has had on the overall control of aleeholisnt. . . . none
of the anorexiants are effective unless food intake is controlled as well; hence,
it is obvious they really are not very effective against this foree.”

Y. . . even when the double-blind technique is used to start, after 30 minutes
some patients know which ix medication and which is placebo, and only the
physician remaing blind. All the psyehic impact of the knowledge that an effective
drug is being taken is thus exerted in favor of the drug being tested. From this
point of view, therefore, a difference between the effects of the placeho and the
drug in these stndies may well result from the detection of this difference by
the patient as well as from the action of the drug itzelf.”

“. . . it is by no means definite that these drugs have any primary effect on
appetite at all.”
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NDA 16-618, PONDEREX, A. H. ROBINS CO., INC.

Average tolal weight

loss, pounds - Fenfluramine
————————————  Net weight Daose, patients
Fenflura- loss,  Duration, milligram completing
Tnvestigator mine Placebo pounds weeks pel day the study
Adult:
1 13.8 2.9 15.9 120 14
2. 4.1 £4 9.7 12 60 28
3. 1.2 4.4 6.8 12 40 27
4 1.6 12.8 +3.2 8 120 10
5 R 7.0 4.0 4.0 12 80 30
6. F 4.8 .3 LK) [ 60 15
7. 4.7 1.7 3.0 1-12 120 29
8 3.6 L7 1.9 48 60 .
9. 3.9 A 2.5 8 80 20
10, 2.6 .3 2.3 q 120 14
N 0ren s Inaffective o .o 2 40 12
57 B R, 3 50 20
4.8 +.7 3.5 4 20-80 L.
22 +.7 2.9 L) 20-60 20
t Crossover, giving fenfluramine first.
2 Crossover, giving placebo first.

MEMOBANDUM
: APRIL Y, 1971

To : Barrett Scoville, M.D., Deputy Director.

From : Robert Knox, M.1). .

Subject: Notes on the panel discussion on anorexic drugs held April 6, 1071.

BUMMARY

Dr. Prout, Chairman Dr Reidenberg

Dr. Goldberg Dr. Rogers

Dr. Crowell Dr. Hollingsworth

Dr. Christakis Dr. Herting, Abbott Labs
Dr. Bray Dr. Beoville

Dr. Prout reviewed the agenda which had been previously distributed by the
FDA, and then called on Dr. Herting to present the industry’s view of the matter.
Dr. Herting discusged the pharmacology of the amphetamines and their clinieal
used. He stated that there does seem te e some definite evidence for the fact that
the value of an appetite suppressant is that it gives you about two times the rate
of weight losg that diet alone does, That scems to hold up whether you give pla-
cebo or not. The duration of thexe studies was 12 weeks up to 20 weeks ; 24 weeks
was about the longest but it didn’t have placebo. Intermittent and continuous
treatment were compared with Tenuate Dospan being used. The actual totat
weight loss on intermittent was a little greater—Dbut the continuons therapy ac-
tually did a little better (sie). Reganling tolerance, he =aid that there is some
evidence that at least it is not a 2-3 week effect. In the literature, a really good
program reaches 85 percent of target weight in females in a 12-week period, and
37 percent of the placebo gronps arrived at a desired weizht loxs at the end of the
12 weeks, Males 50-535 percent with drngs: 25 percent with placebo. (When fques-
tioned by Dr. Prout as to what constituted “target weight,” Dr. Herting replied
that in general the target weight was the “Tdeal weight as listed in the Motro-
politan Tables,} There is little or nothing to prove the long-torm efficacy of theze
drugs, The snspicton is that most of the patients are fat again, The question is
whether they would have heen fatter without the drugs, Dr. Ierting went on fo
compare the situation to that of the anti-coagnlants—does the drug have to be
proven to do any real good?

Dr. Trout stated that you chvionsly ean't ask the drug ot do anything in the
long rance. He asked Dr. Herting to sent a copy of his biblingraphy to Dr, Sco-
ville (this was In relation to Dr. Herting's claim that 55 percent of idenl
weight had heen achieved nsing these druzs for 12 week). Dr. Reidenberg
poinfed out the importanee of realizing the ohese ratients, are terriblv hetro.
geneous as to their characteristics. and said we shounld define the groups in which
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it works. He asked how important is the euphoric effect; and went on to say that
a certain number are depressed and therefore an anti-depressant drug would be
better.

Dr. Hollingsworth seconded Dr. Reidenberg's comment and said that it_is
vital we krow more about CNS effects, nor-epinephrine, growth hormone, in-
sulin . . . we ought to start with animal models, She then said that a large group
of obese are never hungry—how then can you evaluate an anorxigenic in these
patients? . . . polydipsia is very common on the other hand ... I have not been
able to rationalize placing fat children on drugs.

Dr. Prout then stated that we accept the potential value of these drugs.
He next said that it is very important to aveid bas on the part of the person
who analyzes the data (this remark seemed to be directed at the statisties).
The panel agreed that patients should e at least 20 percent over the Metro-
politan ideal weights to be included in a study.

Dr. Goldberg said that we must exclude hypertensives if Phage 1 data sug-
gest that the drug be contraindicated.

Dr. Brey voiced the opinion that of course there are standard reference
drugs which are effective. Dr. Reidenberg replied that Dr._Henry Simmons
had just indicated that efficacy had not been conclusively demonstrated for
any of these drugs,

Dr. Christakis made a plea for caution and responsibility on the part of the
profession—the burden is on Industry—in view of the great potential for harm
from these drugs,

Dr. Prout felt that 12 weeks wag the minimum duration of therapy with these
drugs that would provide meaningful data. Dr. Bray felt that 6-8 weeks was
enough. Dr. Hollingsworth pointed out that obesity was a life-long disease. Dr,
Goldberg said that the number of weeks should be put in the package insert.

Dr. Enox then asked Dr. Prout how efficacy could he defined. The reply was
that the Federal Register contained the statenient that these drugs have short-
term efficacy and therefore the Panel could not consider the question as to
wliether there was a medieal significance involved, in other words we must ac
cept any statistieally significant difference as acceptable evidence of efficaey, {Dr,
Prout followed wp by saying that in his opinion none of these drugs were of any
value and that he would not use them).

MEMORANDUM
Arrrr 12, 1971.
To: Henry E. 8immons, Director, Rureau of Drugs, BD-1,
From: Barrett Scoville, ML), deputy Director, DXDI*, B3D-120.
Subject: Brief abstract of meeting of advisory group on the drug treatment
of ohesity, April 6, 1971,

A gronp of consultants with a special inferest or experience in the drng treat-
ment of obesity convened on April 6 for a ene-day discussion of the questions in
the attached agenda.

The conclusions of the group as expressed by the chairman, Dr, Prout appeared
to be esszentinlly the following :

1. Anorectic agents are potentially of value.

2. Long-term follow-up in respect to drug efficacy of patients who have lost
weight on a regimen involving Anorectic drugs is not the responsibility of drug
manufacturing firms. A short term follow-up of a few weeks could reasnnably
be asked of drug manufactures.

3. Efficacy of anorectic agents shonld depend on the demonstration of statisti-
cal superiority of drug to placebo. The group. through its chairman, explicitly
declined to require “biologieal” superiority, e.g., some minimnm loss in terms
of pereentage of excesy weight.

4. A minimum duration for eficacy trials of 12 weeks was propozed, Labeling
claims should reflect the duration of trials.

5. A number of changes in details of the PMA version of second-draft guide-
lines were proposed. The long “philosophical” discussion of various eriteria of
efficacy on pp. 11-17 was exelude(] from discussion.

Nore.—In view of the long-range implications of the group’s eonclusions for
trials of anorectic agents, particularly insofar as they may relax efficacy eriteria,
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[ believe the conelusions should be discussed within FDA before any possible
uneritical release of them to the publie.
Bagrerr Scovinie, M.D,
Deputy Director,
Divicion of Newropharmucological Drug Products,
Office of Scientific Evaluation, Bureceu of Drugs.

Those present at meeting : George J. Christakis, M.D. ; Edward P. Crowell, D.C.;
Leon 1. Goldberg, Ph, D, M.I).; Dorothy Hollingswerth, M.D.; Dantel M. Rogers,
AML.D.; Thaddeus E. Prout, M.I.; Marcus Reidenberg, M.D.; George Bray, M.D.;
Robert Herting, 3.I)., Ph. ID.; and Barrett Scoville, M. D.

AEMORANDUM
APrrIL 19, 1971,
To: Idr. Marion Finkel, Department Director, Burean of Drugs.
From : Leszek Ochota, M.D., D, Se,, DNPDP.
Subject: INI» 420 for Stimsen (thozalinene) Lederle Labs. Dr. Finkel’'s memo of
April 8, 1971,
BUMMARY

Dr. Finkel ; Since you may have been possibly misioformed abont the discussion
of the gwidelines for antiobesity agents by the Committec that met at the FDA
on April 6, 1971, I would like {o call your attention to the following facts:

The Chairman of the Committee, Dr. Thaddeus Prout rather forcefully proposed
a minimum of 12 weeks for the study of the anorexigenic agents, with additional
2 weeks for “followup”.

While other members of the Committee did not comment on this problem, I did
amplify Dr. Bray’s position by citing several unpublished, well controlled studies
which showed that adequate decision as to the effectiveness may be made afier 4
to B weeks of study.

N.B: I personally believe that there i3 ho scientific rational for the 12-week
gtudies of the antiohesity agents, and agree with Dr. iray that 4 to 8 weeks studies
are entirely satisfactory.

Leszex Ocoots, M.D., D. Sc,
Supervisor, Medical Office,
Division of Neuropharmacological Drug Products.

MEMORANDUM
SErTEMBER 22, 1971.
To: The Commissioner.
From : Henry BE. Simmons, M.D., AL H.. Director, Bureau of Drugs.
Suhject: Neuropharmaeology Advisory Committee Meeting, September 13-14,
1971.
PURPOSE

The following is an abstract of the irsues ecomsidered and the recommenda-
tions made by the Neuropharmacology Advisory Committee at their meeting on
Reptembher 13-14, 1971,

TEXT OF THE INFORMATION

A, Parafon Forte I and Purafler
1. The firms can make only these elaims for which they have shown sufficient
data, It was generally agreed that Parafon showed statistical superiority over
placebo with respect to low-back pnin; however, there was lack of evidence that
the improvement was due to a specific muscle relaxant effect,
2. Other suggestions to be communieated to the firm inclnde :
. a. Evalnation of these drigs swith standard treatments (sedatives and
analgesics). :
h. Testing of other specific syndromes (ecervieal pain, ete.).
c. (ntimization of dosage sehednles and eorrelation with blood levels,
d. There should be continued efforts for definition of criteria for
improvement.
e, Relatlonships between statistical significance and clinical significance
should be clearly defined.
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B. Navane

1. NDA’s need to be more adequately organized and the data Letter documented,

2. It was suggested that Dr. Mitchell Bulter (NIMII) be invited to the next
copsidering efflcacy based on the material available to the committee members.

3. All medical officer’s reviews should be standardized. A sample is to be
presented to the Committee prior to the next mecting.

C. Clasg labeling

1. Committee members were not in total agreement that psychoactive drugs
should not be used for stresses of everyday life in non-diagnosis patients, Ixta at
this time, however, is not available. It was the opinion of some of the Conmittes
members that advertising for a psychoactive drug should premote the drig only
for symptomatic refief of anxiety in medically or psyehiatrically diagnosed dis-
orders. Mr. Jerome Levine (NIMII) is to investizate possibilities for implement-
ing research in the area of psychotronic drugs used for the relief of symptoms
produced hy everrday stresses,

2, Tt was suggested that Dr. Mitchell Walter (NIMII) be invited to the next
Committee meeting for disenssions of his findings concerning the patterns of use
of psrchoactive drugs.

D. Hydergine

1. The Committee did not vote as to whether or not the submission would be
considered acceptable sinee they had not reviewed the actual data.

2. Tt was suggested that definite benefits could be derived from appointing a
Task Torce which woulid consider the development of geriatric seales (standard)

and in establishing criteria for the evaluation of studies in the gerintrie
population,

E. Anorcrigenic agents

1. The length of time for testing such agents should he at least 12 weeks.

2. Criteria have been proposed by a previous eommittee with expertise in the
use of such agents. If data show that such agents are effective in obesity, the
Neuropharmacology Advisory Committee will hecome involved in discussions
regarding possible abuse potential.

F. Conflict of intercst

1. The Members of the (lommittee expressed a coneern in this area sinee most,
it not all, have heen or are involved in consulting with or comducting trials for
varions drug firms. They wish to the appraised of the legal responsibilities and
implications.

2. Thix topic is to he placed on the next Agenda and specific standards for
procedure will be proposed.

(/. Review of “possibly effective” drugs )
The Committee was generally in favor of Dr, Finkel's dizcussion of the propogal

that Committee members (or Junior Staff) be actively involved in the evaluation
of such drugs.

Tne FDA REVIEW oF ANORECTIC DRUGH: BACKGROUND, CUREKENT STATUS. AND
PROBLEM AREAS

{Presented by Barrett Scoville, M.D.. Deputy Director and FElmer A. Gardner.

- ALD., Director, Division of Neuropharmaenlogical Drug Products, Food and
Drug Administration, as part of the symposium ; “Dross and the Coantrol of
Overweight: Medical Congiderations and Tublie Polies,” June 12, 1972, Wash-
ington Hilton Hotel. Washington, D.CL)

The Food and Drug Administration I intensely interested in the dizcussions
of this symposium and appreciates both the efforts that have gone info it and
the opportunity to exchange ideas with other diseussants. This ix a fime at
which policr in respect to fhe use of anorectic drigs is being formulated. and
we are =eekine as much inpnt as possible.

The title of the svmposinm swmmarizes the jesne, which is one not just of
a medieal decision hut one of publie poliey. Tt iz a particolarly diffienlt area, in
which facts and value jndements are often unwittingly confused. Obesity. al-
most alone among the pathologiesl conditions, remains a maral issne in many
people’s eyes, a3 Jean Mayer regretfully noted. It is regarded with the severity
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of a ¢in, rather than with the humility which would be appropriate to a condi-
tion the causes of which are poorly known and the treatment of which is diffi-
cult, As if that weren't enouglh, the drugs proposed for treatment almost all
invelve o set of moral issites of their own, thoxe nssocinted with drug abuse.

In preparing broad policy on the use of anorectic drogs we have been review-
ing questions as=ociated with them quite intensively since late last fall, through
a project of which 1 have been the manager and Dr. Gardner the chief adviser,
and of which I will tell you more later.

The questions underlying the discussions here are not new, and you may won-
der what leads FID)A to review the question of anorectics at this time. Broad
national concern for drug abuse, including CNS stimulant drug abuse, lies be-
hind many of the questions, but there are four relatively recent elements which
have made more ucute the need for hroad policy.

The tirst factor was the Drug Efficacy Rtudy. In this sfudy the National
Aeademy of Science/National Rexearch Conneil and FDA reviewed the status of
all drugs—approximately 3000—which were first marketed hetween 193% and
the passage of the Kefauver-Harris amendments to the Food Drung and Cos-
metic Act in 1962, These 3000 drizgs included all marketed anorectic agents ex-
cept one (Pre-Sate or chlorphentermine)., The NAS/NRC Panels expressed qnal-
itieations as to efficacy of anorectics so that the PDA publications on anorectics
to <late have indicated them to be less than effective, requiring more evidence in
the form of clinieal trials. Such evidence has been submnitted, and I'll come to
that later,

As a corollary of the NAR/NRC review, FDA also reviewed the status of the
amphetamines and concluded that they, too, were affectod. Amphetammine manu-
faeturers rezponded in 1971 and 1972 to an FDA announcement to this effect w nth
applications to continue marketing 106 amphetamine drug products,

The need to review the 106 amphetamine applications and other material sub-
mitted in the confext of the Drug Efficacy Study was the first element leading
to our project. A second Involved applications for drugs not yet on the market.
Within the Iast year and a half. 3 major manufacturers bhave requested ap-
proval for marketing of anorectic agents which they had been investigating,
and of course decisions are required here consistent with any policy relevant to
anorectics subject te the Drug Efficacy Study.

The third and fourth elements requiring policy towards anorectics involve
drug abuse, with its many medical, social, and legislative implications, The prob-
lems of drug abuse ted in October, 1050 to the passage of the Comprehensive
Drug Abuse I'revention and Control Act. This Act, also known as the Controlled
Substances Act, vexts a number of regponsibilities in the Department of Health,
Education and Welfare: two are of partienlar coneern to FDA In respect fo
anorectiecg. One is the need to determine the degree of control under the various
schednles of the Act appropriate to any drugs with abuse potential or which
are abured. More control has been considered necessary for oral methampheta-
mine, the other amphetamines. and phenmetrazine, for example. and they have
now heen placed under the restrictions of Schedule I1. The remaining anorectics
are not controlled under any schedule, and it has been proposed by some that
amphetamine congeners Tike diethvlprepion and benzphetamine have abuse
potential, ton, so that their use should also be restricted. The Secretary of HEW
bears fundamental responsibilities in respeet to seheduling drugs, and within
HEW. FDA plars a leading role in advising the Secretary.

The last major element which has led to the current review of anorectic
efficacy is another new responsibility stemming from the Comprehensive Drug
Almise Aet, This is the Seeretary of HEW's new responsibility to report to the
Department of Justice on the legitimate medical and scientific needs in the TLS,
for drugs eomtrolled in Schedule I1. This means specifieally how much ampheta-
mine. methamphetamine, and phenmetrazine is needed each vear in the legiti-
mate treatment of obexity. Within the Department of Justice. the Rureaun of
Narcoties and Dangerons Drugs relies heavily on HEW estimates of medical
need in establishinz guetas for the amounts of these drugs which may be
manufactured each year.

&0, to summarize. the efficacy review of older anorectic drnes, the review of
applieations to market new entities, the responsibility to defermine appropri-
ate control schedutes for ahusable drugs, and the responsibility to estimate med-
ical needs for anoreetics have been the four major immediate elements leading
to onr present work to define more clearly and consistently the place of anti-
ohesity drugs,
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In reviewing the place of anorectic agents in the treatment of obesity, we
decided to review the entire therapeutic class. Here are the drugs Involved, by
generic name (S8lide). The list begins with the various amphetamines and
Prelndin, goes through marketed congeners of the amphetamines of which many
practitioners are unaware—~I'legine, Didrex, Tonamin, Tenuate, and I're-Sate—,
includes three non-marketed compounds, some of which may be different from
the amphetamines,—and ends with a drug at one time marketed over-the-counter
for weight coutrol, phenyipropanclamine.

We have looked at the eclass as a whole for several reasons, One reason
might be ealled intellectual and administrative vonsistency, that iz, that com-
parable drugs be evaluated in a similar way. But the most important reason
involves abuse of these drugs, The abuse potential of the amphetamine and
pPhenmetrazine has been relatively well defined, partieularly by events lere,
in Sweden and Japan. The abuse potential of the lesser known compounds is
much more poorly defined. But we beleve it should he considered carefully
feross the board, lest an action deerensing the avaflability of certain drugs
merely lead to the abuse of others, in the way that restrictions on the ampheta-
mines in Sweden appeared to lead to abuse of phenmetrazine and methylpheni-
date (8lide 2). Here are the prescriptions written for antiobesity agents. The
nrofound drop in amphetainine preseribing represents the impact of the placing
of these drugs in Schedule 11 of the Comprehensive Drug Abuse Act, with itx
requirements that preseriptions be non-refillable and that separiate records
be kept. We are watching the prescribing rates for amplhetatnine cozeners,
which are here combined. Will some of themn merely replace the amphetamines
in the legitimate treatment of the obese—or will their use hecome characterized
by the excesses assoeiated with the abuse of amphetamines ?

There appear to us to be a number of options for action in respect to anorectic
drugs. They invelve removal of drugs, relabeling drugs, rescheduling them,
recommending quotas, and requesting further tests. In more detail, the options
are as follows:

1. Tt is conceivable that the amphetamines or other anorectics might he re-
moved tofally from the market, The practitioner would then be obligated tn
nse alternative drugs or diet alone in treating the obese, In thig respect we see
little place for the use of parenteral amphetamines, and at this moment have
some doubt sbont the oral amphetamines when suitable alternatives appesar
availahle,

2. The amphetamines and other anorectics might be relabeled in g consistent
fashion indicating use only in certain patients, for example those refractory
to other regimens or otherwise charneterized, or only nnder eertain econditions,
for example, only after a brief trial in which the patient is observed to lose
weight. The amount of weight loss to be expected and a reasonable duration of
therapy might alzo be indieated.

3. The congeners of amphetamines might be placed in Schedule III or Sched-
ule TY of the Drug Abuse Aet. Schedule IIT cerves chiefly to alert preseribers to
abuse potential; drugs in Schedule II are under fairly severe restrictions re-
ferred to previously,

4. Quotas might be imposed on the production of anorectic drugs to decrease
their availability for abuse and diversion. At present quotas may only be set
for drugs in Schedule 11,

5. Further testing, both for clinical effiency and for potential to induee de-
pendence, might be required for seme or all anoretic agents. In respect to abuse
potential, drugs might be scheduled in Schedule TII or II pending results of
studies. A prominent problem here is the uncertain predictive value of even the
most promising tests, the self-administration studies in primates,

As vou all know, data on which to base n rational choics among these opfions
or against them vary also in quality and quantity for different drugs. For some
of the most impnartant questions they may be nlmost lacking,

In particular, there are unanswered questions as to elinteal eflicacy and as to
abuse potential, and we have concentrated our efforts on these questions. In re-
spect to efficacy, the most important is that of how the pharmacologic effect of
anorectic drugs is translated into clinical terms. Weight loss iz the chief de-
sideratum. But how much. expressed in what terms, at what rate, for how long?
And in what percentage of obese snbjeets, nnd what are the characteristies of
those who lose? For how long should the drugs be tried before the drug is con-
sidefed a failure? Given answers to some of those questions, ean the different
drugs be distinguished one from another, or ranked in terms of efficicney? Are
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amphetamines more effective in more people than newer congeners-—or could
thex be replaced by these cozeners? )

The FDA has in the form of new drug applications and notices of investign-
tions an wmxralled respository of data, supplied by manuofacturing firms, in-
vhnding in moest eases the fndividual patient data sheets from patients in ¢linieal
trials, These exixt both for the newest submissions and for those pertaining to
most of the older drugs, (Slide).

Thege are the nmumbers of applieations on file with FDA for anorectics. They
constitute over 1100 volumes of materinl, We belleve they contain data which
if analyzed will elarify the answers to a mtmber of the qnestions just referred to,
Conventional hand-refrieval and seholarly review of this mass of material is be-
youd our resources of both staff and time, We thus chose to sereen material
relevant to efficaey. and sabmit controlled, double-blind studies to analysis by
computer rather than hy medical officers. Charaeteristies of each subject, as well
as eiach study, and follow-up data at each visit were ended and key punched
on standard dafa eards. The cards are then interrogated in different programs,
and data tabulated or analyzed in various sways. lHere are some of the back-
ground faets and findings obtained so far. (8lide) There are now 208 studies

available for analysis on anorectic agents. Of these about 143 are parallel stadies. ’

The great majority of the studies deal with dextroamphetamine. methampheta-
mine, diethylpropion. phentermine, phenmetrazine, chlorphentermine, fenflura-
mine, clortermine, and mazindole. The duration of the studies ranges from 3
weeks to 6 months, although few, if any studies refain a significant number of
subjects for longer than 16 weeks.

I had hoped to present a comprehensive overview of all stadies. Although those
working on the cotnputer end of the project have achieved & great deal, programs
are still not fully debugged, so that we are running behind, and 1 am most re-
gretfully unable to talk on the hasis of knowledge of 20G thoroughly analyzed
studies. What we do have is satisfying but not startling. In those infrequent
studies with relatively low drop-out rates in which obese subjects were treated
for eight or twelve weeks with drugs such as dextronmphetamine, phenmetra-
zine, diethylpropion, fenfluramine and chlorphentermine or with placebo, those
treated with active medication do show a weight loss of almest a pound a weok
maore than those on placelo, or about 1 to 2 pounds per week totat weight loss.
Preliminary analyses in terms of percent of initial weight lost, or percent of
excess weight lost appear to confirm the differences. The role of the investigator
i important, but even investigators who achieved maximal weight loss on pla-
cebo induced even more with active drng. Comparisons between drugs are gen-
erally only possible indirectly and so are imperfect at present; but the weight
1683 induced through the use of different drugs appears to be of the same order
of magnitude—non one drug has appeared superior. We now believe that the
profect will be finally completed by August 1, instead of July 1, as originally
projected.

In respect to the question of relative abuse potential of amphetamine cogeners,
the data remain meager, as you know. Similar toxleologie and pharmacologic
profiles suggest that the drugs differ chiefly in potency. Monkey self-administra-
tion data and human *1iking” scores are present only for a few drugs and are of
uncertain value. Are amplhetamine cogeners relatively little abused for intrinsie
reasons—or merely because of the easy availability of the cheaper prototype
comiporind ? Confronted with incomplete data, do we attempt to predict abuse
potential—or do we wait until there is a full-blown epidemic of abuse of a given
drug?

This {g one of the questions we ask your comments and advice on in discussion
today and tomorrow.

Ultimately, we must all weigh the potential benefits of these drugs against the
risks of the drugs. EHere we hope that in giving your opinion, vou will econsider
risk in its largest sense—not simply the innate clinical toxicity of the anorecties,
but the risk to the public health of potentinl abuse. We do want to hear what
these drues mean in medical practice. But we alse must think in the somewhat
less familiar terms of drug abuse, Here iz a problem from which we cannot
divorce our thinking in favor of medical considerations. It is here that the in-
formation gaps are greatest, and where we need the broadest, best informed, and
most open discussion of the questions on which reasonable and eonsistent national
regulatory peiiey and medical attitudes towards anorectics must he based,

The questions which must be asked regarding the balance hetween the benefits
to be gained by the use of appetite suppressants in weight reduction and the
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risk to society from the abuse of some of these drugs do not present all-or-nothing
alternatives; the questions do not simply Invelve questions such as—is it benefi-
cial for the obese to lose weight and do drugs help in weight reduction for a size-
able proportion of any population group than would diet, exercise, counseling,
and so forth without medication, The other questions which must be asked are:

1. Do some of the drugs represent a public health risk and, if so, sre there
alternative drugs with equal efliciency and less or no publie bealth risk?

2. Are the anorectics being used largely in weight reduction programs for
populations with medical disability or increased risk of morbidity and mortality,
or is the great bulk of utilization for esthetie purposes—for example in women
with mild to moderate obesity,

3. If there is a public health risk due to medieal misuse and due to illicit di-
version with “street abuse”, are we talking about reasonable and legitimate pre-
seription and utilization of these drugs or are we, in fact, dealing with an abund-
ance of drugs which are manufaetured in amounts well berond that needed for
any treatment of obesity,—with overprescription and loose or careless utiliza-
tion? Let me in this respect give you figures on amphetamines and methampheta-
mine production.

Regardless of whether the anorectics are misused by medical users of these
drugs or abused by non-medieal users—psychopathic or othervwise—is there a
public health risk and, If o, de overpreseription, eareless preseription, over-pro-
duction, and the use of drngs with greater abuse potential than others cotitribute
to such a risk, what can be done? Will more intensive medical education cam-
paigns help? Would greater peer review and/or control through medical societies
be beneficial? Must some drugs be placed under prescription and record keeping
eontrot—as in Schedule IT? Must produetion eontrols or guotas be maintained
for some drugs? When there iz a public health risk, thexe questions can't be
ignored and the best information and epinion eurrently available is needed to
make what are obviously complex, multifaceted social as well as scientifie
judgments and decisions.

Fixan REroRT To THE DIRECTOR, BUREAU OF DRUGs, BY THaDDEUS E. ProOUT, M.D,,
CHATRMAN, CONSULTANTS ON ANORECTIC DRUGS

On June 27 and July 23, 1972, a group of clinicians and statisticians met under
my chairmanship to review data compited by FIDA Staff on the safety and eflicacy
of anorectie drugs,

After careful review of clinieal trials and of pharmacologic data the following
conclusions were reached and recomendations made :

CONCLUSIONS

1. Adult obese subjects instructed in dietiry management and treated with
“anorectic” drugs on the average tend to lose more weight than those treated
with placelw fnd 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 variablex other than the drug prescribed. such as the physician-
investigator, the population treated. and the diet preseribed. 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 treafed patients over
placebo treated patients was (only a fraction of a ponnd n week). The rate of
welght losy was greatest in the first weeks of therapy for both drug and placebo
subjects and fended to decrease in succeeding weeks.

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

5. The amphetamines including methamphetamine have been widly abusd
in numerous populations. It is thus in the best interests of the public health
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to limit the use of amphetamines as far as is eompatible with adequate therapy.
This is both to minimize the risk of dependence in suxceptible patients being
treated and to decrease the amount of drugs being distributed, since \\'idespre‘ad
preseription of a dependence-producing drug inevitably increases the possibility
for diversion to non-medical use and abuse.

6. Evidence presented for newer “anorectic” congeners of the amphetamine
family apd non-amphetamine drugs do not set them apart as having higher bene-
fit or lower risks than okler available drugs. The risk potential of Fenfluramine
may be an exception to this general statement.

7. There was no evidenee in the datn reviewed which showed that combina-
tion of an “anorectic” agent with other drugs increase the henefits or reduce
the rizk of the “anorectic” agent.

8. There are no clinical data which support the parenteral use of these drugs
in the treatment of obesity, Obesity is not an indieation for the parenteral use

of these agents,
RECOMMENDATIONS

1. That all “ancrectics™ reviewed, (dl-amphetamine, d-amphetamine, metham-
phetamine, benzphetamine, phentermine, chlorphentermine, clortermine, phen-
metrazine, phendimetrazine, fenfluramine, mazindol aund diethylpropion) with
the exception of feufluramine, be placed on Schedule IT on the basis of abuse
potentinl.

2. That combinations of “anorecties”™ with other drugs be evaluated in acecord-
ance with the policy of the FDDA on combination drugs, that each constifuent
of the drug combination contrilnite to the total effect clnimed for the combined
drugs. and that the present available and proposed drug combinations be handled
in this manner in view of the Inck of demonstrated efficacy for each of the con-
stituents of the drug combinations reviewed,

3. That amphetamines prepared for or in a form suitable for parenteral use
not be approved for use in the treatment of obesity.

4. The single-entlty oral “anorectic” preparations including the amphetamines
be permitted to be labeled for restricted use in obesity provided that they are
used in association with a specific weight reduction program and that the clin-
ieally trivial eontribution of these drugs to the overall weight reduction is prop-
erly emphasized. To carry out the latter recommendation of a statement such
as that made in the conclusions drawn from this review mmust be inchided 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 effects 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 fraction 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 nnd tended to decrease in succeeding
weeks. The natural history of obesity is mensured 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 conzidered clin-
ically trivinl. The limited usefulness of these agents must be mensured 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 recom-
mended for use in the treatment of ohesity in a carefully monitored and speci-
fiedd weight reduction program under the care of a physician.

5. That future approval of all “anorectic” drugs prepared for future use he
bazed on demonstration of efficicy as measured by statistieal superiority of the
drog over placebo in trial using FDA recommended protocols. There protoecols
should include provisions, among others, for the testing of a specific target
popilation, specification of 2 minimum duration trial to assure clinical relevance
of the study and give eonsideration to the handling of patient dropout.

6. Further. that appropriate summary data derived from efficacy studies be
prgyented in labeling and in all promotional material to indicate the degree of
weight loss that was found. For this purpose guidelines noted in (4) above should
he supplom.ented by the addition of the specific facts found for the specific drug
under consideration.
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MEMORANDUM
Qcroser 6, 1972,
To: The Commissioner,
¥rom: Henry E. Simmons, M.D., ML.PII, Director, iurean of Drugs.
Subject: Amphetamines and other Anoreetice—dAction Memorandum,

ISSUK

The use of amphetamines and other anorectic drugs in ftreating obesity las
raised questions with respect both to efficacy and to abuse potential of these
drugs. FD.A must act wpon a large number of New Drug Applieations for many
of these drugs< In addition, FDA must recommensd to BNDD whether those
anorectic drugs as vet unschednled under the Controlled Substances Act possess
sutlicient abuse potential to require rescheduling.

FACTS

By a Statement of Policy and Interpretation (August & 1970), FDA required
the snbmission of New Drug Applications for amphetamines, One hundred and
six applieations were submitted and 53 are awaiting action, 51 having been
withdrawn in the interim becnuse marketing ceased,

In addition to the amplietamines, phenmetrazine, phendimetrazine, benzphet-
amine, phentermine, chlorphentermine, and diethylpropion are also marketed as
anorectics. All but chlorphentermine require action urder the Drug Efficacy
wtudy, since they were first marketed prior to 1962, The initial publieation on
these drugs as single entities under the DESI study has not yet occurred.

New Dirug Applications for three previouwsy unmarketed drugs (clortermine
{Voranil), fentfiuramine (I’ondimin), mazindole (Sanorex)), bave heen sub-
miztted and also require action.

The amphetamines and phenmetrazine are in Schedule II of the Controtled
Substances Act, As suech, the Bureau of Narcotics and Dangerous Drugs sets
manufacturing quotas for them, based in Inrge part upon estimates of medical
need for these substances provided by F1XA. Cur estimates for 1973 are overdue.

ANl of the anorectic drugs appenr fo possess at least some degree of abuse
potential, but only the amphetamines and phenmetrazine are currently scheduled
under the Controiled Substances Act. The scheduling of all drugs in this elass
thus appears in need of revision.

DISCUSSION

The attached actinn memorandum from Dr. Crout to me outlines in depth the
problems, alfernative solutions, and potential impact of various solutions to
this complex question, There are numerons drugs involved. the medical condition
for which they are used is widespread. and a number of vilue judgments are
involved ; none of the snletions i3 free of controversy.

Staff withii the Bureaun have studied these problems intensively and eompiled
all available data over the past seven months, utilizing consultant advice where
possible.

I believe that the attached memorandum describes a coherent and reasonable
set of actions on these problems, I alzo helieve that action should be taken now
on each of the items listed, but we shonld be explicitly prepared to re-evaluate
our position in a year, particularly with respect to the use, or overuse, of the
amphetamines and to the possible increased abuse of alternative agents.

RECOMMENDATION

That under the set of Deeigions below, those alternatives numbered “1 he
approved under sectioms “A” through “IY and all actions except “E5” be
approved under “E’ and “¥F",

DBECISIONS

A. With respect to the approval of anorectics in general: (These alternatives
are mutnally exclusive,)

1. Base judgments on the efficacy of anorectic drugs on the currently avail-
ahle substantial evidence derived from short-term studies (up to 3 months). We
recommend that this be conpled with a requirement for further testing with re-
gpect to abuse potential. (See ID-1 helow)

Approved ————— Disapproved
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2. Reqnire thiat the effiency of nnorectics be based on substantial evidence that
the use of these drugs results in achievenient and maintenance of weight loss, with
improved morbidity or mortality.

Approved ——— Disapproved ———.

3. Approve unorecties based on short-term trials, but simnitaneously require
Tong-term studies,

Approved ——— Disapproved ——,

B. With respect to amphetamines, including oral methamphetamine: (These
alternatives are mutually exclusive.)

1. Label nmphetamines to exclude use in eobesity.

Approvedl —— Disapproved —————-—,

2, Tabel amphetamines for restricted use in obegity, e.g., for patients refractory
to 0f119r drug therapy.

Approved —— Dizapproved —mme——.

3. Continue current labeling for amphetamines, i.e., for narcolepsy, for minimal
brain dysfanetion, and for short-term adjunctive use in obesity.

Approved ————— Disapproved ——————,

C. With respect to abuse potential: (These alternatives are mutually exclu-
sive.)

1. Reeommend that all anovecties crcept fenfluramine be placed in Schedule IT
of the Comprehensive Drug Abuse Act, fenfluramine to be placed in Schedule IV,

Approvedd —— Disapproved ——m——,
Recommend that all anoreeties ineluding fenfluramine be placed in Schedule
11 of the Comprehensive Drug Abuse Act.
Approved —————— DHsapproved ———————-

3. Recommend that some or all the currently unscheduled anorectics be placed
in Schedule IIT and/or 1V, (the amphetamines and phenmetrazine remaining in
1I).

Approved ——— Dwappmved _—
4. Reconmmend no changes in the current scheduling of these drugs.
Approved ——ermem—— Digsapproved

D, With respect to possible further testing: (Those alfernatives are not
mutually exclusive ; only #1 is recommended.)

1. Require further testing of some or all anorectics with respect to abuse
potential,

Approved ——w———. Disapproved ———

2. Require further testing of some or all anorecties in long-term prospective
trials.

Approved ——— Disapproved ——————,

3. Require epidemiologic surveys relevant to how anorectic drugs are used
or abused.

Approved ~-————— Digapproved —————,
F. Other requirements (All but #35 are recommended) :
1. Eliminate parenteral amplietamines,
Approved ——— Disapproved ———,
. Withdraw approval for all currently marketed combination drugs contain-
mg amphetamineq
Approved ————— Disapprove] ————0—,

3. Require anorectie drug Iabeling describing the reservations many experts
have with regard to uxe of 'mnrectm drugs. Draft wording is attached (Tab “C”
of attached memo.)

Approved ————— Disapproved ——————,

4. Require fenfluramine labeling to inclade reference to the possibility of

unusnal adverse effects,

Approvell —— Digapproved
3, Require nnorectic drug labeling for the consumer,
Approved ———— Disapproved

F. Certain ancillary or implementing actions (Theqe are all recommended. )
1. Publish an article on anarectics in the Drig Bulletin (See draft, Tab “A” of
attached memo.)
Approved ————— Disapproved ———
2. Publish a Statement of Policy ond Interpretation on anorectics (See draft
preamble to SPIL, Talb “B” of attached memo.)
Approved ———— Disapproved
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3. ublish a Statement of Policy and Interprelation on amphetamines.
Approved ———— Disapproved -——em——,
4, Publish follow-up efficacy notices on DESI drugs for which data have been
submitted in response to a previous Notice,
Approved ——— Disapproved

Foon AND DRUG ADMINISTRATION,
Rockeille, Md., March 26, 1373.
Dercoe CremMicarn Co,, Inc.
7 MacQuesten Parkway North
At. Vernon, New York

GENTLEMEN : This letter is being issued under the combined sposorship of the
Food and Drug Administration (FDA) and the Burean of Narcotics and Danger-
ons Drugs (BNDD)) and is in reference to the produet(s) you manufacture, dis-
tribute, or repack, containing amphetamine, dextroamphetamine or levamfeta-
mine drugs alone or in combination with other drags.

On Febraary 12. 1973, Regulation 21 CKFR 13046, “*Amphetamines (ampheta-
mines, dextroamphetamine and their salts and levamfetamines and its =altz) for
Human Use”, copy enclosed, was published in the Federal Register (38 FIR 4249)
setting forth the Food and Drug Administration’s position regarding:

1. Combination drugs eontaining amphetamine or dextroamphetamine and their

. xaltg in combination with other drugs (for example—sedatives, tranquilizers,
rauwolfia derivatives, vitamins, ete.) ;

2, Parenteral amphetamines;

3. Levamfetamine and its galts; and

4. Specifies certain conditions for marketing of zingle entity oral dosage forms
of amphetamine or dextroamphetamine. (For purposes of the regnulation, a mix-
ture of dextroamphetamine and amphetamine is ordinarily regarded as a single
drug entity).

The Food and Drug Administration has concluded, in part, that:

1. Combinations of anoreetic and other drugs were not found to differ either in
efficacy or in the incidence of adverse side effects from the anorectic drugs alone
{please zee the enclosed Federal Register announcement of October 13, 1971,
“Fixed Combination Drugs for Humans™) ;

2. That the benefit-to-risk ratio is unfavorable for parenteral injections of am-
phetamines, therefore, amphetamines may be marketed in the future only for oral
use; and

3. FDA has not received substantial evidence of effectiveness nor is there a
general recopuition among qualified experts that levamfetamine preparations
currently on the market are safe and eftective for the treatment of obesity,

If any drug contains an amphetamine or dextroamphetamine or their salts in
combination with other drugs such as sedatives, tranquilizers, ranwolfin deriva-
tives, vitamins, ete., or is a parenteral amphetamine preparation, or is or contains
levamfetamine, it is subject to the February 12, 1973 announcetnent, and is there-
fore a new drug for which an approved new drug application is not in effect and
iz misbranded under the appropriate provisions of the Federal Food, Drug and
Cosmetic Act.

The purpose of this letter is to advige you that Regulation 13046, which became
effective March 14, 1973, makes illegal the continued marketing in interstate
commerce of products which fall under the =cope of that portion of the announce-
ment which deals with combinations, injectables, or levamfetamine and its salts
witheut an approved new drug application. The contitued marketing of such
drugs is in violation of the new drug and misbranding provisions of the Act and
ontstanding stocks of the articles in trade channels are subject to regulatory
proceedings under the appropriate provisions of the Aect, Consequently, the mar-
keting of such drugs must cease immediately upon receipt of this letter,

The Burean of Narcotics and Dangerous Drugs will no longer allow procure-
ment quotas for drugs deemed violative under this regulation.

With respect to that portion of the announcement which deals with ampheta-
mineg and/or dextroamphetamines and thelr salts, the announcement also speci-
fies certain conditions for the marketing of single entity oral dosage forms. Any
marketing of such drugs must be under an approved new drug applieation and
appropriate labeling as indieated in the regulation. Failure to comply with these
provisions will result in regulatory proceedings.
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We request your reply within 15 days after receipt of this letter stating your
intentions with respect to your products, if any, which are not in compliance with
the announcement, and the immediate removal of all outstanding stocks from
trade channels down to the retail level.

The FDA district office will contact you shortly to work out the details of the
recall. We are enclosing for your convenience, a model recall letter whichk you
may put into immediate use to facilitate your reeall efforts, and a representative
of BNDD will contaet you to inform you of required aecounting and disposition
procedures for your inventory and returned goods.

In the event you have already discontinued marketing, FDA wounld appreciate
particulars on the following for each product :

(1) the date discontinued;

(2) an estimate of size and frequency of previous shipments for the past
year;

(3) to whom shipped; and

(4) an estimate of outstanding stocks on the market and in your possession.

This program iz being earrled out with the fuil cooperation of BNIDD. Because
of the required record keeping under the regulations administered by BNDD
(21 CFR 307.21), any destruction of your inventories mnst be BNDD authorized,
Completion of BND-41, (Voluntary Destruction) is required as well as 8 witness
to the destruction. A list of BNDD offices is attached to pesist you in notifying
BNDD once you are ready to destroy drugs returned to your firm.

For purpose of this reeall only, BNDD has waived the need to nse order form
{BND-222C) until June 30, 1973. In lieu of order forms a complete and accurate
record must be retained by both your firm and your customer, identifring both
parties, date of transaction. and the kind and quantity of each drug that is re-
turned. Any Schedule IT controlled substance returned after that date will re-
quire the use of order forms,

All responses or inquiries to this letter should be directed to the Food and
Drug Administration, Bureaun of Drugs, Office of Compliance (BD-31T), 5606
Fishers Lane, Rockville, Maryland 20852,

Sincerely yours,

SHERWIN (GARDNER,
Acting Commissioner, Food and Prug Administration,

JorN L. IXGERSOLL,
Director, Bureau of Narcotics and Dangerous Drugs.

-

Foop AND DDRUG ADMINISTRATION,
Rockville, Md., September 28, 1974,

Dr. ALEXANDER M, ScHMIDT,

Conmmissioner of the Food and Drug Adminigtration,

Parklawn Building, Rockville, Md.

DEar De. ScHMIDT: We are in receipt of your September 18th letter, and wish
to comply with the need of an investigating committee for accurate, complete, and
specific information concerning our testimony of Angust 135, 1974, We cannot
fulfill this request immediately, because of the time and care we deem necessary
for resnonse and because we feel that final response to you at this time would
jeopardize attempts to obtaln a reliable account of the agency's work.

We continue to be deeply concerned about your plan to issue a separate report
on the iss<ues at hand. We feel that one independent group should do the investi-
gating, and that we shonid not he subjected to multiple information demands and
judgments. Should you {ssue a report in the near future, the Becretary’s ¢com-
mittee might tind it difficult to override yon, If you desire to make an investiga-
tion and report. wo ask youn to do so on the hasis of documents and testimony
of the Secretary’s committee, and issue the report only after that committee has
completed and released its work,

We want to publielr present the facts underlying our testimony, so that the
American people will be informed.

Any investigation must be open, The potential for serinus abuses is inherent
in the promise that material will be held confidential. The term “trade secrets”
has not be defined. Therefore, we request that any investigating committee refrain
from keeping any information confidential. and provide a straightforward, un-
ambiguous deftnition of “trade secrets.”
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We are pleased that full access to all ageney records has been offered, as we
requested in our September 13th letter to yvou. I have requested through Divi-
sional channels all velumes of NDA 16-618; to date, only six volumes have been
delivered,

We appreciate your assurance that we will have an “adequate opportunity to
prepare and present . . . views and supporting materials.” I shall supply an
accurate, complete, and specifie report us scon as possible. The following are
examples of matters I am reviewing and intend to report upon :

The evaluation and handling of NI)A 16618 and NDA 16-880.

Attached is a condensed summary concerning NDA 16-618,

Sincerely yours,
RoBegrT 0. KNox, M.D.

MEMORANDUM
Jury 9, 1976.
To: Ed Melton, OLS,
From : Bill Crabbs, HFD-120.
Subject, Tonamin, Biphetamine, your memo of June 23, 1976,

Steve Kennedy has spoken to Mr. Gordon on the phone and referred him fo
DEA for driug abuse information on the drugs. T understand that Mr. Gordon
is primarily interested in Ionamin, therefore I've concentrated on this drug in
gathering the attachments. The attached material about the Task Force review
of anorecties applies to both Ionamin and Biphetaniine,

The original NDA for Tonamine includes studies by Burton M. Cohen, M.D.
and 8. Charles Freed, JLD,; the NDA was atlowed to become *effective” on
May 14, 1959, The Cass study of Tonamin, Biphetamine and Biphetamine-T was
included with the firm's annual report on Ionamin submitted on June 24, 1960
and was, ay far as I ecan tel], not requested by FDA. Apparently no medical
review of the study was done and the study bad no impact on the status of the
drug whielh had previously been allowed to be marketed on the basis of other
datzs.

Tonamin and Biphetamine were originally published as “possibly effective”
on August 8, 1970, T'wo clinical eficaey studies on Ionamin were done as a
follow-up to the DESI notice and were reviewed as a part of the Anorectic
Task Force. These were done by Lugene Jolly, M.D. and Robin Shearer, M.D.
and showed statistically significant efficacy.

Similarly, 3 studies were done on Biphetamine, two by Albert Cohen, M.D.
and one by Engene Jolly, M.D.

As a result of the Task Force review and evaluation, both Tonamin and
Biphetamine were upgraded to “effective” (see July 19, 1974 FRR statement).

The NDA for Biphetamine-T was withdrawn on March 30, 1973 since the data
submitted did not show eflicacy of the drug as a fixed combination.

I've attached pertinent reviews, including the Task Force review and a copy
of the Cass study.

I don't know if there iz any problem with respect to releasing any of the
information since some is confidential, but I'll leave that up to you.

MEMORANDUM

To: Director, Burean of Drugs through the Deputy Director,
From: J. Richard Crout, M.D., Acting Director, Qffice nf Sctentific Evaluation.
Subject : Amphetamines and Other Anorectic Drugs—Action Memorandem,

ORJECTIVE

This memorandum fs aimed at providing discussion of issues, data, and alter-
native actions necessary for a eomprehensive policy with respect te drugs used
as anorectics in the treatment of obesity, Poliey and implementing actions will
be discussed with respect to both the therapeutic usefulness and the abuse
potential of the drugs.

ISSUES

In simplest terms, the major 1ssues are as follows : .
1. Some or all drugs used therapeutically as anorectics have marked potential
for abuse.
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2. The therapeutic usefulness of anorectie drugs has been poorly and variably
defined, and the definitions disputed.

3. Regulatory decixions regarding anorectie drugs appear to have been made
in the past largely plecemenl; a broad explicit poliey with consistent implemen-
tation has been lacking. :

FACTS

Relevant to the issucs above are a number of more conerete facts, old and
new, scientifiec and administrative. The major background facts are listed below.
It i3 suggested, however, that the material attached under Tabs “A” and “B”
be read first, as eaxy and more extensive descriptions of the complex background.

ADMINISTRATIVE ACTIONS WITH RESPECT TQ ANORECTIC DRUGS

1, Submissions af NDA’s for Currently Marketed Amphetamines required by the
Statement of Policy and Interpretation of 8-8-71

Of the annorecties, the most prominent group, the amphetamines. were con-
sidered “grandfathered” until August 8, 1970. At that time the FD.A published
a “Statement of Policy and Interpretation” (see Tab II) which essentially re-
voked grandfather status and required among other things the submission
within a year of New Drug Applications for amphetamines. NDA's were sub-
mitted by sponsors, and are the principal documents on which formal action will
he taken in implementation of futwre amphetamine policy. A few ND.A's had
been sobmifted a number of years ago for speeial amphetamine formulations
or combinations and will also be acted npon.

The indieations for which the amphetamines might be provisionnlly labeled
were set forth in the announcement of Augunst 8, 1970, The indieations were:
as an adjunct in the trentment of obesity : as & adjunct in the treatment of mini-
mal brain dysfunction in children ; narcolepsy. The first indication is the snbject
of this memorandum, the efficacy of amphetamines in the latter twn heing some-
what less controversial,

2. Review of currently marketed nbn-nmp]’rcmmincs by the Drug Effcacy Study
(DESI)

All but one of the other, non-amphetamine anorectic drugs currently marketed
in the United States are subject to review by the Drug Effieacy Study. so that
decisions are pending on these drugs, The only anorectic DESI Notice published
to date. (Tab I} on special formulations and combinations, listed the drugs
effects as “possibly effective”. Efficacy data have been submitted in response to
the Notice, and these *E” supplements must be acted upon in implementing this
poliey on anorecties. :

3. Bubmissions of NDA's for anorcctic drugs not preciously sarketed

New Drug Applications have been submitted for three anorectic drugs not
yet marketed: fenfluramine {Pondimin). mazindole (Sanorex), and clorter-
mine (Voranil). These have purposely been held up in their processing with the
agreement of the manufacturer, pending development of overall policy. These
must be acted upon. .

4. Revision of scheduling of anorcctic drugs under the Comprehensive Drug
- Abuge Aet

The Comprehensive Drug Abuse Prevention and Control Act (Controlled Sub-
stances Aet; CSA). passed in October 1970, is desirmed tn impose restrictions
on use appropriate to the abuse potential of drugs. Schedule 11 of the (O8A, the
mest restrictive for marketed drugs. requires non-refillable preseriptions. special
records<., and manufacturing quotas, among other things; Scheduale IIT and IV
have Little but psychologieal impaet on the practice of medicine, requiring only
#t special syminl on the labels and labeling and a practitioner’s BNDD number
pn the prescription. The Schednles of the Act inelude three anorecties—meoth-
a_mphemmino. the amphetamines themselves, and pheminetrazine. Other anorec-
ties, e.g., diethylpropion, are not inclyded. although they are labeled as having
abuse potential, (and almost certainly possess abmse potential),

The Schedules also exhibit other ineonsistencies and omissions, and they
require revision. Along these lines, the amphetamines and oral methamphetamine
were moved from their orieinal place in Schedule IIT to the more restrictive
Schedule II in July 1971, following FDA recommendations. Phenmetrazine was
moved from IIT to IT in January 1972, again following FDA recommendations.

B85-569 O = VT - 42
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No formal move has been made to schedule other anorectics, hut their absence
from the Schedules appears to be one of the significant omissions of the Act.
HIEW, and by extension FDA, are obligated both scientifically and by the Aet,
to advize the Justice Department with respect to drugs with abuse potential.
Formal recommendations with respect to the abuse potential of marketed and
unmarketed anorectics appear overdue.

5. Deadlines

Deadlines and commitments of various kinds exist with respect to the actions
implied above. The NDA's both for amphetamines and new entities have now
exceeded the statutory review time limit of 180 days. The DEST Notices imple-
menting 8 NAS/NRC recommendations await publication. Efficacy supplements
submitted in response to the “possibly effective” Notice for other anorecties
have excesded the 180-day period. An estimate of medical need for amphetamines
and phenmetrazine depends npon our conclusions as to efficacy, and is also over-
due: upon it will depend manufacturing quotas and industry plans for 1973, In
this regard. we were questioned in February 1072, hefore the Ilouse Subcom-
mittee on Public Ilealth and Environment and the Senate Subcommiftee on
Juvenile Delinquency as to our conclusions on the use of amphetamines in treat-
ing obesity, and we projected an answer for July,

SCIENTIFIC BACKGROUND WITH RESPECT TO ANXORECTIC PRUGSH

1. Efficacy studies

Repeatedly in discussions with consultants and outside experts the guestion
of the results of anorectic trials in general was raised. FDA staff therefore
carried out a unique eorputer-supported review of all controlled anorectic studies
on file in FDA. 208 studies with 11 anoreetie drugs were analvzed after screen-
ing by physician-medical officers. Individual patient data on 9,800 subjects were
recorded on 72,000 IBM cards; and programs for tabnlation and analyses of the
data were developed and applied. The resulting library of data and analyses
provides an unparalleled review of the class of drugs,

The analyses generally supported the efficacy of anorectic drugs. Use of the
drugs in ohese subjects was associated with more weight loss than was diet alone.
The degree of extra weight loss was small—a few tenths of a pound a week in
many cases—and variations were great. In trials which continued for 12 or
16 weeks, those subjects who remained in the trials lost a significant amount of
weight e.g., 26409 of excess weight, both in the control groups and when on
drugs, but they cousistently lost more weight on drugs.

3, Morhidity-mortality data

Larger questions of long standing remain nnanswered. such as the long-term
effect on morhidity and mertality of the nse of anorectics. These questions are
of basic importance, since the usefulness of the drugs depends in large part upon
the assumption that they somehow help prevent the adverse effects of obesity.

3. Evidence of abuge .

Evidence of various sorts of abuse is most abundant for the amphetamines.
This is particularly so for use in the “street” and in student populations but
also was found in a large sample of people of fixed residence in the conventional
occupations,

Tt is reaszonably assumed that abuse is also associated with prescriptions for
obesity, but there are only minimal studies of this association. In addition to
evidence of ahuse of amphetamines, evidence also exists in fair quantity for
abuse of phenmetrazine and diethylpropion. For other anorectics evidence of
abuse is seanty or lacking, Experience with ofther abusable drugs has shown.
however, that documentation of abuse lags markedly behind abuse, and, when
it appears, 1s only the tip of the iceberg.

4. Animal and other studies on the eomparability of CNFE effects

Pharmacologic data in animals which would permit detniled comparizons of
anorectic agents are imperfect or incomplete. Insofar as they exist. they indi-
ecate that the dmgs are far more similar than dissimilar. The onhe exceptinn
to this statement iz fenfluramine, which appears to possess depressant rather
than stimulant gualities.

B This pharmacologic contrast is based on observations in both animals and
umans.
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Animals given fenfluramine in appropriate doses differ from those given
amphetamine by exhibiting decreased motor activity, suppressed conditioned
avoidance respomding, increased total sleep time, and EEG changes of increased
slow-wave sleep time, xlowed electrocortical activity, and depressed reticular-
formation activity.

In humans, sedation is the most prominent side effect of fenfluramine, in
contrast to amphetamines. EEG changes correlating with sedation were ob-
served. Amphetamine addicts could not distingnish between fenfluramine and
placebo, and rated fenfluramine as less euphortant than placebo.

Mhese observations generally suggest strongly that fenfluramine should not
be considered equivalent to other anoreiics with respect to dependence poten-
tial of this class of agents,

3. Pulmonary hypertension

A European anoreectic drug aminorex {Menocil), pharmacologically related
to amphetamines hut structurally somewhat different, has been associated with
potentially fatal pulmonary hypertension. Congeners have been neither con-
victed nor exonerated of gimilar effects, although recent German reviews have
publicized the possibility of similar effects. German regulatory authorities have
just required warning labeling in this regard, which we are to receive and
review,

ABBUMPTIONS

Following this section are the alternative courses of action which we believe
may reasonably be considered with respect to anorectic drug policy. Before
dizcussing them, eertain assumptions should e made explicit. (As is appro-
priate to the format of a memo like this, these assumptions nre discussed in
the DISCUSSION section on page 17, te which the reader may wish to turn
before proceeding.) The axsumptions are:

1. Actions are best faken with respeat fo the whole class of anorectics,

2, Actions should not be taken with respeet to pharmacologically related
agents of different theraputic elasses, but should be restricted to anorectics.

3. Actions should not be deferred.

4. The two indieations for amphetamines other than obesity are basically
accepted (minimal brain dysfunction in children ; narcolepsy).

5. Efficacy demonstrated for some amphetamines can be extended to all
amphetamines generically.

ALTERNATIVE COURSES OF ACTION

In implementing policy for an entire class of drugy, indicated in an extremely
widespread condition, actions will be numerous, and alternative choices corre-
spondingly numerous. In the interests of clarity, we present here only the major
decigions, a3 we see them, with viable alternative courses of action.

A. With respect to the approval of annrectics in general

The first major aren in which alternative conrses of action should be distin-
guished is the area of eriteria for demonstration efficacy of anorectic drugs in
general, The three alternatives are considered mutually exclusive.

1. Base judgments on the efficacy of anorectic drugs on the currently avail-
able substantial evidence derived from sghort-term studies (up to 3 menths). This
would be coupled with a requirement for further testing with respect to abuse
potentinl (see D.1 below).

PRO: This {s the recommendation of FDA econsultants. (See Tab C) Several
past attempts to gain support frem experts for longer-term trials or for a more
“clinteal™ definttion of efficacy {e.g., loss of 505 of excess weight) have failed.
Trials of this sort reflect the eurrent state of the art. To increase requirements
now would mean ‘that all NIMA anorecties are non-approvable for an indefinite
period of time. No better alternative drugs exist.

COXN: Approval based on short-term trials leaves unanswered gquestions as
to the long-term effect of drug therapy on the natural histors of ohesity, as
well as on morbidity and mortality associated with obesity.

2. Require that the efficacy of anorectics be hased on substantial evidence
that the use of these drugs results in achlevement and maintenance of weight
loss and in improved morbidity or mortality.

PRO: Fulfillment of criteria along these lines would provide evidence that
these drugs are medically useful in undeniably important ways.
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CON: No drugs currently marketed or proposed for marketing have heen
tested in a fashion adequate to fulfill such eriteria, It is not certain that appro-
priate testing eould he practically earried out. Many investigators, as well as
drug firms, feel such eriteria are unreasonable.

Drugs in other classes are considered nseful even if they produce only miner
or temporary improvement. Nor is it c¢lear that anorectics are nof useful as
adjunctive therapy for obesity over the long-term; the data are simply not
available.

3. Approve anorectics based on short-term trials, but simultaneonsly require
long-term studies.

PR : More data might he obtained on the course of shesity treated with and
without drugs, The FIXA would maintain more eontrol over the drugs than if
unqualified approval were given.

COXN : The type of data to be obtained has net heen established, Even if long-
term administration of drugs were to bhe tested, it is debatable whether anorec-
tie drugs should he given chronieally. Even if long-term trials revealed no @if-
ference between drug-treated and placebo-treated groups, the fact remains that
more subjects loge more weight over the short term on active drugs. A collabor-
ative study of the magnitnde and thoroughness necessary for meaningful results
would represent investment of research effert on the seale of the UGDP study.
Neither FDA nor, probably, the research community appears able or willing
to design and carry out a definitive, unequivecal trial of the necessary scope.
The methodology and results of any single study would De disputed, and it
appears sommewhat unlikely that a satisfactory study is possible,

B. With respeet o amphetamines, including oral -methamphr;tamine

The second major area in which alternative courses of action should be dis-
tinguished i with regards to the amphetamines (assuming that other anorectics
are eonsidered effective,) These three alternatives are considered mutually
exclusive.

1. Label amphetamines to exclude use in obesity.

PRO: This would eliminate the major indication for amphetamines, and
g0 would decrease the amount distributed and susceptible to misuse, Manu-
facturing quotas would be lowered accordingly, thus restricting the amounts
prodieed. The -action would eliminate =t controversial indication. It would he
tacitly approved by many laymen and physicians, probably the majority. Effec-
tive alterniutive drugs are available,

Elimination of the use of amphetamines in obesity would he a dramatie action
arainst abusable drugs which the public would easily nnderstand and approve.
Both laymen and some experts have advoceated that amphetamines not be pre-
seribed or lateled for obesity, This is because of the abuse of the drugs, and
the belief that widesprend use increases the opportunity for sbuse and, fur-
thermonre, may *inoenlate” suszceptible subjeets in weight-reduction programs
who might otherwise not have been exposed to the drgs. Tt fs almost certain
that pressure to eliminate the nse of amphetamines in treating obesity will
continue. Alternative agents mre available, Abuse of the amphetamines has
been far more extensive in the United States than abuse of alternative agents.
If nmphetamines are labeled only for use in patients refractory to other anorec-
ties this would be an indication for which the drugs in a strict sense have not
been tested.

COXN: The action would be contrary to the explicit recommendations of FDA
consultants and the majority of academic fizures who have been heard from. It
would restrict medical nse because of non-medical abuse, and data are skimpy
with respect to any relationship between the two. Alternative drugs appear to
possess abuse potential, too. Decreasing the supply of legally manufactured
amphetamines would inerease the price of amphetamines on the street, and
illicit Ials would increase in response to the demand, As noted in the PRO
section of recommendation B.1, it would be more appropriate to use the Con-
trolled Substances Act to reduce the drug abuse problem associated with the
widespread use of these drugs in the treatment of obesity,

2 Label the amphetamines for restricted use in obesity, e.g., for patients
refractory to other drug therapy.

PRO: This is consistent with the recommendations of the consultants. It
would take account of the now well-decumented action of amphetamines in
producing weight loss. The selection of a restricted group of patients would
work further to restrict use of the drigs: although not explieitly recommended
by consultants, it would be in line with their discussions, The action would
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nonetheless leave the oldest and best known anoreecties available for the prae-
titioners who believe they possess special efficacy, It woukl prevent charges of
overreacting which have been voiced in advance hy well-known academice ¢lin-
ieal pharmaeologists when the possibility was snggested that mnphetamines
might no longer e available, Thix action wight be coupled with a commitment
to review the sifuation agnin at some future perid. e.g., in a year. This action.
together with further reductions in the quota when indicated, continuces o0 make
appropriate use of the Controlled Nubstances Aet az a response to the safety
proilem of drug sbuse,

Eliminating the use of amphetamines for the freatment of obesity as 1 mecha-
nizm for controlling drug abuse would represent utilization of the Food. Ihrug
andl Coxmetic Aet to control the type of safety problem for which the Centrolled
Substances Act was promulgated.

CON: Data are anecdotal or lacking that amphetamines do in faet werk in
patients refractory to other drug therapy, The labeling would imply relative
efficacy and/or risk without clear-cut evidence to back up the implieations. The
labeling would be a somewhat unsatisfactory comprontise which wonld not end
controversy on the uxe of amphetamines in obesity. )

3. Continue current labeling for amphetamines, i.e.. for nareolepsy for mini-
mal brain dysfunction and for short teem, adjunctive use in obesity,

I'TIR0O: Amphetamine labeling is already restrictive. Evidence does not exist
for effiency in patients refractory to otlier drugs., If other drugs are placed in
Schedule I, this assumes equal abuse potential, and labeling shounld not be
discriminatory. )

CON: The history of amphetamine abuse iz go distinctive that amphetamines
should receive special labeling. Maintaining the status quo appears emmpletely to
underestimate the problem.

. With respect to abusc potential

The third major in which alternative courses of action should be distinguished
concerns abuse potential of anorectic drugs. The four alteratives are eonsidered
mutually exclugive.

1. Recommend that all anorectic ercept fenfluramine be placed in Schedule IT
of the Comprehensive Drug Abuge Act, fenfluramine to be placed in Schedule IV.
(see Tabs B, F and G for draft labeling with respeet to Drug Dependence.)

PRO: Al CNS stimulant anoreeties would be treated consistently and restrie-
tively. Physicians, patients, and addicts would not be lod to seek out previously
unabused drigs simply because they are not on Sehednle IT.

Pharmacologic and chemical data would be extensively reliel on fo predict
iabuse before it occurs., Abuse of these drugs would be prevented, o far as is
possible under current law.

FDA and the Burcau of Narcotics and Dangerous Drugs have agreed in gen-
eral that it is desirable to use predictive data.

Since fenfluramine has a different pharmacologie profile and appears to
possess loss abuse potential in animal tests, it would be distinguished from
amphetamines.

CON : Since predictive data are imperfect, some drugs with little or no abuse
potential may be scheduled. In the past, schedunling of non-opiate drugs has often
depended upon evidence of actual abuse. Placing all anorectics in Schedule IT
will be viewed by some as overcrowding thig Schedule and rendering the less re-
strictive Schedules almost meaningless. To act only upon the anorectics is to
ignore the abuze potential of sympathomimetic amines in other therapeutic
classes, e.g., mephentermine. It is not certain that BNDD will formally concar
with our recommendations.

2. Recommend that all anorectics including fenfluramine be placed in Schedule
IT.

PRO: This woulit eliminate the competitive advantage which might acerne to
fenfluramine if all other anorecties are placed in Schedule I1. Past elaims that
other new drugs. e.g. phenmetrazine, meperidine, do not possess the abice poten-
tial of oldder congeners have been invalidated with the passage of time,

CON; Yenfluramine appears to possers pharmacologic actions gqualitatively
distinct from other anorectics, which snggests that its abuse potential is at least
quantitatively and probably qualitatively, different from other anorectics. Experts
consulted have all been of the opinion that fenfluramine should not be Iumped
with other anorectics.
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3. Recommend that some or all the currently unscheduled anorecties be placed
1in ISi_c;]eduIes III and/or IV, (the amphetamines and phenmetrazine remaining
n 11,

I’RO: This would take aceount of the Iack of documented abuse of unscheduled
anorecties relative to amphetamines, It wonld exXpose 15 to less eriticism of over-
reacting, It would not represent the severe competitive differential of alternative
#1 between fenfluramine and other anorecties,

CON: Schedule 11T and IV have little practical effect in preventing overpre-
seription or diversion, Addicts wonld thus preferentially turn to drugs not pre-
vionsly abused for “adninistrative” reasons :

4. Reeommend no changes in the current scheduling of these drugs.

TRO: Thix would aveid stigmatizing Dossibly innocent drugs as possessing
abuse potential. I wounld avoid controversy us to the admittedly imperfect pre-
dictive value of pharmacologic data. Tt would not prematurely advertise the
abuse potential of drgs of which addicts may not yet he awnre by placing
previously unscheduled drugs on display In the Schedules. The Bureau of
Nareotics and Dangerous Drugs should monitor the vital information on street
abuse of the drugs, and move when abuse becomes important.

CON: This would not deal with the inconsistencies in the Controlled Sub-
stances Act and would permit considerable abuse of at least, some of these drugs
before any action would he taken.

D. With respeet to further testin;;r

A fourth area in which actions inay be taken is that of requirements for further
testing of various sorts, The three requirements are not mutually exclusive; we
recommend only the first at present,

1. Require further testing of some or all anorecties with regpect to abuse
potential.

I'RO: Data would be obtained on the most disputed safety question associated
with these drugs, their abuse potential. The Lexington Addiction Research Center
of the NIMH is heginning testing of this sort.

CON : Testing methodology has not heen standardized. Results of tests done so
far are of uncertain predictive value with respect to suhsequent abuse nnder
actual marketing conditions.

2. Require further testing of some or all anorectics in long-term prospective
trials.

PRO and CON: This is a recapitulation of parts of alternatives A? and A3, and
the arguments presented there apply here.

3. Require egidemiologic surveys relevant to the use and abuse of drugs.

IPRO: This requirement should produce drug-use data. Survers might also
reveal abuse earlier than does the present fortnitously received infortnation.
This requirement would be an innovative, positive response to long-felt needs for
data.

CON ; Methodology is imperfect. FDA iz not familiar with evaluating data of
this sort. Firms would resist a new requirement of this sort.

E. Other requirements

‘Certain further options can be distinguished with respect to the amphetamines,
independent of the two major alternatives above under 3. In addition action must
be taken on DEST drugs, and labeling changes appear degirable, All but #5 are
recommended,

1. Eliminate the marketing of parenferal amphetamines for ohesity.

PRR(G: This is a recommendation of DA econsultants. Amphetamines produce
4 more intense euphoria and “rush” by parenteral routes’ parenteral administra-
tion has been associated with the most destructive forms of abuse, No indication
for amphetamines exists which cannot be adequately treated by the oral Toute.
{This last argument does not hold for the use parenteral methamphetamine as a
pressor agent, but alternative and better pressor arents exist).

COX: Certain practitioners clafm that by giving amphetamines hy injection
they maintain hetter control over the drug, since the patient dees not admninister
the drug to himself but receives it under supervision.

2, Withdrawn approval for all currently ‘marketed combination drugs contain-
ing amphetamines,

PRO: This has been recommend hy FDA consultants. Combinations are gen-
erally with a sedative or transquilizer, the rationale being to decrease the stim-
ulant action of the amphetamine component.
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Data submitted in general fall to demonstrate that the sedative constifuents
of anorectic combinations contribute to the total effect claimed for the drug (with
the possible exception of Kskatrol), so that continned marketing would not he
consistent with the FDA combination poliey. Elimination of eombinatlons would
bermit substantial deerease in manufucturing quotas. It woul? also eliminate
certain drugs, (e.g., Dexamysl) which appear to possess qualities attractive to
special subpopulations of addicts. The sedative ot tranquilizer companents pro-
duce adverse effects of thelr own. Phenothiazines, e.g., as in Eskatrol, have never
been clearly shown to produce anti-anxiety effects as single entlties, let alone
§in combination. The trials carried out with Eskatrol exhibit technical deficiencies,

COXN : 8mall studies of one combination eontrast with other studies in suggest-
ing that prochlorperazine {in Eskuatrol) reduces the adverse effects gassoeinted
with d-amplhetamine. (However, prochlorperazine, a phenothiazine, may produce
serious adverse effects of its own under certain conditions). The mamifacturers
of Eskatrol especially have expressed the importance of this product to the firm
and may he assumed ready to contest an adverse decision.

3. Require labeling describing the reservations many experts have with regard
to use of anorectic Arugs. A draft wording is attached (Tab D),

PRO: This i3 a strong recommendation of ¥DDA consultants, Omitting such
Iabeling appears somewhat inconsistent with principles of full disclosure. Re-
quiring it will prevent unjustified promotional elaims from being made. These
labeling statement may mollify the critics of anorectie drugs.

CON: The reservation are serious enough to raise questions as to the wisdom
of using these drugs at all: for some people they may raise questions as to FDA's
wisdom in permitting the drugs to be marketed. Certain practitioners, e.g., bari-
atricians, will disagree with the statements.

+. Require fenfluramine Iabeling to include reference to the possibility of un-
usual adverse effects. (See Tab J for draft wording.)

PRO: It would slightly offset the promotional advantage given fenfluramine
by the proposed less restrictive seheduling. This balanee is particularly desirable,
since with fenfluramine an advantage {Schedule IV) which is basieally unim-
portant for the majority of patients may lead physicians to ignore aspects of
fenthiramine’s pharameologle profile which may for many patients be less de-
sirable ez, potential for producing diarrhea, sedation, or mild post-treatment
depression.

CON : This action appears not to have adverse implications.

5. Require anorectic drug labeling for consumer.

PRO: Information would be provided to the patient so that he may participate
in a controversial decision, He will be more fully informed on the benefits and
risks of anorectic drugs. This wonld be consiztent with the general movement
toward more complete informing of the eonsumer.

CON: Guidelines for determining drugs requiring consumer-oriented labeling
have not been extablished Anorectic drugs do not appear to be more hazardous
than many other drug classes which do not have consumer-oriented labeling.

F. Certain encillary or implementing actions

The fifth area in which alternative courses of action may be distinguished con-
sists of ancillary or implementing nctions. (These are all recommended.)

1. Publish an article on anorectics in the Drug Bulletin (see draft, Tab A).

PRO: This is desirable no matter what we (o, since physicians will learn of
our actions sonner or later. The DA Drug Rulletin has been established for
such purposes.

CON : Publication may retard our action. We are under pressure to act as scon
as possible.

2. Publish a Statement of Poliey and Interprelation in the Federal Register
with respect to anorecties, (Ree draft preamble to 8PI, Tah B).

PRO: This will establish explicitly and officially our policy towards these
drugs. Even as a proposal it would establish many points for the record.

CON : This would commit us to a firm policy, whereas we may wish to revise
policy after assessing the impaet of our initial actions.

3. Publish a Statement of Policy and Interpretetion for amphetamines.

PR(): This would be an appropriate follow-ap to the August 8, 1970, SPI on
amphetamine, which led to the current amphetamine snbmissions. It would
enables us to make desirable distinetions between amphetamines and other
anorectics.

COXN': This should not be allowed to prevent speedy action on individea! am-
phetamine NDA’s.
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4. Publizh follow-up efficitey notices on DEST drugs for which data have Leen
subitted in response to a previous notice.
I'ROY: This appears inescapably logiea! from an administrative point of view.
C'ON: Nothing.
DISCUSSION
I, Assumptionz

The assumptions neted on p. § of this wemo appear largely self-explanatory,
but can be debuted, We believe, first, that a “class action” is fairer in an admin-
fstrative sense, and wore valld scientitically, ‘Che last is particularly trite with
respect to drngs with abuse potential, for unless action is taken on a broad front,
addicts may abandon the restricted drug metely to hegin to abuse similar drugy
not yet scheduled.] Piecemeal action might appear “couservative’™ hut we helieve
it fails to take aceount of such considerations as the great lar hefween abase and
doenmentation of abuse,

The second assumption may appear partially inconsistent with fhe first, in
fhat we suggest limiting action to anorecties rather than extending them, for
example, to all sympathomimetic amines,

While this may neglect for tlie moment such ahasable drugs as mephentermine,
it is a veplid asswmption with respect to efficaey and to the way in which the
drugs are used, fe. orally amd sabactely. Moreover it limits our aetions to o
manageable size and to drugs sharing a common indication. In addition. deci-
sions on efficiey in freating obesity involve a nmupber of policy decisions, inde-
pendent of the scheduling questions.

The third assuniption, tlat aetiong should not be deferred, appears far prefer-
able to any compromise or delaving action. New Drug Applications have been
submitted and will continue to be submitted. and they should be acted on. Early
deeigions are alse required with respeet to determinatious of “medical need”
for anorecties and manufaeturing quotas of scheduled substances,

The fourth assnmption, to leave aside diseussions of minimal brain dysfune-
tion (MBD) and nareolepsy. is a Iogical determination in ferms of the seope of
the memo. Tf we wish, we will have the opporfouity to revise our position on
MBI later since {here is ongoing digenssion of the place of CNS stimulant
drugs in treating MBD; a current consultant task foree should help us bere if
necessary.

The fifth and last assumption is that a deeision can be made generically for
all amphetamine drug produets; This appears a sonnd approach, because clinieal
experience and clinical trinds have used various drng products without results
suggesting differences,

2. Reenmmended actiong and argumoents in support of them

Briefly we recommend the following aetions, diseussed st greater length above,
together with their alternatives: (The letters and numbers in paranthesis refer
ta alternatives dizeussed above—in the ALTERNATIVE ("OTRRES OF ACTION
SECTION.)

(A1) Base approval of anorectics for which NDA's are currently under
review on demonstrated =uperiority fo placebo In relatively short-term (e.g..
4-12 weeks). trinls of weight reduction. Further testing of some sort, eg., for
abnse potential, would be 2 desirable cornllary.

(1) Label amplhetamines to exclude use in chesity,

(C.1.) Place all anorecties except fenfluramine in Schedule II, aud fenflura-
mine in Schedule IV, '

(1) Require further testing of anorecties with respect to almse potential.

(F.1.) D'rohibit marketing of parenteral formulatinonus of anovectie drugs for
ohexity,

(E.2.) Rejeet NDAW recently submitted for amphetamine-sedative comhina-
tinns and withdraw approval from older DESI's combination NDA's for which
efficacy sunplements were submitted. .

(F.3.) Require anorectic drug labeling to detail morve explicitly the Hmitations
and hazards of nse.

(F.4.) Require fenfluramine Iabeling which balances deereased abuse potential
against other pnzsible incereazed adverse effects,

(F'1-4.) Make the actions public through the FPRA4 Drug Dullefin and two
8PT's as well as through appropriate DESI notices and follow-up notices.

In summary, arguments in support of these recommended nctions are as fol-
lows: The actions are consisfent with the best availalle data. They establish
and implement a eomprehensive policy for a difficult ¢lass of drugs, They pro-
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vide a reasonable basis for approving drags, the approvability of which in the
past has depended upon raiher arbitrary - value judgments. The most gontm-
versial use of the imost controversial drugs, the amphetamines, is eliminated.
The actions restrict the use of other drugs with respect to abuse so far as f'l_lrrent
statutes permit, but waintain the availability of drugs for those 111::1(-t1tmner.<
who depend npon them. They inform the practitioner of the limitations of use
and of the risks associated with these drugs. Most practically, they are con-
wistent with the closest spproximation to n consensis of experts and practitioner
which we can strike, with the exception of the ampetamines, and even there we
may still expect much professional and lay support. In short, the actions repre-
sent the policy which best balances the lmited but demonstrated eflicacy of
anorectic drugs against their potential for abuse,

3. Prablems with reeomprended aetions )

"Tn aefing on an entire ¢lass of drugs used in o condition as prevaletit nx ohesity,
and with a speeial hazard of abuse poteutial, we should expect multiple prohlems
in implementing any policy; it should he clear that no action or set of actions
will satisfy all sectors., We eqn anticipate problems that will slmost certainly
result from the recommended nections and no doubt otbers, ax vet unforeseell.
will arise. But we helieve that a clear stand on the major problems we can
expect which are discussed below will put us in an optimal position. (Minor
problems are disciisged only above, -in the section entitied ALTERNATIVE
COUREES OF ACTION)) ‘ oo o : o

a" The central problem appears to be that of according formal recognition of
effieacy to a disputed class of drugs. Some aunthorities ohject to ealling drugs
effective if they do not alter the long-ferm course of ohesity. We believe, how-
ever. that this is an nnreasenable requirenient in view of g demonstrated effect
on’ weight loss over the xhort term. and in the absence of more effective alterna-
tive therapy. - o : ) v

h.'A wecond preblem  will result from eliminating the indieation of obesity
from amphetamines labellng. Aeademic medieal fignres and many practitioners
will criticize ug for over-reacting or for depriving physicians of a msefal drag
with which they are familiar. We will be going against the advice of our small
consultant group. ) S ‘

e. A third major problem will be the recommendation to schedule in Schedole
I1.- We wish to make it guite ¢lenr that a basic issue in drug seheduling i in-
tolred, that is, whether we await evidence that a drug is heing abused before
schednling it or attempt to predict abuse pofential. Data here arve imperfect and
spotty, as they =0 often are. and we can be challenged on individual drugs. But
the overall pieture ix oue of drugs thut are more alike than disshwilne, They all
possess ONS stimmlant aetivity and appear very likely to be attractive to addiets,
particularly if previously preferred drugs were in Schednle 11 In addition there
are seattered reports of actual abuse for almest all the non-sehednled drmgs.
Of ‘all the eurrently non-scheduled drugs diethylpropion i the ome for which
evidente of abnges as well as of abuse pofeatinl, is best documented. - :

d. A feirth problem is that of quotax, Quotas must be estallished for almost
all anorectics it the near fature. if tliey are put inRebedute TT, ad we are
uncertain how to estallish them. This however, appears only one more mani-
festation of a problem which should remain secondary fo the primary considera-
tinn of réstrieting abuse. We are developing technimres for projecting medieal
needs and quotas, - 2 o0 s SRR :

e. The fifth major problem is that of fenflurnmine. Fenfluramine ill receive

a marked compefitive advantage if. as proposed. It is the only anorectie drug
not plteed in Schedile 1T. It seems wnrensonable however to fiy in the face of
pharmacologic data for reasons of marketing, The proposed labeling will help
sHehtly to place thie probable decreased almse potential in perspective.
4. Pofitical implirafinng R T O
. Congressman Pepper. Senator Bayl, and Congressman Rogers have all heen
interested as Congressional Spb-committee chairmen in the uze of NS stimulant
drugs to-treat obexity. The stand of . .Congtessman: Pepper has been formally
to oppose such nse; the latter two tend towarnds:such a stand it until now
have been eentent tn await FDA poliey. . 0 i L

Theso:th-mmmEtfm chairmen. quite certainly’ represent the:opinion of a
swhstantial 1mrt_ion of the electorate. which vagiely disapproves of “diet pills”,
considered ohesity to stem from lack of will power, and of eourse is extremely




15080 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

concerned about drugs with abuse potential. A voeal cousumer group, The
Huntington (Long Island) XNareotics Couneil, has pabliely decried nsing CNS
stimulant drugs to treat obesity, and on this basis has twice petitioned BNDD
to reduce manufacturing quotas, once for amphetamine and ouce for phen-
metrazine,

RECOMMENDATION

That the attached memoranduain stunmarizing recommended actinous he signed
and forwarded to the Commissioner for coneurrence.,

DISPOSITION

After coneurrence or revisions have been indicated by the Commissioner, the
package should be returned to thiz office for preparation of implementing docu-
ments, DESI should be informed of the recommendations which they shonld
implement.

Tant A—DRAFT ARTICLE FoR DRUG BULLETIN
AMPHETAMINES

This paper will serve as technical background for possible discussion on the
control and distribution of amphetamines and other eentral nervous system
stimulant drugs with abuse potential. It refers briefly to the history of ampheta-
mine use and abuse, deseribey in some detail the recent control aetions taken by
HEW and the Department of Justice in the eontext of the Controlled Substances
Act and refers to recent educational actions of FDA,

Racemic amphetamine and dextroamphetamine were introduced into clinieal
medicine in the early 1830°s; their capacity for being abused was recognized
within the same decade. The drugs were quite widely used for their stimulant
effects by both sides during World War I1; perhaps as a consequence more wide-
spread abuse began to oceur in the post-war yvears, with a particularly extensive
and weil documented epidemie of amphetamine abuse cccurring in Japan. In the
post-war years, clinical nze of amphetamines algo grew extensively, as the drugs
became widely used in the treatment of obesity, and other conditions,

The abuse potential of amplietamines was not initially fully acknowledzed hv
the general medical community. As it beeame so, the availability and distribution
of amphetamines was progressively restricted. Denzedrine inhalers and other
amphetamine products were placed on prescription; controls were applied under
the Nrug Abuse Control Amendments of the Food, Prug and Cosmetic Act in 1963,
More recently, further confrols were applied under the Controlled Substances Act.

The Controlled Substances Act, passed in October of 1970, as Title TT of the
Comprehensive Drug Abuse Preventfon and Control Act, includes five “schedules”
into which drugs with abuse potential are to he placed, each schedule differing
somewhat in the degree of abuse potential of the drugs which it contains and in
the degree of control which is applied to the drugs within it. The most strinrent
is Schiedule T, restricted to investizational drugs. For markefted drugs, Schedule
IT applies the most gevere controls and presumably contains drugs with the most
severe ahuse potential, while Schedule V applies mintmal controls and penalties.

The Act when first passed included injectable methamphetamine in Schedule
II. Oral methamphetamine as well as oral and injectable amphetamines were in-
cluded in Schedulte I1Y, together with methylphenidate (Ritalin) and phen-
metrazine (Preludin) two related stimulant drugs, Other anorectic drugs used
in the treatment of ohesity were nof controlled at all, although possesging central
nervous system stimulant activity,

Many people interested in the control of abusable substances both ingide and
outside government felt that the controls of Schedule IIT were inadequate for the
abuse potential which the amphetamines had demonstrated in the past, Thus,
relatively early in 1971, the Food and Drug Administration together with other
units within the Department of Health, Education, and Welfare recommended
that the oral amphietamines and methamphetamines be moved from Sehedule ITI
into the more stringent Schedule 1I. This was accomplished with the accord of
the Department of Justice through Its agency, the Bureaun of Narcoties and
Dangerous Idrugs (now the Drug Enforcement Administration). Later in the
same year, methylphenidate and phenmetrazine were also moved up into Sched-
ule II.
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In 1972 the Food and Drug Administration carried out an overall review of all
drugs nsed in the treatment of obesity. The FDA concluded that all drugs used in
treating obesity or proposed for treating obesity did indeed possess some abuse
potential; the control of the remaining drugs was finalty achieved in 1973, (The
drugs placed under control were as follows: phendimetrazine (Plegine), benz-
phetamine (DYdrex), chlorphentermine (I're-Snte}, mazindole (Sanorex), clor-
termine (Voranil), all in Schedale III and fenfluramine (Pondimin}, diethylpro-
pion (Tenuate}, and phentermine (Jonamin}, into Schedule 1V, the latter two in
IV only because the manufacturer petitioned for a hearing—they had been recom-
mended for Schedule I1T).

The changes in scheduling have had an interesting, differential effect. Schedule
II prohibits refilling of prescriptions, and allows the Justice Department to
impose production quotas that are based in large part on HEW estimates of
medienl and scientific needs. Schedules IIT and IV allow five refills of prescrip-
tions in six ywonths time, and do not impose production guotas. The impact of
imposing Schedule IT cohtrols resulted in a drastic decrease in the distribution of
amphetamines following the transfer of these drugs from Schedule IIT into
Schedule I'T. Monthly pharmacey preseriptions dropped from between one and a
half millicn to two million per month to approximately gix hundred and ffty
thousand preseriptions per month. There has been an additional continuing down-
ward trend ; on the basiz of the downward trend together with the elimination of
cettain combination and injectable amphetamine products, the Bureaun of Nar-
coties and Dangerous Drugs, utilizing FDA recommendations, hias now imposed
quotas permitting only approximately 8¢ of the amphetamines production which
existed prinr to reschednling. The rescheduling of drugs into Schedules IIT and
IV has not so far produced a decrease in prescriptions for these drugs.

Tan B—DRA¥T I’REAMEBLE To Prorosg ANCRECTIC SPI

The Food and Drug Administration has reviewed extensive data on “anorectic”
drugs uged in obesity and conchudes that the drugs have a limited place in obesity
treatiment regimens. The Agency concluded that all of the drogs investigated
possess some potential for abuse and so should be used with particular care.
The most controversial members of the therapeutic class, the amphetamines,
produce welght loss, too, amd =0 will continue to be lnbeled for wse in obesity.
The Ageney will continze to check all evidence of non-therapeutic uge and
diversion through preseriptiqn abusze; if present control measures prove
inadoquate during the nékt year, further restrictions will be necessary,

These decisions were made following a review of seven months time of the
over 200 controlled, double-blind studies submitted to the Agency in the last
12 years by manufacturers of anorectiec drugs. These include a number of
amphetamine preparatinong such as Dexedrine, Biphetamine, and Obeotan. and
closely related congeners, such as phemuetrazine (Preludin}, methamphetamine
(Syndrox, Desoxyn), benzphetamine (Didrex). phendimetrazine (I’legine),
diethizlpropion (Tenuate, "Lepanil), phentermine {(Ionamin, Wilpo), and
chlorphentermine (Pre-Sate)}. In nddition, studies carried out with three as
vet unmarketed drugg were also reviewed and indicated that these drugs are
basically comparable with older agents. They will thus probably be approved
for marketing after technieal details are ironed onf.

The FIDDA relied in part on the advice of & task foree of ontside consmltants,
chaired by Dr, Thaddeus FE, Prout of Johns Ifopkins. Consultants aud FDA
agreed that the risks of parenteral injectionr of amphetamines outweighed any
possible advantages associated with these routes of administration, so that
“anorectic” drugs will be marketed only for use by the oral ronte,

Data were alzo reviewed on the efficacy of comdbination drugs, chiefly on the
possible role of harbiturates or tranquilizers in counteracting the adverse effects
of the principal active agents. The comhinations generally were found not to
differ in a statistically signifieant way either in efficacy or in the incidence of
adverse gide effects.

The review project made unique nse of the massive files of data in FDA to
obtain a computerized overview of the whole therapeutie class, After initial
sereening and review by six phrysician-medical officers, records of 206 drug trials
were found adequate for in-depth analysis. Individual patient records including
patient characteristies, treatments, serial weights, dates of all visits, and any
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adverse effects were ahstracted and key punched onto IBM eards. The resulting
T3.000 cards contained over 4,000.000 pieces of information on 9900 patients
tested with various drugs or placebo for periods ranging from 3 weeks to 1 year.
After tabulating data and analyzing them for signitieance, it could be seen that
adult obese subjects instructed in dietary management and treated wirh
tanorectic” driigs on the avernge tend to lose more weight than those treated
with placebo and-diet in relatively short-term triats. Further conclusions were

The amount of weight loss associated with the use of an “anovectic” drug
varies from trial to trial. ‘The possible origing of the Inereased weight loss due
to the various dreug effects are not established. The increased weight loss appears
to Lie related fn part to variables other than the drug preseribed, such as the
physician-investigatior, the pepulation treated. and the diet prescribed. Studies
o not permit conclugions as to the relative importance of the drug and non-drug
factors on weight loss.

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 greatest In the first weeks of therapy for hoth drug and placebo subjects
and tended to decrease in succeeding weelks. .

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

Lvidence presented for newer 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 addiction risk potential of fenfluramine may be
an exception to this general statement, but it may have some depression inducing
capability.

Consultants alseo noted that the amphetamires, ineluding methamphetamine,
have been widely abused in rumerous poyatlations. 1t is thus in the best interests
of the public health to limit the use of amphetamines as far as is compatable
with adequate therapy. Thisx is both to minimize the risks of dependence in
susceptible paticnts being treated and to decrease the amount of drugs being
distribmnted, since widespread prescription of a dependence-producing drug
inevitably Inereases the pogsibility for diversion to non-medical use and abuse,

The FDA will thas recommend that “anorectic” drugs be pliced under the
recordkeeping and other requirements of the Coutrolled Substanees Act, State-
ments will be required in the labeling of all anoreetic drugs advising the practi-
tioner of the limited nature of benefits he may expect with nse of drngs and diet
rather than diet alone. Labeling will also inchule statemeuts alerting him to
the potential of these drugs for inducing drug dependence and for being abused,
The amphetamines will carry a special warning in view of their past history
and they will be recommended only for trials in chese patients who have unot
responded to alternative drues.

The total effect of the FDA actions will thus be to leave anorectic drugs
available for praectitioners wihite informing them more fully of the limitations
and risks associated with nse of the drugs. The individual physician preseribing
or dispensing “anorectic” drugs will thus decide whether in his jndgment
Individual patients require a given drug in addifion to the basic essentials of
a ealorienlly restrieted diet, supportive therapy, and clinical follow-up.

TAp C—CONSULTANT STATEMENTS
CONSULTANTY ON ANORECTIC DRUGS

MELRTINGS, CONCLUSIONS, AND RECOMMENDATIONS

FDA has consulted with a number of experts on anorectic drugs in the past
including a large consultant group under the Chairmanship of Dr. T. E. Prout in
early 1971, Dr. I'rout is Associate I'rofexsor of Medicine at Johns ITopkins and
{antil July 1. 3972) member of the FDA Advisory Committee on Metabolic and
Endoerine Idrugs. For the present review, a small working group was invited,
again under the Chairmanship of Idr. Thaddeus Prout. The other clinivians in
the group were the Chairman of the Metabolie-Endocrine Committee, Dr. T. S.
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Danowski, Professor of Medicine at the University of Dittsburg, Dr. Jay
Tepperman, Professor of Medicine at the State University of New York at
Syracuse, also a member of the Metabolie-Endocrine Committee, and Dr. IL J.
Levin, a general practitioner, valued for his common-sense comments and careful
opinions from the point of view of the day-to-day practice of medicine,

In addition to the clinicians, one or both of two statistical consoltants were
present at each meeting: Dr. Samuel Greenhouse and My, Jerome Cornfield, of
the FDA Biometry Advisory Committee, Dr. Greenhouse being the Chairman
of that Committee, The statisticians advised an interpretation of data, Lbut did
not make elinical recommendations.

The Consuftants met twice, on June 27 and July 25. At the firsi meeting they
studied the frst results of the FDA review, acquainted themeselves with back-
ground, format, and major decisions to be made and commented in preparation
for the seeond meeting. In the latter meeting, consultants pored over data, drag
by drng, and then drafted conclusions. Recomuendations were drafted by the
Chairman and Dr. Scoville in line with the conclusions and disenssion of the
weeting. Thexe draft conclusions and recommendations were then mailed fo the
consultants for revision and concurrence. We have received letters from all four
clinicians indicating conenrrence (except for minimal editorial changes).

TAB D—DRAFT ANORECTIC DRUG JLABELING } ACTIONS AND INDICATIONS
CLARS “ACTIOXNS AND “INDICATIONS"

LABELING S8FCTIONS FOR ANORECTIC DRUGS

Actions.—Is a sympathomimetic amine with phamaeologic activity similar to
the prototype drugs of this class, the amphetamines. Aetions include central
nervons system stimulation and elevation of blood pressure. Tachyphylaxis and
folerance have been demoustrated with all drugs of this class in which these
phenomena have heen lonked for,

Drugs of this class are commonly known as “anorectics” or “anorexigenus”,
It has not been establislied, however, that the getion of suech dmgs in treating
obesity iy primarily one of appetite suppression. Other central nervous system
actiong, or metabolie effects may be involved, for example.

Adult obege subjects instructed in dietary management and treated with
“anoretetic” drugs lose more weight on the average than those treated with
placebo and diet, as determined in relatively shor-term clinieal trials.

The magnitude of increased weight loss of drug-treated patients over placebo-
treated patients ix ouly a fraction of a pound a week. The rate of weight loss
is greatest in the first weeks of therapy for both drug and placebo =ubjects and
tends to decreaxe in succeeding weelks., The possible origins of the inereased
weight loss due to the various drug effects are not established, The amount of
weight Ioss associated with the use of an “anorcctic” drug varies from trial
to trial, and the inereased weight loss appears to be related [in part] to varinbles
other than the drug prescribed, such as the physlcian-investigator, the population
treated, and the diet preseribed. Studies do not permit conclusions as to the
relative importanee of the drug and nen-drug factors on weight loss,

The natural history of ohesity ix measured in years, whereas the studies cited
are restricted to a few weeks duration; thus, the totnl impaect of drug-induced
welght loss over that of diet alone must be considered clinieally trivial.

Indication—Is indicated in the management of exogenous chesity as a short
term (a few weeks) adjunct in a regimen of weight reduction Lased on calorie
restriction, The limited usefniness of agents of this class (see ACTIONS) should
be measured against possible risk factors inherent in their use such as those
described below,

TaB E—Drue DEFENPENCE WARNING FOR ALL NON-AMPHETAMINE ANORECTICS
FExcEPT FENFLURAMINE

Ts related chemically and pharmacelogleally to the amphetamines. Amphet-
amines and related stimulint drugs have been extensively abused. and the
possibility of abuse shonld be kept in mind when evaluating the desirability of
including & drug as part of a weight reduction program. Abuse of amphetamines
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and related drugs may be assgociated with intense psychologieal dependence and
severe =ocial dysfunction, These are reports of patients who have increased the
dosage to many times that recommended. Abrupt cessation following prolenged
high dosage administration results in extreme fatigue and mental depression;
changes are also noted on the sleep BEGL Maaifestations of chronic intoxication
with anorcetic drugs include severe dermatoses, marked insommizn, irritability,
hyperactivity, and personality changes. The most severe manifestation of chronic
intoxieations is psychosis, often clinically indistinguishable from schizophrenia.

Tar F--Drve DEPENDENCE T3OX TWARNING FOR AMPUETAMINES

(Proposed wording if amplietamines are Inheled for restricted use in obesity.)

Ampletamines have n high potential for abuse, They should thus be fried only
fu weight reduetion programs for patients in whowm alternative agents have been
fneffective, Administration of amphetamines for prolonged periods of time in
cohesity may lead to drug dependence and must be avoided. Partienlar attention
should bhe paid to the possilility of subjects obtaining amwphetamines for non-
therapeutic use or distribution to others, and the drugs shoulld be prescribed or
dispensed sparingly,

(In addition, the ceurrent Druag Dependence WARNING for amphetamines
would he retained in the body of the package insert. See Tab "117 for current
labeling.y

Tar (G—Druc DEPENDENCE WARNING FOR FENFLURAMINE

PPondimin {fenfluramine) is related chemically to the amphetamines, althongh
it differs somewhat pharmacologically. The amphetamines and related drugs
liave heen extensively abused and can produce tolerance and severe psychologie
dependence, as well as other adverse organic and mentak changes. In this regard,
after ecessation of prolonged administration of fenfluramine in humans, depres-
sive mood changes and “rehonnd” sleep ERG ehanges have oceurred. Fenflura-
mine did not produce signs of psychologic dependence in monkers. however, in
contrast to amphetamines, and appears to produce more sedation than ONS sti-
mulation, suggesting that 1t’s abuse potentinl may Ire less than that of the am-
phetamines, Since negative pharmacologic data are of uncertain predictive
value with respeet to the nbuse potential of amphetamine-related drugs, the pos-
sibility that fenfluramine may induce dependence should be kept in mind in
evaluating the desirability of including it in a weight reduction program. (Tab
tT—Amphetamine 8P1 of 5-8-70 inavailable,)

Tan I—DESY NoticE oF CeErTAINY ANORECTIC DRUGS OF AUG. R, 1970
0D, Bn-1

DERI Announcement—Certnin Oral Anorvectic I'reparations (DEST 337R).
Charles . Edwards, ALD. Commissioner of Food and Drugs. O0-1.

1. We recommend pulllication in the FEDERATL REGISRTER of the enclosed
draft implementing 23 reports of the National Aeademy of Sciences-National Re-
search Couneil on the subject drugs, Twenty-nine preparations (23 NDA’s) are
covered by the announcement. The drugs are:

Amphetamine with dextroamphetamine as sufonated polystyrene eomplexes
(prolonged release).

Amphetamine with dextroamphetamine and methaqualone as snlfonated poly-
=#tyrene complexes (prolonged release).

Dextroamphetamine Sulfate with Meprobamate,

Dr’i‘tromnplwmminp Sulfate with Prochlorperazine Maleate (sustained re-
lease).

Dextronmphetamine 8nlfate with Reserpine.

Diethylpropion Hydroehloride (continuons release).

Methamphetamine Hydrochloride.

Methamphetamine Hrdroehloride with Reserpine (long acting).

dl-Adethamphetamine IIvdroehloride.

dl-Methamphetamine IIydrochioride with Amobarbital (sustained release).
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Methamphetamine Saccharate and Hydrochloride with Amphetamine Sulfate
and Dextroamphetamine Sulfate,

Phenmetrazine Hydrochloride with Vitaming and Minerals.

P'hentermine as the sulfonated polystyrene complex (prolonged release).

2. AN of the preparations were evalnated by the I'inel on Psychiatrie drugs.
(nLer panels also participated in the evabudions, The Academy’™s evaluations for
the anorectic eliims for these drmgs ranged from “effective, but™ through inef-
fective, We conchidde that although some of the anorectic agents are effective in
ather prodnets, the highest elassification for these particular products should he
possibly effective, The enclosed evalumtion sheets set forth the indicatious for
which the reviewed drugs are regarded as possibly effective and ineffective by
the FIDA and explanations of differences in the FDA evaluations from those of the
Academy.

3. A majority of the members of the Panel on Psychiatreic Dengs coneluded that
symyyrithominetic stimuliants as a elnss have been shown to have a generally short-
feri anorectic action. They are not a freatment of obesity in themselves and
sizould be used ns an adjunct to a total program of weight reduction. Further, the
anorectie effect often plateaus or diminishes after a few weeks, CTinical opinion
as to the contribution of the sympathemimetic stimulants in a weight-reduction
progrant varies widely. Most studdes of thexe preparations are for short periods.
The panel suggested that controlled studies of the long-term effects of sympatho-
mimetic stimulants in a weight-reduction program be conducted.

4. The Panels’ reasoning for their possibly effective classtfications for the
anorectic indications of these drugs falls into four broad eategories;

a. SBustained- or prolonged-release preparations, Documentation stated to be
available to the I"anel regarding blood levels of these drugs following the use of
the sustained-release form was inadequate to show any superiority of such form,
(Ace. Nos. 1200, 1295, 129G, 1302, 1203, 1306, 1308, 1318, 1321)

b. Combinations containing reserpine. The Panel gnestioned the effect of re-
gerpine in the combination and the amount of reserpine in a usual dose, (Aecc. Nos,
1201, 1311)

¢. Methamphetamine as an ingredient, On the basis of a presumed pharma-
cologic similarity to amphetamine, methamphetamine may have a similar anoree-
tic effect, However, supporting evidence is inadequate. {(Ace. Nos. 1292, 1208,
1200, 13049, 1310, 1312, 1313, 1318, 1321, 1324, 1325)

d. Combination preparations. The utility of the combination in the treatment
of the conditions claimed tor each ingrediont has not heen determined; there isa
total ahsence of positive cortrolled studies. (Ace. No. 1201, 1295, 1300, 1303, 1304,
1306, 1308, 1311, 1321)

3. The proposed announcement provides for deletion of ineffective indications
within 60 days and 6 months to submit effective datn, and for sustained-release
forms, data showing that the drug is available at a safe and effective rate.

6. Other phenmetrazine produets (Geigy’s I'reludin Tablets and Ireludin En-
durets} are heing covered in another announcement (DESI 11752).

7. Other diethylpropion products (Merrell’'s Tenuate Tablets and National
Drug's Tepanil Tabletzs) and ancther phentermine product (Dorsey’s Wilpo
Tablets) are being covered in DEST 11673, as are other effective anorecties, benz-
phetamine and phendimetrazine,

8 Parenteral methamphetamine reports will be annonneed later.

9. Numerous other anorectic preparations, not subjects of NDA’s, are on the
market. :

10. Marketing of two of the products listed in the announcement (NDA 6350
Amphedroxyn Hydrochloride Tablets, Lilly, and NDA 12-371 Prelu-Vite Cap-
snles, Geigy) has been discontinued.

11. The holders of ND.A’s for products reviewed by NAR will be sent a copy of
the NAS-NRC report prior to publication of this announcemertt. Rubsequent to
publication the holders of NDA's for similar drugs not reviewed by NAS (see
enclosed list) will be advised that their products will also be affected.

IIesry L. S1wvoxs, MDD,
Dircetor, Burcau of Drugs.

Tar J—S8pPECIAL LABELING FOR FENFLUBAMINE

TUnder ACTIONS:

Most of th_e statements from the class ACTIONS sectinn for anorectles (Tab
p)] a;:aappllca'ble. In addition, & statement along the following lines should be
neclua .
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Fenfloramine does not appear-to possess the degree of abuse potential of such
almsed anorecties s the amphetamines, when tested in animals and hamans
{see below under rug Dependence). C .

Under PRECATTIONS:

Fenflurmmine differs in its pharmaeologic profile from other “anorectic”’ drugs
with whieh the prescribing practitioner may be familiar. Correspondingly. there

nre pessible risks not associated with other “anorectics™; -surh risks include
tlmbe of ddiarrhen, sedation, and . posttherapeutic deprvwﬂon. The possibility of
these hazards should be weighed agninst the possible advantage of decregsed cen-
tral nervos system stimmulation and/or abuse potential,

In addition the consultants reviewed and approved the dmfr preamble to a
poliey statement which forms the attachment under Tab I3,

The conclusions and recommendations were as follows

CONCLIU'SIONS

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-terw trials.

2. The amount of weight loss associated with the nse of an “nuorectic” drug
vartes from trial to frial. The possible origins of the increased weight loss due
to the varions drug effects are not established. The increased weight loss appears
to be related to variables ether than the drug preseribed, such as the physician-
investizator, the population treated. and the diet preseribed. Studies do not
rermit conclusions s to the relative importance of the drug and non-drug factors
on weight loss,

3. The magnitude of i Hteres :eed weight loss of clrug trv.lted patients over plicebo
treated patients, was only a fraction of a pound a week. The rate of weight loss,
was greatest in the first weeks of therapy for both dru awd placebo sabjects and
tended to decrease in succeeding weels,

4. The natural history of ohesity isx measwred in years. whereas the studies
cited are restricted to a few weeks duration; thus, the total impaect of drug-
induced weight loss over that of diet alone must be considered ¢linically trivial.
The limited uzefulness of these a"ems lnukt be memur?d against any possible
risk factors inherent in their use.

5. The amphetamines m(ludmg lnvthﬂmphvmmme have been widely abnsed in
mmerots populations. It is thus in the besxt interests of the public health to
limit the use of amphetamines as far as is compatibie with adequate therapy.
This is both fto minimize the risk of dependence in susceptible patients being
treated and to decrease the amount of drugs being distributed, since widespread
preseription of a dependence-producing drug inevitably inereases the possibility
for diversion to non-medival ure aud ahuse,

6. Evidence presented for newer ‘ahorectic’” congeners of the amphetamine
family and non-amphetamine drugs do not set thewm apart as having higher
henefit or lower risks than older available drigs. The risk potential of Fenflura-
mine may be an exception to this general statement.

7. There was no evidence in ke data reviewed which showed that combination
of ml “anorectie” agent with other drugs increase the hmlvﬁt‘; or reduce the risk
of the “anorectic” agent.

8. There are no clinieal data which support the parenteral use of these drugs
in the treatment of obesity. Obesity is not an ln(ht wition for the parenteral use
of these agents.

RECOMMENDATIONS

Ont the basis of the data reviewed and from all evidence at hand the following
aetions are therefore recommended :

1. That all “anorectics” reviewed, (d1l-amphetamine, d-amphetamine, metham-
phetamine. benzphetamine, phentermine, chlorphentermine, chlortermine. phen-
metrazine, phendimetrazine, ferfluramine, mazindol and diethylpropion} with
the exception of fenfluramine. be placed on ¥ehedule IT on the basis of abuse
patential.

2. That combinations of “anorectics” with other druzs be evaluated in accord-
ance with the poliey of the FIDA on combination drugs, that each constituent of
the drug ermbination contribute to the total effect c¢laimed for the combined
drogs, and that the present available and proposed druz combinations be handled
fn this manner in view of the lack of demonstrated effieacy for each of the
constituents of the driug combinations reviewed.

3. That amphetamines prepared for or in a form suitable for parenteral use
not he approved for use in the treatment of obesity.
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. 4. That single-entity oral “anorectic” preparations including the amphetamines
be permitted to be [abeled for restricted use in obesity provided that they are
used in assnciation with a specific weight reduaction program and that the elini-
¢ally trivial contribution of these drugs to the everall weight reduction is properly
emphasized. 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 !

Rtudies of the effect of “anorectic” drugs in the treatment of obhesity when
compared with the effects on patients freated in a similar manner without the
use of the drugs demonstrate that the magntinde of weight loss of drug treated
patients over non-drug treated patients was only a fraction of a pound a week.
The rate of weight losg was greatest in the first weeks of study for both the drug
and the non-drug treated snbjects 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 fotal impact of
"drug induced” weight loss over that of diet alone must he considered elinically
trivinl. The limited usefnlness of these agents must be measured against any
possible risk factors such as nerveusness, insomnia and drng habituation that
might be inherent in their use. Moreover, these agents ean only be recommended
for wse in the treatment of obex=ity in a carefully monitored and specified weight
rediuction program under the care of a physician.

. That future approval of all “anorectic” drugs prepared for future use be
based on demonstration of efficacy ag measured by statistical superierity of the
drug over placebo in trial uxing FDA recommended protocols. These protocols
should include provisions, among others, for the testing of a specific target popu-
lation, specification of a minimum duration trial to assure clinical relevance of
the study and give eonsideration to the handling of patient drop-out,

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

May G, 1976,

Since the Panel discussions on January 18 1976 and March 16, 1976 reveal that
the Panel members were not fully conversant with the muamaer in which the
computer analysis of the 200 anorectic studies was carried out, and siunce the
remarks of the Executive Secrefary and the Chairman (see transcripts of Jan-
uary 18, 1976, pages 138-1533, and March 18, 1976, pages 13-15) may have given
the anel members a very erroneous itupression of the nature of this computer
analysis and of how it was subsequently used by the outside consultants, 1 ij]d
like to draw the Panel's attention to the following :

1. An undated Action Memorandum,' concerning the FDA's posture on the
anorectics, from Dr. Crout to Dr. Simmons, containg, as Attachment A, an FDA
Drug Bulletin draft which states on page 2:

“# * & After initial secreening and review by six physician-medical officers
records of 200 drug trials were fonnd adequate for in-depth analysis.”

These six physicians were avked to give their opinions as to whether each of
the studies they reviewed was adequate to permit valid conclusions. {One of the
Study Description sheets Is attached.) Of the 204 studies reviewed, 122 were
contained in just three NDAs, As can be zeen from the following tabulation
derived from data seccomnlated by FDA statisticiansg, the reviewing physicians
deemed less than half of the 122 to be adequate to permit valid conclusions :

Does study parmit valid conclusions?

NDA Ne.: Name of diug Reviewing physician Yes No  Uncertain Total
16-618: Pondimin.________________ Dr. Freeman___.__..______ 0 21 1 21
Dr. Wrieht___ - 9 16 0 15

16-880: VYoranil, ... __.__co.__ Dr. Trilling_. - k] 18 3 54
17-247: Mazindol . -_ 2T TT T e weoo LTI 16 [ 9 31
Todal e e ——— 49 61 12 122

1 Which was followed by #n Acetion Memorandum, dated October €, 1672, from Dr, 8im-
mons to then Commlissioner Edwards,
83369 0—T7T——43
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In spite of the above, the statisticians were instructed to include all 122 in their
computer analysis!

2. The above judgments of inadequacy were Lased primarily on the inade-
quacies of, and deviations from, the elinical protocols ; the objections raised in my
Medical Oificer Reviews (copies of which were submitted to Commissioner
Schmidt on March 7, 1975) included serions doubts as to the validity of some of
the lab data aud hence are additive, rather than merely corroborative of the above
tabulation.

3. On June 27 and July 25, 1972, four outside clinieians headed by Dr, Prout and
aided by two outside biostatisticians cousidered the computer-generated data pre-
pared by the FDA staff and concluded that :

Perhaps even meore surprising is that if the sample size were increased to 30,
and atl 30 were *'zood,” yon might still have 98 “bad” ones nndetected !

In other words, such an approach would be a waste of time and effort and conld
be guite misleading.

Rorert (). KNox,
19323 Dunbridge Whay,
Gaithershurg, Md.
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JOURNAL ARTICLES AND FEDERAL REGISTEE NOTICES

[From National Inatitute on Amphetamine Abuse, Edwardsville, I11., 1966]
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OOF, MILUSE ATID ALUSE OF
IR RN VA I L TYPE DPUCS FoOM

m
SHDLOCAT, VIIOWEMNT

Moantice Scoevers, D, MDD, Pepartwient of Plarmacelogy, Univer-
sity of Michigun Aledical Sc}'mnl, Ann Arvbor, Michigan.
(1

L J st LARE

Cve ok drerendng naose crd 2huse in the Vnired States, Futd-

s of the ariphoermine type are subject 1o exten-

e Teoead Vil fnroneyphoie Bnees sigest that sy aty tallcts

[
r
‘L

. g lhetneine cnd anpheinBetype diogs ave ploieed lesdlly
tathe Uidtod Sates for wvery tom, wonem oned child, “Fhis s
et three Gines the ostianted yemly [l-e-fhnn. 1 of Ladhitar-
s, Althengh el wonfaciere of ovrphct s codutg wned s

-

S penily v the ncesce, 1o atinvtes of peobaction we aveil-
sblec Teis snle ro stute that the teral preduction is preatly inevecss
of pooper medical peed, seme estizintes using a factor of 10 or
thc: e Siven there §s ne satisfactory yardstick for mea sming the
el of this class of dvugs In proper medical practice, goessing is
e Tsis ot estinates,

‘the wiephetmines hive hoar used in riedicad practice about
diniiy-five yeas, The principel derivatives of ihese phencihyla

mines, are amphctamine tsclf, the racomic form, the isomer dex-
{7t .nz-fici,‘wnine #nd mrl!ﬁn\phrt'ﬂniltc (('.:f‘(y\'w'glm?u_-dr;nc) .
ice e presarilted singly or fnccombinarion andly winh contval

venvens eystem (CNS) or imtononiic drugs. Othar compounds

vith siaphetamine like activity, phenmctrazine (Prelodin™) ond
wretl !rmprf(m (Te vuaicﬁ) have been (’.C\'rhvl-c'd in the hope of
roucing the NS stimulunt properties hut ret: nnnmr other plinr-
rocnlasioal actions, soch as the outiappetite properties. "his,

Loawever, Bias et baen aceemptished and all <uch compounds are
e or abusedl At least sovanty-one preparations containing
suphetamine-type drogs are available on the American market
fio proseription use. "These are listed in Appendix A,

AN of these drugs have a cevtain value in proper medical prac-

7
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tice and are available Jegaiiy only on prescription. Unlertunate. .
the indication jor their use is not very precise and is suwect to

fonsideran.c conroversy in tae medicai profession. A ciear dis-
tinction should be made between actual medicar use (total of ail
“amphetamines” currently prescribed by physicians) and proper '
medical need (total actually required to fuifill the need in ideal
medical practice). This distinction is important since misuse by
physicians rcin'_cscnfs—;t_rccozniznble part of the nroblem. Modern
day mcdical practice, where personal contacts arc limited, is
partly responsible since the proper use of stimulanis 1s a difficuit
therapeutic area — so much depends on the good judgment of the
physician and proper rapport an continued reguiar contact with
his patient, ’

Although the terms misuse and abuse are technically synonyrms,
we have found it useful to utilize the texm misuse to describe im-
proper or unethical prescribing by physicians, reserving the term
abuse for improper or iilicit use by the patient or user.

Amphetamines and amphetamine-type drugs have been used
largely for the following purposes:

1. To prevent or recuce the effects of narcolepsy.

2. To relieve or prevent real fatigue in individuals with de-
teriorated psychomotor performance. '

3. To treat mild depression in chronic neurasthenia.

To antagonize the pharmacological actions of depressant

drugs (barbiturates, aicohol, etc.). -

To reduce appetite in antiobesity treatment,

To induce insomnia and counteract fatigue in persons Te-

quired to perform mental or physical tasks of lonz duration.

7. To increase athietic performance of normal individuais.

8. To induce “kicks,” hailucinations and other abnormai psy-
chotic responses. :

S

(2L

1t should be pointed out that with few exceptions the principal
medical indications, items 1 to 5, call for prolonged, continuous
medication. This establishes the basis [or psychological depend-

ence in susceptible persons with this class of drugs.

The first three indications listed are more clearly in the cate-
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zory of proper medical piaciice and less controversiai, cithoueh
& . ’_——'——.
-

avaiinbh.e, Conlro.led stnnios o vee of darnnherming inomiig

CCOLESSXOJ; ana *""’1_ e statei a3 seon in :C:"‘lﬂ. i]iIECUCF,‘ have

Showm tals Gouz 1o 5o Loss 2lective (an nlaceso.

T The use of stimuiaiis 10 antagonize arug depression in acute
poisoning is a clear-cut proper indication, but the use of these
stimulants chronicaily by aicchol and barbiturate dependent per-
sons in an effort to increase mentzl or physical periormance is a
most dangerous practice since it permiis the subject to take
larger and larger quantities ¢f depressant drugs ieading to mental
and physical deterioration. in the same hazardous category is tie
reqular use of amphetamines in the morning to antagonize hang-
over eifects from the “spree’ use of excessive alcohol and barbitu-
rates. This olten leads directly to Gependency.

Amphetamine- type Grugs are prescribed io reduce appetite in
weizht control and reduction programs. Altnough it is c.emy
demonstrated that these crugs are canav.e of appetite suppress1on
neither weight coatrol ner reduction is likely to be successiul
with stimuiant érugs alone. Tae Dest medical cinics rely solely
on dietatic control and diuretie druzs Pov weimhit redustiea, JIgs
1¢ LRG0V UICNLY the 1aroest aten [0r BAYSIGian misuse. Prescribing
ampheiamines on a cohilnuing 5ot 1o patients who have shown
no substaatial weight reduction will, in raany cases, lead to the
establishment of strong psychological dependence. Cnce estab-
lished sirongly, the patient begins to abuse the drug compulsively
and often scexs other souvces of sunply to fulfiil his increased need
as tolerance develops. Carefui epidemiological studics made in
Grezt Iritain indicate that 2 majority of anpheta'nme abuse was
in women in tae thirty-Sve o ity age rang

Since thess drugs show comparatively hme acute toxicity with
ordinary clinical Goses, einical ﬂnys;cxana are often careiess about
prescribing large quantities without a “no refiil” order. Obesity
clinigs - have, from time to tire, been established by unethical
physicians; paticais receiving their suppiy of drug from a nutse,
often without medical examination of any Kind. These are now
fairly well conirolied by medical doards of licensure. Drug manu-
facturers are attempting to find antiappetite drugs without stimu-
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lant properties. This probiera has yet to be solved since tae substi-
tute drugs presenily available are stimuianis ana have been
misuscd and abused.

Ampletamines in mederate dosage {3-10 my) ave capadie of
rendering most individuals more alert, more wakeiui (ofien to
the point of insomnia), and less aware of iatigue. ‘iThese proper-
tics have legitimate medical usage in situations wherc tie indi-
vidual must continuc to perform acequately boti mentally and
physicaliy under great stress for comparativeiy long periods ol
time. Alt of the important combatant nations in W’o.m War 11
used these drugs judiciously in aviation, especially during pro-
longed and hazardous bombing missions. In fact, Gumping large
amounts of surplus amphetamines on the postwar Japanese mar-
ket where it was, at that time, avaiiabie without prescription,
established a serious drug-abuse problem, especialiy among juve-
niles, This reached a peak of 53,000 convictions under a newiy
created anti-amphetamine law in 1954 and conditioned a social
patiern of drug abuse which has piagued japan ever since. Strict
laws and rigid enforcement control of amphetamine distribution
has currently reduced the probiem but many types of other stimu-
lants (SPA, ephedrine, and the like) and many depressanis (bar-
biturates, Hyminal, a sedative hypnotic, ctc.) are currently abused.
Furthermore, there has been a concurrent sharp increase in heroin
dependency.

Probably, the greater use for alerting and insomniac purposcs
in the United States is by truck drivers and students. From a
medical point of view, reasonabie use of the drugs for this purpose
would appear to be proper. In fact, within the limits of reasonabie
fatizue, amphctammcs could be life-savinz in night-driving siiua-
tions invoiving a few extra hours. Abuse comes into t1e_pcture
vncn attempts are rmade to drive the human organis Seyend the
TRANILIL mental and physical capabiliiics oL tue Individual. The

same logic applies to the use of drugs by students to study for
examinations. There is no carcfully controied study of compara-
ble performance of amphetamine users versus nonusers. The few
studies avaiiable fail to reveal any significant difference and leave
the question unanswered of whether it 15 possible to increase

mental performance over the normal maximum.
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A princizal hazard of cme: ac wse of these arugs oy seif-
zCminisiration lies I i Scs taal vie wser is I'a;t?l}’ Cap wne of
miaking satsiactery evawuatics of kis periormance and is most
41Xy Lo overmediczate z, tnus gJeguen’y icaqing 0 Caronic abuse
in neurctic and pooriy daianced indiviauals. ‘

it should De inferred Zrom thie »iaioTacnis that the writer con-
aolies the mmcsp“cac. use of ampheiamines for aese PUrposcs.
A'npuctamlues ofier no magic source of mental or physical energy;
but serve only to drive e i‘.mv‘c‘@l to a greater c\pcuanure of
his own niative resotrces, olten to tae point of fatigue of ihe struc-
tures from which greater cutput is expected. Automcsie Grivers
who continue beyond their mentai and physical capabilities risk
their lives and those of others, with or without amphetamines.

The use of amphetamines in athletics is more widespread than
is gencraily admitted. In contast to the situation with mental
periormance, carefully controlled studies have demonstrated that
amphetarines are capabie of driving irained athletes to increased
performarnce in individual athletic evenis involving strength and
enurance. In the past, taey have been used extensiveiy or
“doping” race horses but taere is no substantial proof of efiicacy
in this “doped” situztion.

Since the use of ampheiamines — and other drugs for that
matter — to increase performance invoives ethical and mozal as
well as pharmacolozical and medical considerations, and is not
likely to lead to individual harm or antisocial beaavior, a very
thin line exisis between whether it should be termed use, misuse,
or abuse. Regardiess of how it is designated, such use could not
logicaliy be considered to be in the same category as chronic abuse
or spree abuse of illicit drugs.

Amphetemines as a generic class of drugs all have certain
pharmacological properiies in common with other sy*"lpathomi-
ICetric or adgrenergic drugs iike epmcpnrme and other catechoio-
mines on the autonomic nervous and ca;movascunar systems and
smooth muscle. They differ in possessing, in addition, a much
greater capacity to stimuiate the CNS. In small doses, tiis 1s Limit-
ed to elevation of mood and the incuction of a siate of “well-
being.” As the desaze is increased, apprehension, volubility, trem-
or and excitement occur, and with larger doses hallucinations, and
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even convulsions — the laiter being more prominent alter large
doses given intravenousiy, the common iccanique used by "st eet
addicts.” Abuse of this class of substances avises from and is pes-
petuated solely by the psychic drives to attain maximum euphoria.
Physical dependence docs not develop. Qunlimtivcly, these psycho-
logic eilcets are similar to those produced by cocaine. Hcowever,
cocaine is a much more dangerous agent, and quaniitative comi-
parison would not be valid. In contrast to the amphetamines, €o-
caine is capable of inducing severe cytotoxic effects in nearly all
tissues, including the brain.

A eharacteristic fearure of the aminhctamines s theiv capacity

o progiice (0CTameC TS T OpUL LY i3 DOSSeSSel oy oniy a few

(‘\9 stimuiants. Althouzh tolerance deveiops slowly,. progressive

increments in dosage permalt ngestion of zrounts hundreds of
times erenter than the ovizinal thexaportic dose, The daily inges-

tion of 1700 mg of amphetamine has beeix reported. For instance,

progressive Increase in dosage. over many .weeks “permits :the
monkey to tolerate ten to twenty times the average letial convui-
sive dose. It would appear that all the components of the brain do
not become tolerant at the same rate. Thus, 2 user wiii experience
increased nervousness and insomnia as the dose is increased. Inges-
tion of very large. quantities ‘may induce profound behavicral
changes, olten of a psychotoxic nature, including hailucinations
and delusions. The latter effecis-are. much more likey to. cccur
foliowing intravenous injection. Indeed, “addicts” take ampieta-
mine by this route for the purpose of obtaining bizarre mental
effects ofien associated with sexual fantasies, even orgasm. g

Another characteristic feature: of the ampﬁem.mncs 38 t‘m.
the cardiovascular system becomcs tolerant to large Goses rather
rapidly so-that the heart'rate and.blood pressure are not signii-
cantly increased in those who abuse amphetamines chronically:

- . Although amphetamines do not induce physical dependence as
aeasured by ‘the criterion of a-characteristic and reproducibic
abstinence. syndrome, it would be inaccurate to say that with-
drawai of large doses is symptomless. The.sudden removal of a
stimulan: drug which sas masked chronic fatizue and the need for
sleep permits these. to appear in an exaggerated iashion: The
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withdrawai period is characteristicaily u tizae of Gepression, dowd
psychic and p’1ysic1i, GG tais Goprossion probal.y reiniorcss e
Grive {0 CONUNGS Lie drug. u\me.q, the wididrawal of o
mine is not COXT'LPZ{].'.I\)AC {0 tue wiiagrawai ol LALD.l}ilAalg, barviiu- '
rales, alcohiol and other substances wiich create physical Gepen-
dence. It is never lile-ihreatening and requires psycho.ogic rain
than supportive medical terady.

Discussion of the last use 02 tic list — the abuse of dic crugs
cotained most often throuzh iilicit chanaels to induce hallucina-
tory experizinces — being the major subject of this Door wili be
Drielsince it will be covered extensively in other chapters. from a
social viewpoint it falis into an entirely different category than
other siiuations which we have described. Although chronic am-
p‘netamine poisoning may be associated with harm to the indi-
vicual, rarely does the amphetamine m,pencunt indiviguai repre-
ent a sccial menace. Even raore rarely could the spree abuse ol
amphetamines by the street acdicis e iraced to prior medica
use or misuse by the paysician, Such abuse could couceivabuy,
however, anc its origin in a"*,' situation wiich involves tae iiiicit
supply &) these drugs wheiher this be middle age women wino
learned to abuse the drug in a phony obesity ciinic, a truck
driver, or even a student.

In ciosing, it should be sointed oui that the amphetamine
probiem is only one lacet of 2 much larger drug abuse orobiem
Wwaich probabiy invoives ztieast 5 per cent of the adult pupulation
of the United S:tates. Tae samae fzctors, emotional immaturity
becoming manilest more cominoniy in unfavorabie environmeniai
ciTcumstances and precipitated by stressfui situations, arc comrmion

to ali types oi drug abuse and require the same type ol ircatment.

RECCIIMIINDATIONS

1. Educate and recducate those who have legal access to these
crugs, i.e., physicians, denists, veterinarians, nurses ana tae
pharmacists who fill prescrlpnons to the harards ol ioose and
illegal prescribing, dispensing and handung of these drugs.

2. Educate the public to the medical hazates of druz abuse ana

the characterisiics of each type oi drug abuse through the news
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mcedia, printed, :mditur'y and visual; the scliools, first the teachers
and then to thie students; and in public foram in large munici-
palitics where this problem is vsvally concentrated. Funds should
be sought at municipal, state and federal Tevels for this purpose,

3. Support the newly cstablished law (P, L. 82-74) activated
Februuary 1, 1966 which requives manvfaciorers, distributors and
retail pharmacists to keep open records of all supplies of stimu-
Lants, depressants and hallucinogens which Tave been shown to
rave Bren abused or possess a potential for abuse. Although this
crug law was afined primarily at the asnphetionines and barbitu-
rates, it is also of such scepe as to indude all drugs which are
capable of abuse.

4, eep the amphetamine abuse problem in proper porspee
tive with other drug abuse, recognizing it as a part of a lager
whele with many problaas in eommon.

5. Enccurage all those who deal with drng abuse situations
to recognize them as medical and psycholegical as well as enforce-
ment problems, and that drug dependent individuals who ave
also criminals may be both for the same psychological reasons,

6. Encourage current clorts at cddict yehahilitation at all
levels -~ medical, Tegal and social. .

7. Encourage any well-designed program which would clevate
the envirommental conditions in our great municipalities.
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PERSPECTIVE

Amphetamines: A Dangerous {llusion

GEDRGE R. EDISON, M.D., Salt Lake City, Utzh

Amphetamines are among the most dangerous of
currently abused psychoaclive drugs. They cause
dependence, behavioral toxicity, and physical damage.
Despite their extensive medical use, the evidence
suggests they are ineffective or minimally effective in
most of the conditions for which they sre prescribed.
Their widespread use in medical practice is more tikely
the resuli of the euphoria and the dependence they
induce than of any significant clinical results. This
paradox, presenied by tha kegality of amphetamine use,
compounds the difficulty of treating youthtul drug
ahusers and ecucating potential abusers, The following
recemimendations are urged: prescription of these
drugs should, with few exceplions, cease; and
production should be sharp'v curtailed and probably be
limited to ane er twe pharmacestical companies.

Tur wraroLy increasing abuse of amphetamines
among the young makes it important 1o revaluate the
status of this group of agenis in medical practice. Are
they valuzble drugs, and in what conditions? What
yesults can bg expected from their use? What is their
mede of actiom? To what extent are they indisper-
sable? What are thelr harards? How often do these
hazards occur? Docs their medical use have any in-
fuence oa their fliegal wxe? This acticle briclly re-
views cvideace suggesting that the amphetamines are
bath ineflective and unsafz, offers speculaiions about
why we continug to use them, and recommcnds
changes in the way we use them.

History
Amphetamine, a close telutive of epinephrine,
*From the Student Flealth Service png the Department of Comrsunity
Wl Family Medrcine, University of Utan; and the ¢ ommunity Diug
Ui Ceater; Salt Lake Caty, Litan

Anzals of lntempl Medicine 74:505.810, 1971

ephedrine, and other sympathomimetic amines, was
synthesized in_]927. Shonly thereafter, descriptions
of its efects on blood pressure and nasal congestion
began 1o appear. Within § years it was found 10 act
as a bronchoditator and a respiratory simulant and’
also 1o have remarkable eficets on the central nervous
system, specificaliy cercbral stimelation and redue-
tion in appetite. Because of these central 2Fests, sev-
eral authors warned of the possibilin of dependence
and tolerance as ewrly as 1937, These we
well reviewed by Connell (1).

Despite the warnings, the amphetax
uses have proliferated 1o an amazing J
of “accepted” medical indrcatons for
includes obesity, mild depressive rea
parkinsonisrm, ceniral nervous syste
caused by barbiturates and ather sed.
narcelepsy, and hyperkinetic reactions of children.
They have also been used widely to maiziain alert-
ness and 1o increase physical performance.

The 1970 edition of the Physiciany [:
ence (2) lists 65 amphetamine and as
tike preparations proguced by 40 com;
are availuble either as single-drug preparatior
corebination with salicylates, barbiturates, tranquiliz-
ers, and oiher substances. One can obtain a choice of
vitamins or hormones along with an amphetamine in
15 preparations from 14 companies, This listing does
not, of course, exhiaust the pieparations availabie
from pharmaceutical companics,

In four cases companics describe in the Physicians’
Desk Reference the ampheramine they produce and
only one oiher product. In four other cases the am-
phetamire s the company's sole bsted product.

What ameunt of amphetamines is legally mansfac-
tured? No one khows exactly, Estimmes range from
5 biilien w § billion doses a year. The Food and

505

: £pilepsy,
pression

= Refer-
Elarine-
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Drug Administration estimated, for example, that
aver 100,000 1b were available in the United States
in 1962—enough to supply each man, woman and
child with 250 mg (3}. About oae hulf of this sup-
ply is thought to be diverted into illegal channels {43,

Effectiveness of Amphetamines

While production has flourished, the Jist of in-
dications has gradually withered, for three reasons:
1) For such cenditions as packinsonism, epilepsy,
and depressive reactions newer kinds of treatment
have simply proved more effective; (2] for severe
central nervous sysiem depression from drug intoxi-
cation it is now accepted that no drug is as effective
as other treatment such as amificial ventiiation, sup-
port of the cireulation, and hemodialysis (5); [3] for
obesity control, now the commonest reasen for use,
it has stowly become ohvicus that alihough appetite-
suppressaats may have soma temporary utility, they
i ctive in lopg-term treatment.
;:psy and hyperkinetic reactions of children
z two conditions for which amphetamines
s._.d o h;uc effect. For narcolepsy, however,
“the present drug of first choice,”
a2 to the C‘en!—l ozh Texthook of Medicine
ot h_.pwkmauc reactions preliminary evidence
'3 that if any dreg is indicated, imipramine may
2 affzetive than amphetamines {7), so that
re sood alternatives may be available,
¢ commonest reasons for prescribing am-
v are depression and obesity, and it is for
ons that we must examine most carefully
Leace for ampbetamine effectiveness.

KoNEFFECTIVENESS TN MILD DEPRESSIVE

REACTIONS

Dzpressive reactions includz a wvariety of syn-
dromes with a wide rangs of severity and a strong
natural tendency toward spontaneous remission.
Their very diversity makes evaluation of any treat-
ment extraordinarily dificult. Yet, common to many
depressed persons are cenflicts around oral-depend-
ent nzeds, which sugpests that drugs sach as alcohol,
barbiturates, and amphetamines be used with caution
because of their ability to produce dependence. In-
deed, depression is the underlying mood in many, if
not most, high-dose amphetamine abusers or “speed
freaks™ (8).

But many doctors ask if amphetamines, although
theorctically dangerous, are ronetheless a useful and
practical measure for trcating mild depressions. Tra-
dition grants them a position of sorts in the treatment
of mifd cases, although recommendations for their
use are becoming increasingly rare {for example, the

196? edition of Nayes’ Modern Clinical Psychiatry
lmu)r;s them), Occasionally one finds a favorable
mention, as in Mendelson's article {%) in Freedman
and Kaplan's textbook of psychiatry:

The amphetamines arc often useful and sometimes
gratifyingly efficacious in lifting the spirits in a mild
depression. When antidepressive medication is re-

sorled 1o, the amphetamines should probably be
:’ricl.l before prescribing the newer antidepressive
Tugs.

Virtually no authority, however, supports their use
for more than an immediate euphoriant lift, and most
helieve that they have no place at all in the treatment
of depression. According to Jarvik, in Goodman and
Gilman's text, (10), no wel-controlled long-term
study has been able to demonsteate their effectives
ness,

The sympathomimetic amines, such as amphetamine
and phenmetrazine, and similarly acting eentra]
nervous system stimulants, such as methylphenidate
and pipradrot, were tried in the treatment of Je-
peession and found wanting except in certain mild
cases in which a drug-induced acute euvphoric state
would suffice. ..,

The report of an AMA committee states (3):

Published studies have indicated that, in general,
dextreamphetamiae is only slightly more effective
than a placebo in ameliorating depressive sympioms.

Cole and Davis {11), also writing in Freadman
and Kaplan’s textbook, review the evidence thus:

Amphgtamine was found lo be less effective than
piacebo io the treatment of depressed outpatients by
British general practitioners. . . . Ia stll another
British study, amphetamine also proved less effective
than phenelzine, and no better than placebo, in the
treatment of depression. In & Vererans Admin-
istration siudy, dexireamphetamine was fio more
eflective than placebo in treating hospitalized de-
pressed patients.

In a recent review of the pharmacologic treatrnent
of depressions Schildkraut (12) states:

The psychemotor stumulants (for example, ampher-
amine, methamphetamine and methylphenidate)
cause mood elevatiop, tncreased alertness and en-
hanced performance in normal subjects. These
drugs may alleviate some of the symptoms of de-
pression i certain depressed patients, but such
beneficial effects are often transieat and rmay be
accompanied by a number of unwanted side-efTects.

. It is fairly generally agried that the psycho-
raotor stimulants bave relatively little o offer in the
ticatment of major Jepressive disorders.

NONEFFECTIVENESS IN CONTROLLING OBESITY

Obesity is usually regarded as a complax, long-
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term protlem with major secial and psychological
determinants, Frequently recognized psychelogical
fzctors are chronic tension and depression, unusually
strong oral dependent needs, inability 1o tolerate frus-
wation, and substrution of food for other forms of
gratification. Thess psychological charactersstics may
jead 10 dependence on many kinds of drugs as well as
on food. As in the case of depressive reactions, it
may be llogical to include in the treatment of such a
condition drugs that have a strong potential for caus-
ing dependence. “In fact, the use of amphetamine-
rype drugs js contraindicated for alcoholic persons
#nd other dependence-prone persons™ (3).

. Short-Termn Effect: It is granted by most that am-
phetamnines can induce a period of appetite suppres-
sion and increased weight loss for a few wecks,
Whether this is of lasting value is questionable, how-
ever, since in most cases obesity continues to be a
problem over z pedod of years, Very few short-term
gains in trestment of chesity have been transiated
into long-term successes, More importantly, it is
likely that short-term effectiveness is caused morce by
n stimulant effect than by any direct effect on the ap-
petite control center of the brain. Thors and Bondy
(13}, in their textbook article, state:

As a result of stimutation, or a “lift,” the patient's
drive toward overeating may be significanty modi-
fied and as far os he is concerned, the over-all
eficet of the drug is “appetite-depressing.” Obvi-
ously, drugs which creale such a state of euphoria
may lead 1o habitvation in certam individuals.

Modell (14} pointed out in his 1960 report:

Central stimulation, not a specific central depressant
effect on eppetile, is then the common mechanism
through which these drups act; it is clear, there-
fore, why undesirable central stimulant effects,
vwhich have constituted their ¢hicf clinicat limitation,
bhave thus far appeared to be indivisible from
BNOTEXigenic action.

In other words, cbese patients may use the drugs in
the same way the “spead freak’™ does—to obtain a
“high.”

There is also some doubt whether ampletamines
are effective in the shost term. Again from Modell's
report (14):

The amphetamines present special problems in the
evaluation of their effectiveness. Patients often
promptly recepnize the drug by one ar another
of the central stimulant effects (uswally the “lift").
Thus, they can distinguish between drpg and
placebo when thesc are wsed in what theoretically
appears to be a well-designed clinical evaluation
with a double-blind centrol. In patients with
emotional disturbances particularly, wha include
most compulsive overeaters, the ability to distin-
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guish medication from placebo by any effect other
than the one ender cxamination (in this case
weight loss} makes it exceedingly difficult to prevent
hias and psychological facters from sheping the
apparent etiects of the drug.

Long-Term Effect: Thorn and Bondy (13) evaluate
pharmacological treatment of obesity as follows:

Depression of appetite by a pharmacologic agent
can facilitate weight loss, although it is apparent
that as soon as the pharmaceologic effect wears off,
or the medication is discontinued. appetite will
return and weight gain will recur unless the patient’s
inherent capacity to control his focd intake has
been altered fundamentally, That the pharmacologic
agent used jor these purposes be devoid of seriond
toxic side effects is axiomatic [emphasis added].
Urfortunately there is no pharmacologic apent
‘)_av_aiia_b_llg_g_{_mis ;img:‘_\a'__ﬁn‘c_____wma[iix by
depre; « Ky —
In her texthook article Aibrink (15) devotes 3,600
words 10 the treatment of obesity. This is ber discus-
sion of amphetamines:

Drugs. Appetite-suppressant drurs of the amphet-
amine group are effective for only a few weeks,
Dependence on their stimulatory efect occasionally
makes withdrawal a problem. Such drugs have no
demonstrated role in the long-term mzpagement of
obesity.

Reinforcing this opinion is the reper: ol 1tz AMA
Committee on Alcoholism and Addiciicz end fCoun-
il on Mental Health (3):

In long-term (more than a few wesks' rroprams
of weight reduction, the superiority ¢f idese sub-
stances to placebo has not been dem

In 1959 Stunkard and McLlaten-Hume (16) re-
viewed the literature on the treatmeo: ¢f obesity,
Their summary states:

A teview of the literature on outpatien: rreatment
for ohesity yeveals that the ambiguity cf reported
results has obscured the relative insZsctiveness
of such treatment. When the per cent of patients
losing 20 and 40 pounds is used as a criterien of
success, tho teports of the last thirty vears show
remarkably simudaz results, Although the subjects
of these reports are prossly overweigh: persons,
only 25% were sble to loss as much as 20 pounds
and only 5% lost 40 pounds.

In 1966 Glennon (17) reported 2 follow.up:

Review of the literature since 195% did not reveal

a successful jong-term study using a diet regimen

by itself or in combination with drugs, psychologic
treatment, or an ¢Xcrcise program.

Astwood (18) is even more negative in his evalu-

ation of all metheds of treatment, including the phar-

macologic, .

Eclaph ¢ Amphetamines 07




15100 COMPETFI'IVE PROBLEMS IN THE DRUG INDUSTRY

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

Modell {14} reemphasizes the point in the sum-
mary of his feport!

New and logical pharmacotherapy for persons who
overcat will more likely come with understanding
of the processes involved than through the current
practice of develuping more variations on old
themrs which hase alreadly been well exploited and
huave not satisfied the m.Ld There i is really pothing
new on the scene, There are no “anorexiants™ to
fic specific disturbances in eating patterns, and there
are no useful depressants of the appetile center,
wherever 1t may be, .. . Cument pharmacatherapy
for persons who overcat has limited use. Insofar
as drugs are concemed, at the very best, their
po'emll is seconducy to the ¢liminution of the
cause of the hyperphagia. Drugs which give assist-
ance zlong the hines now available provide short-
lived sympromatic relief only,

_ Despitz 20 \enrs of ex!emlve use _then, the E'ace
far from estan-_
x_:e-wrcsem‘. the treatment of cheice for

the phnrmaumacat industry tells us
indirzcrly diat the amphetamines and related drugs
iaw arder of efiectiveaess by constantly
zzw eongeners and combinations. For ex-
1570 Physicians’ Desk Reference eight
e tisted nine “new” amphetamine prod-
vets oot Haned in the 1968 edition, The industry sends
the same message in another more encouraging way;
within tha last 2 years four companies have voluntar-
ily discontinued their production of amphetamines
(Mathedrine®, Burroughs Welicome; Phetobesc®,
Cole; T.V.D. Formula®, Lambda; Ad-Nil®, Medics).

Hazards of Amphetamines

The irony of the amphetamine situation is that
whereas we have been slow to admit the negligible
utility of these agents, we have also bzen siow to ree-
ognize thetr dangers, Their illegal and casual use as
stimulants of the central nervous system has grown
tremendously. They have become_perhaps_the most
_serious dryg of 3busd in, fhe United States {as in sev-
“eral other « countries), except in the large cities, wheee
hzrain addiction is widespread. Most physicians are
not yet sufficicatly famitiar with these hazards, which
are well documented elsewhere (1, 3, §. 19-22).
Briefly, they fall into all three major areas of concern
in psychoactive drugs.

1. Amphetamines are associated with rolerance

:‘~er of thos-: p.luents for whom lhey_

and with an intense psychological dependence, which
makes 3t difficult 1o withdraw from the drug withoot
help. High-dose usc may begin in a pattera of illegat
experimentation, but it may also hegin with a physic
cian's well-intended prescription. The nature of the
drug’s effects leads easily to progressively increasing
dosage in susceptible persons. Prediction of “suscep-
titles™ cannot be made with cenfidenee, but patiens
for whom amphelamines are preseribed are probohly,
by the very nature of their illnesses, among thoss most
likely to increase the dose and become dependent.
Then beging a prolonged struggle to discontinue drug
use, an effort usually attended by intense lethargy and
depressive symptoms. The perind of depression dur-
ing the withdrawal (or “crash™} is frequently associ-
ated with suicidal feclings and actiens. The ebsence
of physical dependence in amphetamine abuse may
give the impression that it is easier to withdraw from
than heroin. This has not generally been the case; in
fact, the reverse may be true, although data on this
point arg lacking,

2. The behavioral foxiciry of high doses is usually
such that the user cannot mainrain work, scheol, or
family relationships. With high doses a typical psy-
chosis often develops, characterized by hyperactivity,
distortions of reality, impaired judzment, paranoid
ideation, and hzllucinations. Daspite this disturbance,
the seasotrium is clear, and the individual may appear
superficially normal (19).

3. The physical toxic eflects on the autonomic
nervous sysiern and cardiovascular system include
sympaihetic gastromntestinal and urinary symptoms,
occasional systolic and diastolic hypertension, some-
times cardiac archythmias (8, 21), and possible nec-
rotizing angiitis (22). In addition, maloutrition, hep-
atitis, and other serious infections are associated with
the intravenous use of these drugs.

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

Case 1: A 23-year-old male first-year medical student
asked his physician for stimulants to help him overceme
classroom drewsiness, difficulty in studying, and mild de-
pression, He did not have narcolepsv, Dextroamphet-
amine, 5 mg daily, was prescribed. He was asked to
returnt but did not. When next seen, he had flunked out
of school, Although not the sole factor in this patient’s
fatlure, the amphctuming obviously did not help his
studying and may have been a critical determinant in his
avoihing early, appropriate counsgling,

Case 2: To contro! her appetite a 47-verr-old woman
had used various amphetamings almost daily for 10
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vears. Despite this, she was grossly obese, She tealized
that she had continuad to take the medication fargely
to aveid Jetharey and to get through each dav. She was
now atlempting 1o withdraw but was finding hersell de-
pressed, paining weight, unable ro mobilize encugh en-
ergy to keep her heusc clean. fighting with her hushand,
and bluming herself for all her children's personal prob-
lems because she had worked while they were growing
up. Her use of amphetamioes had allowed her to manage
her persenal and famiiv protlems in ways she no longer
considered zppropriate and had provided a comfortahle
alternative 1o counseling (which she had tried unsuccess-
fully). With the children grown, menopause reached,
and husband alienated, she was now decompensating
without the drug.

Case 3: A Z0-year-old female student was well-
adjusted but occasionally depressed in the face of reli-
gious conflicts between strct parents and a more telaxed
fizncé. With martiage and a job 6 months away, she
felt the need 1o lose some weight even though she was
not obese. She approached her physician for diet piils,
He reluctantly prescribed 30 Desbutal Gradumet®
tzblets, ¢ach containing 10 mg of methamphetamine
hydtochleride and 60 mg sodium pentobarbital. She fost
7 15 in the next 3G days. She also engaged in ber first
<oitus during this period, expericncing deep guilt. After
finishing the prescribed amount she felt lethargic and
depressed. Four days after taking the [ast tablet she had
fights with her fianct and her sister, became very upset
and depressed, and impulsively ingested 30 tablets of
& sedative-analzesic (Fiorinal®), each contamning 50 mg
of zn intermediate-acung barbiturate {buratbital). She
was hospifalized moderately intoxicated, and recovered.
For this girl the combinatien of major emctional con-
flicts and the depression ceused by amphetamine with-
drawal led to a suicide atiempt.

It is important to recognize that these paticnts
were giving their physicians a common message: they
aegded help with an emotionat problem. The physi-
cian's response to the overt request for a pill pre-
vented him from providing help for the rcal problem.

Why Are Amphetamines 5till Being Prescribed?

Why are drugs of such dangerous petentizl and so
littls objective advantage 51l in wide use? Amphet-
amines are, after all, not li{e-saving agents, Several
explanations are possible:

1. Most physicians have not had an opportunity
to observe a scriously affected high-dose amphet-
amine abuser or “speed freak.”

2. Most physicians feel a need to offer something

Ao the patient trying to lose weight, both physician
and patient often seasing, but mot verbalizing, that
they are dealing with a problem mearly untreatable in
traditional terms.

3. The economic value of amphctamine sales is
substardal, judging from the industry’s enthusiastic
promotion of these agents despite the serious ques-
tions about their utility.

4, Tens of thousands of respectable adults are to
some extent dependent on them and exert suasion on
their physicians to continue prescribing them.

5. Physicians themselves use and abuse psycho-
active drugs more often than the general population
(23). This supgests that sometimes they may also
have difliculty objectively evaluating the use of these
drugs for their paticats,

6, It is possible that amphetamine popularity re-
flects American culture. As Fiddle (24) has observed,
the amphetamine user is a caricature of many widely
admired American traits: intense activity, efficicncy.
persistence and drive, and the desire to excel, to
break records, and 10 move with ever greater speed.
These are admirable bebavior pattecns that are not
easily relinquished, even when a drug may be re-
quired to achicve them.

The result is the perpetuation of the legal use of
dangerous agents of little therapeutic advantage. This
is not the first description of the hazards or of the
minimal effectiveness of these drugs, nor is it the first
cffort to suppest that their medical use be curtailed
(25-27). But the problem grows.

Ta some extent the current drug-abuse spidemic
may relate to the way we as physicians hove handled
the amphetamine problem. Qur use of the drug may
be providing a poor medel for chiidren and adoles-
cents to emuolate. By treating with drigs & condition
such as obesity, which probably most ¢ftzn has its
roots in social custom and psychologica! con3ict, are
we giving license by example to 1o s who
would treat their own social and psycheiogical dis-
comforts pharmacologically?

The time to face the unpleasant facts *s long over-
dve. Amphetamines are {ascinating stbs:ances with
& wide range of effecis——some good. seme bad. Their
use represents a sincere effort o treat major causes of
human suffering. At present, however, we are not in
a position 10 handle them safely, The situation raises
uacomf{ortable questions; If amphetamine use of all
types—Ilegal and iilegai—were lo cease completely
tomorrow, would we be better or worse of with re-
gard to health than we are today? Do we really need
these drugs? :

We must begin taking steps now to end the epi-
demic overuse and misuse of amphetamines, Few of
us would welcome more restrictive legislation in the
drug field or more extensive activity by the Food and
Drug Administration, Yet this is the prospect if we
avoid taking immediate remedial action,

This action should hegin with the pghysician’s vol-
untary cessation or sharp reduction of prescriptions
for amphctamines and their congeners. Exception
might be granted in individual cases for the {reatment
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of narcolepsy and hyperkinetic reactions of children
but rarely in other conditiors. It is difficult, if not im-
possible, to jastify their continved use in obesity and
depression. Physicians may need a buffer against
peessures for continued prescriptions from some pa-
tlems. If 5o, a medical committee or board could be
established to authorize these exceptions, as in Swe-
den (28). To circumvent the weariness most of us
feel toward more commuttee work and the suspicion
that an endless list of drugs may later come under
such scrutiny, let me suggest that it Is no more than
we would do if heroin were made legal. Ampheta-
mines are no less a menace.

Savere curtailment of production is essential. Less
than 1% of the current volume would probably be
an adequate supply for the exception:l case. No more
thar twe pharmaceutical houses are needed 10 pro-
vide this amount. The induz=y™s voiuntary action
toward this oal would provide refreshing evideace
that it puts the public welfare first and that legislation
is not reguir=d on every urgent hcalth matter. Finally,
advertising of these products in medical journals is
inapproprizis.

We nezd not dalude ourselves that these measures

will end 2mphstamine abuse: they will not. It is not
certain thev w1 even reduce it measurably for several
yeats, Blazk-market production will doubtiessly ex-
puxi Tre of narcolepsy may suddanly be-

These measures are, however, a
ion of removing one major inconsist-
—roach to drugs and of establishing 2
z¢s not so vigorously promote drug
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[Trom the Medieal Letter, 14:94-6, Dec. 8, 1972/

DRUGS IN PREGIANCY

Since the thalidomide tragedy, There has been increased concern about the ef-
fects of drugs on the unborn child; testing of new drugs in pregnant experimental
animals has been required in the United States since 1962, In one study, more than

90 per cent of 3,072 pregn'ant women took at Jeast one drug and four per cent took
10 or more; the average number of dilferent drugs taken during pregnancy was four

(C. H, Peckham and R, W. King, Am. J. Obstet, Gynecaol,, B87:609, 1943}, A more
recent survey of 1,369 women found that 97 per cent took at least one drug during
pregnancy (M, M. Nelson and J. O. Forfar, Br, Med. J., 1:523, 1971).

CYTOTOXIC DRUGS - Most cytotoxic agents used in cancer chemotherapy and
immuncsuppression have teratogenic potential. Aminopterin given during the first
trimester in 52 pregnancies was associated with 34 abortions; malformations were
noted in 10 of 12 fetuses that were examined {H. O. Nichelson, J. Obstet, Gynaecol.
Br. Commonw,, 75:307, 1968), Methotrexate administered during the first trimes-
ter has been reported to have caused malfermations of the skull, face and extrem-
ities {A. Milunsky et al,, J. Pediatr., 72:790, 1968; 1, R, Powell and H, Ekert, Med.
J. Aust,, 2:1076, 1971}. Mercaptopurine {Purinethol), azathicprine (Imuran), and
cyclophesphamide {Cytoxan) taken in the first trimester have been associated with
a high incidence of abortion, but not with an increase in major malformations in
the small number of pregnancies that ended in live births.

CENTRAL-NERVOUS.-SYSTEM DEPRESSANTS - Barbiturates, opicids and
other central-nervous-system depressants may cause neonatal respiratory de-
pression when administered in high dosage during labor. Reserpine administered
at term produces nasal congestion that can lead to serious respiratory obstruction
in the newborn, -

Nargotic abuse by a pregnant woman often preduces withdrawal symptems in
the newborn infant; these can be lethal if they are not recognized and treated. With-
drawal symptoms appear to be especially prolonged in infants born to wornen tak-
ing methadone, as compared with hercin {B. K. Rajegowda et al., J. Pediatr., 81:
532, September 1972). There is some evidence that LSD taken in early pregnancy
may produce malformations in the fetus (3. R, Assemany et al., Lancet, 1;12%0,
1970; J. L, Eller and J. M. Morton, N. Engl. J, Med,, 283:395, 1970},
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ANTICONVULSANTS - Drugs used for the treatment of convulsive disorders
include a number with pharmacologic properties that pose a potential threat to the
fetus. Diphenylhydantoin (Dilantin; and other brands) for example, can interfere
with folic acid metabolism. A recent survey of the outcome of 427 pregnancies in
186 women being treated for seizure disorders found twice the usual frequency of
rmajor congenital malformations. The most common deformities were cleft lip
with or without cleft palate and microcephaly (B, D. Speidel and S. R, Meadow, Lan-
cet, 2:839, October 21, 1972).

ANTICOAGULANTS - Oral anticoagulants can produce hemorrhage during la-
bor, leading to fetal death. If coumarin-type drugs are used.in pregnancy, they
thould be stopped about one week before lzbor is expected to begin, If anticoagu-
lation is required in a pregnant woman at term, heparin is the drug of choice.

ANTIBIOTICS AND ANTIMALARIALS - Sulfonarnides taken near term can in-
crease the risk of kernicterus in the infant, Streptomycin administered at any
time in pregnancy and quinine near term have caused deafness of the newborn.
Tetracyclines chelate with calcium and are deposited in bones and teeth; these
drugs cross the placenta, collect in fetal calcified tissue and remain as stains in
deciducus teeth. The penicillins are generally considered safe for administration
during pregrancy.

One of the eatliest reported drupg-induced buman mallformations was mascnu.
linization of female fetusea by maternal progestational therapy. Many synthotic
pregestins, as well as methyltestosterone, have been implicated,

Recent studies report that vaginal adenocarcinomas oceurred in adolescent
girls whose mothers took dicthylstilbestrol {DES) during pregnancy. The number
of cases reported recently in young women exceeds the total number found befare
the drug was used in pregnancy (A, L. Herbst et al., N, Engl. J, Med,, 254:878,
1971; P, Greenwald et al., N. Engl. J. Med., 285:390, 1971), Whether other drugs
can produce such long-delayed effects is not known.
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ANTIHISTAMINES - Some piperazine antihistamines were once frequently uscd
as antiemetics in early pregnancy. Animal studies have shown that three common-
ly used drugs — meclizine (Bonine), cyclizine {Marezine), and chlorcyclizine —
are teratogenic in the rat (C. T. G. King et al., J. Pharmacol. Exp. Ther., 147:391,
1965). The severity of these deformities and their frequency, approximating 100
per cent, led to concern about their use in man. Although retrospective studies,
including thousands of infants whose mothers had taken these drugs, found no in-
creased incidence of abnormalities, most Medical Letter consultants consider it
prudent to aveoid them during the {irst three months of pregnancy. Nausea of preg-
nancy is more safely managed with small, frequent feedings,

VITAMINS - Excessive quantities of vitamins may harm the fetus, Very large
amounts of ascorbic acid are now widely used to prevent and treat colds and other
acute respiratory infections, Such high doses taken during pregnancy may cause
seurvy in infants when birth abruptly removes them from the high ascorbic acid
environment (W, A, Cochrane, Can. Med. Assoc. J., 93:893, 1965}, Synthetic vita-
min K given in large doses near term can raise serum bilirubin concentration and
increase the possibility of kernicterus, High maternal doses of pyridoxine have
been implicated in withdrawal seizures in infants {W. A. Cochrane, cited above).

CONCLUSION - Many drugs taken during the first three months of pregnancy
are teratcpenic. An even greater number produce fetal injury when taken after the

first three rnonths or at term, The 1962 Amendment to the Food, Drup and Cos-
metic Act requires testing of new drugs in pregnant animals before testing in man,
but there ig often a difference between teratogenic effects in animals and humans,
Drugs that do not produce these effects in several species of animals might still
be teratopenic in humans; careful clinical observation over many vears is essen-
tial to exclude injurious effects. Unless a drug is urgently needed, it should not
be administered during pregnancy, especially during the first tritnester or close
to the time of delivery,
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[From Sclence, vol. 194, pp. 1027-28, Dec. 3, 1976]
AMPHETAMINES : I'10HTER CoNTROLS 0N THE HORIZOX

{By Constance Ilolden)

The abuse of the central nervous system stimulants known as amphetamines
has dropped since “speed” had its hey-day in the 15607, Luat amphetamnine abse
i wtill o major problem iu terms of physicnl damage and emotional dependency.
And despite the fact that manufacture and distribution of the moest dangerous
varieties of the drug have been under strict federal controls since 1071, it still
seems to be available to anyone who wants it.

Thats what Senator Gaylerd Nelson (I)~Wis,}, chairman of the monapoly sub-
commit tee of the Senate Small Business Committee, lieard in 5 days of hearings
he eonducted last month on the safety and eflicacy of anfiobesity druogs.

The major condition for which amphetamines and anpetamine-like drugs
(amphetaiaine congeners) are legally prescribed is obesity. But the evidence i
strong that for mest of the 2.23 million Americaus estimated regularly to take
preseribed amphetamines—unot to mention wncounted users who huy thew on
the street—the drugs are not primarily being nsed for legitimafe medical
THIFPOSES.

It has been 6 years since Congress passed the Controlled Subsiances Act,
whicl: enabled the government to put restrictions on the production and distribn-
tion of livit drugs that are subject to abuge. Amphetamines and their congeners
are controlled under the law, which has sharply reduced preseriptions of the
formulations thought to be most Cangerons. But the act seems to have reachied
the limits of its effectiveness, hecause the level of amphetamine consumption,
according to Food and Drug Administration (FDA) slatistics. hax remained
constant over the past 3 years. Furthermore, consumption of amphetamine-
like drugs has gone up and there are many expertx who helieve thejr potential
for abuse is alinost ax great as it is for nmphetanmines,

This phenomencn, combined with accumulating evidence to the effect that
det pills are of marginal use in combating fit, hax led Nelson to conclude that,
according to an aide, “the time is ripe” for amphetamines to be wiped off the
market altogethier. and for stricter coutrols to be put oh other sympathomimetic
diet drugs. There remain two respectalle applications for at lenst one ampheta-
niine congener—Ritalin (methylphenidate) -—which are nareolepsy and childhood
hyperkinesis, Ritalin is not used as a diet drug but it and Preludin (whose only
indication is for ohesity) are said to be the most heavily abused drugs in the
amphetamine family.

It has been 4 vears since an FDA advisory panel concluded that ampheta-
mine-typs diet drugs were “clinically trivial.” The preponderance of festimony
from nongovernment witnesses at the hearings was to the effect that the drugs
are neither safe nor efficacions. They curb appetite for a short time, but toler-
ance is quickly built, and if the pills are withdrawn the appetite returns in full
force, Tentative evidence was alsn presented that these pills taken in the early
weeks of pregnancy may eause fetal heart defect= al other malformations,

Now, judging from what government witnesses s1id at the hearings, it appears
that the FDA and the Drug Enforcement Administration (DEA) are gefting
ready to ngree that the abuse potential of many of thess drugs outweighs what-
ever short-terin benefits they have In helping ohese people change their eating
habits,

As J. Richard Crout, director nf the TDA's Burean of Drugs, testified, in view
of the failure of the Controlled Substanees Act to minimize abuse, “the only
meaningful next step whielh ean be taken is to remove the indieation for obesity
from the labeling for amphetamines or to remove them from the market.” Since
obesity is the only indication for some, changing the Iabel would be tantamount
to ontlawing them altogether.

Tt has heen more than a dozen years sinee varinus groups, ineluding metnbers
of Congress, have heen attempting to curb or even ban entirely the marketing
of anoreetic (appetite-suppressing) drugs. But the success has been Hmited in
the face of dedieated resistance on the part of pharmaceuntical manufaetnrers—
amphetamines and their relatives are the backbone of the diet pill husiness—and
undiseriminating prescripfion practices on the part of some physiciane—all enter-
ing to voracions publie demand for fast-acting means to thinness and happiness.

The 1970 act sharply reduced production of diet pills—which reached an all-
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time high of 12 billion in 1971—hy putting the most dzmgerous substunces, au-
plietamine, methamphetamine, and phenmetrazine (othe.r\\'.xse known as Pretpdl_n)
o1 Schedule II of the Controlled Substances Act. This is the most r"estru'ln'.e
caterory for Iheit drags. It lays down praduction quotas, requirgs 'detmle_-d moni-
toring and record-keeping, and forbids renewals of a presc;-:pno‘n withont a
physician™s approval. Other amphetamine-like drugs were put on Schqﬂuleﬁ II_I
aud IV, a move that reeognizes their abuxe potential but doesu’t restriet distri-
hution other than through prescription requirements. .

The regulatory problem has become increasingly complex in rqcenp years as
companies have come ont with new drugs that are amphetamine-like in varying
degrees. Some of these have been put on Schedule III or 1V even though their
abmse potential woull seem to warrant tighter restrictions. For example, Penn-
walt Corporation, the country's biggest manufacturer of diet pills, rechanneled
its energies to marketing a drig called Tonamin after its big seller, Biphpfmnine.
was put on Sehedule 1L I'ennwalt claims that Tonamin isnot an amphetamine and
does not have the associated side effects, Lester Grinspoon, psyehiatrist at Massa-
chusetts Mental Health Center and the lead-off witness at the Nelson hearings,
says, however, that the chemical structure is gimilar to amphetamine, and any
minor chemical change is unlikely to change the drug's action much. [There is
a class of amphetamine-like compounds that exert effects that are more sedative
than stimulant, and sometimes hallucinogenic, Fenfluramine (marketed as Pondi-
min) is an example. These are not subject to much abuse, but neither is their
anorectic value clearly established.] The faet is, say Grinspoon and others, the
gearch for a drug that reduces appetite without producing the side effects char-
acteristic of amphetamine has met with failure. (Ile says the sitnation is anal-
ogous to what happened when researchers tried to synthesize a nonaddieting
opiate analgesie, The “hero” drug they came np with in 1303 was named heroin.)

There is a distinct division of opinion on this matter. Goverument oflicials
believe some congeners are reasonably safe and Crouf said, “I suspeet a &trong
sufety case against the nonamphetamines can’t be made at this time.” The best
supporting data for their addiction potential are government statistics showing
that, indeed, Schedule II drugs are much more widely and heavily abused than
those subjected to more lenient controls,

The popularity of amphetamines and their sympathomimetie relatives has been
phenomenal sinee they first became available in pill form in the 1850°«. And.
says Grinspoon, “there’s been nothing like this in the way it’s been emhraced by
the medical profession and pushed by induastry,”

According to testimony of Frederick A. Rody, Jr., of the DEY, some pharma-
centical companies have raised strennuous resistanee to having their drogs more
tightly controlled, even in the face of masgive pbuse of their product. Some
hiave asked for an expansion of their production quotas to meet expected demand,
said Rody, even though the demand projections were considerably higher than
NEA estimates of legitimate medical need.

Rody related how one company, Pennwalt Corporation, responded to forth-
mming restrictions on its amphetamine drug Biphetamine. Just before it was put
into Schedule IL the company exported large quantifies of the raw materials to
its subsldiary in Mexico City. There the stuff was encapsulated, under the name
Bifetamina. presumably for sale in Mexico, 8o much of the substance was smug-
glod back into the United States and sold on the black market that YEA had to
mount a special operation. “Operation Blackjaek.” to elamp down on the traffie.
Subsequently, under pressure from DEA, Pennwalt agreed to got ont of the
amphetamine export business, But then. in what a DEA agent calied a “deadly
parallel” to the Biphetamine episode, Pennwalt has exported over the past 2
vears 600 kilograms of the bulk powder from whieh Tonamin (a Schedule IV
drug) is mannfactured—ennngh for 20 to 46 million pillz, There has recently been
fnun.d to be heavy traflicking and ahuse of “Tonamina” in states adjacent to the
Mexican border. “Discussions” with DEA have recently reen held, and Penn-
wilt has now arreed to stop shipments of Tonamin powder to Mexico,

The president of I'enmwalt's pharmacentical division, Isaae R. MeGraw, de-
fended his COMDANY., =aying it had alwavs serupulonsly cbeyed the law and
ea snrl‘: conperated with the government. “We <o not helieve there iz any proha-
tive evulm}op that onr anﬁ;nhesir,v produets show meaningful statistical or other
f:_l(‘ﬁ.nﬂ eviderce of abuge” testified MeGraw, And. “Pennwalt is not aware of any
signifieant illegal e of its anti-obesity products.”™

Other witnesses, including those dealing with street level addicts. in faet
agreed that most “appers” are obtained through legal channels. Rody said fllicit




15108 COMPETITIVE PROBLEMS IN TIIE DRUG INDUSTRY

manufacture and diversion of the drugs is on the decrease, o the increasing
availability of supples are ereated “largely by presceriptions and dirvect dis-
pensing by physicians,” who are apparently “preeribing and dispensing wel
over the patients’ actnal medical needs” Buch practitioners include the small bt
notorious hapdfnl of “fat doctors™ in Loug Island who, witnesses said, winister
to the needs of ROO to 1200 people a week, very few of whom are fat.

The American Medical Association has not tried very hard o curb soch
practiers, according to Grinspoon, AMA spokesman Frank Chapple says jtx
mannal, A3 A Dreg Ervaluations, recommends against preseribing amphetatines
aidd like substances for weight eontrol, but {hat otherwise the organtzation is not
prececnpied with the problem. The AMA disbanded its Council on Drugs in
1971 afrer that body issued a strong warning about amphetamines, and Grinspoon
notes that it has generally tried to avoid offending the drug fndustry, which, he
estimates. iz supplying over half the AMA hudget with $15 million wortle of drug
advertizing a year.

Grinspoon believes a total han on amphetamine-like substances—sneh as las
heen eracted in Sweden and Japan—is unteasibile. The stufl is too easy to manu-
facture ilicitly and. as with Prehibition, it just wouldn't work. Frank Reynolds,
director of Teen Challenge Youtrh Centers and another witness at the Nelson
hearings, deals with drug problems at the street lovel. From his vantage point
neither proliibition nor tighter restrictions on drugs are going to make much of
a deut on the problem so long as the belief prevails from Park Aveune to the
rhetto that if you have a problem vou sotve it with o pill. The technological
approach o selving human problems was implieitly confirmed by ofher witnesses
who persisted in referring to obesity as a “diseaze.” Obesity is a condition, and
for most people it is no more a “disease” than iz loneliness or any of the other
emotional faetors that canse preople to overeat.

[From the Federal Registor, vol. 35, No, 154, Aug. R, 1970, pp. 12678-79])
NOTICES
DEPARTMENT OF FEALTIH, FIDUCATION, AND TWWELFARE
Food and Drug Adminisfration
[DEST 53781
CERTAIN ANORECTIC DRUGS
Drags for ITuman Use; Drug Efficacy Study Implementation

The Food and Drug Administration has evaluated reports received from the
National Acudemy of Seiences-National Research Couneil, Drug Efficacy Study
Grougy, on the following anorectic drugs:

1. Biphetamine 714" Capsules, Biphetamine “1214” Capsunles, and Bipleta-
mine “207 Capsules, respectively, containing 3.75 milligrams, 6,23 milligrams, and
10 milligrams each of dextreamphetamine and amphetamine per capsule, all
as eation exchange resin complexes of sulfonated poelystyrene; Straxenburgh
Laboratories THvision of Wallree and Tiernan Ine., Post Office Box 1710,
Rochiester, NUY. 146020 (XDA 10-093).

2. Biphetamine-T “1214” Capsules and Biphetamine-T “207 Capsnles. restrec-
tively, enmitaining G235 millizrams each of dextroamphetamine and amphetamine,
and 40 milligrams methaqualone per capsule, and 10 milligrams each of dex-
troamphetamine and amphetamine and 40 milligrams methaqualone per capsule,
all as cation exchange resin complexes of sulfonafed nolvstyrene : Strasentnirgh
Laboratories Nivizion of Wallace and Tiernan Tne. (NDA T1-53R).

3. Jonamin “15" Capsules aud Tonnmin “30°7 Capsules, respectively, containing
13 milligrams phentermine and 30 milligrams phentermine per eapsule. both
as cation exchange resin ecomplexes of snlfonated polvetvrene: Btraseninirgh
Taboratories Division of Wallaee and Tiernan Ine. (NTLA 11-613),

4. Du-Oria Tallets containing 10 millizrams methamphetiimine hydrochlo-
ride. and 0.25 milligram reserpine per sustained release tahlet: B, F. Aseher
and Co.. Ine, 5160 East 50th Street, Kansag City. Mo, 64130, (NDA D01,
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5. Obetrol-10 and Obetrol-20 Tablets, respectively. eontaining 2.5 milligrams
each or 5 milligranms each of methamplietamine sacchnrate, methamphetamine
hydrochloride, ammnhetamine snifate. dextroamphetaine sulfate per tablet:
Obetrol Pharmacetuticals, Division of Rexar Pharmacal Corp.. 382 Schenck
Avenue, Brooklyn, NY. 11207, (NDA 11-522).

6. Prela-Vite Capsules containing 25 milligrams phenmwetrazine hydrochloride.
2000 TR naits vitamin A, 200 TSP anits vitomin P 2 milligrmins thinmine
monenitrate, 2 milligrams riboflavin, 20 milligrams niscinamide. 3 willigrams
caleinm pantothenate, 1 milligram pyridoxine hydrochloride, 0.5 mierogram
cobalamin eoncentrate, 37.0 milligrams aseorbie acid. 5 milligrams iron. 140 mil-
ligrams caleiun, 103 milligrams phosphorns, 0.1 milligram iodine and 1 milli-
aram copper per capsule; Geigy Chemieal Corp,, Ardsley, XY, 10902 (NDA
12-371).

T. Methedrine Tablets containing 5 milligrams iethamphetamise hivdrochloride
per tablet : Burroughs Welleome & Co. (U.8.A). Ine., 1 Searsdale Road, Tuck-
hoe, N.Y, 10707 (XDA 55040,

S Amphedroxyn edroclloride Tablets containing 5 milligrams methnm-
phetamine hydrochloride per tablet; El Lilly and Co., I'ost Office Box 618,
Inddianapolis, Ind. 46206 (NDA G300).

0. Delfeta-smd Btedytabs containing 30 milligrams dl-methamphetamine hydro-
ehloride and 120 millizrains amobarhital per snetained-release tablef: astern
Resparch Laboratoriex Ine., 302 South Central Avenue, Baltimore, Md, 21202
(NDA 12-4135).

10, Delfetamine 8tedytabs containing 30 milligrams dl-methamphetamine hy-
drochloride per sustained-release tablet; Fastern Research Laboratories Ine.
(NDA 12-416),

11. Desoxyn Tablets containing 2.5 milligrams or 5 milligrams methamphet-
amine hydrochloride per tablet, Desoxyn Gradumet Tablets containing 5. 10, or 15
milligrams methamphetamine hydroehloride per tablet. and Desoxyn Blixir con-
taining 20 miltigrams methamphetamine hydrochlaride per 30 milliliters : Abbott
Lahoratories, 14th and 8heridan Road, North Chicagn, TIL GOML (NDA BATS).

12, Drinalfa Tablets containing 5 milligrams methampbetamine hyvdrochloride
per tablet; 1. R, Squibh and Sons, Ine, Georges Hoad, New Prunswiek, N.JT.
OSMY3 (NDA BT36).

13. Bamadex Tablets containing 5 millisrams dextroamphetamine sulfate and
100 milligrams meprobamate per tablet ; Lederte Taboratories Division, American
Cranamid Co., Post Office Box 500, Iearl River, N.¥. 10065 (NDA 11-280).

1 Bamadex Nequnels containing 15 milligrames dextronmphetamine sulfate and
300 milligrams meprobamate per sustained release capsule ; Lederle Tahoratories
Divicion, American Cyanamid Co, {NDA 12-570).

15, Tennate Dospan Tablets eontaining %5 milligrams diethylpropion hydro-
chloride per continnous release tablet: The William 8. Merrell Co., Division of
Richardson-Merrell Toe., 110 East Amity Tead, Cincinnati, Ohio 45215 (NDA
12-5H46).

16. Annetrol Tablets containing 5§ milligrama dextroamphetamine snlfate and
400 milligrams meprobamate per tablet; Walliee Pharmacenticals, Division of
Carter-Wallace, Inc.. ITalf Acre Road, Cranbury, N.J. 08512 (NDA 12-1°7).

17, Appetrol-8.R. Capsules containing 15 wmilligrams dextroamphetamine sul-
fate and 300 millizrams menrohamate per sustained release capsules; Wallace
Pharmaceuticals (NTMA 12-624),

18, Eskatrol Spansule containing 13 milligrams dextronmphetamine snlfate
and 7.5 miltigrams prochlorperazine (as the wmaleate) per sustained release cap-
sule: ¥mith Kline and Freneh Taboratories, 1500 Spring Garden Street, Phila-
delpbia, T'a. 19101 (NDA 12-042).

19, Racemic Desoxyephedrine ITxdrochloride Tahlets containing 5 millisrams
Al-methamphetamine hydrochloride per tablet: Migh Chemieal Co., 1760 North
Howard Street, Philvdelnhia, 172, 19122 (NDA NGy,

20. Miller-Drine Tallets eontaining 10 millicrams dl-methamphetamine hydro-
chloride per tahlet; 8mith. Miller and Pateh, Ine.. 401 Joyee Kilmer Avente, New
Branswick. NI, 08802 (NDA 6-003).

21. Dexzerpine “5" Tallets contatming & milliernms dextroamphetamine wnifate
and 0.1 milligram veserpine per tablet : Nvseo Laboratories. Tne., 34-24 Yernon
Ronlevard, Leng Island City, N.Y. 11108 (N2 10-207),

22, Norodin Tablets eontaining 5 milligrams methamphetamine hydrachlaride
per tablet: Endo Laboratories, 1000 Steward Avenue, Garden City, Long Tsland.
N.Y. 11533 (NDA 5-632),
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23. D-O-E- Tablets containing 5
per tablet; Tilden-Yates Laboratori
10012 (NDA 5-603).

_A. Effectivenecss clussification. 1. The Food and Drug Administration has con-
sidered the reports of the Academy, as wel] as other evidence, and concludes that
there is a lack of substantial evidence of effectivencss of the methamphetamine-
containing preparaticns for: use as an adjunct in some enses in which nervous-
ness, tension, and irritability are combined with feelings of depression, anxiety,
and lassitude; use in the management of aleoholism (aente and chronie)
cnuresis; nausen and vomiting of preguancy ; use as a mild analeptic in barbitn-
rate overdosage; restoration of optimism and mental alertness in the case of
depressive state of mind ; and temporary or energency use as a cerebral stinulant
to decrease fatigne and inerease the urge to work.

2, All the above-listed drugs are regarded as possibly effective for their claimed
anorectic effects ; for their claims for prolonged, cuntinuous, or sustained release ;
and for all other labeled indications not Hsted in paragraph Al.

B. Marketing status. 1.a. Within 60 days from the date of publication of this
announcement in the TFederal Register, the Iabeling of methamphetamine-
containing drugs should be revised as needed to delete those indieations deseribed
in paragraph Al for which substantial evidence of effectivenoss is lacking.

b. The holder of any previcusty approved new-drug application for such drag is
requested to submit a supplement within 60 days affer publication hereof to pro-
vide for such revised laheling. The supplement should he submitted under the
provisions of § 130.9 (d) and (e) of the new-drug regulations {21 CFR 1309 (A
and (e)}, which permit certain ehanges to be put into effect at the earliest Pows-
sible time, Failure to put such Iabeling into nse may result in a propesal to with-
draw approval of the new-drug application.

2.8, Holders of previously approved hew-drug applications for the drugs listed
above and persons marketing any of these drugs without approval will be allowed
6 months from the date of publication of this announcement in the Federal
Register to ohtain and to submit in a supplemental or original new-drug applica-
tion data to provide substantial evidenee of effectiveness for these indientions for
which these drugs have been classifled as possibly effactive,

b. For preparations claiming sustained-getion, timed-release, or other delayed
or prolonged effect, such data should be adequate to assure the biologic avail-
ability of the drug in the formulation which is marketed and should show that
the drug is available at a rate of release which will be sufe and effective and that
it has= the prolonged effect elaimed.

3. At the end of the 6-month period. any such data will be evaluated tn deter-
mine whether there is substantial evidence of the effectivencss for such uses.
After the evaluation, the eonclusions coneerning the drug will be published in the
Federal Register, If nn studies have been undertaken or if the studies do not
provide substantial evidenee of effectiveness, procedures will he initiated to with-
draw approval of the new-drug applications for these drugs, pursnant to the pro-
visions of section 505(e) of the Feideral Food, Drug, and Cosmetic Act. With-
drawal ef approval of the applications will eause any such drugs on the market
to be new drugs for which an approval is not in effect,

The above-named holders of the new-drig applieations for these drugs have
been mailed a copy of the NAS-NRO reports. Any interested person may ohtain
a copy of a report by writing to the office named below.

Communications forwarded in response to this announcement should refer to
DESI 5378 which identifies this announcement and should be directed to the
attention of the following appropriate office and addresszed. unless otherwise
specified, to the Tfood and Drug Administration, 5600 Fishers Lane, Rockviile,
Md. 20852:

Supplements (identify with new-drug applieation number) : Office of Marketed
Drugs (BD-200); Bureau of Drugs,

Original new-drug applications: Office of New Drugs (BD-100), Bureau of
Druags, .

Comments on this announcement: Special Assistart for Drug Efficacy Study
Implementation {BD-201), Bureau of Drngs.

Irl)equests for I(\‘AS‘—NRC reports: I'ress Relations Staff (CI-200). Food and
Drug Administration, 200 C Street SW., Washington, D.C. 20204.

milligrams methamphetamine hydrochloride
ed, Inc., 205 Lafayette Street, New York, N.Y,
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This notice is issued pursuant to provisions of the Fedoral Food, Drug and
Cosmetic Act (secs. 502, 505, 52 Stat. 1050-53, as amended ; 21 U.8.C. 352, 355)
nnd;nt;mler authority delegated to the Commissioner of Food and Drugs (21 CFRR
2120).

Dated : July 30, 1970.

Crrarces (', Epwagns,
Commissioner of Food and Drugs.

[F.}R. Doc. 70-10354 ; Flled, Aug. 7. 1070 ; 8§ :47 n.m. ]

[From the Federal Register, vol. 85, No. 154, Aug. 8, 1970, pp. 12652-53]
RULES AND REGULATIONS
Trree 21-—Foon axp Druas

Chapter I—Food and Drug Administration, Departaient of IHHealth, Fducation,
and Welfare

SUBCHAPTER C—DRUGS
PART 130-—NEW DRUGS
Subpart A—Procedural and Interpretative Regulations

AMPIIETAMINES (AMPHETAMINE, DEXTROAMPIETAMINE, AND TIEIR SALTS, AND
LEVAMFETAMINE aND ITs SALTS) For HIUMax UsE; STATEMENT OF I’0LICY

I'arsutant to provisions of the Federal Food, Drug, and Cesmetic Act (secs.
802 (), (i), 505, 701 (a), 52 Stat. 1051-53, as amended, 16033 21 U.S.C, 352(f), (§),
333, 371(a}) and under authority delegnted to the Commissioner of Food and
Drugs (21 CFR 2.120), I'art 130 is amended by adding to Subpart A the following
new section:

§130.46 Amphetamines (amphetamine, dextroamphetamine, and their salts and
levamfetamine and its salts) for human use; statement of policy.

(a) Amphetamine and dewtroamphetamine and their salts, (1) Pursnant to the
tional Academy of Sciemces-National Research (Council, Drug Lfficacy Study
Group, has evaluated certgin dosage forms of amphetamines and other sym-
pathomimetic stimulant drugs intended for nge in the treatmoent of obesity and
for other uses. The Aeademy found that such drugs as a class have been shown
to have a generally short-term anorectic action, They further commented that
clinical opinion om the contribution of the sympathomimetic stimulants in a
weight reduction program varies widely, the anorectic effect of these drugs often
pleatenus or diminishes after a few weeks, most studies of them are for short
periods, no available evidence shows that use of anorecticg alters the matural
history of ohesity, some evidence indicates that anorectic effects may be strongly
influenced by the suggestibility of the patient, and reservations exist about the
adequacy of the controls In snme of the elinical studies. Their significant potential
for drug abuse was also cited. -

N * * ® - * *

PRECAUTIONS

Caution is to be exercised in preseribing amphetamines for patients with even
mild h¥pertension.

Insulin requirements in diabetes mellitus may be altered in asscciation with
the usze of amphetamines and the conenmitant dietary regimen.

Amphetamines may decreare the hrpotensive effect of guanethidine,

The least amonnt feasible should be prescribed or dispensed at one time in order
to minimize the possibility of overdosage.




15112 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

ADVERSE REACTIONS

Cardiovascular: Palpitation, tachyeardia, elevation of blond pressure,

Central nervous system: Overstimulation, restlessness, dizziness, insomnia,
ecuphoria, dysphoria, tremor, headache; rarely, psyclintie episodes at reenm-
metided doses,

Gastrointestingl: Dryness of the month, unpleasant taste, diarrhiea, other
gastrointestinal disturbances, Anorexin and weizlit [oss maxy oceurr as undersir-
able effects when amphetamines are used for other than the anorectie effect,

Allergie: Urtiearta,

Endoerine: Impotence, changes in libido.

DOSAGE AND ADMINISTRATION

Regardiess of indication. amphetamines shonid be administored at the Towest
effective dosage and dosage should be individnally adjusted, Late evening medien-
tion shiould e avoided hecause of the resulfing insomunia.

1. Nareolepsy : Usual dose 3 to 60 millizrams per day in divided doses.

2. Minimal brain dysfunction:

a. Not recommended for children under 3 years of age.

b. Children from 3 to 5 years of age: 2.5 miltigrams duily, rated in increments of
2.5 milligrams at weekly intervals until optimal response is ohtained,

¢, Children 8 years of age and older: 5 milligrams onee or twice daily, inereased
in inerements of 5 milligrams at weekly intervals, Only in rare cases will it e
necessary to exceed a total of 40 milligrams per day.

8. Obesity : Usnal adult dose 5 to 30 milligrams per day in divided doses,

OVERDOSAGE

Manifestations of acufe overdosage with amphetamines inelude restlessness,
confusion, assaulfiveness, hallucinations, panie states. Fatigue and depression
usually follow the central stimulation, Cardiovascular effects include arryth-
mia, hypertension or hypotension, and circulatory collapse. Gastrointestinal
symptoms include nausea, vomiting, diarrhea, and abdominal cramps. Fatal
poisoning nsually terminates in convulsions and comu,

Management of acute amphetamine intoxication is largely symptomatie and
Incluzdes lavage and sedation with a barbiturate. Experience with hemodialysis
or peritoneal dialysis in inadequate to permif recommendations in this regard.

(5) Distribntion of any «uch preparation currently on the markef without an
approved new-drug application may be continued provided that all the following
conditions are met :

(i} Within 60 days following the date of publication of this section in the
Federal Register, the labeling of any such preparation shipped within the juris-
diction of the act is in accord with the labeling conditions described in this sec-
tion. After said 60 days any such preparation laheled or advertized contrary
to thisx seetion will be regarded as misbranded within the meaning of section
RO2(f) (1) and (2) and () of the act and will he subject to regulatoery proceed-
ings. New drug charges will be ineluded in appropriate cases.

#¢ii} The manufacturer, packer, or distributor of such drug subnits to the
Food and Drug Administration, within 1 year after the date of publication of this
section in the TFederal Register, n new-drug application providing substantial
evidenee derived from asdequate and well-contrnlled clinieal investigations that
the drug is effective for each of its labeled fndications, Rinee the treatment of
obesity necessarily requirex 2 prolonged perind of time, data in support of the
drug’s long-range effectiveness in this condition must be based on studies con-
ducted over periods exceeding a few weeks; intermittent administration of the
drug may be required. fuch studies should also inciude data on long-term tox-
jcity ; for example, eardiovascular and eentral nervous system, Such information
ig essentinl for an evaluation of the henefit-to-risk ratio.

{iiiy The applicant submits within a reasonable fime additional information
required for the approval of the application as specified in a written eommuni-
cation from the Food and Drug Administration or in & notice published in the
Federal Register.

(iv) The application has not been ruled ineomplete or unapprovable.

(v} The Food and Drug Administration has not. by publication in the FEperAL
RecISTER. announced further conelusions enncrening amphetamines hased upon
information submitted in new-drug applications or other information availabie.
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(6) The labeling of any ecombination drug containiug amphetamine or dex-
tronmphetamine or their =alts which includes any of the same indications for
use as are listed in the labeling in this section should be revised to refluct the
substance of those parts of the labeling set torth in thiz section that are apylicable
to the amphetamine eomponent, Combination products labeled as required by this
section are regarded as new drugs and must be subjeets of approved new-drug
applications. ’

(b) Levamfetamine and its salts. {1} Levamfetamine preparations currently
on the market are represented to be useful in the treatment of chesity, The Food
and Drug Administration linds there is neither substantial evidenee of effective-
ness nor a general recognition among gualified experts that these drugy are safe
and effective tor such use. Accordingly, these preparations are regarded as new
drugs requiring approved new-drug applications.

(2} Regulatory proceedings buased on section 53 of the act may he initiated
with regard to any such drug shipped within the jurisdiction of the act for which
an approved wew-drug application is uot in effect. Those products claiming ex-
emption from the efficacy provisions of the Drug Amendments of 1962 (IPublic
Law X7-781; 70 Stat. 750 et seq.) under the “grandfather” provisions (zec.
107 (¢) {(4) of that aect; 76 Stat. 780) will be congidered on nn individual busis.
(8ees. 502 (£), (§), 505, T01(a), 52 Stat. 1051-53, us amended, 1055 ; 21 U.B.C. 832 (f),
tj), 335, 871(a})

Dated : July 30, 1970.

CrarLes C, EDWARDS,
Conrmissioner of Food and Drugs.

[F.R, Doc. 70-10353 ; Filed, Aug. 7, 1970 ; 8:47 a.m.]

[From the IPederal Register, vol, 38, No. 28, I'eb. 12, 1973, pp. 4249-50]
RULES AND REGULATIONS
Title 21—Food and Drugs

CHAPTER I—FOOD AND DRUG ADMINISTRATION, DEPARTMENT OF HEALTII, EDUCATION,
AND WELFARE

SUBCHATTER C—DRUGS

PART 130—XNFEW DRUGS

Amphetamines for Human Use

On August 8§ 1970, there was published in the Federal Register (35 FR 12632)
§130.46 concerning amphetamines and their salts and levamfetamine and its
sults, Section 130.46 required the submission of uwew drug applications for am-
phetamine or dextroamphetamine and their salts ax a condition for continned
marketing, The new deug aplications were to contain evidience of efficacy, in-
cluding effleacy in the treatment of olesity,

I"ursuant to that requirement 105 new drug applications for amphetamines or
amphetamine-containing drugs were received. The analysis of the data sulmitted
eoncerning the nmphetamines and other, nonamphetamine anorectic drugs gen-
erally supported the eflicacy of anorectic drugs, Use of the drug in ohese patients
was pssociated with more weight Toss than was diet alone. The degree of extra
weight loxs was small {a few tenths of a pound a week in many cases), variations
were great, aud the rate of weight Inss deercnzed nfter the first weeks of therapy.

On the basis of the enrrently available evidence, the Commissioner conclides
that oral dosage forms of amphetamines and/or dextroamphetamines are effective
_ill the management of exogenous obesity as a short term (a few weeks) adjunct
in a regimen of weight reduction based on ealorie restriction for patients in
whom ohesity is refractory to other measures. Approprinte notices eoneerning
snch deags which have been reviewed in the Drug Efficacy Study will be pub-
lizhed in the Federal Register. :

Use of amphetamines for long perinds of time may lead to drog dependence andd
abuse. Abuse of the amphefamines has been well known. Persistence of abuse
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under conditions of marketing deseribed herein may lead the Commissioner to
take further steps to restrict the use of these drugs.

No data have been received providing substantial evidence of effectiveness of
levamfetamine gnd its salts. Accordipgly these preparations confinue to be re-
garded as new drugs requiring approved full new drug applications.

On September 3, 1971, a Drug Efficacy Study Implementation notice was pub-
lished in the IFFederal Register (35 FI 17669) stating that methamphetamine
hydrochloride injection (intended for other than anoretie indications) was re-
gnrded as effective for some indieations and less than etfective for others. The
Conmmissioner has new fuily reviewed the evidence on the safety aml effective-
ness of this drug, and has concluded that the well-documented history of abuse
of parenteral methamphetamine, together with the severe risk of dependence and
the availability of safer and equally effective alfernative drugs, creates an un-
favorable balance of risk to benefit. A proposal to withdraw approval of those
new drng applications as lacking evidence of safety is published elsewhere in
this isstne of the Federal Register. The Comunpissioner also conchides that, for
the same reasons, parenteral preparations containing ampletgmine, dextroam-
phetamine, or levamfetamine or their salts are lacking evidence of safety.

On August 8, 1970, a Drug Efficacy Study Implementation notice was published
in the Federal Register (35 FR 12678) stating that varions combination drugs
containing an anorectic driug were regarded as possibly effective for their
claimed aneorectic effects and lacking substantisl evidence of effectiveness for
their other indications. Ddata were received converning those drugs and also
combination drugs which were subjects of new drug applications submitted as re-
quired by §130.46. The combinations consisted of anoretic agents associated
with, for example, sedatives, tranquilizers, rauwolfia derivatives, or vitaming,
The data were reviewed and found not to fulfill the criteria set forth in the
Statement of General Policy or Interpretation § 3.8 Fixed-combination pre-
seription drugs for hrumans, published in the Federal Register of October 13,
1671 (36 FRR 20037). Further, in view of the lack of substantial evidence of
effectiveness of the drugs as fixed combinations, the recognized potential for
abuse of the amphetamine dextroampletnmine, methamphetamine, and phen-
metrazine components, and the availability of alternative therapeutic measures
which are safer and effective, combinations containing such components, alzo
lack proof of safety. Proceedings to withdraw approval of such applications are
being initiated. and an appropriate notice is published elsewhere in this issue
of the Federal Register,

In a forthcoming issue of the Federal Register, the Commissioner will set forth
his poliey with respect to anorectic agents in general,

0On the basis of all of the data and information submitted pursuant to § 130.46
pursuant to provisions of the Federal Food, Iirug, and Cosmetic Act (see, 502
{(f), (i), 503, 701 (a), 52 Stat, 105153 ; ax amended, 1055 21 TLE.C. 332(1), (§),
355, 371(a) ), and under the authority delegated to him (21 CFR 2.120), the
Commissioner of Food and Drugs hereby revises § 130.46 of I*art 130, Subpart A
to read as follows:

§130.46 Amphetamines (amphetamine, dextroamphetamine, and their salts and
levamfetamine and its salts) for human use.

(a) Amphetamine and dextroamphetamine and their salts, (1) Pursuant tu
the drug eficacy requirements of the Federal Food, Drug, and Cosmetie Act, the
Natienal Academy of Seiences-National Research Council, Drug Efficacy Study
Group, has evaluated certain dosage forms of amphetamines and other sym-
pathomimetic stimulant drugs intended for use in the treatinent of ohesity and
for other nses. The Academy found thaf such drugs as a class have been shown
to have a generally short-term anorectic action. 'They further commented that
clinieal opinion on the contribution of the sympathomimetic stimulants in a
welght reduction program varies widely, the anorectic effect of these drugs often
plateaus or diminishey after a few weeks, most studies of them are for short
periods, no available evidence shows that use of anorectic alters the natural
history of obesity, some evidence indicates that anorectic effects may he strongly
influenced by the suggestibility of the patient, and reservations exist ahout the
adequacy of the controls in some of the elinical studies, Their signifieant potential
for drug abuse was also cited.

{2) In addition to those dosage forms that were reviewed for efficacy by the
Academy, other dosage forms of amphetamine drugs are on the market that were
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pot cleared through the new-irug procedures. While certain amphetaines
Wwere arKeled prior 1o enactiment of the Federal kood, PDrug, und Losmetic Act
10 1038, some oL the conditions of use subseguently prescrived, 1'_9(:01111;1911(10(;, Y
suggested in their labeling (ror example, ror fue ireatwent or vpesity } differ
row uses claimed Tor the amphetimlles betore sidd endctment. buch uses
have not been eleared through the enectiveness provisivns of the Drug Amend-
lelts 0f 1362 (Lublic Law 37-i51 which amended the Federal rood, vrug,
and Cosmetie Act). These drugs are very extensively used in the treatment ot
ouesaly. ''he extelt Of the use LOor such purposes as nareolepsy and minimal brain
dystunction in children is believed o be winor as compured with the total
usage of these drugs. Because of their stimuwlant effect on the central LErvous
systenl, they have a potential tor misuse by thuse to whom they are a_\'allabie
tnrough a physiclan’s preseription, and their abuse Ly those who obtain them
wnrough. itlicit channels is well documented. Production data indicate that am-
phetamines have been produced aud preseribed in guantities greatly in excess
of demwonstrated medical needs.

(3) Pursuant to a notice published in the Feperal RecisTeR of Auvgust ¥, 1970
{33 ¥R 12652}, which required the suluaission of new drug applications as a
condition for continued murketing of amplhetamines, 106 new drug applications
for amphetamines or amphetamine-containing drug products were received. The
data submitied in those applications, and data obtained from other sources con-
cerning anorectic drugs, generally supported the efficacy of anorectic drugs.

(b) On the basis of currently available evidence derived from short-term
gtudies, the Commissioner concludes that single drug entity oral dosage forms
of amphetamine or dextroamphetamine are effeetive in the management of ex3-
ogenous obesity as a short-term (a few weeks) adjunct in a regimen of weight
reduction, based on calorie restrietions, for patients in whom obesity is refractory
to other mmeasures. For purposes of this regulation, a mixture of dextroampheta-
mine and amphetamine is ordinarily regarded as a xingle drug entity.

(¢} The Food and Drug Administration is not aware of data providing sub-
stantial evidence of the effectiveness of levamfetamine and its salts and regards
these preparations as new drugs requiring approval full new-drug applications.

(d) In view of the well-documented history of abuse of parenteral ampheta-
mines the severe risk of drug dependence, and the availability of safer alternative
parenteral drugs which are equally effective for recognized non-anorectic indi-
cations, the Food and Drug Administration regards parenteral amphetamines gs
lacking evidence of safety.

(e) Any combination drug eontaining amphetamine or dextroamphetamine
iz regarded as a new drug requiring an approved full new-drug application as
a condition for marketing. Data in new-drug applications are required to fulfll
the criteria set forth in § 3.86 governing fixed combination prescription drugs
for humans,

{£) New drug applications have heen received from persons marketing orally
administered single entity amphetamine or dextroamphetamine dosage forms.
Any other person who intends to market such drug is required to submit to
the Food and Drug Administration an abbreviated new drug application (§ 1304
(f}) except that in addition, the application shall contain full information re-
quired under items 7 and 8 (composition and methods, facilities, and controls)
of the new drug application form FD-356H (§ 130.4(c)).

(g) The labeling conditlons for single entity oral dosage forms of ampheta-
mine and dexstroamphetamine and their salts are as follows:

{1) The label shall bear the statement “Caution: Federal law prohibits dis-
pensing without prescription.”

{2) The drug shall be laheled to comply with all requirements of the act and
regulations. The Iabeling «hall bear aderuate information for safe and effee-
tive use of the drug. The indications for use are :

Narcolepsy.

. Minimal brain dysfanection in children (hyperkinetic behavior disorders), as an
aid to general management,
. Management of exnzennus obesity as short-term (a few weeks) adjunct in a
regimen of weight reduction hased on ecaloric restrietion, for patients in whom
obesity is refractory to other mensures,

{3) Complete Jabeling guidelines are available from the Food and Drug Ad-
ministration.
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(h) Regulatory proceedings will be initinted with regard to any such drug
within the jurisdiction of the act which is oot in nceord with this regnlation.

Effeetive date, This regulation shall be effective on March 14, 1973

Dated: Febrnary 7, 1973,

Witrras F. Raxporre,
Arting Associale Commissioner for Complianee,

[FR Doc. T3-2717 Filed 2-9-73; 8:43 am}

[Frou: the Federal Register, vol. 18, No. 28, Feh, 12, 1973, pp. 4279-821
NOTICES
DEPARTMENT OF HEALTH, EBTCATION. A¥D WELFARE
FOOD AND DRUG ADMINISTRATION
[DEsT ;-3378 } Docket No. FDO-N-482; NDA No, 5-946 ete.]
CERTAIN COMBINATION ANORECTIC DRUas

OPPORTUNITY FOR IIEAKING ON PROPOSAL TO WITIIDRAW APPROVAL OF
NEW DRUG APPLICATIONS

In a notice (DESI 5378} published in the Feperan RecisTter of Angust 8 1970
(33 FR 12678), the Commissioner of Food aud Drugs amounced his conclusions
pursnant to the evaluation of a report received from the National Aeademy of
Seiences-National Rescarch Couneil. Drug Efficacy Study Group, on the druags
desceribed below stating that the drngs were regarded as possibly effective and

lacking substantial evidence of effectiveness for the varions Iabeled indications.

NDA Wo.  Drug KOA Holder

9-946.._ .. Du-Oria fablets containing 10 mg methamphetamine hydrochloride, and  Formerly marketed by B. F.
0.25 mz reserpine per sustained refease tablet. Ascher Co., Inc, Post

Office Box 827, Kansas City,
. o ) Mo. 64130,

10-207..... Dexserpine “5'" tablets containing 5 mg dextroamphetaming sulfate and Formerly marketed by Nysco

0,1 mg reserpine per tablet, Laboratories, inc., 34-24 Ver-
r&u;! Ilaiudﬁ Long Island City,

11-280 . __ Bamadex tahlets containing 5 mg dextroamphztamine sulfate and 450 ledarle Laborateries Division,

mg meprobamate per tabiet, American Cyanamid Co., Post
Office Box 500, Pearl Rwer,
. o N.Y. 10865,

11-522__.__ Obetrol-10 and Obetre)-20 tablets, respectively, containing 2.5 mg each or  Obetrol Pharmaceuticals, Divi-
5 mg each of methamphetamine saccharate, methamphetamine hydro- sion of Rexar Pharmacal Corp.,
chloride, amphetamine sulfate, dextroamphetamine sulfate per {ablet, 382 Schenck Ave., Erooklyn,

MY L3207,

11-538_.___ Biphetamine-T “1214" capsules and Biphetamire-T "20'" capsules, Strasenburgh Pharmaceutical, Di-
respectively, containing 6.25 mg each of dextrcamphetamine and  vision Pennwatt Corp., 755
amphetamine, and 40 m Emethauualone per capsule, and 10 mg each of Jeffersan Rd., Rachester N.Y.
dextreamphetamine and amphetamine and 40 mg methagualone per 11623,
capsule all as cation exchange resin complexes of sulfonated potysty-

12-042..... EskatruESpansules containing L5 mg dextroamphetarine sulfate and 7.5 Smith Kline & French Labora-
mg grachiorperazine {as the malcate) per sustained release capsule. tories, 1500 Spring Garden St.,

?h\ladelphla Pa. 19101,
12127, Appetrol tablets contalning 5 mg dextroamphetamine sulfate and 400 mg  Wallace Pharmaceuticals, Divi-
meprebamate per fabiet. sion of Carter-wallace, lnc.,
g;lflecre Rd., Cranbury, N.1.
12-371..__. Prelu-Vite capsules tontaining 25 mg phenmetrazine hydrochloride, Formerly marketed by Geigy
,000 4SP units vitamin A, 200 USP umits vitamin D, 2 mg thiamine Pharmaceuticals, Division  of
monunmate 2 mg nboﬂavln 20 mg niacinamide, 3 mg calcium pante- Ciba Geigy Co., Saw Miil River
thenate, 1 mg pyridoxine hydrochcloude {5. mg cobalarrin concen- Rd., Ardsley, N.Y. 10502,
trate, 37.5 mg ascorbic acid, 5 mg iron, 140 mg calcium, 108 mg phos-
phorus, 0.1 mgiodine and Y mg copper per capsule. i

12415 _.__ Delfeata-sed Stedytabs containing 30 mp dl-methamphetamine hydro- Eastern Research Laboratories

chioride and 120 mg amabarbital per sustzined-release taslet, inc.,, 302 South Central
Ave., Baltimore, Md. 21202,

12-570..._. Bamadex Sequels containing 15 mg dextroamphetamine suifate and 300 Lederie Laboratories Division,
mg meprobamate per sustained-release capsule, ‘ American Cyanamid.

12-624 .. __ Appetrol-S.R. capsuies containing 15 mg dextroamphetamine sulfate Wallace Pharmaceuticais.

and 300 mg meprobamate per sustained-released capsule.
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Data submitted pursuant to the notice have been reviewed and found not to
provide substantial evidence that the dengs are effective as fixed combinations
for their claimed uszes,

In view of the lack of substantial evidence of effectiveness of the drugs as
fixed combinations, the recoguized potentinl for abuse of the amplietamine, dex-
troamphetamine, methamphetamine, and phenmetrazine colnponents, amd the
availability of alternative therapeutic measures which are safer and effective,
the combination products ave also regarded nx lacking proof of xafety, Data
submitted in response to the notice of Angust 8, 1970, do not support a contention
that the combination products decrease the incidenee or severity of side effects
azsociated with the single ingredient or that the addtional component (s) lessens
the abuse poteutial as compared to that of the single entity anorectic drug, Also,
the known adverse effects associated with phenothiazine drugs raises an addi-
tional question of safety of use of Bskatrol which eontains dextroamplietamine
sulfate ju combination with prochlorperazine.

With further respect to Exkatrol, the Food and Drug Administration ix aware
of a study conducted by Dr. Carl Chambers relating to the abuse potentinl of
the product, and for which ne report has been submitted by the NDA holder
pursuant to section 505(1) of the act and §§ 130.12 and 130,25 of the regulations
(21 CFR 130.13 and 130.33).

Therefore, notice is given to the holder(s) of the pew drug application (s)
amd te any other interested person that the Commissioner proposes to isane an
order under section 503(e) of the Federial Food, Drng and Cosmetie Aet (21
U.R.CL 355 (e)) withdrawing approval of the listed new drug application{s) and
all amendurents and supplements thereto on the gronnds rhat new information
before him with respect to the drug(x), evaluated together with the evidence
available to him at the time of approval of the application (), shows that: {1)
There is a lack of substantizl evidence that the drug(s) will have all the effects
they purpert or are reprevented to have; and (2) the drugs are not shown to De
safe for use under the conditions of use preseribed, recommended, or suggested in
the labeling; and (3) further, in the case of Fskatrol tablets, the applicant has
deliberately failed to make reqnired reports in accordance with section M5(j)
of the act (21 U.K.C. 353(3)) and § 120,13 and § 130,33 of the new drug regula-
tions {21 CPR 130.13 and 130.35).

All identical, refated, or similar produets, not the subject of an approved new
drug application. are covered by the new drag application(s) reviewed. Sce
21 CFR 130.40 (37 FR 23155, Qctober 31, 1972). Any manufacturer or digtributor
of such an identical. related, or similar product is an interested persen who may
in response to this notice submit data and informalion, request that the neswy
drig application(s) not be withdrawn, request a hearing, and participate as a
party in any hearing. Any person who wishes to determine whether a specifie
product is covered by this notice should write to the Food and Drug Adminis-
tration. Burean of Drugs, Office of Compliance (BD-300), 5600 Fishers Lane,
Rockville, MD 20832,

In accordance with the provisions of section 5035 of the et (21 U.S.(% 835) and
the regulations promulgated thereunder (21 CFR Part 130). the Commissioner
hereby gives the applicant(x)} and any other interested person an opportunity
for a hearing to show why approval of the new drug application{s) should not
be withdrawn,

The applicant (=) and any other interested person Is required fo file with the
Hearing Clerk. Iepartment of Iealth, Education, and Welfare, Room 6-88, 5600
Fichers Lane, Rockville, MD 20832, on or hefore March 14, 1973, a written appear-
ance electing whether or not to avail himself of the opportunity for a hearing.
Failure of an applicant or any other interested person to file a written appenr-
ance of election by Alarch 14, 1078, will constitute an election by him not ta avail
himself of the opportunity for a henring,

If no person elects to avail himself of the opportunity for a hearing. the Com-
missioner without further neotice will enter a final order withdrawing approval
of the application(s),

If un applicant or any other inferested person elects o nvail himself of the
opportunity for a hearing, he must file, on or before March 14, 1972, a written
appearance requesting the hearing, giving the reasons why approval of the new
drug application(s) should not be withdrawn. together with a well-organized
and full-factual analysis of the clinical and other investizational data he is
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prepared to prove in support of his opposition. A request for a hearing may not
rest upon mere allegations or deniils, but must set forth specitie facts showing
that a genuine and substantial issue of fact requires a hearing (21 CFR
130.14¢b)).

If review of the data submitted by an applieant or any other interested person
warrants the conclusion that there exists substautial evidence demounstrating the
effectiveness of the product(s) and evidence that the drug(s) is (are) safe for
use for the labeling clahs involved (and, in the ease of XDA 12042, that there
Lias been no violation of section 505(3) of the act), the Comnissioner will reseind
this notice of opportunity for hearing.

If review of the data in the application(s) aund data submitted by the appli-
cant(s) or any other interested person in it reguest for a hearing, together with
the reasoning and factual analysis in a request for a hearing, warrants the con-
clusion that ne genuine and substantial issue of fact precludes the withdrawal of
approval of the application{s), the Commissiomer will enter an order of with-
drawal making findings and conclusions on such data.

If, upon the request of the new drug applicant(s) or any other interested per-
son, & hearing is justified, the issuex will be defined, a hearing examiner will be
named, and he shall Issue, as soon ag practicable after Mareh 14, 1973, a writ-
ten notice of the time and place at which the hearing will commence, All persons
interested in identical. related, or similar produets covered by the new drug ap-
plication(s) will be afforded an opportunity to appear at the hearing, file briefs,
present evidence, cross-exantine witnesses, submit suggested findings of fact,
and otherwise participate as a party. The learing contemplated by this notice
will be open fo the publie except that any portion of the hearing that concerns
a methmt or process the Commissioner finds entitled to protection as a trade seeret
will not be open to the public, unless the respondent speeifies otherwise in his
appearance, .

Requests for a hearing and/or elections not to request a hearing may be
seen in the Office of the Hearing Clerk (address given nbove) during regular
business hours, Monday through Friday.

This notice Is issued pursuant to provisions of the Federal Tood, Drug, and
Cosmetic Act (see, 505, 72 Stat, 1052-53. as amended; 21 TLR.C. 355), and the
Administrative Procedure Act (5 U.R.C. 554}, and under authority delegated to
the Commissioner (21 CFR 2.1203.

Dated : February 7, 1973.

WILLIAM F. RANDOLPH,
Acting Associate Comanigsioner
Tar Complianer,
[FR Doc. 73-2716 Filed 2-9-73; 8 :40 am]

[DESI 116873]

CFRTATIN OQRAL ANORECTIC PREPARATIONS: PHENTERMINE IIYDROCUILORIDE: PITEN-
DIMETRAZINE TARTRATE; BENzZPHETAMINE IIYNDROCHLORIDE; IMETHYLPROPION
HYDROCHLORIDE

DRUGS FOR HUMAN TSE! DRUG FFFICACY STUDY IMPLEMENTATION

The Food and Drug Administration Iims evaluated reports received from the
National Academvy of Seiences-National Research Counecil. Drug Effiency Study
Group. on the following anorectic drugs:

1. Wilno tablets, containing & myg. phentermine hydrochloride ver tablet:
Dorsey Laboratories. Division of Sandnz-Wander Ine,, Northeast, 108, 6 and In-
terstate 80, Lineoln, Nebr, 68501 (NDA 12-737).

2. Didrex tablets, containing 25 mg. and 50 mg. benzpetamine hydrochlo-
ride per fahlet: The Upjohn Co. TI71 Portage Road. Kalamazoo, MT 15001
{NDA 12-427),

3. Plegine tablets. containing 353 e phendimetrazine tavtrate per fablet:
Averst Taboratories, Rouses Point, N.Y. 12970 (NDA 12-248),

4. Tepanil tablets, containing 235 me. diethylpropion hydrochloride per tablet:
The Marrell-National e Cn. Thivision of Richardson-Merrell, Inc., 110 East
Amity Road. Cincinnati, OTT 45215 (NDA 11-673).

B. Tennate tahlete, econtaining 23 me, diethvinranion hrdrochlaride per tah.
let ; The Merrell-KNationa! Tirug Co., Division of Richardson-Merrell, Inc. (NDA
11--722}.
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6. Preludin Endurets (prolonged-action tablets), containing phenmetrazine
hydrochloride; Geigy Pharmaceuticals, Division of Ciba-Geigy Corp., Ardsley,
N.Y. 10502 (NDA 11-752),

Alikough not specifically referred to the Academy for review, I’reludin tablets,
a conventional oral dosage form containing phenmetrazine hydrochloride (NDA
10460, Geigy Pharmaceuticals) was approved on the bagis of safety prior to
1142, was evaluated by the Academy, and is appropriately included herein.

Such drugs are regarded as new drugs {21 U.S.C. 321 (p)). Supplemental new
drug applications are required to revise the Iabeling in s¢nd to update previously
approved applications providing for such drugs. A new drug application is re-
quired from any person marketing such drug without approval.

I. Sustained-action, time-release, or ofher delayed or prolonged effcet forme of
Phenmetrazine Hydrochloride

The Food and Prug Administration has considered the Academy’s report, as
well as other available evidence, and concludes that phenmetrazine hydrochto-
ride in prolonged-uction tablet form is less than effective (possibly effective)
with respect to any special claim for prolonged action when offered for the man-
agement of exogenous obesity as a short-term adjunct (a few weeks) in a regimen
of weight rednction based on ealorie restriction.

Any data submitted in response to this notiee to sapport cliimsg for whicli the
drug is classified as other than effective must he previously unsubmitted and in-
clude data from adequate and well-controlled elinieal investigations (identified
for ready review) as described in § 130.12(a) (5) of the regulations published in
the Federal Register of May 8. 1970 (35 F.R. 7250}, Carefully conducted and doe-
umented clinieal studies obtained under uncontrolled or partially controlled sit-
nations are not acceptable as a sole basis for approval of claims of effectiveness,
hmt such studies may be considered on their merits for corrohorative support of
efficacy and evidence of safoty.

II. Conventianal tablet forms of Phonmetrazine Hydrochloride; Phentemine
Hyidrochloridc; Rearphetamine Hydrochloride; Phendimetrazine Tar-
trate; or Dichylpropion Hydrochloride

A, Effectiveness classification,—The Food and Drug Administration has con-
sidered the Academy’'s reports, as well as other available evidence, and con-
clindes that these drugs, administered in conventional oral dosage form, are
effective in the management of exogenous obesity as a short-term adjunet {(a
few weeks) in a regimen of weight reduction baserl on calorie restriction.

B, Conditions for approval and marketing.—The Food and Drog Adminis-
tration is prepared to approve abbreviated new drug applications and abbrevi-
ated supplements to previously approved new drug applications under conditions
described herein.

1. Form of drug, Such preparations are in tablet dnsage form guitable for oral
administration.

2. Labecling conditions. The label bears the statement. “Caution: Federal law
prohibits dispensing without prescription,”

The drugs are labeled to comply with all requirements of the Act and regula-
tiong, and the labeling bears adequate information for safe and efTective use
of the drug(s). The *Indications” section is as follows :

INDICATIONS

(Name of drug) is indicated in the management nf exngenous ohesity as a
short term adjunet {a few wecks) in a regimen of weight rednetion baged on
calorie restriction. The limited usefulness of agents of this class (ree Actions)
should be mensured agatnst possible risk factorsg inherent in their use such
as those described below,

In addition. the Inbelihg contains the following “Aections” section and drug
dependence warning the “Warnings” seetlon ;

AcTroNs

(Name of drug) ts a sympathomimetic amine with pharmacologic activity
similar to the prototvpe drugs of this class nsed in obesity, the amphefamines,
Actions include central nervons system stimulation and elevation and blood
pressure, Tachyphrlaxis and tolerance have been demonstrated with all drugs
of this class in which these phenomena have been looked for.

B5-589 O - 17T - 45
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Drugs of this class used in obesity are commonly known as “anorectics” or
“anorexigenics”, it has not heen established, however, that the sction of such
drugs i treating obesity is primarily one of appetite suppression, Other central
nervous system actions, or metabolie effects, may be involved, for example.

Adult olese subjects instrocted in dietary management aond treated with
“anorectic” drmgs, lose more weight on the average than those treated with
placelbo and diet, as defermined in relatively short-term eidnienl triats.
~ The magnitude of increased weight loss of drug-treated patients over placelo-

treated patients i= only a fraction of a pound a week. The rate of weight loss is
greatest jn the first weeks of therapy for both drug and placebo subjects and
tends to decrease in suceeeding weeks. The possible origins of the inereased
weight loss due to the various drug effects are not established. The amount of
weight logs asseoeiated with the use of an “ancrectic” dreug varies from trial to
trial, aud the increused weight loss appeiars to be related in part to variables
other than the drug preseribed, such as the physician-Investigator, the population
treated, and the diet prescribed. Studies do not permit concloglons as to the
relative importance of the drng and hon-drug factors on weight loss.

The natural history of obesity ix measured in years, whereas the studies cited
are restricted to a few weeks duration; thus, the total impact of drug-induced

weight loss over that of diet alone must be considered elinieally limited.

WARNINGS

Drug dependence: (Name of drig) is related chemieally and pharmacologically
to the ampheltamines. Amphetamines and related stimulant drugs have been
extensively abmsed, and the possibiiity of abuse of (wawie of drug) should be
Kept in mind when evaluating the desirability of including a drug as part of
a weight reduction program. Abuse of mmpheftmines aud related drugs may he
associnted with intense psychological dependence and severe socinl dysfunction.
There are reports of patients who have increased the dosage to many times that
recommended. Abrapt cessation following prolonged Ligh dosage administration
results in extreme fatigne and menfal depression : ehinnges are alse noted on the
sleep ERG. Manifestations of ehronie intoxieatinn with anoreetic drugs include
severe dermatoses, marked insomnia. irvitability, hyperactivity, and personalitv
changes. The most severe manifestation of ehronie intoxications ig psyehosis,
often clinically indistinguishable from sehizophrenia.

3. Narketing stafus. Marketing of such driugs may be continued nnder the con-
ditions described in the notice entitled Conditions for Marketing New Drugs
Evaluated in Drug Efficaey Study, pullished in the Federal Register July 14,
1570 (25 FR 11273) . ns follows:

a, For holders of “deemed approved” new drug applications (i.e.. nn appliea-
tion which hecame effective on the hasizg of safety prior to Octobier 10, 1962), the
suhmission of a4 supplement for revised labeling and a supplement for updating
information, ineluding full manufacturing information with respect to items 7
and & of Form FD-356H (§130.4(¢)), as dexcribed In paragraph (a) (1) (1)
and (iii) of the notice of July 14, 1970,

b. For any person who does not hold an approved or effective new drug ap-
plieation, the submission of an abbreviated new deng application ax deseribed
in paragraple (2) (3) (i) of that notice, except that full manufacturing informa-
tion with respect to items 7 and § of Formx FIR356IE (§130.4(e)} is requived.

¢. For any distributor of the drug, the use of labeling in accord with thiz an-
noucement for any such drug shipped within the jurisdietion of the Act as de-
seribed in paragraph () of that notice.

Fach of the ahove-named holders of the new drg applications for these drugs
has been mailed o copy of the Academy's report. Commmuieations forwarded in
response o this announcement should be identified with the reference mamber
DEST 11673, directed to the attention of the following appropriate office, and afl-
dressed to the Food nnd Drug Administration, 5600 Fishers Tane, Rockville. MDD
20852 ;

Supplements (identify with NDA number) ; Office of Scientific Evalnation
(BD-1000, Burean of Drugs.

Original abbreviated new drug applieations (identify as such) : Drug Efficacy
Study Tmplementation Proiect Office (BD-60), Burean of Drugs.

Reguests for the Academy's report; Drug Efficaey Study Implementation Tn-
formation Control { BD-66), Bureaiu of Drugs,
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All other communications regarding this announcement: Drug Effficacy Study
Implementation Project Office { BD-60), Bureau of Drugs.

All identical, related, or similar products, not the subject of an approved new
drug applieation, are covered by the new drug applieations reviewed and dre sub-
ject to this notice, See 21 CFR 130.40 (37 FR 23155, October 31, 1972). Any per-
s0n who wishes to determine whether a specific product is cov oredl by this notice
should write to the Food and Drng Administration, Burean of Drugs, Office of
Compliance (I3D-300}, 5600 Fishers Tane, Rockville, M 20852,

This notice ix issued pursuant to the Federal I‘ond Iirag. and Cosmetic Act
(sees, BO2, 505, 52 Stat. 1050-5. 3 as amended ; 21 U.8.C. 332, 355} and the Admin-
istrative Procedure Act (5 TW.8.C. 554), nnd under the authority delegated to the
Commissioner of Food and l)rugs (21 CFR 2.120).

Dated : Febrmary 7. 1973,

Winnianm F. RANDoLPi,
Acting Associate Commissioner
for Compliance.
[FR Doc. T3-2718 Flled 2-9-73; §:45 am}

[DESI 12101)
CoMBINATION DDRUG CONTAINIXNG SYROSINGOPINE AND HYDROCHLOROTIIIAZIDE
DRUGS FOR FICMAN TSE; DRUG EFFICACY BTUDY IMPLEMENTATION

The Pood and Drug Administration has evaluated reports received from the
National Academy of Sciences-National Research Conneil, Drug Efficacy Study
Group on the following drug :

Singoserp-Exidrix Tablets (2 strengths) containing syrosingepine and hydro-
chlorothiazide ; Ciba Tharmaceutical Company, Division of Ciga-Geigy Corp., 536
Meorris Avenue, Summit, NJ 07901 (NDA 12-101).

Such drags are regarded as new drugs (21 U.S.C 321 (p) ). The effectiveness
ol 1-kiﬁ< ation is deseribed below,

Effectiveness elazsification.—The Food and Drug Administration has con-
&1dered the Academy’s reports, as well as other available evidence, and eon-
cludes that the drug is less than effective (possibly effective) for its labeled
indications,

B. Submission of daft—~—Any data submitted in responge to this notice to sup-
port indieations for which the drug is classified as less than effeetive must be
previously unsubmitted and inchude data from adequate and welleontrolled
elinical investigations (identified for ready review) as deseribed in £130.12(n)
(5) of the regnlations publishied in the Federal Register of May 8, 1970 (25 FRR
7250}, Carefully conducted and documented elinical studies obtained under un-
controlled or partially controlled situations are not acceptable as a =ole basis
for approval of claims of effectiveness, but sneh studies mayxy be considered on
their merits for corroborative support of efficacy and evidence of safety.

A copy of the Academy’s report has been furniszhed to the firm referred to
above. Communications forwuarded in response to this announcement should be
identified with the reference number DEST 12101, directed to the attention of
that appropriate office listed helow, and addressed to the Food and Drag Admin-
istration, 5600 Fishers Lane Roeckville, MDD 20852,

Supplements (identify with NDA number) : Office of Beientifie Evaluation
{B1-100), Burean of Drugs.

Requests for the Acndemy’s report : Drug Effieaey Study Information Control
{BD-6), Burean of Drugs.

All other communieations regarding this apnouncement : Nrug Efficaer Study
Implementation Praject Office {BD-60), Burean of Drugs,

All identienl, refated, or similar products, not the gubject of an approved new
drug application, are covered by the new drug application(s) reviewed and are
subject to this notice. ¥ee 21 CFR 130,40 (37 R 23185, October 81, 1972). Any
person who wishes to determine whether a speecifie product is covered by this no-
tice should write to the Food and Dirig Administration, Bureau of Drugs, Office
of Compliance (BD-300), 5600 Fishers Lane, Rockville, MD 20852,

T'his potice is issned pursuant to provisions of the Federal Food, Drug, and Cos-
metic Act (secs. 502, 505, 52 Stat. 1050-53, as amended : 21 U.S.C. 352, 335) and
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the Administrative Procedure Act (5 T.8.C. 5343 and under the authority del-
egated to the Commissioner of Food and Drugs (21 CFR 2.120),
Dated : February 7, 1973,
WirLiaym F. Raxporrn,
Acting Associate Commissioner

or Complianee.
[FR Doc. 73-2714 Filed 2-9-73; 8§ :43 am) ! P

[DESY §304 ; Docket No. FDC-D-587; NDAs 5-6874 ; 5-7571
METHAMPHETAMINE YYDROCHILORIDE (PPARENTERAL)

OPPORTUNITY FOR HEARING ON PROTOSAL TO WITHDRAW APPROVAL OF
NEW DRUG APPLICATIONS

The Food and Drug Administration published a notice (DESI 5504) in the
Federal Register of February 23, 1971 (36 FR 3387), regarding the efficacy of
the following drugs containing methampletamine hydrochloride for parenteral
use and elassifying them as effective, probahly effective, or lacking substantial
evidence of effectiveness for certain indieations,

NDA 5674 {(incorrectly listed as H-H04); Methedrine Injection; formerls
marketed by Burroughs Wellepme & Co., Inc, 2030 Cornwallis Road, Research
Triangle Park, NC 27700,

NDA 5-757; Drinaifa Injection: E, R. Squibl & Sons, Georges Road, New
DBrunswick, N.J. 08903,

Subsequent to that notice, a publication in the Federal Register of August 8,
1972 (37 FR 15846), further ruled on those indications that had initially been
classified as probably effective.

The Food and Drug Administration has recently reviewed the entire class of
drugs offered for use as anorectic agents and the available evidence pertaining to
their safe and effective use, including their potential misuse and abuse, On the
basis of this recent survey, the Commissioner of Food and Drugs concludes that
the well-doctnmented history of abuse of parenteral methamphetamine, together
with the severe risk of dependence and the presence of effective alternative drugs,
cregfes an unfavorable balance of risk to benefit.

Therefore, notice is hereby given to the holders of the new drug applications
listed above and to any interested person who may be adversely affected, that
the Commissioner of Food and Idrugs proposes to issue an order under section
G603 (e) of the Federal Food, Drug. and Cosmetic Act (21 UL.8.C. 305(e)) with-
drawing approval of the above new drug applications and all amendments and
supplements thereto, It is proposed to withdraw approval of these applications
on the grounds that new evidence, not contained in the new drug applications
or not available to the Commissioner until after the applications were approved,
evaluated together with the evidence available to him when the applications were
approved, show that methamphetamine hydrochloride for parenteral adminis.
tration is not shown to be safe for use under the conditions of use upon the basis
of which the application was approved.

All identical, related, or similar products, not the subject of an approved new
drug applications, are covered by the new drug applications reviewed. See 21 CFR
130.40 (37 FR 23185, October 31, 1972), Any manufacturer or distribaittor of snch
an identical, related or similar product is an interested person who may in re-
sponse to this notice submit data and information, request that the new drug
applications not he withdrawn, request a hearing, and participate as a party in
any hearing. Any person who wishes to determine whether a specific product is
covered by this notice shoutd write to the Food and Drug Administration, Burean
of Drugs, Office of Compliance (BD- 300), 5660 Fishers Lane, Rockville, MD
20852,

In aceordance with the provisions of section [05 of the Act {21 U.8.C. 353)
and the regulations promulgated thereunder (21 CFR Part 130), the Commis-
sioner hereby gives the applicant(s) and any other interested person an oppor-
tunity for a hearing to show why approval of the new drug application{s) should
not he withdrawn.

The applicant(s} and any other interested person is required to file with the
Hearing Clerk, Department of Health, Eduecation, and Welfare, Room (-8S, 5600
Fishers Lane, Rockville, MDD 208352, on or before March 14, 1973, a written appear-
ance electing whether or not to avail himself of the opportunity for a hearing.
Failure of an applicant or any other interested person to file a written appear-
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ance of election before March 14, 1973, will constitute an election by him not to
avail himself of the opportunity for a hearing.

If no person elects to avail himself of the opportunity for a hearing, the Com-
missioner without further notice will enter a final order withdrawing approval of
the application{s).

If an apnlicant or any other interested person elects to avail himself of the
opportunity for a hearing, he must file, on or hefore March 14, 1973, written ap-
pearance requesting the hearing, giving the reasons why approval of the new
trug application(s) should not be withdrawn, together with a well-organized
and full-factual analysis of the clinieal and other investigational data he is
prepared to prove in support of his opposition, A request for a hearing may not
rest upon mere allegations or denials, but must set forth specific faets showing
that a genuine and subwtantial issne of fact requires a hearing (21 CFR 130.14
(b)). .

If review of the data submitted by the applicant or any other interested person
warrants the conclusion that the drug is safe for use under the conditions of use
prescribed, recommended, or suggested in its labeling, the Commissioner will
reseind this notice of gpportunity for hearing.

If review of the data in the application(s) and data submitted by the appli-
cant(s) or any other interested person in a request for a hearing, together with
the reasoning and factual analysis in a request for a hearing, warrants the con-
elusion that no genuine and snbstantial issue of fact precludes the withdrawal of
approval of the application(s), the Commissioner will enter an order of with-
drawal making findings and conclusions on sueh data.

If, upon the request of the new drug applicant(s) or any other interested per-
son, a hearing is justified, the issues will be defined, a hearing examiner will be
named, and he shall issue, as zoon as practicable after JMarch 14, 1973, written
notice of the time and place at which the hearing will commence. All persons
interested in identieal, related. or similar products covered by the new drug
application{s) will be afforded an opportunity to appear at the hearing, file
briefs, present evidence, cross-examine witnesses, submit suggested findings of
fact, and otherwise participate as a party. The hearing contemplated by this
notiee will be open to the public except that any portion of the hearing that con-
cerns a method or proecess the Commissioner finds entitled to protection ag a trade
secret will not be open to the public, unless the respondent specifies otherwise in
his appearance,

Requests for a hearing and/or elections not to request a hearing may be seen
in the Office of the Hearing Clerk (address given above) during regular business
lLours, Monday through Friday.

This notice is issued pursuant to provisions of the Federal Food, Drug and
Cosmetic Act (gec. 505, 32 Stat. 1002-53, as amended ; 21 U.8.C. 353), and the
Administrative Procedure Act (3 T.8.C. 554), and under authority delegated to
the Commissioner (21 CFR 2,120},

Dated : February 7, 1973.

WrirLrLav F. RANDOLYPH,
Acting Associate Commissioner
Jor Compliance.
[FR Doc. 73-2715 Filed 2-9-73; 8§ :45 am]

[From the Federal Register, vol, 38, No. 61, Mar. 30, 1973, pp. 8240-41]
NOTICES
DEPARTMENT OF HealTH, EDUCATION, AND WELFARE
FOOD AXND DRUG ADMINISTRATION

[DEST's 5378, 5304 ; Dockets Nos. FDC—SIl—__.’y_S%, FDC-D-587; NDA's 9-946, ete., 5-6T4,
573

AMPHETAMINES FoR Husmax Use

KOTICE OF WITHDRAWAYL OF APPROVAL OF NEW DRUG APPLICATIONS

In the Federal Register of February 12, 1973 (38 FR 4249), the Commissioner
of Food and Drugs revised § 130.46 of I’art 130, Subpart A concerning amphet-
amines {amphetamine, dextroamphetamine, and their salts, and levamphetamine
and its salts) for human use. That revision became effective March 14, 1973.
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When published in the Federal Register on August 8 1970 (35 R 12652),
§ 13046 permitted continued marketing of these amplietamines based upon receipt
of a new drug application. In response to that regulation, 106 new drug appiiea-
tions were received and continued marketing of those products was permitted
pending their detailed review in eonjunction with a review of all anorectic drugs
and eonsideration of any issues they presented,

Also published in the Federal Register on Febrnarx 12, 1973 were notices of
opportunity for a hearing to withdraw approval of all previously approved new
drug applications providing for anorectie drugs in combination with other ingredi-
ents such as sedatives, tranquilizers, rauwolfia derivatives, or vitaming (38 FI§
4279y and for parenteral methamphetamine hiydrochloride (83 FR 4252). Thirty
days were allowed for holders of the new drug applications or any infterested per-
son whoe mannfaetures or distributes a drug similar, related, or identical to a
drug provided for in the approved new drug apilications to file a written appear-
anee requesting a hearing and giving the reasong why new drug application
approval should not Le withdrawn, together with a well-organized and full-
factual nnalysis of the elinieal and other investizgational data they were prepared
to prove in support of their opposition.

In aceordance with the decision annonnced with the revision of § 13046 pub-
lished in the Federal Register of February 12, 1973 (33 FRW 4249), each of the
the new drug applications providing for a combination anorectic drug for oral
administration or for parenteral methamphetamine hydrochloride, whether suh-
nitted pursnant to § 130.46 or the subject of a previous approval. has been the
subject of a notice of opportunity for hearing, either in a letter mailed to the firm
or through notice in the Federal Register, or hoth.

Pursuant to those notices, requests for hearings have heen received with
respect to the following combination drugs:

NDA No. Drug NOA helder

1-522__.__ Obetrol-10 and Obetrol-20 tablets, containing methamphetamine sac- Obetrol Pharmaceuticals, Division
charate, methamphetamine hydrochloride, amphetamine sulfate, and of Rexar Pharmacal Corp., 382

dextroamphetamine sulfate, . ?ige?ek Ave., Brooklyn, N.Y.
a7.
2082 _._. Eskatred Spansules (sustained release capsules), containing dextro- Smith Kline & French Lzboratora-
amphetamine sulfate and prochlorperazing (as the maleate), tories, 1500 Spring Garden 5t.,
. Philadelphia, Pa, 19103.

12-570._... Bamadex Sequels (sustained release capsules), centaining dextrozmphet-  Lederie  Laboratories  Division,
aming sulfate and meprobamate. American  Cyanamid, Post
Office Box 500, Pearl River,

N.Y. 10963

Dexamy! Tablets, Dexamyl Elixir, Dexamyl Spansules (No. 1} {(sustained Smilh Kline & French {abora-
retease capsules), and Dexamyl Spansules (No. 2) (sustained reiease tories.
capsutas), containing amobarbital and dextroamphetamine sulfate.

Delcohese Tablets, Delcobese Sustained Release Tablets, Delcobese Delco Chemical Co., Ene., 7 Mac-
Capsules, and Delcobese Sustained Release Capsules, containing Questen Parkway North,Mount
dextroamphetamine sujfate, methamphetamine hydrochlaride, meth- Vernon, N.Y. 10350,
amphetamine adipate, and amphetamine sulfate.

The products specifically named above may eontinue to be marketed pending a
ruling on the requests for hearing.

Also, pursuant to the notice of opportanity for hearing for parenteral meth-
amphetamine hydrochloride proposing to withdraw approval on the grounds
that the drug is not shown to be safe. a request for hearing was received from
Merle Diment, ALD. pertaining to all such products, Included in the request were
the writer's opinion concerning the effectiveness of parenteral amphetimines in
improving the mental status and well heing of patients in their tolerstion of, and
recovery from, anesthetic procedures, and his statements taking exception to the
Commissioner's conclusion that the well-documented history of abuse of this
dosage form, the severe risk on dependence, and the availability of effective,
alternative drogs constitnte Inek of proof of safety. The contentions of I, Diment
have heen considered and the Commissioner of Food and Drugs coneludes that
there i no gennine and substantial izsue of fact requiring a hearing. No charge
was made in the notice of opportunity for hearing that parenteral methampheta-
mine hydrochloride Iacks substantial evidence of effectiveness; rather, the notice
rtated that such products were considered effective, ITowever, the use for which
Dr. Diment recommends continued availability of the drngs has not been ap-
proved in the new drung applications, and no substantial evidence to support such
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use aceompanted the reqnest. Hix comments coneerning safety of the drug and
expousing a principle that allows continued availability netwith=tanding the
known potential for misuxe amd almse are testimonial at hest and do not comprise
adequate proot of safety. Thus, based on the information hefore him and a review
of the statements made by Dr. Diment to support his contention that approval of
the new drug applications should not be withdrawn, the Comipissioner finds that
there has been a failure to present adequate evidence of safety for pareuteral
tethamphetamine hydrochloride and the request for a hearing is denied.

Comments were received from two physicians, Dr, William K. Hamildon, Pro-
1essor ang Chairman, Department of Anesthesia, Sehool of Medicine, University
of California, San Franeisco, and Dr, Jack Moyers, Chief of Anesthesin, Professor
and Head of Department of Anesthesia, Tniversity of Town, both objecting to
the remoaval of o useful drug from the market becanse of its use and abuse for
nontherapeutic purposes, No data aceompanied the responses.

In respanse to the notices of opportunity for hearing publislied in the Federal
Register of Febraary 12, 1973 (33 FR 4279 and 42%2), none of the holders of the
following new drug applications named in those nofices have filed n written ap-
pearance of election as provided by said notice, The failure to file such an ap-
pearance constitntes an election by such persons not to avail themselves of the
uwpportunity for a hearing ¢

NDA No.  Drug NDA haolder

6-946__.___ Du-Cria tabets containing methamphetamine hydrochtoride  Formerly marketed by B, F, Asher & Ca., Inc.,
and reserpine, . Post Office Box 827, Kansas City, Mo, 64130,

10-207..... Dexserpine ''5'* tablets tonfaining dextroamphetamine Formerly marketed by Nysco Laboratories,
sulfate and reserpine. I}?r? %ﬁgg Yernon Blvd,, Long Island City,

11-280.. _. Bamadex {ablels, containing dextrose amphetamine sulfate Lederie Laboratories  Division, American
and meprobamate. Cynamamid Co., Post Office Bax 500, Pearl

. i River, N.¥, 10865,

11-538...._ Biphetamine-T *'1214"" capsuies and Biphetamine-T 20" Strasenburgh Pharmaceutical, Division Penn-
capsiles, containing . dextroamphetamine, ampheta- walt Corp., 755 Jefferson Rd., Rochester,
mine, and methaqualone, all as cation exchange resin MY, 14623,
complexes of sulfenated polystyrene. .

2127 . Appetrol tablets, cottaining dextreamphetamine sulfate Wallace Pharmaceuticals, Division of Carter-
and meprobamate, \gallace,lgnc., Halt Acre Rd., Cranbury,

). 08512,

12-371..... Prelu-vite zapsules, containing phenmetrazine bydro- Formerly marketed by Geigy Pharmaceuticals,
chloride, Yitamine A, Vitamin 0, thiamine mononitrate, Division of Ciba Geigy Co., Saw Mill River
niboflavin, niscinamide, calcium pantothenate, pyridoxine Rd., Ardsley, N.Y. 10502,
hydrechioride, cobalamin concentrate, ascorbic gcid, iron,
calcium, phospherus, iedine, and copper, X

12415 ... Delfeta-sed Stedytabs (sustained release 1ablets), contain- Eastern Research Laboratories Inc., 302 South
ing di-methamphetamine hydrochltoride and amobarbital. Central Ave., Baltimare, Md, 21202,

12-624_____ Appetrol-3.R. (sustained release capsules), ctontaining Wallace Pharmaceuticals.
dextroamphetamine suffate and meprobamate.

SE74. .- Methedrine injection, containing methamphetamine hy- Formerly marketed by Burroughs Wellcome
drochleride. & Co., inc., 3030 Cornwallis Rd., Reseasch

Triangle Park, N.C.27709.
5757 e Drinalfa, injection, containing methamphetarmine hydro- E. R. Squibb & SDSM' Georges Rd., New Bruns-

chioride, wick, N.J. 08903,

All identieal, related, or similar products, not the subject of an approved new
drug application, are covered by the new drug applications reviewed and are
subject to this notice. Sea 21 CFR 130.40 (37 FR 23183, Oct. 31, 1972), Any person
who wishes to determine whetlier a specific produet is covered by this notice
should write to the Fowl and Drug Administration, Bureau of Drugs, Offive of
Complinnce (BD-300), 5600 Fishers Lane, Roekville, MDD 20852,

The Commissioner of Food and Drugs, pursuant to the provisions of the Fed-
eral Food, Drog, and Cesmoetie Act (sec. 50G. 52 8tat. 1053, as amended ; 21 TL8.C,
355), and the Administrative Proceditre Aet (5 U,8.C. 354), and under authority
delegated to him (21 CFR 2.120) finds on the hasis of new information before
him, evaluated together with the evidence available to him at time of approval of
the applications that, with respect to the above.listed combination preparations
for which no hearing was requested: (1) there is a lack of substantial evidence
that the drugs will have all the effects they purport or are represented to have:
and (2} the drugs are not shown to be safe for uge under the ennditions of use
prescribed, recommended, or suggested in their labeling: and with respect to the
parenteral drug products containing methamphetamine hydrochloride, snch prod-
ucts are not shown to be safe for use under the conditions of use preseribed, rec-
ommended, or suggested in their labeling,
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Therefore, pursuant to foregoing findings, approval of t}l& above new drug ap-
plications (exeept for those for which a request for hearing was 1'ecen'ed_), p.nd
all amendments and supplements applying thereto is withdrawn effective on
Mareh 80, 1973. Shipment in interstate comierce of any combination drug prpd-
et othier than those few listed above that may continue to be market‘ed pendmg
a ruling on the request for 4 hearing, or of any parenteral amphetamine 1)ro@uct
{e.g., amphetamine, dextroamphetamine, levamphetamine, or methamphetamine}
is henceforth unlawful,

Dated: March 28, 1673

WirLiiaym F. Raxpory,
Acting Aasociate Canmissioner
for Compliance,
[FR Doc. 73-6230 Filed 3-29-73; 8:45 am]

[From the Federal Register, vol. 38, No. 183, Sept. 23, 1973]

NOTICES
[DESI 5378 ; Docket No. FDC-D-582 ; NDA 11-522]

CerTaly CoMBINATION ANORECTIC DrUGS

FINAL ORDER ON OBJECTIONS AND REQUEST FOR A HEARING REGARDING WITIIDRAWAL
OF APPROVAL OF NEW DRUG APPLICATIONS

In the Federal Register of August §, 1070 (35 FR 12652) the Commissioner of
Food and Drugs published a statement of poliey (21 CFR 130.46) concerning
amphetamines for human use, The statement eontained the findings of the Food
and Drug Administration based upon reports received from the National Aecade-
my of Bciences-National Research Council (NAS-NRC) Drug Efficacy Study
Group. Also published in the Federal Register of August 8 1970 (33 FIR 12678)
was a notice (DESI 5378) on drugs containing amphetamines and their salts,
stating that the drugs were regarded as possibly. effective for their claimed
anorectic effect and lacked substantial evidence of effectiveness for their other
labeled indications. The statement of poliey also contained the findings of the
Commissioner that because of the extensive use of the drugs in the treatment of
obesity, and their stimulant effect on the nervous system, they have n potential
for misure and actual abuse, and production data indicated that amphetamines
are produced s#nd prescribed in quantities greatly in excess of demonstrated
medical needs. A= a condition for continued marketing of amphetamines, the
statement of polieyr required relabeling as specifiedd and the submission of a new
drug application (NDA) within one year for all such drugs not then the subject
of NDA approval. Holders of approved NDAs were required to submit additional
evidence of zafety and substantial evidence of efficacy in the form of adeqnate
and well-controlled ¢linical investigations. .

On February 12, 1973, the Commissioner published in the Federal Register
(38 TR 4249) a final order stating that there was = lack of substantial evi-
dence of effectiveness for; and a recognized potential for the abuse of, fixed
combination drugs for annrectic use which contained, among other ingredients,
amphetamine, methamphetamine, or dextroamphetamine. In addition, the Com-
missioner found that alternative therapeutic measures which are safe and
effective are availahle for use. The Commissioner alsn stated in the final order
that 1 mixture of dextroamphetamine and amphetamine is ordinarily regarded
as a single drug entity. A similar conclusion as to a mixture of dextroampheta-
mine and methamphetamine, and/or amphetamine and methamphetamine, was
not made., In §3.86 (21 CFR 3.88) the Food and Drug Administeation set
forth a policy on fixed-combination drugs for prescription use requiring that
each drug in a fixed-combination drug contribute to the claimed effect of the
drng; section IV, infra. Therefore, drugs containing combinations of ampheta--
mine and methamphetamine and/or dextroamphetamine and methamphetamine,
are fixed combination drugs. The final order also stated that a proposal to
withdraw approval of such combination drugs for anorectic use wasg published
elsewhere in the same issue of the Federal Register. .

In a notice in the Federal Register of Fehrusry 12, 1973 (38 T 4277, the
Commissioner announced an opportunity for hearing on his proposal to withdraw
approval of new drug applications for the combination amphetamine or other
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anorectic drugs. This notice was based on evaluation of data submitted pur-
suant to the Federal 1legister notice of August 8, 1970 (33 FI? 12678). This data
way found, after review, not to provide substantial evidence that the drugs
named iu the Federal Register notice of February 12, 1073, were effective as fixed
combination for their claimed anorectic uses. Based on this lack of substantial
evidence of effectiveness of the drugs as fixed combinations, the recognized po-
tential for abuse of these combination drugs, and the availability of alternative
therapeutic meagsures which are safe and effective, the named drugs were also
found to Le lacking in proof of safety. The Commissioner further found that
the data submitted in response to the Federal Register notice of August 8,
1970, did not support a contention that the combination produets decrease the
incidence or severity of side effects associated with the abuse potential of the
single entity anorectic drug. Notice was therefore given to holders of the named
new drug applications and all other interested persons, inecluding those mar-
keting similar, identienl or related drugs (§130.40 (21 CFR 130.40) that the
Comimissioner proposed to withdraw approval of these new drug applications
based on a lack of substantial evidence of effectiveness and a lack of proof of
safety, All lholders of the NDA’s and persons marketing similar, identical or
related drugs, and other interested persons were invited to request a hearing
on the proposed withdrawals and to submit with such request a well organized
and full-factual analysis of the ¢linical and other investigational data they were
prepared to prove in support of their opposition to the withdrawal of the named
NDA’s and any such similar, identical or related drugs, The notice stated that
if substantial evidence of effectiveness and evidence if safety was reccived for
any of the named drugs, or for similar, identical and related drugs, the notice
would be rescinded as to such drugs.

In response to the notice in the Federal Register of February 12, 1973, re-
quests for a hearing were received from four persons for five drugs. The persons
and the drugs were named in the Federal Register notice of March 30, 1973 (33
FR £290). The subject final order concerns only two of those persons requesting
hearings.

Rexar Pharmaeal Co., 308 Rockaway Ave, Valley Stream, NY 11582, requested
a hearing for the drugs Obetrol-10 and Obetrol-20 Tablets (NDA 11-522}, These
drugs are the subject of an NDA which was made conditionally effective on
July 24, 1959, and fully effective on February 23, 1960, The Obetrol drugs had
heen reviewed by the NAS-NRIC and found to be possibly effective as an ad-
junct in the management of some forms of obesity in which an appetite depres-
sant is indicated. The NAS-NRC finding was incorporated into the Aupust 8,
1970 Federal Register notice discussed above (35 FRU 12678},

Deleo Chemical Co., 7 MceQuesten Parkway North, Mount Vermon NY
10550, requested a hearing for the drugs Delcobese Sustainted Relense Tablets and
Capsules and Ilelcobese Tablets and Capsules. Pursuant to the August 8, 1970
Federal Register order, the Commissioner received from Barrows Pharmaeal
Ine., 300 I'rospect 8t., Inwood, NY 11696, four new drug applications on the fol-
lowing dates for the following drugs: March 15, 1971, NDA 17-162, Delcobese
Tablets, 5 mg., 10 mg., 15 mg., and 20 mg.; March 135, 1971, NDA 17-161,
Deleobese Capsules, 5 ma,, 10 mg., 15 mg., and 20 mg.; March 26, 1971, NDA 17—
160. Deleobese Sustained Release Capsules, § mg., 10 me., 15 mg, and 20 mg.,
and June 24, 1971, NDA 17-159. Deleobese Sustained Release Double-Layer Tahb-
lots, 5 mg., 10 mg., 15 mg., and 20 mg. AN four of the drugs consist of & combina-
tion of amphetamines and methamphetamines. No data was submitted in support
of the efficacy of these combinatinn drugs: the sponsor merely paraphrased the
conclusions stated in the August &, 1970 Federal Register notice in support of the
stafety and efficacy of the drugs for use as anorectics and in treating narcolepsy
amued minimal brain dysfunctinon in ¢hildren.

The to the large number of new drug applications received pursuant to the
August 8 1970 Yederal Register order, a review and evaluation of the new drug
applications submitted by Barrowg was delayed. Barrows was notified of this
delay by a letter from the ¥ood and Drug Administration on February 25, 1972,
On January 13, 1%73, a letter was sent to Barrows from J. Richard Cront, M.I),
Acting Director, Office of Scientific Evaluation, Pureau of Drugs, stating the
conclusion of the Food and Drug Administration that the four new drug appll-
cations submitted by Barrows could not be approved beeause the submissions

* * *® * * LJ *
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{From the Federal Register, vol. 39, No. 140, July 19, 1974, pp. 26459—67)
NOTICES
[DESI 3378 ; Docket No. FDC-D-687 ; NDA G378, ete.]

Drres For HUMAN UsE—IDRUG EFFICACY STUDY IMPLEMENTATION CERTAIN SIn-
GLE ENTITY ORAL ANORECTIC DRUGGS IN CONVENTIONAL OR CONTROLLED RELEASE
Dosace ForuMs

FOLLOW-UP XOTICE AND OPPORTUNITY FOR HEARING

The Food and Drog Administration published an anneuncement in the Fedw
eral Register of August & 1970 (35 FIR 12678) regarding the efficney of the fol-
lowing single entity oral anorectic drugs:

1. Biphetamine 714" Capsules, Biphetamine “1214" Capsules, and Biphetamine
“207 Capsules, respectively, containing 3.75 milligrams, 6.23 milligrams, and
10 miltigrams each of dextroamphetamine and amphetamine per capsule, all as
cation exchange resin complexes of sulfonated polystyrene ; Strasenburgh Labo-
ratories, Division of Wallace and Tiernan Ine, Post Office Dox 1710, Rochester,
NY 14603 (NDA 10-093).

2. Tonamin “15" Capsules and Ionamin 207 Capsules, containing, respectively,
15 milligrams phentermine and 30 milligrams phentermine per capsule, both as
cation exchange resin complexes of sulfonated polystyrene; Strasenburgh Labo-
ratories Division of Wallace and Tiernan Ine. (NDA 11-613).

3. Methedrine Tablets containing 5 milligrams methamphetamine hydro-
chloride per tablet; formerly marketed by Burroughs Wellcome & Co., Ine., 3030
Cornwallis Road, Research Triangle Park, NC 27708 (NDA 5-504).

1. Amphedroxn Hydrochloride Tablets containing 5 milligrams methampheta-
mine hydrochloride per tablet; Eli Lilly and Co,, Tost Office Box 61%, Indianap-
olis, Ind. 46206 {N1IA 6-300).

5. Delfetamine Stedytabs containing 30 milligrams di-methamphetamine hy-
drochloride per controlled release tablet: Eastern Research Laboratories, Ine.,
302 Bouth Central Ave, Baltitnore, MD 21202 (NDA 12-416).

6. Desoxyn Tablets eontaining 2.5 mitligrams or i milligrams methampheta-
mine hydrochloride per tablet, Desoxyn Gradummet Tablets containing 3, 10, or 13
nmilligrams methamphetamine hydrochloride per tablet, and Desoxyn Elixir con-
taining 20 milligras methamphetamine hydrochloride per 30 milliters; Abbott
Laboratories. 14th and fheridan Road, North Chicago, Il 6006+ (NDA 5-378).

7. Drinalfa Tablets containing 5 milligrams methamphetamine hydrochloride
per tablet; E. R. Squibb, P.O. Box 400, Princeton, NJ 08544 (NDA 5-756).

8. Tenuate Dospan Tablets containing 73 milligrams diethylpropion hydro-
chloride per controlled release tablet: Merrell-National Laboratories, Division of
Richardson-Merrell, ¥ne, 1100 East Amity Road. Cincinnati, OH 45215 (NIXA
12-346).

9. Racemic Pesoxyephedrine Hydrochloride Tablefs containing 3 milligrams di-
methamphetamine hydrochloride per tablet: Iigh Chemical (o., 1760 North
Howard Street, Philadelphia, I"A 10122 (N A 5-069),

10, Miller-Drine Tallets containing 10 milligrams di-methamphetamine hydro-
chloride per tablet ; Smith, Miller and Patch, Inc,, 401 Joyee Kilmer Avenue, New
Drunswick, NJ 08002 (NDA 6-003). .

11. Norodin Tablets containing 5 milligrams methamphetamine hydrochloride
per tablet; Endo Laboratories, 1000 Stewart Avenue, Garden City, Long Island,
NY 11533 (NDA 6-632).

12. D-0O-E Tablets containing 3 milligrams methamphetamine hydrochloride
per tablet, Tilden-Yates Laboratories, Ine, 205 Lafayette Street, New York, NY
10012 (NTYLA 5-603).

Of the new drug applications listed above, approval of the following applica-
tions and supplements thereto, was withdrawn August 8 1972 (37 FR 15948) on
the grounds that the applicants had not made required reports under section
S05(J) of the Act (21 T.R.C 335(1) ) and §8 310.200 or 310.302 (e) and (f) of the
new-drug regnlations (21 CFR 310.304, 3100302 -

NDA 5632, Norodin Tablets (methamphetamine hydrochloride) ; Findo Labora-
tories,

NDA 6-300. Amphedroxyn IHydrochloride Tablets (methamphetamine hydro-
chloride) ; Fli Lilly and Company.




COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 15129

Other drugs (combination anorectic drugs) .were also included in the notice
af Angust 8, 1970, Thex are not affected by this notice.

In addition to the holder(s) of the new drug applieation(s) specifieally named
above, this notice applics to all persons whe manufacture or distribute a drug
product, not the subject of an approved new drug application, which is identical,
related, or similar to a drug product named abhove, as defined in 21 CFR 310.6.
It iz the rexponsibility of every drug manufacturer or distributor to review
this notice to defermine whether it covers any drug produet he manufactures or
distributes. Any person may request an opinion of the applicability of this notice
to a specific drug product he manufactures or distributes that may be identi-
cal, relnted. or similar to a drug product named in this notice by writing to the
Foodd and Drug Administration. Bureau of Drugs, Office of Compliance (HFID-
300), 5608 Fishers Lane, Rockville, M 20852,

The August 8, 1970 notice stated that the ahovelisted drugs were regarded
a4 Ineking substantial evidence of effectiveness for specifie indieations ; and pos-
sihly effective for their claimed anorectic effects, for their claims for prolonged,
continnous or sastained releaxe, and for certain other claims.

Dased on information rubmitted by the manufacturers of anorectic drugs and a
review of available evidence, the Commissioner of Food and Drugs finds it
appropriate to amend the annonncement of August 8, 1070 insofar as it pertains
to the drugs listed above, as set forth helow.

Such drugs are regarded as new drugs (21 TL8.0L 321(p) ). Supplemental new
drug applications are remquired to revise the labeling in and to npdate previgusly
approved applieations providing for such drugs, A new drug application is re-
nuired from any person marketing such drug withent approval.

A. Effectiveness classificantion-—The Food and Drog Administration has con-
sittered the Academy’s reports ag well as other available evidence and concludes
that:

1. All of the drugs listed above are effective in the management of exogenons
abesity as a short-term (a few weeks) adjunct in a regimen of weight redue-
tion haxed on ealorie restriction.

2. Dextroamphetamine and amphetamine are also effective for narcolepsy and
for minimal brain dysfunction in ehildren (hyperkinetie behavior disorders),
as an aid to general management,

3. All of the drugx lack substantial evidence of effectiveness for all other of
thelr claims.

B. Conditions for approval and marketing.—The Food and Drug Administra-
tion is prepared to approve abbreviated new drug applications and abbreviated
supplements to previously approved new drug applications under conditions de-
stribed herein.

1. Form of drug. The preparations are in eapssule, tablet. or liqguid form as
indicated above, suitable for oral administration, )

2 Labeling conditinng. a. The label bears the statement. “Cantion: Federal
l.m' prohibits dizpensing without preseription,”

b, The drug iz Iabeled to comply with all reqmroments of the Act and regula-
tions. and the labeling bears adequate Information for safe and effective use of
{he drug. The Indications, Actions, and the Drg Dependence portions of the
Warnings seetions are as follows (Complete Iabeling gnidelines are available on
request) :

For PUENTERMINE AND DIETHYLPROPION IIYPROCHLORIDE

Indieation

{Name of drag)} is indicated in the management of exngenous ohesity as a
shorf-term (a few weeks) adjunct in a regimen of weight reductton based on
caloric restriction. The limited usefulness of agents of this class (see Actiops)
shmild be measured against possible risk factors inherent in their use such as
these deseribed below.

Actions

(Name of drugz) is a sympathomimetic amine with pharmacologic activity <imi-
lar to the prototype drites of this class used in obesity, the ampletamines. Actiong
include eentral nervous system stimulation and elevation of blood pressure.
Tachyphylaxis and telerance have been demonstrated with all drugs of this class
in which these phenomena have heen lonked for,

Drugs of this elass used in obesity are commonly known as “anorecties” or
“anorexigenies”. Tt has pot been established, however, that the action of such
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drugs in treating obesity is primarily one of appetite suppression, Other central
nervons system aetions, or metabolic effects may be involved, for example.

Adult obese subjects instructed in dietary management and treated with
“anorectic” drugs, lose more welght on the average than those treated with
pincebo and diet, ax determined in relatively short-term clinical trinls.

The magnitude of increased weight loss of drug-treated patients over placebo-
treated patients is only a fraction of a poundd a week., The rate of weight loss is
greatest in the first weeks of therapy for both drug and placebo subjects and
tends to decrease in succeeding weeks., The possible origing of the increased
weizht loas due to the various drug effects are not established, The amount of
weight loss assoeiated with the use of an “anorectic” drug varies from trial to
trial, and the increased weight loss appears to be related in part to variables other
than the «drags prescribed, suceh as the physician-investigator, the population
treated, and the diet prescribed. Studies do not permit conclusious as to the rela-
tive iniportance of the drog and non-drug fiactors on weight loss.

The natural history of cbezity i3 measured in years, whereas the studies cited
uve restricted to a few weeks duration; thuw, the total impact of drug-induced
weight loxs over that of diet alone must be considered clinically limited.

Drte DNEPEXDENCE RECTION OF WARNINGS RECTION
L]

Drug Dependence, (Name of drug) is related chemically and pharmaeologieally
S the amphetamines, Amphetamines and related stiniglant drugs have leesn ex-
tengively abused, and the poessiLility of abuse of (name of drug) should e kept
in mind when evaluating the des<ivability of including a drug as part of a weight
rednction program. Abuge of amphetamines and related drugs may be associated
with intense psychological dependence and severe social dysfunction, There are
reports of patients who have inereased the dosage to many tinwes that recom-
mended. Abrupt cessation fotlowing prolonged high dosage administration results
in extreme fatigne and mental depression; changes are alse noted on the sleep
FEG. Manifestations of c¢hronie intoxication with anorectie drugs include severe
dermatoses, marked insomnta, irritability, hyperactivity, and personality changes,
The most severe manifestation of chronic intoxication is psychosis, often clinl-
cally indistinguishable from schizophreaia.

For AMPIETAMINE, IJEXTROAMPHETAMINE, METITAMPIIETAMINE IIYDROCHLORIDE
AND DIDIMETHAMPHETAMINE HYDBROCHLORIDE

Indieation

Exogenous ohesity as a short term {(a few weeks) adjunct in a regimen of
weight reduction bazed on caloric restrietion, for patients in whom obesity is re-
fractory to alternative therapy, e.g., repeated diets, group programs, and other
drugs. The limited usefulness of (name of drug) (see ACTIONS) shonld be
weighed against possible risks inherent in nse of the drug, such as those deseribed
belaw.

For amphetamine and dextroamphetamine. additional indications are:

Narcolcpsy—Mineral Brain Dysfunction in Children as adjunctive therapy
to other remedial measures {psyehologieal, educational, social),

Special Diagnostic Considerations: .

Hpecial etinlogy of Mirimal Drain Dysfunction (MGD) is unkown ,and there
is no single diagnosic test. Adequate diagnosis requires the use not only of medieal
but of special psyehological, edueational, and social resources.

The characteristie signs most often observed are chronie histery of short atten-
Hou span, distractibility, emotional liability, Impulsivity, moderate to severe
hyperactivity, minor neurological signs and abnormal EFEG. Tearning disabilities
may or may not be present, The diagnoxis of MBD must be hased upon a complete
history and evaluation of the ehild and not solely on the presence of one or more of
these signs,

Dirug treatinent is not indicated for all children with MBI Appropriate educa-
tirnal placement iz essential and psychological or social intervention may he nec-
essary. When remedial measures alone are insufficient, the decizion to preseribe
stimulant medication will depend npon the physician's assessment of the chronie-
ity and severity of the child’s symptoms.

Drug treatment is not intended for use in the child whose hyperactivity is due
to environmental factors and/or primary psychiatrie disorders,
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Actions

{Name of drug) is a sympathomimetic amine with CN8 stimulant activity.
I'eripheral actions include elevation of systolic and diastolic blood pressures and
weak bronchodilator and respiratory stimulant action. Drugs of this class used
in obegity are comwonly known as “anorectics” or “ancrexigenics”. 1t has not
been established, however, that the uction of such drugs in treating obesity ix
primarily one of appetite suppression. Other central nervous system actions, or
metabolic effects, may be involved, for example,

Adult obese subjects instructed in dietary management and treated with
“anorectic” drugs, lose more weight on the average than those treated with
placebo and diet, as determined in relatively shert-term clinical trials.

The magnitude of iucreused weight loss of drug-treated patients over placebo-
treated patients is enly a fraction of a pound a week. The rate of weight loss iy
greatest in the first weeks of therapy for both drug and placebo subjeets and
tends to decrease in succeeding weeks. The origing of the increased weight loss
due to the various possible drug effects are not established. The amount of weight
losy associnted with the use of an “anorectic” drug varies from trial to trial, and
the increased weight loss appears to Le related in part to variables other than
the drug preseribed, such as the pliysician-investigator, the population treated, and
the diet preseribed, Studies do not permit conclusions as to the relative importance
of the drug and nou-drug factors on weight loss,

The natural history of vbesity 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 that of diet alone must be considered clinically limited.

Druc DEPENDENCE SECTION oF WABNINGS SECTION

Drug Dependence, (Name of drug) has been extensively abused. Tolerance,
extreme psychological dependence, and severe social disability bave oecurred.
There are reports of patients who have increased the dosage to many times that
recommended. Abrupt eessation following prolonged high dosage adminiztration
results in extreme fatigue and mental depression; changes are also noted on the
sleep EEG. Manifestatious of chronie intoxication with (name of drug) include
severe dermatoses, marked insomnia, irritability, hyperactivity, and personality
changes. The most severe manifestation of chronie intoxication is psychosis, often
clinically indistinguishable from schizophrenia.

3. Marketing status. Marketing of such drugs may be continued under the con-
ditions deseribed in the notice entitled Conditions for Marketing New Drugs
Fyaluated in Drug Efficaey Study, published in the Federal Register July 14,
1970 (35 FR 11273), as follows :

a. For holders of “deemned approved” new drug applications {Le, an applica-
tion which became effective on the basis of safety prier to Oectober 10, 1962), the
submission of a supplement for revized labeling and a supplement for upklating
information, ineluding full manufacturing information with respect to items 7
and 8 of Form FD-336H (§ 314.1(c) ), as deseribed in paragraphs (a) (1) (i) and
(iii) of the notice of July 14, 1970. I'or preparations claiming controlled release.
such supplement should contain studies comparing blood levels occurring with
the controlled release form with blood levels occurring with single units of the
conventionat form given multiple times. For example, when eomparing a 30 mg.
controlled release form normally given every 12 hours with a 10 mg. conventional
form normally given every 4 hours, the comparison should involve 1 unit of the
controtled release form given onre and one unit of the 10 mg. form given every
4 hours. :

b. For any person who doees not hold an approved or effective new drug appli-
eation, the snbmission of an abbreviated new drug application as deseribed in
parageaph {(n) (3} (i} of that notice, except that fall manufaectnring information
with respect to items 7 and 8 of Form FD-356H (§ 314.1(¢c)) is required. For
preparations claiming controlled release such supplement should contain studies
comparing bload levels ocenrring with the controlled release form with hlood
levels occurring with single units of the conventional form given multiple times,
For example, when eomparing a 30 me. controlled release form normally given
every 12 hours with 2 10 mg. eonventional form normally given every 4 hours,
the comparison should involve 1 unit of the controlled release form given once and
one unit of the 10 mg. form given every 4 hours.

b —
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¢. For any distributor of the drug, the use of labeling in accord with this
annouicement for any sucn drog siupped witikin the jurisdiction of the Act as
deserived in paragraph (b) of that notice,

C. dotice of epportunity for hearing.—0On the basis of all the data and informa-
tion available to him, the Director of the Bureau of Drugs is unaware of any
adequate and well-controlled clinical investigations, conducted by experts guali-
fied by scientifie training and experience, meeting the requirements ot section 505
ol the Irederal Food, Drug, and Cosmetic Act (21 U.B.C, 355) and 21 CI'R 314.111
(a) (9), dewonstrating the effectiveness of drug(s) for the indication(s) lacking
substantial evidence of effectiveness referred to in paragraph A.3 of this notice.

Notice is given to the holder(s}) of the new drug application (s}, and to all other
interested persons, that the Director of the Burean of Drugs proposes to Issue an
order under section 505(e) of the Federal Food, Drug, and Cosmetic Act (21
U.B.C. 305¢e)), withdrawing approval of the new drug application(s) (or, it
indicated above, those parts of the application(s) providing for the drug prod-
uct{s) listed above) and all amendwents and suppleients thereto providing for
the indication (s} lacking substantial evidence of effectiveness referred to in para-
graph A.3 of this netice on the ground that new information before him with
respeet to the drug product (s), evaluated together with the evidence available
to liim at the time of approval of the application(s), shows there is a lack of
substantial evidence that the drug product (s) will have all the effects it purports
or is represented to have under the conditions of use preseribed, recommended,
nr suggested in the labeling, An order withdrawing approval will not issue with
respect to any applieation(s) supplemented, in aceord with this notice, to delete
the claim (s) lucking substautial evidence of effectiveness.

In addition to the ground for the proposed withdrawal of approval stated above,
this notice of opportunity for hearing encompasses all issues relating to the legal
status of the drug produets subject to it (including identical, related, or similar
drug products as defined in § 310.6), eg, any contention that any such product
is not a new drug hecause it is generally recognized as safe and effective within
the mmeaning of section 200 (p) of the act or hecause it is exempt frem part or all
of the new drug provisions of the act pursuant to the exeniption for products
marketed prior to to June 25, 1938, contained in section 201 {p) of the act, or pursu-
ant to seption 107 (¢) of the Drug Amendments of 1962 or for any other reason,

In aceordance with the provisions of section 305 of the net (21 17.8.C. 335) aud
the regulations promulgated therennder (21 CFR 310, 314), the application(s)
and all other persens who manufacture or distribute a drug produet swhich i iden-
tical, related, or similar to a drug produet named above (21 CFR 310.6), are
hereby given an opportunity for a hearing to show why approval of the new drg
application () providing for the elaim(s) involved should not e withdrawn and
an opportunity to raise, for administrative determination. all issues relating to
the legal status of a drug product named above and all identical, related, or similar
drug prodatets.

If an applicant or any person subject to this notice pursuant to 21 CFR 310.6
elects to avail himself of the opportunity for a hearing, he shall file (1) on or
Lbefore Angust 19, 1974, a written notice of appearance and request for hearing,
and {2) on or hefore Beptember 17, 1974, the data, information. and analyses on
which he relies to justify a hearing, as specified in 21 CFR 314.200. Any other
interested person may also submit comments on this proposal to withdraw ap-
proval. The procedures and requirements governing this notice of opportunity
for hearing. a notice of appearance and request for hearing, a submission of
data. information, and analyses to justify a hearing, other comments, and a grant
or denial of hearing, are contained in 21 CFR 130.14 as published and disenssed
in detail in the Federal Register of Aarch 13, 1974 (30 FR 9730), recodified
as 21 CTFR 314.200 on March 29, 1974 (39 FR 11680).

The failure of an applieant or anv other person subject to thiz notice pur-
snant to 21 CFR 310.6 to file timely written appearance and reqnest for hearing
as reauired by 21 CTR 314.200 constitutes an election by such pergon not to avail
himself of the opportunity for a hearing concerning the action pronnsed with
respect to such drng product and a waiver of any contenftiong eoneerning the
legal status of such drue product, Any sneh drug produoet labeled for the indiea-
tinn (8) Ineking substantial evidence of effectiveness referred to in varagranph A3
af this notiee may not thereafter lawfnlly be marketed, and the Food and Drog
Administration will iInitiate aopronriate resulatorvy actlon to remeve such
drug produects from the market, Anv new drug nroduet marketed withont an
approved NDA iz subjeet to regulatory aetion any time,
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side effects attributable to the dextroamphetamine component. Lederle also
argues that Bamadex Sequels must be found effective because meprobamate
and dextroamphetamine have each been found by the FIDA to be effective as
single entities, and that its product must be found safe because Bamadex Sequels
were approved on the basis of safety in August 1960 and there has been no clinical
experience to the contrary since that time. Lederle contends that the addition
of meprobamate, a schedule IV controlled substance under the Controlled Sub-
stances Act (21 TLE.C. 801 et seq.) to dextroamphetamine, a schedule IT sub-
stance under the same act, results in a comhination with signifieantly lower
potential for abuse than dextroamphetamine zlone, within the meaning of 21
CFR 3.8G{a)(2).

Finally, Lederle claims that the FDA interpreted certain data in its investiga-
tions in a manner contrary to the observations and reports of the investigators
who conducted the studies,

The Comnmissioner has considered all of the material submitted by Lederle and
has eoncluded that there is.no genuine issue of material fact requiring a hearing
and that the legal objections offered are insubstantial, A full discussion follows:

I, The druy

Bamadex Sequels contains (each eapsule) 2 fixed combination of milligrams
dextroamphbetamine gulfate and 300 milligrams meprobamate,

II. Recommended uses and dosage ; rationale for the combination

The labeling reviewed by the NAS/NRC, Drug Efficncy Study Group, claimed
that Bamadex Sequels was useful in the management of obesity, curbed appetite
with minimal overstimulation of the central nervous system, and provided a
sustained release of active ingredients. Lederle's present labeling retains the
claims with respect to sustained release and minimal overstimulation of the
central nervous system, but incorporates the changes required by 21 CFR 310.504
and recommends Bamadex only for use in exogenous obesity as a short term (a
few weeks) adjunect in a regimen of weight reduction based on ealorie restriction.
The usual adult dosage of Bamadex Sequels iz one capsule daily in the morning.

Lederle’s rationale for the combination is twofold: (1) The dextroampheta-
mine results in a drug with a lower abuse potential than dextromphetamine
counteraets the overstimmlation which frequently aceompanies the use of dextro-
amphetamine sulfate, and (2) the addition of meprobamate to dextroampheta-

mine results in a drug with a lower abuse potential than dextrnemphetamine
alone,

ITI. Datg submitted to support claimas of effectivencss

A. Bamader Sequels stuitcs.——Lederle snbmitted three clinical studies in sup-
port of the claimed effectiveness of Bamadex SBequels, These studies, with the
exceptions noted below, followed substantially identical protocols; they are
evaluated as follows:

1. Noble, Rudolph E., “A Comparizon of Bamadex Sequels (15 mg dextroam-
phetamine and 30} mg meprobamate). Bamadex Sequels Minus Meprobamate
{15 mg dextroamphetamine) and Placebo on Weight Loss and Side Effects in 00
Overweight Patients,” unpublished study, 1971, In an attempt to establish, inter
alia, that patients on Bamadex Sequels experience fewer adverse reactions than
those who receive dextroamphetamine alone (ie.. that meprobamate reduces the
side effects attributable to dextroamphetamine), the investigator selected 90
patients who were 20 percent overweight aceording to Metropolitan Life Insur-
ance Company standards. These were divided into three equal groups and ran-
domly assigned to one of three treatment regimens of Bamadex Sequels, dextro-
amphetamine, or placebn, The first group received Bamadex Sequels for 21 days,
placebo for 21 days, and then Bamadex Sequels for the final 21 days: the second
received dextroamplietamine for 21 days, placehn for 21 days, and dextroam-
phetamine for 21 days; the third received a placebo for the entire S-week period.
Fach patient was instructed to take one capsule each day at least I hour hefore
breakfast. Male patients were placed on a 1.500 calorie daily diet: females on a
1,200 ealorie daily diet. Prior to entrance in the study and at 8. 6, and 9 weeks
after entry into the study, patients’ height, weight. pulse. and blood pressure
were recorded and compared.

This study is not adequate and well-controlled within the meaning of 21 CFR
314112 ¢a) (5) (ii) (a) {2) (iid) in that it fails to nssure that test and control
groups were comparable with respect to the use of drugs other than the test drug.
Thus, although the Investigator undertook statistical analysis to assure the

B3-569 O =~ 77 - 45
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groups were comparahle with respect to age, sex, percent overweight distribution,
and the mean dosage duration, no such analysis was perforined with respect o
the use of_cnnmmitant medication, This is always a pertinent variable angd partie-
ularly 20 in this study where patients were taking diureties (which could inter-
. fere with the effect of test medication on weight loss) and major tranquilizers,

analgesics, and antihistamines with sedative effects (which could interfere with
adverse reactions related to the central nervous system).

The study fails to explain the methods of observation and recording of results
with respect to side effects (21 OFR 214,111 (a) (5 (i) (a) (3)). Thus. no details
are given as to whether subjects were questioned as to whether they experienced
stde effects or whether only the investigator's observations were connted. If the
subjects were guestioned regarding side effects, no details are given as to the
nature of the questions asked. Were the fmestions only designed to elicit dextro-
amphetamine-like side effects or were they also direeted at uncovering mepro-
bamate-type side effects? Obviously, it makes no sense to claim that the side
effects of dextroamphetamine are reduced if the other component, meprobamate,
is responsible for equally serious side effects of its own. Without details ax fo how

adverse reaction data were elicited, it is Impossible to determine if the investign-
tors fook such a possibility into account. Indeed. without any knnwledge as to
how data were observed and/or recorded, it is impnssible to make any meaningful
evaluation as to the realiability of the study's findings.

Even if it conid be shown that the groups were comparable and that the data
had been assembled and recorded in a proper manner. the results do not support
Lederle's contention that the addition of meprebamate to the combination de-
creases the ineidence or severity of side effects associated with the primary ingre-
dient, dextroamphetamine snlfate. Thus, although the raw data showed that
there were numerically slightly fewer side effects associated with patients on
Bamadex Sequels (10) than there were with patients who used dextroampheta-
mine alone (13), Lederle’s own statistical analysis demonstrated that this dif-
ference was not statistically significant sinee Lederle stated that the proportion of
gubjects reporting side effects was not significantly different for the three aroups.
In other words, there was no assurance that the observed difference was not due
to chance. Lederle has failed to show that meprobamate significantly reduces the
number of side effects attributable to dextroamphetamine and consequently has
failed to demonstrate that meprobamate enhances the safety of the prineipal
ingredient. dextroamphetamine, within the meaning of, and as required by, 21
CFR 3.86(a) (1), and as ctalmed in its labeling,

The study is ineapable of setentifically demonstrating the annrectic effective-
‘ness, or lack thereof, of Bamadex Sequels becnuse, as shown above, the investi-
gator failed to assure group comparability with respeet to the use of concurrent
medications (21 CFR 314.111(a ) (5) (i1} (a) (2) (iii)).

The study also fails to explain the methals of observation and recording of
welght loss data (21 CFR 314.111(a)(5) (ii) (@) (3)). Thus the author does not
explain whether patients were always weighed at the same time of day, whether

“the menstrual eycles of female subjects was taken into aceount and, more im-
portantly, whether any analysis was done to determine which patients, if any,
followed their diets, These factors cannot be overlooked in a study designed to
measure weight lonss,

Using Lederle's eriterion for satisfactory weight loss (5 or more pounds in both
active drug phases}, Lederle’s statistical analysis showed that Bamadex Sequels
patients did not lose significantly more weight than patients whao took the placeba,
Lederle also conducted a statistical analysis of the difference in mean weight
lozses. The difference between the Bamadex and placebo groups were statistically
significant only at the end of 3 weeks; there was no statistically significant dif-
ference either for the second on-drug period (7 to 9 weeks) or overall (1 to 9
weeks), Thus, Lederle’s own findings are inconclusive, and even if they weren’t,
they would be scientifically meaningless heeause of the defects pointed out.

2 Schein, M., “A Comparison of Bamadex Sequels, Dextronmphetamine and
Placebo on Weight Loss and Number and Types of Side Effects in 90 ()ver\voigl}t
Patients,” unpublished study, 1971, To exclude climatic eonditions az a factor. t_h:s
investizator had all 80 patients begin the study during the same week. Otherwise,
thig study followed the same protocol as the just-reviewed Noble study. Aceord-
ingly, it too failed to assure comparability with respect to the use Of‘ nthel‘_drugs
(21 CFR 314111(a) (5) (i) (@) (23 (§i6) ), Thus, 13 of thq 30 patlents in the
Bamadex group were receiving concomitant medication, while 6 in the ampheta-
mine and 8 in the placebo groups were concurrently using other drugs. As in the
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A request for a hearing may not rest upen mere allegations or denials, but
must xet forth specitic facts shewing that there is a genuine and substantial issue
uf fact that requires a hearing. IF it conelusively appears from the face of the
data, information, and factual analyses in the request for the hearing that there
is no genunine and substantial issue of fact which precludes the withdrawal of
approval of the application, or when a request for hearing ix not made in the re-
quired format or with the required analyses. the Cominissioner will enter sum-
mary judgment against the person (s} who requests the hearing, making flndings
and cenclusions, denying a hearing.

Al submissions pursuant to this notice of opportunity for hearing shall be filed
in quintuplicate. Such submissions, exeept for datn and information prohibited
frem publie disclosure pursuant to 21 U.N.CL 331(j) or 18 T.8.C. 1903, may be
seeil in the office of the Hearing Clerk (address given below) during regular
business onirs, Monday through Friday.

Connnunieations forwarded in response to this announcement should be identi-
tied with the reference number DESI 5378, directed to the attention of the appro-
priate office listed below, and addressed to the Food and I'rag Administration,
#0600 Tishers Lane, Rockville, ALD 20852 1

Supplements (identify with NDA number) : Office of Seientific Fvaluation
(1IFD-100), Burean of Drigs.

Original abbreviated new drng applieations (identify as such) : Generice Drug
Staff (HFD-107), Office of Seientific Evaluation, Burean of Drugs.

Submlissions pursuant to the notice of opportunity for hearing {(identify with
docket number) @ Idearing Clerk, Food and Drug Administration (H¥(C-20),
Room 6-86, Parklawn Building,

Requests for the Academy's report ; rug Efficaey Information Activity (1I1FD-
&), Bureau of Drugs.

All other communications regarding this announcement : Drug Fffiency 54
Tmplementation I'roject Manager (FHFI-101), Burean of Drugs.

This notice iy Issued pursuant to provisions of the Feleral Formd. ‘ug, and
Cosmetie Aet (sees. 502, 503, 52 Stat. 1050-53, as amended; 21 T.8.G7 352, 355) |
and under the aunthority delegated to the Director. Burean of Dr g% (21 CTR i
2121y,

Dated : July 3, 1974.

J. RigfaArD CroUT.,
Director, JRureau of Drugs,

IFR Doc. 74-316322 Filed 7-18-7T4: 8:43 a.m,

[From the Federal Register, vol. 40, No. 101, May 23,/1_5‘!4,1}[;, 2237T0-731
NOTICES 7\

[DESI 5378 ; Docket No, FDC-D-582 ; NDA’ 12-5701]

Y
BAMADEX SEQUELS

DEXIAL OF FIEARING AND WITHDRAWATL OF APPROVAL OF NEW DRUG APPLICATION

The Commissioner of Food and Drugs denies hearing and withdraws approval
of new drug application for Bamadex Sequels, effective June 2, 1075,

In a notice published in the FRpERAL REGISTER of August 8, 1970 (35 FR 12678y,
the Foonid and Drng Administration (FDA) announeed its evaluatisn of 23 ano-
vectic drugs, including Bamadex Sequels and Bamadex Tablets, NDAs 12-570
and 11-280, held by Lederle Laboratories. Division of American Cyanamid Co.,
Peart River, NY 108635, hercafter Lederle.

The announcement stated that the FDA had considered the reports of the
National Aeademy of Sciences-National Resenreh Conncil {NAS/NRC), Drug
Efficacy Study Group, together with other evidence and eonelnded that there was
a lack of snhstantial evidence for several elaims but that the listed drogs were
regarded as possibly effective for their anorectic (appetite-suppressant) claims
and for their prolonged. continuous or sustnined release claims. Manufacturers
were given 60 days to revize their labeling to delete these Indications for which
no substantizl evidence of effectiveness had heen found and 6 months to provide
substantinl evidence of effiectiveness for the anorecfic and sustained relense
claims, Finally, the notice advised that at the end of the 6-month period, the data
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would be evaluated to determine whether or not the existence of substantial
evidence of effectiveness had been demonstrated. and if it had not, procedures
would be initlated to withdraw npproval of the new drug applications pursuant
to section 503(e) of the Federal Food, Iirug, and Cosmetic Act (21 TU.R.C. 353
{e)).

In the same issue of the FEDERAL REGISTER of August & 1970 {25 FR 12652),
the Commissioner of Food and Drugs issued a Statement ot I'olicy (21 CKFR
310.504, formerly 21 CFR 130.48) regarding amphetamine containing drugs.
inceluding dextroamphetamine. The order stated that the NAS/NRC had found,
inter alia, that this class of {drugs had a generally short term (a few weeks)
aunorectic effect, that there was no evidence that they altered the natural history
of ohesity, and that they had a significant potential for abuse. The FDA coi-
curred with the NAS/NLRC report and, in addition, noted that production data
Indicdited that ammphetamines were manufactured and used in guantities greatly
in excess of demonstrated mediecal needs. Accordingly, the order required that
snch drugs be relabeled to reflect the present state of knowledge concerning
amphetamines, their potential for misuse and abuse, and their limited medical
usefulness. The order was made specifically applicable to combination drugs
which eontained dextroamphetamine,

Tn response to the notice (DESI 5378) of August 8, 1970, Lederle submitted
three clinical studies for Bamadex Sequels (Noble. Miller, and Schein) and
three clinical studies for Bamadex Tablets {Trodella, Parsons, and Bowlan}),
together with a list of side effects and combined statistical analysis for all six
studies and a combined statistical analysis for the three elinieal #tudies of Duma-
dex Sequels.

Subsequently, the Commissioner issued a notice of opportunity for hearing,
published in the Federal Register of February 12, 1973 {38 FR 4279), covering
aJerectie combinations including Bamadex Tablets and Bamadex Sequels.
tice stated that the submitted data had been reviewed and found not to
providewgubstantial evidence that the drogs were effective as fixed combinations
for their SWlaimed mses. Neither, the notiee continued, did the submitted data
support thezontention that the eombination products decrease the incidence or
. severity of sigk effects or lessen the abuse potential associated with the single
. anorectic Ingredent. Accordingly, the Commissioner proposed to withdraw
“approval of the mamed new drug applications and invited holder(s) of new
drug applications {and other interested persons, including manufacturers and
distributors of ideltical, related, or similar products, to submit on or before
March 14, 1973, a written notice requesting an opportunity for hearing. Those
requesting a hearin;:g\ were Instruected to state the reasons why approval of the
new drug application ghould not he withdrawn and to provide a well-organized
and full factual analysks of the clinical and other investigational data that they
were prepared to prove in support of the requested hearing.

In the same issue of the Federal Register of Iebruary 12, 1973 (33 FR 4249),
the Statement of Policy regarding amphetamines for human use (23 CFR 310.504,
formerly 21 CFR 130.40) was revised to reflect that while sufficient data had heen
submitted {in response to the previons Statement of Poliey) to generally support
the anorectie efficacy of single entity amphetamine drugs, the degree of extra
weight logs was smnll) a few tenths of a pound a week in many easeg}, variations
were great, and the rate of weight loss decreased after the first weeks of therapy.
Accordingly, the Commissioner concluded that single entity oral dosage forms
of amphetamine “or dextroamphetamine were effoctive in the management of
exogenous obesity as a short term {a few weeks) adjunet in a regimen of weight
reduction based on calorie restriction for patients in whom obesity is refractory
to other measures. The notice advised that aparectic combinations containing
sedatives or tranquilizers were regarded as new drugs requiring approved new
drug applications and that the data in such applications must meet the require-
ments of 21 CFR 3.86, fixed combination prescription drugs for human use,

On March 9, 1973, Lederle requested a hearing for NDA 12-570 covering Bama-
dex Sequels. Lederle did not request a hearing for Bamadex Tablets, and the
Commissioner withdrew the approval of the NDA for Bamadex Tablets {NTXA
11-250}, notice of which was published In the Federal Register of March 30,
1973 (3% FR R200). ) .

In its hearing request, Lederle contends that its submissions demonstrate (a)
that, with respect to weizht loss, Bamadex Sequels are significantly better than
placebo and not significantly inferior to dextroamphetamine alone, and {b) that
the meprobamate component significantly reduces the central nervous system
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Noble study, there were patients receiving anti-inflammatory agents with anal-
gesic properties, antihistamines with sedative properties, and major tranqnilizers,
any of which conld interfere with central nervous system side effects, Similarly,
patients in the Bamadex group also used thyroid and diuretic drugs which could
alzo influence weight reduction.

This study alse fails to explain the methods of observation and/or recording
of results as required by 21 CFR 314.111(a) (5) (i) (¢) (). No details are given
as to whether subjects were questioned as to whether they experienced side ef-
fects or whether only the investigator's observations were connted. Thus, as be-
fore, there is no way to determine the accuracy or quality of the data relating to
adverse reactions, and hence there is no way to scientifically assess the result. Al-
though the investigator reported only one side effect for the Bamadex group, a
check of the patient reports showed that an additionnl patient. No. 232, experi-
enced depression and had to be switched to other medications. This indicates that
the investigator had not accurately observed and/or recorded the results (21
CFR 314.111(a){5) (ii}) (@} (3) ). There were ¢ patients in the dextron mpheta-
mine group who experienced side effects.

Even if these deficiencies are ignored, Lederle's own statistica] analyst admits
that there was no statistically significant difference found in the side effects re-
ported for the three groups. This study, therefore, fails to provide evidence that
meprobamate contributes to the claimed effects within the meaning of and as re-
quired by 21 CFR 3.86(a) (1).

With respect to the claimed anorectic effect. this study shares the identical
defects as the just-reviewed Neble study, i.e, the author failed to assure group
comparahility with respect to the use of concomitant medication (21 CFR 314.111
(a) () (i) (a) (2) (i1i)) and failed to explain the methods of observation and
recording of results (21 CFR 314.111(a) (5) (1) (@) (3) ).

The investigator initially defined a “satisfactory” response as a loss of at least
9 pounds for the 9-week period. Under this definition, he fonnd no statistically
significant difference between the three groups, ie., the placebo group did as
well as the Bamadex group. Accordingly, a second, less stringent, standard was
adopted which defined “satisfactors” response to be a loss of at least 6 ponnds for
the first and last 3-week periods, Using this criterion. the resnlts of the Bamadex
and dextroamphetamine groups were found to be satistically significant when
compared to the placebo group, and the differences between the Bamadex and
dextronmphetamine groups were not statistically significant. Lederle's statistieal
analysis of the mean weight losses claimed statistically significant differences
for the Bamadex and dextroamphetamine groups over the placebo group for the
end of both active treatment periods (1 to 3 and 7 to 9 weeks) and overall (weeks
1 to 9). Ilowever. since the study was not adequate and well-controled, as dis-
cussed above, these reported results are not relinble or seientifieally evaluable.

3. Miller, Jerome, “A Comparizon of Bamadex Sequels, Ilextroamphetamine.
and I'lacebo on Weight Loss and fide Effects in 90 Patients”, unpublished
study, 1971. This study also followed the basic protocol used in the Noble and
Schein studies with only one exception: To assure more relighle weight-loss
data, followup weighings were done in cireumstances similar to the original
weighings with respect to time of day, scales, and elothing.

Asg with the previous studies, this study failed to assure group compara-
bility with respect to the eoncurrent use of other drugs which could have inter-
ferred with the central nervous syxtem side effects and the claimed anorectic
effects (21 CFR 314.111(a) (5) (ii} (e} {(2) (iii))}. Although the author did
explain that he conduecfed the weighings at the same time of day and under
similar condifiony with regard to scales and elothing, he fajled to explain
whether or not, and if =0 how, he tonk into qeeount such varlables ag ealorie
intake and menstroal excles (21 CFR 314.111(a) (5) (1) () (3)).

For the third consecutive time, Lederle’s statistical analysis showed that
there was no statistically significant difference between the three groups with
respect to the incidence of gide effects. Therefore, this study, too, fails to pro-
vide evidence fhat meprobamate contributes to the claimed effectz within the
meaning of and as required by 21 CFR 3.86(a) (1).

With respect to nnorectic effects, the investigator's ewn eclinieal evaluation
showed that the number of Bamadex-treated patients with an overall satizfac-
tory clinical (weight loss) response was strikingly similar to the number for
the placebe groap and smaller than the dextroamphetamine group (Bamadex
Sequels, 12; dextroamphetamine, 20; placebo, 10), Since the placeho and Bam-
adex groups were nearly identical with respect to {his variable, if anything, the
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evidence suggests that Bamadex is no better than a placebo with respect to the
claimed anorectic effect, While the statistical analysis of mean weight losses
based on averaging total weight loss over all subjects shows that the difference -
between Bamadex and placebo was statistically significant, this result is at
odds with the investigators evaluation of the overall clinieal response hased
on number of subjects whe lost weight and, in any event, s rendered scientifi-
cally unreliable by the study’s failure to meet the regulatory criteria for an
adequate and well-controlled clinical fnvestigation (21 CFR 314.111(a) (3} {ii})).

Lederle’s own investigations and analyses of the Bamadex Sequels studies not
only fail to substanfiate its rationale for fhe combination, but affirmatively
demonstrate that meprobamate does not reduce the ineidence of side effects
attributable te the principal ingredient, dextroamphetamine. Moreover, using
the clinieal response data, only one study (Mchein) shows that the difference
in anorectic effect hetween Bamadex and placebo was statistically signifieant,
and in that case the fnvestigator was foreed to lower his initial eriterion of
“satisfactory” to find a statistieally significant difference.

B. Bamader Tablets studies~—lLederie also conducted three elinieal studies
with Bamadex Tablets (5 mg dextroamphetamine and 400 mg meprobamate).
Since both DBamadex Tablets and Bamadex Sequels eontain the same active
ingredients and are recommended by their respective lalels for the same indi-
cation, ie., as a short term adjunct in the treatment of exogenous obesity, amd
since Lederle in its request for hearing dated Mareh 9, 1973, relied upon a list-
ing of side effects and a combined statistical analysis of data from the three
Bamadex Bequels studies and three studies of Bamadex Tablets, the three
Bamadex Tablets studies are relevant to Lederle's request for a hearing, With
the exception of the dosage schedule (one tablet three times daily), these stud-
ies followed the protocol used in the Bamadex Sequels studies, The results are
sumimarized as follows

1. Parsons, W, B., “Compurative Efficncy of Bamadex Tablets (400 mg
meprohamate and 5 mg dextroamphetamine), Bamadex Minus Meprobamate,
and lacebo in the Confrol of Obesity and Measurement of Side Effects,” unpub-
lished study, 1971. This study is not adequate and well-controlled within the
meaning of 21 CFR 314111(a) (5) (1i) () €2) {(iii} in that it failed to assure
that the test and contrel groups were comparable with respect to the use of
dragse other than the test drug, sSeventeen of 28 patients in the Bamadex group,
18 of 27 patients in the dextroamphetamine group, and 15 of 29 patients in the
placels group were concurrently using drugs other than the test drug. Coneur-
rent medication included diuretics and transquilizers which conld affect the
results of a study designed to measure the anorectic effect and the incidence of
adverse reactions related to the central nervons systen.

The investigaters failed fo explain the methods of observation and recording
of results with respeet to side effects (21 CIFR 314.111(a) (5) (ii) () (3)). No
details are given as fo whether subjects were questioned, as to whether they
experienced side effects, or whether only the investigators' observations were
colinted.

This study also fails +o provide any statistieal analysis of the anorectic data
and thus does not comply with 21 CFR 314.111(a) (5) (ii) (a) (5).

Even if the defects above, which render the study not adequate and well-
controlled within the meaning of 21 CFRR 314.111(a) (i) (ii), are ignored, the
results do not support Lederle’s contention that the addition of meprobamate
to the combination decreases the incidence or severity of side effects associated
with the primary ingredient, dextronmphetamine sulfate,

The results of this study showed a markedly higher occurrence of side effects
with DBammadex than with either dextroamphetamine alene or placebn, Of the
patients who took Bumadex Tablets, 10 reported side effects while only one in
the dextreamphetamine and 4 in the placebo group showed adverse reactions,
Since the Bamadex Tablets contain more meprobamate and loss dextroampheta-
mine than the Bamadex Sequels {300 mg meprobamate and 15 mg dextroam-
phetamine), these results directly contradict Lederle’s rationale for the inclu-
sion of meprobamate with dextronmphetamine, If, as the sponsor claims,
meprobamate decrenses the incidence of adverve effectx associzted with dex-
troamphetamine, this decrense should he more evident in the tablet formulation
which utilizes & higher ration of meprolamate to dextroamphetamine. As shown
above, however, this was not the case, Since there were 10 times as many side
effects associated with the vse of Bamadex, there is no support whatever for
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the contention that meprobamate enhances the safety of the primary ingredient,
dextroamphetamine (21 CFR 3.8G(ay(1)).

u Prodella, (. 1%, “Comparative Efficacy of Bamadex Tablets, Ramadex
Minus Meprobamate, and Placebo in the Control of Ohesity and Measurement
of Side Effiects,” unpublished study, 1971, The results of thix study with respect
to wide effects were very similar to those in the Parsons’ study. The investigator
reported three side effects in the Bamadex group, one in the dextroamplhetamine
group, and two in the placebo group. -Since TLederle's own statistical analysis
conclnded that the differences in the incidence of side effects for the three
groups were not statistically significant, the results of this study do not support
lLederle's vontention that meprobamate significantly decreases the adverse reac-
tions assocviated with dextroamphetamine, ns reguired by 21 CFR 3.88{a}) (1).

This study shares the same defect as the PParsons’ sty previously deseribed
in that the investigator failed to explain the methods of observation and record-
ing of results with respect to side effects, 21 CFR 314.111(a} (5) (ii) (e) (3). No
details are given as to whether subjects were ruestioned as to whether they
experienced xide effects, or whether only the investigator's observations were
connted.

With respect to weight loss (both overall clinical respouse and average weight
loss), Lederle admitted that at the end of the second 2l.day period, Bamadex
was inferfor (both overall clinically and in average weight loss) to the placelo.
and at the end of the first 21-day period Bamadex was only equal to a placebo in
average weight loss.

2. Bowlan, W. L., “Comparative Efficncy of Bamadex Tablets, Rawmadex
Minus Meprobamate and Placebo in the Control of Obesity and Measurement of
side Effects,” unpublished study, 1971, In this study the incidence of side effects
was low for all three groups (one on Bamadex, two on dextreamphetamine, and
four on placebo). Statistieal analysis failed to demonstrate any statistically
significant differences hetween the active medication with respect to side effects.
Cohsequently, this study fails to support Lederle’s contention that meprohamate
decrenses the side effects associated with dextreamphetamine and therefore,
fails to provide evidenee that meprobamate enhances the safety of the prineipal
aetive component of Banmadex as required by 21 CFR 3.86{a) (1).

Tederle did not attempt to perform anpy statistical analysis on the anorectic
data (21 CFR 311.111(a) (3) (1) () (3)).

No details are given as to whether the subjects were questioned as to whether
they experienced side effvets or whether only the investigator's observations
were counted. Therefore, this sty fails to explain the methods of observations
and recording of result as is required by 21 CFR 314111(a) (5) (i (a) (D).

The three tablet studies, whether taken individually or together, failed to
show a sigpificant decrease in side effects for Bamadex patients when compared
to patients who used dextreamphetamine alone. In fact, the ecombhined results
for the tablet studies show more side effects for Bamadex patients (14) than
for the dextronmphetamine patients (4},

C. Combined statistieal analyses—Lederle submitted a comhbined sfatistical
annlysis of the side effects and mean weight loss for the Bamadex, dextro-
amphetamine, and placebo groups in the six studies reviewed above and a com-
bined statistical analysis of the three sequel studies alone. Since these analyses
are dependent upon the data obtained from the ipdividual studies, and since
the iudividual stndies have been shown to be not adequate, and well-controiled
within the meaning of 21 CFR 314,111{a) (3) (ii}, any analysis of such data
can only yield results that have no scientific validity.

The tabulation for the sequel studies shiows discrepancies hetween the number
of side effects recnrded by Lederle and the number dixclosed by examination of
the individual case reports. In the Schein study, Lederle noted only one side
effect for the Bamadex group while the ense reports reveal that patient No. 222
experienced depression, In the Miller study, Lederle noted only three side effects
for the Pamadex group, wherens both Lederle's initinl analyxis and the case
reports show four side effects. Any statistical analysis which is based upon
inaceurate reporting of data cannot provide substantial evidence to support drug
effectiveness (21 CFR 314.111(a) (5) (i) (a) () (ii}).

Lederle hag failed to show that it was justified in pooling the results of the
three sequel stndies. Thus no details were provided as to whether or not the
gronps in each study were eomparable with respect to concurrent drug use and
whether each investigator observed and recorded his data in the same manner.
The scanty information that was provided shows that theer were differences in

P -




15140 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

study methodology; thus, while Dre. Miller was careful fo conduct fol-lm\'up
weighings at the same time as the initinl weighings, neither Dl'.l Sehein nor
Dir. Noble did so. Pr. Schein had all his subjects begin the study during the same
week ; it does not appeur that either Dr. Noble vr Dr. Miller toilowed this pro-
cedure. It is, therefore, not at all clear thit the daia from the three studies are
sufficiently homogeneous to warrant pooling.

With respect to the combined statistical analysis for all studies, the discrep-
ancies in the tablet studies are even more striking, In the Towlan study, Lederle
reported only one side effect for the Bamadex group whereas the case reports
showed seven patients had side effects (No. d01—"nerions,” No. 419—"no en-
ergy,” No. 427—"dry moutl,™ Ne. 430—"irritable,” No. 42— increased void-
ing,” No. H%—"emotionally upset,” and No. A4R—"vonstipated™). Similarly,
while Lederle included only 21 patients in the dextroamphetumine group and
20 patients in each of the Bamadex and placebo groups, FDA's check of the case
reports showed that the following patients returned for at least one visit after
the initial interview aund shoukl have been ineluded in the caleulation; the
Bamadex group, 30 patients; the dextronmphetamine group, 28 patients ; and the
placebo group, 28 patients. In studying side effects, it is essential to use all data
available. To exclude patients who had only one followup and/or who were
dropped from the study is to eliminate from consideration the very patients who
may have diseontinued because of side effeets,

In the Tradella study, Lederle reported three, one and two side effecty respec-
tively for the Damadex, dextronmphenamine and pscebs groups while the report
forms submitted by the investigator showed the Ramadex group had xeven side
effects (Nos, 508, 010, 522, and 5i0—"futigue,” No. Hi—"irritable,” No. 68—
“rash and swelling,” and No. 576—*marked increase in blood pressure and head-
aches”) ; the dextroamphetamine group, four (No. 507—"constipation,” No. 521-—
swelling of feet” No. 520—*falls asleep,” No. 594—"trouble sleeping if tuok all
three pills™; and the placebo, four {No. 620—"headaches,” No, 533—"nauseated
and upset,” No. 840-—"very tired,” and No. 50—"xleepy™).

Finally, in the Parsons study Lederle hased its ealeulations on 26 patients in
the Bamadex and dextroamphetamine gorups and 25 patients in the placebo
group. A check of the patient report forms, lowever, shows that 27 patients -
should have been evaluated in the Bamadex group (only No. 610 failed to show
up after initial visit), 25 in the dextronmphetamine group (ati patients evalu-
ated through at least first phase), and 28 in the plucebo group {(only No. 648
failed to show up after initial visit).

Using Lederle’s interpretation in the patient report forms, the results for all
six studies show that the identical number of side effests (28) vecurred for both
the Bamadex and dextroamphetamine groups. There is 1o basis for the con-
tention that meprobamate signiticantly rednces the mummber of side effects nsso-
ciated with dextroamphetmine. In addition, Lederle's statisticul analysis of the
reduction in the total number of side effects of Bamadex when compared to the
total number of gide effects for dextroamphetamine only “approached
significance.”

These data provide no evidence that meprobamate contributes to the combi-
nation’s claimed effect, Lederle has clearly failed to come forward with any
evidence derived from adequate atd well-controlled studies showing that mepro-
bamate reduces the numhber of side eflects aftrihntable to dextroamphetamine
within the meaning of, and as requiredt by, 21 CFR 3860y (1)

It is also important to note that with respect to the claimed anorectic effect,
the primary indication for Ramadex, all individunl studics failed to show that
the differences lLietween the Bamadex and placebo groups for the H-week study
were statistieally significant. Rimilarly, two of the three tablet studies also
failed to show that Bamadex was any better than o placeho.

Since, as shown above, the studies upon which hoth of the analyses are hased
are not adequate and wellcontrolled within the meaning of 21 CFR 314.111(a)
{5) (ii), and since the analvses thomselves incorrectly and inaccurately report
results from the studies. any data from the combined statistical analyses would
be scientifically meaningless.

IV, Summary

For the foregoing reasons, the medical evidence submitted by Lederle fails to
meet either the statntory standard, section 505(d) of the net (21 U.8.C.353(d) ).
for “adequate and well-controlled investizations™ as set forth hy 21 CFR 314.111
(a) (5) (if) or the requirements established in 21 CFR 2.8 for a fixed combina-
tion preseription drug for hiuman use. .
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All three of the clinical stidies submitted by Lederle in support qf the effec-
tiveness of the sequels shirved the same basic defeu_ts: They each fail to agsure
that the test and control groups were comparable with respect tu_ _the c_-onvur;:e;nt
use of other drugs, a requirement of 21 CFR 314.111(&)(5)(11) (u)(.?l'(m):
and they each failed to explain the methead of observation and g'(‘cordmg of
results (21 CFR 314.111(a) (5) (ii} (@) (3)}. These defects conclusively re_nder
these submissions inadequate and not well-controlled on their face. As po_mted
out above, even when these critical defects are ignored, the rc—s_ulrs, as inter-
preted by Lederle, of each of the sequel studies talen separately faile] to support
the contention that meprobamate significantly reduces the incidence of side
effects attributable to dextroamphetamine. The combined statistical analyses
submitted by Lederle further support this conclusion since I.o(lerle‘§ analysts
were unabte to eonclude that meprobamate rednced the number of side effects
in a statistically significant manner (21 CFR 3.86(a) (1) }.

None of Lederle’s initial statistical analyses for the three sequel staudies showed
Bamadex to be o significantly better anorectic (overall clinieal response) thau
placebo, Only in the Schein study, when a second analysiz was performed and
fhe standard for “satisfactory” clinfcal response was lowered. did t{he results
show DBamadex Sequels to be significantly better than a placebo. However, these
resnlts are not scientifically evaluable since the Schein study is not adequate
and well-eontrolled. Similarly, two of the tablet studies (Parsons and Trodella)
alse failed to show that Damadex was sigrificantly better than placebo as an
anorectic. While the Bowland study suggests that Bamadex is a significantly
better ancrectic than placebo, Lederle did not submit any statistieal analysis on
the anorectic data.

Lederlie’s statistical analyst. when confronted with the combined data for all
three sequel studies concluded that “RBamadex Hequels may have slightly less
efficney in terms of weight loss than dextroamphetamine™. Thus, the clinical
studies suggest that meprobamate reduces the anorectic effeet of dextroam-
phetamine.

Ledoerle failed to suhmit any evidence to support its claim under 21 CFIR 3.86
{a}(2) in its March 9, 1973 request for hearing that the addition of meprobamite
enhanees the safety of the principal active ingredient, dextroamphetamine, by
lowering its abuse potential.

Finaliy, although Lederle’s enrrent labeting does not c¢laim that Bamadex is
snfe and effective for the treatment of exogenous obesity with concomitant
anxiety and tension, the argument is raised in Loderle’s Mareh 9. 1973 request
for a hearing and, as stated above, the claim was made in Lederle’s earlier
Bamadex labeling. However, Lederle has not submitted any evidence to demon-
strate the existence of a significant population which fity this deseription aned
which requires the doesage of both dextroamphetamine and meprobamate con-
tained in Bamadex for a comparable period of time, as is required by 21 CFR
3.8G6. To show that such a patient population does exist, it would have becn
neceszary for Investigators trained in the use of evaluation of standardized
psychologicnl rating seales to have applied the seales to the patient population
being studied. Neither investigators with the requisite qualifieations nor the
rating scales were present in any of these studies.

1. Legal arguments

In its Mareh 9. 1973 request for a hearing, Lederle argues that the three
sequels studies demonstrate a statistieally significant anorectic superiority of
Bamadex Nequels over the placebo and no signifiecant difference from dextroam-
pbetamine, Toasmuch as Bamadex Sequels eontaing dextronmphetamine, a recog-
nized anorectie, it would not be at all surprising if the data did demonstrate
significant superiority for this indication when ecompared to a placebo, As shown
above, howoever, this is not the ¢case.

Lederle’s major argument is that the sequel studies. tha list of side effects and
the combined statistical analysis, demonstrate that a satistically significant re-
duction in the central nervous system side effects is achieved by meprobamate,
i.e.. that mepreobamate enhances the safety of the prineipal active ingredient
within the meaning of 21 CFR 3.56{a)}(1). As shown above, this contention is
not supported by Lederle's evidence. In the first place, none of the submitted
studies are adequate and well-controlled elinieal investigations within the mean-
ing of section H05(d) of the act (21 T.R.C. 355(D)) and 21 CFR 314.111(a) (5}
(1. Next. even asxuming, arguendo, that the atudies were adequate and well-
controlled, Lederle inaccurately recorded the data from its own patient report




15142 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

forms so that the analysis is based on unreliable data. T'DA’s interpretation and-
statistical analysis of the patient report forms shows there was no statistically
significant reduction in side eoffects with Damadex. It should he emphasized,
however, that FILA does not rely on its analysis for it< action hut rather on the
faiture of lederle's data to meet the statutory aud regulatory criteria for ade-
quate and well-eontrolled studies (section 505{d) of the act (21 U.S.C. 355(4))
and (21 CFR 314111(a) (5) (ii)) ).

Finally, even if all these discrepancies are ignored, Tederle™s statistical analy-
sis based on Lederle’s interpretiation of flhie patient report forms fails, with equal
conclusiveness, to demonstrate any signiticant reduetion in cide effects for Bama-
dex. This judgment holds true whether the three seguel studies are judged in-
dividually or eollectively, whether the three tablet studies are judged individaally
or cotlectively, and whether all six studies ave combined. It is obvious that the
unanalyzed list of side effects, by itself, is of no evidentiary value. Since this
data is incorporated into Lederle’s combined statistical analysis, its signiticance
atands or falls with the evaluation of that report,

With respect to the interpretation of the patient report forms, Lederle con-
tends that FDA ineorrectly characterized the incidence of side effects, This is
sitmply not the case. Lederle’s carelessness in tabulating its own data is clearly
evidenced by two instances: {1) Lederle’s table, which summarizes the combined
number of side effects (and upon which Lederle bases its overall statistical
amlysis), does not even square with its own' earlier reported findings for each
individual study; Lederle lists three side effects in its summary table for the
Bamadex group in the Miller study, and Dr. Miller’s summary lists four side
effects and {2) in the Parson tablet stwdy, no side effect was recorded by Lederle
for patient No. 632 despite the investigator’s comment, “Didn’t find medication
very helpful, Too much of a tranquilizer—a hindranee in his work. Ididn't atter
appetite, Also seemed to cause impotence (no previous trouble).”

There were many similar instances throughout the studies where the investi-
gator’s comment regarding adverse reactions went unnoticed by Lederle. The
issne of correctness of interpretation of patient report forms need never he
reached since Lederle's own analysis fails to demonstrate any statistically «ig-
niticant reduction of side effects for Bamadex compared fo dextronmplhetamine,

Lederle also contends that sinee meprobamate has been found effective for the
relief of anxiety and tension amd in the treatment of diseases in which anxiety
and tension are manifest, and since dextroamphetamine has been found effective
in the management of weight reduction, that Bamadex Sequels, which contains
both of these ingredients, must be recognized as effective for its claimed effect:
the management of obesity with minimal overstimulation of the central nervous
system,

This reasoning is fallacieus bhecause (1) that meprobamate is effective for
anxtety and tension or in the treatment of diseases accompanied by anxiety and
tension is irrelevant to the issue of its effectiveness, or lack thereof, for its
claimed effect in Bamadex since there is no proof that central nervous system side
effects are related to the conditions of anxiety and tension; and (2) Lederle's
argument is, as a matter of law, insufficient since although each of the com-
ponents of a drug may be safe and effective, it does not necessarily follow that
a combination of the same ingredients will be effective. (See 21 CFR 3103(h)};
United States v. An article of drug * * * Ferestrol, 204 F, Supp. 1307 (N.D. Ga,,
1908}, aff*d 415 1. 24 300 (C.A. 5. 1960) ; United States v, 41 Casez * = * 420 1,
20 1126 (C.A. 5, 1970) ; United States v. * * * Xerae Aleohkol Aene Gel, CCIIL
F.D. Cosm, I. Rep. 740,836 (N D. IIL, 1971) ; United States v, An article of druy
* x *x patrol . Medicnted, 362 F. Bupp. 424 (8.1, Cal, 1973): I'nited States v.
An article of drug * * * “Wykocert”, 3145 F. Supp. 571 (N.I}, 111, 1972} ; United
States v. * * * “dgper Sleep™, CCH F.I). Cosm. I. Rep. T40.532 (N.D. i, 1971}
The reasoning bhehind these cases is partienlarly eogent where, as here, one of
the ingredients, meprobamate, i# recommended by the labeling for the combina-
tion for a use different from that for which it has heen found effective. Tn such
a case, there can be no basis for a claim that the effectiveness of meprobamate is
established for its role in the combination, Thug, the clinical evidence must be
the determinant of whether meprobamate contributes to the effect of Bamadex
or makes the principal ingredient safer. IHowever, as shown ahove, the ¢linical
evidence submitted by Lederle not only fails to demonstrate that meprobamate
makes a contribution to the clnimed effeet, but snggests that it reduces the ef-
fectiveness of the principai ingredient, dextroamphetamine.

Lederle next argues that Bamadex Sequels must be found safe because the
product was approved on the basis of safety in 1960, and there has been no clini-
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cal experience to tlie contrary since that time. This argument is irrelevant in
the absence of esidence showing that the drug is effective as a fixed comhination.
As has been shown, Lederle has totally failed to provide such evidence. No drug
can be considered safe if it is not effective. Moreover, it is now clear that the
marketing listory of a product, standing alone, eannot meet the standards of sul-
stantial evidence, pjohn v. Finch, 422 F, 24 944, 954 (C.A. 6, 1970).

Lederle's last argument is that hy combining meprobamate, a Schedule IV con-
trolled substance (under the Drng Abuse Prevention and Control Act, 21 U.S.C.
801 et seq.), with dextronmphetamine, a Schedule IT controlled substance under
the same act, the abuse potential of the latter drug is reduced. and therefore,
the safety of the principal ingredient is enbanced within the meaning of 21 CFR
3.86(a) (2). It is significant to note that the Attorney General placed Bamadex
drug products under Schedule TI, the same as for dextroamphetamine, rather
than in the less restrietive Schedule I'V in which meprobamate is placed. A claim
of decreased abnse potential, like other claims, must be supported by evidence,
not speculation, No such evidence is offered by Lederle. T.ederle does not support
its contention that the abuse potentinl of a drug is lowered by eombining it with
another drag with an intringic abuse potential of itz owi.

VI. ixmnNes

On the azis of the foregoing review of Lederle’s evidence and legal arguments,
the Commissioner finds that: (1) There i a lack of substautial evidence that this
drug has the effects it is represented to have under the conditions of use recom-
mended, suggested, or prescribed in its labeling and (2) new evidence of clinical
experience, not contained in the application and not available to the Commis-
sioner until affer the application was approved, evalnated together with the
cvidence avatlable to the Commissioner when the application was approved,
showy that Bamiadex Sequels have not been shown to be gafe for use under the
conditions of use upon the hasis of which the application way approved. The evi-
dence fails to show either that each component of the combination contributes
to the total effects claimed or that meprobamate enhances the safety or minimizes
the abuse potential of the principal active ingredient, dextroamphetamine. There-
fore, Bamadex fails to meet the requirements of 21 CFR 3.86. Furthermore,
Lederle has not submitted any evidence to show that there exists a significant
patient populution_requiring the concurrent therapv for exogenous ohesity to-
gether with anxiety and tension or that Bamadex is effective for that indieation
as required by 21 CFR 3.86.

Lederle has failed to offer a substantial legal argument or to set forth facts
showing there is a genuine and substantial jssue of fact requiring a hearing.

Therefore, pursuant to provisions of the Federal Food, Drug and Cosmetic
Act (sec. 505 (e), 52 Btat. 1052, as amended (21 U.8.C. 335(e) ) } and under author-
ity delegated to the Commissioner (21 CFR 2.120), the request for a hearlng is
denied, and the approval of the new drug application (NDA 12-570) for Bamadex
Sequely, including all amendments and Rupp](‘melﬂ"i thereto, is withdrawn, ef-
fective Tune 2. 1975,

Dated : May 15, 1975.

A, M. ScawmIpT,
Comniisgioner of Food and Drugs.

[FR Doc. 75-13548 Filed 5-22-75; 8:45 am]

MEMORANDUM
FEBRUARY 20, 1973,

To: Deputy Director, Divizion of Neuropharmacological Drug Products.
From : Acting Director, Office of Scientific Evaluation.,
{Through : Director, Division of Neuropharmacological Drug Products.)
Hubject : Bustained Release Formulations of Anorectic I)rugs—Aevhon Memo-
randum.
18STE

Decisions are required on claims for sustained-release formulations of anorec
tic drugs for Federal Register follow-up publications. These decisions will also
be applicable to amphetamine products being handled on a case-by-case hasis.
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FACTS

The decision memo on amphetamines and other anorectics initialed by the
Commissioner took a stand to the efficacy of the various drugs marketed or pro-
posed for marketing as anorectics, It did not go into most special claims for
specific drug products, e.g. claims for individual formulations, A group of special
claims requiring further decision is rhat of the “sustained-action” formulations.

A number of anoreetic drugs are in formmlations assoeiated with ctaims for
sustained action or something similar. Examples are

(1) Diefhylpropion in “Dospans” or “Ten-Tabs™, the former being a
hydrephilic matrix, carboxypolymethylene :

{2) I'hentermine or amphetamine (Fonamin or Biphetamine, respectively)
a8 0 resin complex ;

(3) Ampletamine or dextroamphetamine as a “Spansule™;

. (4) I'henmetrazine as an “Enduret”, containing aluyminum tristerarate

and silien gel to slow dissolution ; and

(3} Methamphetamine as a “Gradumet”, an insoluable plastic matrix from
which the drug is leached.

A brief survey of NDA’s for these produets yields the attzched blood Ilevel
curves. (Attachments—Talb A, Dexedrine ;—Tal B, Tennate). It appears that,
with the possible exception of phenmetrazine the “sustained-action” formulation
does not produce bload levels whieh differ snbstantially from those praduced by
the same dose of drug in a non- “sustained-action’* formulation, Other ¢ifferences
exist for phenmetrazine, so that in each case examined, any practical difference
or special therapeutic benefit of the “sustained-action” formulation appears un-
likely, and is not supperted hy these studies,

Efficacy trialx have by and Iarge licen done with the “sustained-netion™ formu-
Iations, with a demonstrated drug-placebo difference, so that general effieney is
not a question. Therapeutic (as opposed to blood-level) comparisons of the special
formulations with conventional tablets or eapsules have not been done: the slow-
ness of weight loss, i.e, days to weeks, and the large inter-subject variations
makes it appear impractical to do sueh trials. (Short-term trials of food con-
sumption by mealtimes might be practical, however.) The SK¥ studies snggest
less jitteriness with the “Hpansule” which would be consistent with the lower,
slower peak.

Administrative deadlines for decisions of two sorts exists. First, a number of
New Drug Applications include ¢laims for “sustained action” for single-entity
drugs, and cur conclusions on these elaims should be eommunicated to the spon-
sors; our reservations may he indicated in a general way for now, and a final
conclusion left until later. Second, follow-up DNESI notices are due on Tenuate
Dospen, Diphetamine, Tonamin, Desoxyn. and some less known amphetamines,
These Notices should include our definitive conclusions,

DISCTUSSION

It appears that claims for “sustained action™ for eurrent formulations of
anorecties are not justified. On this basis we have incorporated the following
form paragraph in letters fo sponsors of NDA's.

We have serious reservations as to any labeling elaims for sustained aetion.
We request that you either delete such claims or state in more precise language
any possible thetrapentie difference of the sustained release formulations from
an equal dose of tablets,

We hope you coneur with this; if you have regervations, the langnage of the
paragraph will permit future revision of our stand.

Assuming that “sustained-action” elaims are considered inadennately sup-
ported, further questions arise, for example, what future studies and results might
the firms attempt to achieve, Two pressing and visible decisions are required now
however.

The first involves pnblishing follow-up notices for sustained-action anarectios,
for which “possibly effective” notices were published over two years ago. We
believe we can go ahead on these: ther wonkl require deletion of claims for
sustained action, so placing the burden on the firms to support any special claim
other than general efficacy.

The second involves formulation bhrand names, The proprietary names,
“Dospan” and “Eonduret” imply prolonged action, and we suggest these names
be deleted or replaced by a neutral name such as “matrix formulations™ or
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“delayed-onset formulations”. Alternatively, the name might be allowed to remain
with a qualifring statement in the insert that the formulation has not been
shiown to prodnce results superior to the same dose in conventional formulations,

The question of dosage recommenidations may arize. We sve ne cbjection to
giving dosage regimens for each formulation—a t.i.d, regimen and a q.d. regimen,
ez, 253 mg tid, standard formulation or 75 mg, q.d. matrix formulation, in
the DOSAGE AND ADMINISTRATION section of the inwerts,

Other issues micht e raised. but these sesm the main ones. Decision options
are listed below. We've diseussed the name guestion with Mary McEniry and
Ted Byers, who favor deleting the names. They recalled no precedernts,

REECOMMENDATION
That option 1 of each Pecision group Lelow be approved.

BARRETT ScOVILLE, MLI)
PECISIONS

A. With respect to data on “sustained-action™ of anorecties:
(1) Consider the data do nrot support such claims, eg., publish follow-up
DEST Notices.
Approved__________. Not Approved___.__.__..
{2y Defer decision to establishment of (,umnntr(*e criteria:
Approved________._. Not Approved__________.
3. With respeet to drug names
(1) Delete names which may jmply special formnlation elaims: ez, “En-
dnret”, "Gradumet”, “Dospan”, Stedy-Tab”, “Spausule™ {thix also \\nu!d in-
clude dis:r-lnimers in ins:ert).
Approved_________.. Not Approved__________.
(23 Leave names, but Iabel with a disclaimer.
Approved ... Not Approved. . __._.
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DEPARTMENT OF JUSTICE, DRUG ENFORCEMENT AGENCY
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P T

SEND UWDLR

DOI{DNDT/TNTA CIRCURT

TQOALL DOUDSTIC DOCLZUNL DInLONOD

FROM:  JOHN R, ENRIGIHT, CHIEF OF ORIDATICHNS

SBI: STMLIARY CF DAMGEROUS DRUG TRAFFIC FROM MIXICO INTO
TAE TRITED STATIS
TE QCCUNDRENLE OF ANTHETAMIINLS APPIARING YIY THZ DOUESTIC

hoyd v _oNIon g

ILLICIT 7AA77Y8, TUICH L

DEIN CCCURRING AT A CONSTANT LTVIL CVER M LCRG DENICD. IT

IZ TO ASUNG TIAT THE DIVINSIOCH AND SHUCGLING

OF AMDIZITANIRES FROIOM 20 WILL INTRE

CF AUPODTANINES TO SCRIDULE IT, THIS CHANGE OF 8C.IEDULL

WETH THI COORITPSHEDING RBISTRIC

il Leid

L2 TIIE DIUAND POT AUPHTETOMINIS N THS YLEYCIT TRAFTIO YIILL

22 RIFLECTEYD I TIN INCAZASED ACTIVITY IN TUID AUMIETANINT
RIVEDZ IO 200 TUIGGLING TROV JEXICO,

TIST GATHNRED TO DATE SHOWS THIS PROELEM EUANATING
FREU THRNIZ 3ICTRCES WIS, TNoUCH INIEDINDENT,
EACH OTHIL IN CREATIVG THE ABUVEE SITUATION.

SOUNIEE ARL:

AST NLR TG OTHT UG

TICHS O LOUESTIC AVAILADILITY,

P T At ]
pepeET T
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P Touw
SEND UNDER SECURD
DOJ/ENTD/ENFA CIZCUIT
10-3=71

4217 x

1) LABORATORIRS STRASENBURGHE DE KENICO S. A. MEXJICO DF
HEYICO - INTELLIGENCE INIORIATICN CATAINED FROM REGIONS 5,
6, £, 11 ARD 12 SIIO¥ BIPHETAYINA 20 (AN AUPEETAUMINE PRODUCT
PRODYUCED BY LALCRATORIES STRASENDURGH LE MIXICO FORl DISTRI-

BUTICN IX MEXXICO) IS READILY AVAILABLE AT TRUCE ETGPS

TURCUGTCUT IEW ITIXICD, UIXAZ, CNLANZUA, LCUISIZNA, ALADAMA,

TZXNISSNE, CICRCGIA, EXNTUCEY, FLORIDA AND CQLORADO. A

PRELIMINARY INTZLLIGENCE SURYTZY CONDUCTED BY ENFA SEQYS THAT
BETWLEN APRIL 1 = SEPTINICIR 20, 1971, ENDD UAS MADD PURCIIASES
ANP SEIZUTES OF DIPHETAMINA 20 TOTALLING OYER 177,000 DOSASE
WIIT3, TUHESE PURCHAZIS };}?D SEIZURIS HAYE BRI MADT IN 13
SIPARATE CASIS, REGIUN 6 HAS BUBMITTED A SECCNDARY SYSTEL
CONSISTING OF TUE ILLICIT DISTRIBUTION OF EIPHETAMINA, THIS
SECONDARY SYSTEM DOCUMENTS AN ILLICIT DISTRIDUTICH CF
240,000 DOSAGE UNIT3 MONTHLY. ANOTHER PROPCSED SIIONDARY
SYSTIM SUBMITTCD BY REGION 5 COCULENTS A KONTHLY DIVIRIICH
OF 160,000 DOSAGE UNITS OF BIPHETAMINA, THIESE TWO TROPOSED
SYSTIM3, EOWEVER, REPRESENT ONLY A SUALL PORTIGN OF NIE

g

T

»

[ R Y

+]
=3
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Uy
P SEND WNDER SICTULL
JOJ/ENDD/ENT CIRCUIT
10-5-71
J. Becknoer 4217 x

OVERALL AVAILABILITY OF TAI5 PRODUCT IN THE ILLICIT TRAFFIC,
IKFORMATION OBTAINED FR{Z U, S. CUSTCH3 NEXICAN EORDER
STATIONS INDICATES AN ADDITIONAL 157,000 BIPHETAMINA CAPSULES

WERE SEI2ED ¥ROM APRIL 1, 19571 ~ SEPTLMEER 30, 1971. THE

TOTAL PURCHASES AND SEIZURFES FOR Ti SIX MONTH PERICD IS
APPROXTUATELY 334,000 WITH AN ADDITIONAL 400,008 BGIAGE URITS
EEING DIVIRTED PIR MONTH.

IN MOST OF THE ABOVE MENTICHED CASES THE SOURCE OF THESE
BIPUETANINA CAPSULES HAS BELN DETSRMINED TO BE PHARMACIFS
ACROSS TEE UNITED STATSS « MEXICAN BCRDER, THE CAPSULES
ARE ENTERING THE UNITED STATLS THROUGH EL PASQ, DEL RIO,
EAGLE PASS, DROWNSVILLE, MCALLFX AND LAREDO, TEXAS AND
DOUGLAS, ARIZONA, THE BIPHCTAMINA PURCHASED AND SEIZEC TO
DATE HAVE FOR THE MOST PART BEDN IN ORIGIKAL FORTY-CAPSULE
BOTTLES ¥ITH THE LABEL SHOVING PRODUCTICN IN MEXICO CITY.
THE BULK RAY MATERIAL (d AND d1 AMPHETAMINE RESIN COUPLEX)

FOR BIPIETAMINA IS MANUFACTURED BY STRASENEURCU-ROCHESTER,

N, Y. FOR PROCESSING INTO THE FINISHED CAPSULE ~FORM
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bl
P SE%T UNDER SECURT
CIRCUIT
03 fEXDD/ENTA

4217

AT STRASENDURGH-MEXICO. INFCRUATION OBTAINEZD FROM
STRASENBURGH-ROCHESTLR, N, Y, SHOWS 900 KILCCRAUS Of‘ THE
RESIN COMPLEX HAVE BEEN EXPORTED TO STRASENRURGH-MEXICO
FROM THE ROCHESTER PLANT SINCE MARCH 1970, THIS AMOUNT OF
RE3ZIN IS EKQUGH TO FRODUCE 45,000,000 DGSAGE UNITS OF
BIPHETAMINA. STRASTYDURGH IS ONLY ONE OF A NIDIBER CGF FIRMS

IN MEXICO TUICH ART DRODUCING AVPHETAMINT PRODUCTS, THE

—

POFULATION OF MENICO IS 35 MILLION.

RECENT INTELLICENCE INDICATES THAT BIPHETAMINA IS AVAILASLE

A CURSORY INTELLIGINCE PROBE BY REGION 11 INDICATES TdAT
THERE ARE Z40,000 BIPUETAMINA RIADY FOR DMMIDIATE DELIVERY

IN THE EL PASO AREA, AT THE PRE3ZENT TIME APPROXIUATELY

1,000,000 DOSAGE UNITS PER MOHTH ARE MOVING THROUGE REGION

11.
—

INTELLTGENCE FROM AN INDEPENDEZNT SOURCE IN GEORGIA INDICATES

|
IM OALMOST YMLIMITED TUANTITIES IN REGICH 11 BCRDIT AREAS, |
|

THAT BIPHETAMINA IS AVAILARLE IN 10,000 DOSAGE UNIT QUANTI-
TILS FROM NWICROUS TRUCK STOPS.

85-56% O = 77 - 47
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JSAGE
. FPRLCLOENGE SLCUAITY SLASSFR ATION

uruu

I SEXD UNDER SECURE
JNDD/ENFA o CIRCUIT
. CLASSIFICATON DATE PIEPARED TrFE OF MESIAGE
10=-8-71
FOR INFORMATION CALL R
¥ PHONE NUMBER {1 voox

{B wunnc.aooness

THIS SPACE TOR USE OF COMMUNICATION UNIT

e

MESSAGE TO 8E TRAMSMITTED (Lite doubls sparing and ali capial lrssercd

O

REPORTS AN AVAILABILITY OF THESE PRODUCTS,

T0 BE COMING FROM TWO COMMON TABLETING MACHINES,
YET BIEY CDLTIRNMIRED,

SOQURCE IN BAJA, CALIFORNIA,

2) SMITH, KLINE AND FREWCH S. A, MEXICO, I.)I" MEXICO -
REGION 11 REPORTS LARGE QUANTITIES OF DEXEDRINA AND ]
BENZEDRINA PRODUCED BY THIS FIRM TO BE READILY AVATLABLE
IN THE ILLICIT TRAFFIC IN THAT REGION, REGION 8 ALSO

3)  "MINI-AMPHETAMINES" - TO DATE OVER FIVE MILLION "MINI-
AMPHETAMEINE" TABLETS HAVE REEN PURCHASED Op SEIZED BY
AUTHCRITIES IN REGIONS 3, 5, 7, 8, 10, 11, 12, 13 AND 14.
BNDD BALLISTICS REPORTS CONFIRM THESE "MINI-AMPIETAMINES

‘ THE
LOCATION OF THE SOURCE OF THESE "MINI-AMPNETAMINES" HAS NOT
INFORUATION RECEIVED, HOWEVER, LEADS
TG THE CONCLUS10M THAT THESE TABLETS ARE COMING FROM A

FAGE HD N O PGS

S 7

SCURITY CLASSIHCATION

Ty
SEND UNDIZR STOTaN
CIRCUIT

BIAMNMARD FORM 14 ¥ E9 B roTent e
HONUD MG 1047

G5 #ema 141 CIH) 101-13 308
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¢APHIC MESSAGE -
/ o AGENCT PRECIDINCE SECUMTT CLASSFRIAT-ON
: uueu
; . e SEND UNDER SECURE
{ poJ/DNDD/ENFA - CIRCUIT
ACCOUNTING CLASY'T-CATION DATE PREFATEQ TIPE OF mISSAGE
’ 16-8-71
$OR INFOIMATION Call [ smeae
Rame i FHONE NUsBEE [ wo0x
4217 [ murmacoitss

THIS SPACE FOR LSE OF COMMLUNICATION UNIT

MESSAGE TO BE TRANSAUTTED {Ure dwwbia pucreg awd atl capirt lecvrrs

T0i1s T¥X IS BEING FURNISHED FOR INFORVATION TO ALL REGIONS
AND AS A FOLLOW-UP TO MY TWX TO REPRESENTATIVES OF REGION 5,
6, 8, 11, 12 & 14 NOTIFYING THEW OF THEIR DIRECT INVOLVE-
MENT IN THE PLAYNING AND INPLEVESTATION OF P awpHETAMINE
“TASK FORCE.

THIS TASK FORCE WILL SERVE THE NUAL PURPOSE CF DEVELOPING
APRNTTIONAYL INTFLLIGENCE IﬁFORMATTO\f WITH PRIVARY FMPHASIS

OX THE BIFHETANINA SITUATION AND ALSO IDENTIFYING AND

IMMOBILIZING MAJOR BIPHETAMINA DISTRIBUTORS IN THE UNITED
STATES, THE TASK FORCE SIOULD REMAIN IN OPERATION UNTIL

APPROXIMATELY JANUARY 15, 1972,

SECLHNIT LLASHAICATION
1

- TR
PACL HD. | NO. OF PGS KD UXN
CIRCUIY

FTATIOARD JQII1 14 SCko M OT- RS AT -
BYIStD AGGUST 1987
CSA FPME {ol €M 101235 304
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Johkn B, ¥ariht
~hie? or Cperations ﬂ T e,

tai
Lenmota A, Durrts, _hiet gzj
Lenpliance investi~allens Slvision

Supmery of engeroua ru: Traffic frea dexico into
we vatted CTtzies

The cccurrence of asphetsmicea apnesrint ia the domeatle 11licit

traffiic, wilch zpoarently oriiinaied in Loxiuo has boen occurrinz

2t a crostant levol over a long paricd. 4t 1S POLSO3IAD

sFsure inat the civarmion erd saux ling of annaotamizes (rom

¥exico will Incrence cdue o the wovinzt of ronnsteninas fto Scheduls

ule witd the corrocpotuloy restricticzs

or 5d Ine” JUEERd ISr IITRWIZIICes In (he

i in the gogreosed actlvi®s 1h

& ampbotaire Jdivorsisn aud smesridny Jros 2xico.

"1

Information gailered io date shoxg this prebles emanatine freom
tiree sources which, thonth indersndant, cornliuent aash other
in creating the atuse sliuvation., iLriefly tiwso pources tre:

1) Leboratorias Strasenburzh deo ilexico S. A, Yexico DF loxico -
Irteliizence information cobtained {ron Adertong 5, 6, 2, 11 and 12
e107 Siphetenina U0 fzn nushoinmine mredast produced Ly Laboratare
ez Strasenburch de Yexico fer distributiecn in Yexico) {9 vendily
pynilaile at (ruck stons throughout few Wexico, fexaa, Cklzheonn,
Loutstana, Alawrwma, Jfenneseee, Coorsin, entucxy, Florida ond
ioleorado, & preliainzry intellisence survey conducted by INFA
S20ws that Letrenn A7ril 1 - Leapicw'er 39, 1371, LiDD bas wmada
purcluages and seizurea of Cisietonira 20 totnlline over 177,G20
dogerze unita,. Tioge rurchpzes wnd aci@ygres haye boen pade

13 sepzrate ceaes, fordon 6. hns suboltted & cecondary aysmica
conxisxting of the 111iqcit Jigiribation of Biphetemira, 1his
gecoadary syster dosunents 30 11140t distvinution of 249,00
dozare unlts monthly. Another prososed secondery system surpitted
bty ferion 5 docuients a wontalv diversion of 100,000 dosr~ae nnits
of Binhetanina, Toeso tFo rosound aystens, howaver, reprasgent
osly a ssrll nortisr of tis ovorall availakility of this product
in the 11licii tratffic, Infor=ntion obtaived from U, &, Tustoma
LVazlcan Tordor stntloas intzatax An eouitlicnal 15Y,020 TCintetzalnn
cepsules vepre salzed from Anril 1, 1571 - septesber 34, Iu7l. T1he
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-

total purcheges snd eolizures for the six month period is aooroxi-
eately 334,003 with an additional 400,900 dosage unita haing
diverted per month,

In most of the above contioned cmoes the source of thens Binuata-
mina capsules Gas beca wessiuiued to bo pharmacies acrsss taa
United itatos - .exienn corsev. 2@ capsules are entering tie
Calted states iturouga 1 ..a9, e} Olz, ajsis Pasa, Drowmsvilsle,
KcAllen snd Laredo, texas nad couzlss, (rizone., The Binhetoulna
purcinsed srd seimed to Jouw Lave for th nott pert heen in
original forty-capsule bottles wiil the label suoving productica
in lexico Jity.

The bulk raw materinl {d and dl amphetamine resin complex) for
Birhotamina 1w menufactured by Jirasenvurgh-Rochester, N. Y. for
processinzy into the finished eapsule form et 3trasenburgia~-ioxico.
Information ootained from otyaconpurgiheilocoester, . 7. shoss

900 kilogrens of the resin complex bave Leen exported to Sirasan~
burgih-icxico from the Lochester Plant since ilarch 1970. Thls
gmount of resin is enouzh to produce 43,000,000 dosage units af
Biphetanina, ‘trasenburzh is oaly oac o a2 mumber of firns in
Yaxico which av2 Troduelnz raphstrmine products. The population
of lizxico 1s 35 =iliion.

Recent intellirence indicrtes that Biphetemina is availabls in
almost unlimited quantities in Rezlon 11 border aress, A cursory
intellizence oprobe Ly Letion 11 iadicates taat there are 200,000
Binhetamisa reoady for irmediate delivery in the £l Paso erea, At
tho present time nnproximately 1,000,000 dosage units per nounth
are moving through Reglon 1l.

Intelligence from an independent source in Gecrgia indicates that
Biphetamina is available in 10,000 dosaze unit quantities from
nmmerous truck stops.,

2} fmith, Eline, and Prench 3. A, Mexico, OF exico - Rezlon 11
roports lars quantities of Dexedrina and lopzedrina. produced by
thig firm to be readily avsilsble in the 4l1licit traffic¢ ia that
rezion, Rozion £ also reports an availability of these products.

k3 "Mini-smphetanines’ - To date over five million '"aini-
agphetanine' tnblats hsve been purchased or selzed by suthoritica
in Rerions 2, 5, 7, 8, 10, 11, 12, 13 and 14, ENDD Ballistics
Tenorts confirm thess 'minl-gnohstamines’ to be cening Irem tvo
common tableting machines., Tae location of the source of these
*minji-amnhetaaines” has pot yot been detormined. Information .
recoived, coweyor, leads to the conclusiecn that these tablets
are coming from a source in E2js, california.
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It 43 rooommeadnd 4hnt tha AU «*r‘/cr (*'l"iﬂw of tha cencarned
rasiong L2
mice tim naooid
operaticia

* z.ﬂ.:i ftm:.‘s ta ranint T
Y i 1o recommonded tand
ST G L alT el L2 osnd TR, Aliler the powo
N . Xarairad pantosre oond seailenility of
e I A B Lotoe ba din the f2ld in
LI oy l,ul.

tboy ‘.»0 1 bl

intv_lli S X “ape3in oa e Limhoir
eltvzatica aad al.o Aliziny mnjor Zinsrizniaa
distrirutors io ihe lae invk Zorce maould reania
in paeration until ap-~soxtnately Janupry 15, 1972 st walch tiue
any casea infciadrd wopald b conelwad, Theze ¢eses, combinad
with tze Intollirsnce jaracred, wiil he utilized as the basis
for izouinr A Choy Jhuse UTCer To Ciracessuriza laboratorilese
Rochegtor, ¥. Y. danying shodr ro-reistration 2s "on exnoiter .
‘The Sho¥ -au3e Lrdedr must be issuved prior e Fabrusry 1072

This tash forsd will sarra t~q uuql rusnoae of? develozing ad
2 AR Tt LT
s .
i £l

souza internation ohtalinsd coteernivy the ‘mini-Bennie”
3 sow fulyre areoreee cosimod

tm gt rea

.y
G2 Laap sliuation

ENFA Chtrom.
ENFA 5ubj.
ENFA/NV/m1/4237/10-T=71
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B 2 o K7
Honorable Johin ¥, Hitcholl
Attornay Goacral

Burcrn ol Merocotiza ~nd Tinmers PiL g e
Cperation Blacikjnek

In anticination that the imnosition of Schedule IX controls
on anphetonine miaat egenernte inerensed saugrling activity
we initint=2d a nrelininary iatellicence survey in Aupuat
1871 to determine the sources and extent of anphetnmina
smuzeling and traffic from Mexico into the United States,

Thisz survey diseloszed pottaras of diversion from the
Republic of lexico iunte tha Unitcd States emnuating from
three rmrincinal zourcea, Two of thaze sources are legiti-
mate ilprsg 10 “iemien Qity; Lahoratorics Strasonburch de
Jexieo G,A, Jonico, OO Joaico aad Smith, Elioe end I“rench
S.A, MNoxlco, D7 Mexico. The third source 15 believed to
Lo o elondoztine moaunfacturing ereration locatad in the
area of Uaja, Californln, Hepublic of llexico,

An overnll plon wis develepad to imraobilire these sources
and R. J, Straserburgh was selected for the first phase
of this plon., Etrcoenbury was solocted for ths followins
reasons: 1) this 13 2 domestic firm with dircct enntrol
over thelr subsidiary in lMexice, 27 the iy is rozis-
terod with BXNT7D to export controlled cubstances ond does
export to thelr Mexliean plant the apmhetanine powder used
to produce thelr sonhetamine progduct, Bifetamina, which
hag boon srponring in significnant quantities in the
demestic 1ilicit traffic, and 3) their product,
Bifetomina, ig the druy of cholce among & substantial
number of sbusers in the southaastern and southwestern
sections of the United States,

s -

John ¥, Ingoreell, Dircctor '(f"- ,(:? ”
|
|
|
|

During Nove-her 1971 a Mobile Toak Foreca was formed to
opeorate in the N:1llinrs, Tonver, How Orleans, Hismi and |
Detroit Regiong to develop further inteiligence on the i

BENSITIVE-IN CCITIDINGE
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STEBITIVE-IY CLUFIDENCE
-2

patterns of =margling and traffic involving Bifetaminan, Thz
Tagk Force i3 also opaerating in conjunctica with the respoa-
gible Ferions to cdavolon cruos against persons involved in
this traffie. The rosulcant eases aud intelligence will te
used 1a support of o uztieon to cony the re-registraticn of
R, J. Strasenkurg aa on exnorter of coatrolled substances.
The toroot dote Tor eo 2izuira of this Togk Torece projzct

18 January 15, 1972, at which timo an Crder to Show Cause
will be issued. 7The f£irma's preseat registration expires on
Fabruary 29, 1972,

Investigation to date has documented approxinately five
hundred thousand dosatg units of Sirascnburg's lMexican
encapsulated Bifetanina in the domestic 11llicit traffie,
Upon completion of the Jomestle investigation, our ¥exico
City Office hona been instructed to werk clesely with the
Govoraomznt of Yexico In taking acticn agaiast the points
of diversion in Mexico, principally drug stores alcnz the
border who zre 1llegally sellfiug in wholeszals quantity.

SITSITIVE-TT COVTIDTINCE
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Keoaeth A, Taurreln
Lomiatant Divestor for Coxplionsoe
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(c) Tue firu bad shipood
cnphelnine recin =
produce 45,000,000
e the subgidinry 3

srexlnately 030 Tilos of

Jizuary 1270, {enocuzi to
o unlts ol Diphotanilpn)

w Uexieon Clty, lexico,

I
kAl
s

(¢} That there vere distingt differcnces in f1llsa

i, eapaulie warkinys, eie., beteeoen Biphetas
olne preducad for conwsiic distribution by the
plant in hochester, Iow Yorl, and Difctouning
prodveed by the uU‘Si(l‘“y *lrn Lakoratorlen de
huruuhf#""WH, Ianleo Clity, Moxmlco,

{e) lany doonze unlts vhich had boeon scizmed Ly au-
thoritizs were in erizlandl coataivers indicating
production by the Zira ia Meuwico City.

(L) Flow pattorad of $213-4% dlstribution throusheout
the ZoUVIUCIN Gul_colinooniobn Lséigd,uLiitS ghewed
Foints or ovirin to ho o loootions alonsg the
YC/TmIoo popaer, T e

3 pAo“"L hnd Loeone the drvy of cholee in the
traffic Tor Trock Grdvers, qqa ro‘ﬁtrd

R T ‘11'\\1’!‘11'\ nETEER -

ico, A, Georzin, lLontuc :

PJ]ora(O, Cixiabona, Youwloioia, Aiaoanad

{z) Thi:

(i} Yhe tern "Dlack
and Phiselr wide
thic produet, ond o
Bifotasisn had boon pur
April 1, 1071, nund Cetohoor

auticx RSt

ot 1CfdJ for

o units of
2lzed botwcen

2
'

Tho shovs fnciors oleovliy pointed onu a itvﬁt*OJ where U, o,
TIom vies o povtin Loy oz - P uls IX su‘au n‘g
LIATOUT IO AL . { diverzion inlo

[ CR ke o a3 5 M e 4 e e ou“iou ovcr-

ACTGILS QJJ"PCS
boing dISITEo0ICA thvongnoul ixc
iy ey

It was decided at this tioe to tolin o Tozh Yoreo appreach to
the problaen. Tha oljeciives of the Task Yorce wera:

(2} 7o decviiont
sion ol D2
purshnanrs i
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-t

Sumsitances Act should not bo reduced by the amount rraeviously
alleceated for cupert pur;f— servcd on the Str-sgenburgh
Prescripition Preducts the Deonnwalt CorJera*ion.

“+

"hlt C poration vequosted that
ciz the exportation of
amphetonines, The firs ,Jqucsted thnt thelx 10VE pro-
ducticn guota be reduzed the azount aiiac;tcﬁ Tor oxpoert
purpeses. DLHED zceepled tiids regiost. This reduciica Wall
eause n reduction of 1005 of the overall 1972 sumphetanipe
productlon guota, ’

On January 25,

1c
— l
thelir exzert lxaen sa
Lkt

At tna pregent tine n Joint Strike Torce consis stinzg of LRDD
agenis fron Degions 11 and 15 ned loznicnn Tedo ral pronta if
belnz ascenbled, This Otrile Foree will centenirn to Its

efforts on elininatling scources aloag the us/filaxico Longor
which wero icentified ns coureca of 11licit drugs during
Operrilon Blackjack. ‘oo ”"rxhn ;orgc will ko uiilf 7inﬁ I
forrants Jdoveloped during vaulox Blne ¢, Wi payoont
cf ianforumnts os woll es 2al funding of operat onal coots
will also be talen {rom randz alloented teo the opcration.

PR

.f:

Wwhen thig firal phaose of 1t o is 1

will have Dbzen talizn amgoins <} in chos

and Moxico City, Msitico, 03 ) ot 1iii

tien in boin the Uantted Ointoo o oo, The results ol
these aeticons will clinlnatle b oz 0f danJorous Cruls
in the F1tizdit traffic in the Un nres,

To date, a toial of $081,000 hos b“cn o::cnncd in tbm oneration
for PI/PI. Operatiocnnl coria ta date grount to 040,600, The
anticinataed cost of the prartinl funding the uhrlko ;o:ce is
$7,500. The total of theze thros figuses swouint to $103G,670

e
vina aniesrd] durine $ho
wos Soamged Luranin v

which 1o cppromdmately $2,I00 move
operatlon,

Attachrent
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Ty

Q.“}';? st UNITED STATES DIPARTMENT OF JUSTICE
5 _f'{ 2 BUREAU OF NARCOTICS AND DANGEROUS DRUGS
5. I WASHINGTON, D.C. 20537

Koy [l

IN THE MATTER OF

Strasenburgh Prescription Products
Division of Pennwalt Corporation
755 Jefferson Rond
Rochester, New York
ORDER TO SHOW CAUSE

Pursuant to Section 1008 of the Comprehensive
Drug Abuse Prevention and Control Act of 1970 (21 U.S.C.
958y,

NQTICE is herehy given to afford you an opportunity

to Show Cause as to why the Bureau of Narcoties and

Dangerous Drugs should not deny your application, dated

December 27, 1971, for a Certificate »f Registration to
export amphetamine, its salts, optical isomers and

salts of iis opiicil isomers and rosia complexes of
amphetanine and dextroamphctanine (horeafter "Schedule
11, 1160")y and as to why the 1072 production quota for
Schedule IY, 1300 fixed vnder Section 206 of the
Couprehensive Drug Abuse Prevention nad Control Act of
1670 (21 U.S,C,. 820) should not be reduced by the amount
now allocated by vou tor export purposes, for the

reason that the Director of the Bureau of Karcotics

and Dangerous Drugs (hereaficr "Director") is unable
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to determine that your application for registration
to export Schedule II, 1100 is consistent with the
public interest.

More particularly, the Director in applying the
factors of Section 303(a) of the Comprehensive Drug
Abuse Prevention and Controel Act (21 U.S.C. 823(a)),

notes that you have not maintained effective controls

against diversion into other than legitimate medical,

scientific, recearch, or industrial channels, of

~
s

| —

Schedule XTI, 1100 shipped by you into the Republic of

Mexico under authority granted under your present BNDD.

registration (No. PS 0003183).

The Directer further notes that information has

been furnished to him indicating:

1. That Schedule II, 1100 is shipped by you to

Laboratorios Strasenburgh de Mexico S.A. de C.V.

(a subsidiary of Peunwalt Corporation) at Mexico

Cit Mexico, where it is used in makine an
¥ 2

amphctanine product under the trade name "Bifetamina';

2. That a substantial percentage of this Bifetamina is

then smuggled into the ©nited States and is then

s0ld 1llegally in the United States. For example:
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, (2) On November 5, 1971, Special Agents of the
l Bureau of Narcotics and Dangerous Drugs arrested two
individuals at Atlanta, Georgia, and seized 20,000
dosage units of Bifetamina in the original bottles;
(b) On Novembor 13, 1971, Special Agents of the
Bureau of Narcotics and Dangerous Drugs arrested two
individuals at Glendale, Kentucky, and seized 40,000
dosage units of Bifetamina in the original bottles;
on Kovember 14, 1971, a third individual was arrested
‘;n connectiim with this case;
(¢} ©On December 10, 1971, Special Agents of the
Bureau of Narcotics and Dangerous Drugs arrested two

individuals at Hattiesburg, Mississippi, and seized

72,000 dosare units of Bifetamina in the original

hottles; )

(d) On December 16, 1971, Special Agents of the
| pureau of Nrrcotics and Dangerous Drugs arrested two
I .
| individuals at San Antonic, Texas, and seized 30,000
| dosage units of Difetamina which were not in bottles
used by Laboraterios Strasenburgh de Mexico S,A. de

C.V.; on December 17, 1271, two addiiional individuals

f were arrested in comnection with this case;
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(e} On January 6, 1972, Special Agents of the
Bureau of Narcotics and Dangerous brugs arrested an
individual at Birmingham, Alabama, and seilzed 24,000
dosage units of Bifetamina in the original bhottles;

(L) On Januwary 11, 1972, Special Agents of the
Bureau of Narcotics and Dangerous Drugs concluded
investigations into two entirely unrelated cases. In
one ecase, two individuals were arrested at El Paso,
Texas, and 60,000 doéage units of Bifetamina in the

original bottles were seized. In the other case,

also at El Paso, Texas, one individual was arrested
and 62,000 dosage units of Bifetamina in the original
bottles were selzed;

(g) Peginning on November 8, 1971, and ending
on January 15, 1972, a special BNDD project designated
"Operation Blackjack"™ was in eoffect. Information
developed by Special Agents assigned to Operation
Blackjack indicates that Bifeiszmina enters the United
States at six principal points along the Mexico-Texas
border -- Ei Paso, Del Rio, Engle Pass, Laredo, McAllen
and Brownsville. Across the border from each of these
Texas locations there existis in Mexico a "farmacia”

from which the Bifetamina begins its journey into the

B5-58% © ~ 77 -~ 48
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to the Bureau of Narcotlcs and Dangerous Drugs,

1405 Eye Street, N.W., Washington, D.C. 20537,

Attention: Robert J. Rosthal, Deputy Chief Counsel.

(Telephone: 202-382-3411)

¥

Join jU. Ingcrso}l
Diregtor, Burciiu of
Naroétics and Dangerous Drugs

January 14, 1972




Depurtment o

FOR IMMEDIATE RELEASE
January 27, 1972

The country's largest amphetamine productAs exporter, whose Mexican-
stimulant drug capsules have been showing up in large quantities in the illicit
United States market, has decided nd to seek renewal of its export license,
Attorney General John N, Mitchell announced today, Mr, Mitchell said the
action will result in an additicnal 10% rollback in t}.m 1972 amphetamine |
production quota set by the U. S, Department of Justice.

. Mr. Mitchell said that the Strasenburgh Prescripltion Products Divisidon |

of the Penawalt Corporation has agreed to withdraw its December 27, 1971,

license to continue exporting amphatamines.

BNDD Birecctor John E. Ingersoll said that the company's action came in
respouse to an ordar to sho?f cause which was served on the Strasenburgh
Division on January 18, 1972,

_ The order, based on information developed by a special BNDD investigative
ta:.k' force desipnated "Operation Blackjack, " showed that a substantial

percentage of amphetamine exported to Mexico by Strasenburgh had been
smupggled back into the Urited States for illegal sale here.

Mr, Ingerscll said that BNDD will move immediately to reduce the 1972

production guola for all U. 5. manufacturers,

\
|
application to the Bureau of Narcotics and Dangerous Drugs {BNDD; for a
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On December 2, 1971, the BEureau proposed 5, 870 kilograms of amphetamine
as the total which could be produced in this country. This figure will now be
;educed by 1,190 kilograms re sulti‘ng in a new, lower totzl of 4, 680 kilograms.

The Decemnber 2 quota proposal represented a 40 per cent rollback from
1971 amphetamine production. Today's action means that the rollback will
be increased to 50 per cent of 1971 production.

Mr. Ingerscll said that "since -every chjective sought {:y BNDD's orx-ier to
show cause has now been achleved, the public hearing set for February 23,
1972, will be unnecessary,"

'i'he‘most recént report to stockholders by Lher Pennwalg Corporation _sho-.vs
approximately $8.3 million in sales of amphetan;ine for 1970. Of this amount,
approximatety $4 million r;:sulted from amphetamine exports.

Until today the Strasenburgh bulk amphetamine powder had been shipped
to customers in Canada, Argentina, Peru, Colombia and Mexico. Dosage
units of amphetamine have been shipped b;r the firm to Alaska, Puerto Rico,
Panama, Guaternala, Nicaragua, Honduras, El Salvador, Ecuador, Uruguay,
Chili, Belgium, Itaiy, Lebanon, Switzerland, Guam, the Philippines,
Dominican Republic, the Netherland Antilles and Hawaii,

Pending applications for shipments {rom the firm's Rochestef; New York,
location to Switzerland, Italy and the Philippines amounting to almest twe

million dosage units have been denied by the Bureau of Narcotics and Dangerous

Drugs,
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Curm D8
{La. &2 a1

UNITED STATES COVERNMENT DEPARTMENT CF JUSTILE

Memorandum

TO : Mr. Kenneth A. Durrin DATE: KOV 2 1377

Assisggnt Director for (onpliance

N,
L R i ummmanes ™
FROM : Lariy Korress, Chief
Regulatory Fnforcement Division

SUBJECT: Proposal for Development of Information to Enable
Denial of R.J. Strasenburgh's Domestic Registration

Reference is made 1o memorandum dated September 21, 1972, from
Jerry N. Jenson, Associate Regional Divector, New York,

New York, to you requesting that a show cause order be issued
to Strasenburgh Presc¢ription Products, Rochester, New York for
denial of re-registration as a Schedule II amphetamine
manufacturer.

Before issuance of this show cause order we should discuss®

this situation in detail with Chief Counsel's Office, I

think the basic approach we should take iz to develop suffici-pnt
information T6 show thuat TO aliow Strasen continue in
business would not be in the best interest
on based on_that fact as opposed _to
TTic vicltation of CSA.

denying

The facts to be considered in developing this informaticn are
as follows:

1} Operation Blackjack - All information obtained
during this operation can be presented at the
hearing to establish a backgroundthat the firm
does not have adequate safeguards for distribution
of amphetamines to foreign customers.

2) Quotas « The firm's amphetamine procurement

quota fof 1972 was 3I5 Kilos. THe Iirm
InTEPETTts @ pProcurcient quota to be the amount

of a substance they may purchase within a given
year. The firm has already produced and sold
more than its procurement guota would pernit for
1972. As of June 19, 1972, the firm had sold

541 kilos. and Dr. Head stated that he aznticipated
production and sales of 900 kilograms during 1972.
Our interpretation is that the procurement quota




15174 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

3)

4)

5)

&)

-2-

is that amcunt needed for legitimate consumption
during the year. Therefore, the firm is in
effect saying that they do not care what is
necded for legitimate consumption but will sell
whatever the démand requires,

Security - Minor gecurity violations were
detected during the current audit, The firm has
been advised in writing during previous aundits
that their security was inadequate but their
security remains inadequate.

Statements before Rogers Committee - Shortly
after Operation Blackjack Dr. Head appeared
before Senator Rogers regarding the situation.
He made certaln statements which were false.

He stated that the firm voluntarily closed their
Mexican operation once the show cause order on
their export registration was issued. _Reports
by Mexican authgrities ingigatgd_lhax_iﬂggiirm.
was in full operation when they entered the
plant after the issuance of lhe show cause oxdeg
and that the authorities closed the plani as
opposed to any voluntary actich by The fiTm.

Dr. Head alsc stated to the Rogers Committee
that the Strasenburg in Mexico City had no
intention of producing bifetamina in Mexico again.

‘§gggggz*_1nnﬁ55;gation in Mexico shows that shortly
fter the plant closing the firm approached the

Mexican Government requesting to re-open the plint.

Possibility of Re-exportation of bulk amphetamine
from Argentina or other countries. All foreign
exports are being obtained from the firm since
197C¢ and follow-ups in these countries may show
re-exportation,

Setting up Mexican Operation to Subvert CSA -

This fact will be hard to prove but we do have some
possibilities. A history of the firm should show
that for a number of years the firm 1in Rochester
shipped bulk to Mexicc tc be encapsulated there.

It will also show that as of the effective date

of CSA they suddenly ceased this practice since

the firm in Mexico was at that time able to
completely manufacture the product. It is also
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8)

9)

10)

11)

12)
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possible that interviews of fired employees,
namely Irwin Rahn and Mr, Fritzner could
shed light on this situation,

Any written communications (cables, etc.) =ent
by the firm could be subpoenaed. This could
show current transactions with foreign countries.

Review of Export Permits for the period
fmmediately prior to (SA scheédule 11 requirements
for amphetamine shows that the firm was attempting
‘to ship large quantities of bifefamine out ©f Lhe
countr¥. This was probably in anticipation of

the guota system.

Statement by Deputy Chief of Missions (DCM),

U. 8. Embassy, Mexico City. During Mr. Voyles
recent visit to Mexico he conferred unofficially
with the DCM who stated that a Philadelphia
banking official and a vice-president of Pennwalt
were recently in Mexico City. The DCM had a
meal with these individuals and they told the
DCM that it would be good for U.5.-iexican
relations if the firm was allowed to go back

in business in Mexico. We should attempt to get
a written statement from the DCM regarding these
conversations,

The records of Senator Rogers hearings should be
obtained to extract any pertinent information
from them.

An intelligence probe in accordance with N-60
should be conducted in the Regional and District
Office citles to determine availability of the
firm's products in the 1llicit market.

The firm's total distributlon of amphetamines

for the year just vrior to the quota system

and moving of amphetamines inteo Schedule II
should be compared to their total distribution
during the year immediately after this to see

if sales have increased or remained the same,

Other major firms have noted 25% - 40% decreases
uring the Tatter period. We may be able to show
that Strasenburgh sinply Iiiled the void and
in effec ance € intended purpose ol e
quota S¥ 7 1gUTes shou € compared

to the Gosselin Survey.




15176 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

-4

13} An audit of the firms Los Angeles distribution
warehouse should he conducted to determine any
possible diversion or security violations and
also supply potintial leads which could be
investigated.

14) An operator of the illicit black amphetamine
capsule and seccbarbital laboratory in Mexico
City was z former employee of Laboratorios
Strasenburgh, lMexico City. We should determine
the possibility of interviewing this individual
relative to any knowledge he may have regarding
Strasenburgh's previous activities,

15) A complete print-out of the firms domestic
digtribution for a one vear period should be
chtained from the firm and analyzed relative
to distribution patterns and leads which could
be followed-up with audits and/or criminal
investigations if indicated.

16) A recent Dunn and Bradstreet Statement should be
obtained on the firm.

17) DIU Units in Texas and Michigan should be alerted
and any intelligence obtained should be supplied
to ERNA,

To prepare this case for the show cause hearing an Attorney
from Chief Counsel's Office should be assigned. Field
personnel and ENA persconnel will be available to assist the
Attorney in obtaining the information necessary. If you
agree with these recommendations a meeting will be arranged
with Mr. Rosthal as soon as possible to implement the above
and get their recommendations.
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Nr, Fradorich M, Caxficld
Azsistant Ddrector for Seicntific Support

o TN
F A - B N T
r Coiuplizoee

ENA has rocontly Z2ceno ¢
mapufacturad by R, J. Str1~o.:ur~h, Rochester, New York,
appearing in the 11lieit trafiic.

-

During Oneratien Blackjack a truck stop owner in Sylaczuza
Sited quantities oI TG g for sale
n:,that it wvas 25 rood os oiictazine, ezDier o oo

ond could well Inlie the plice of pifetsmin igd
%5 al£o been purcihased by DUDD recently

in rezion 1.

A lez2] =hrommeist has advisad that o dotrdlnon of 2. .
Stroconbursh aGvised him that Joraninm would be renlacing
Bifetauine as = wei~ht roduction drvuy. This detniinon
Turiaer aOavi-rou tias rwabo nad entered 1nto nn acrceement
¥ith R, J. Stroscnburch stipulaotin~ that if Straserbursh
2lloved Dilctonire to be placed in Schedule IX that BHoD
would not placs Toaanin Uader cohTIor; :

In view of the alcre it ppoears that lonamin has the
votential of becorinz 2 druv of alurce, Would you please
izen me ndvised nag to anry informntion Thich oy cooz to
your attentjion on Iopanmin appearirg in the 1llicit trafijc
in cny dosage fora.

.,;;' O

P

RAE fonefx"drixfksp/x;zlwacm 72

ce: ENA Chron
ENA Subject
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P. 3225

DEPARTMENT OF JUSTICE
Drug Enforcement Administration

CONTROLLED SUBSTAMCES IN
SCHEDULES 1 AND NI

197% Final Aggregate Production Quotas

Section 306 of the Comprehensive
Jrug Abuse Pravenlirn and Control Act
1970 (21 UB.C. 626) requires the At-
orney General to extablish pegregare
rraduction guotas for ait controiled sui-
tances in Schedules I and 1I each year,
s ressonsioilire fias hoen deleoated to
e Adey wit ol Drur Cigorge-
nent Administrativi pursuant (o 4 5.180
f Title 23 of the Code of Federal Rezula-
unns.,

©n December 13. 1974, a notice of the
wroposed agerefate productlon gquatas
Tor these substances was published In the~
TEDERAL REGISTER 3% FR 241+, All in-
erested parties were invited to conunent
noar olpect to the proposed avdregate
oreduction guotes o4 or belale dan-
rary 13, Except with refecenre Lo
dethylphenidate, no requests for hear-
nus have been recelved by tie Adminis-
ralion relative to the propo:sed guctas.
‘nmments and ghjections pelative to
e proposed  agmegate  production
1.ntas have been received fromm West-
m  Fher Lahoratories relelive to
‘henmetrazine, from Holfman-La Roche

‘e, relative to  Ainhaprodine. jrom
i Lilly and Cen.pany  relative io
‘mobarbital and  Sercparbilal,  and
om Richacdson-Merrell Ine. relative
» that parrion of tha Desoxyvepiodrine
gt allogated for Lhe production of
~vo-Desoxvephednine for use in the
Lofecture of 4 hon-controlitd sude
'ance. Spev Getalis reialve 30 these
mymments witl be outlined in & {uture
‘Lpaaal RICISTIR Dotice. -

PROBLEMS IN THE DRUG INDUSTRY

fﬁ"wa! 2 S ..).%.?f

Aras Code 202 Phone 323-5240

Pue to the fact thal a request for w
heanng has been received by the Ad-
ministration tth reference to the pros
posed Bggregale production guota for
Methylphenidate. the aggregate producs
tion quota for Methylphenudate does ot
appesr In this order.

Based upon eonmderation of the faes
tors set forth in 39 FR 241, the Adnun-
fetrator of the Drug Enforcement
Administration. uader the authority
vested in the Attorney Geneial by sec-
tien 306 of tha Comprehensive Drug
Aouse Prevention and Contrel Act ol
170 021 USC 26 and delrgnred to
the Administrator by § 0.100 of Title 28
of the Code oi Federal Remilations orders
that the aggregate production quolas for
1975 for contrelled substanees, exprersed
in grams in terms of their respeciive
anhsdrous bases, be estabilshed as
follows:

BoHEDTIR I
Granted
Basic class: 17875%
1-alphia-acetyimethadole ... 300, 000
Tetrahydrocanablacls «veonen 509

. ScuEovLe IT
Alphaprodine ... 24,500
AMORABIAL waes 312,504, 936
Amohetamioe 3,201,300

An:leridloe .
Aponiotphine

BMetnadons
Mrihadone I
cyano-2 ulme:nyl-mma-l
4-dipheny] butane) wn 1,930,000
Methaqualone ... - 19,618,335
Mized Alkalokds of OpLums —-. 63,31

Batc class—Con. Granted {197%)

Morphins (for aaley T—. #00, Dink
Marphine {fof Colversion) o. 43, 182,00
Notpethkling ... . ... 830, 0v3
Oplum  (tinclures, extracts,

elc. expressad In tercw of

optumi ...
Oaycndons {ler sale) ..
OR5Cedsne | Lo CODVersian) .,

Grgmorphone . 5
Pentcichilal 28, 119, 006
Peliiding .. 17,057 445
Prenarocine 25

Thebaine tfor conversion) .-

*1758,10R grama for tha production of fe-
vodesoxyephedrine far use In & non
trolled product, and 457.288 for produ
of Metnampheismine}.

Pursuant 1o Title 21 Code of Federal
Rezuations, §1303231¢) the Adnnn
trator of the Drug Fnforeement Admia-
jslrativn will 0 early 1975 adiust -
divadiai manuiaciaring custrs alocn: a
for 1975 barsed upon 1974 end of yemw
inventory figures submitted by applicanis
snd estimates of medical and sciemine
requirements Lo be pecvided by Lhe Food
and Drrr Administration.

Al persong who subnntied an applicn-
tion for eitirer an individual manufac-
turing quota 6r procurcment Guola for
1875 will he notifcd by mail as to thor
respective 1975 quata established by she
Drug Extforcement Admunistration.

This order i effective on January 20,
1835,
Dated: January 15, 1995

Joun R Barters, Jr.
Admintsiretor,
Drug Eaforcement Admintstralion.

{FR Doc. T8~ 1Te) Pued i-17-T8,8:45 nm|

FECERAL RIGISTER, VOL 40, MO, II--MONOAY, JANUARY 20, 1973
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niorcement

Winter 1975

Assault on
Amphetamines

Drug Enforcement Administration
United States Department of Justice




SR PGP
e e

Central Tactical Unit Four

by Dhouglas Chander
Supctvisor, CENTAC 4
DEA Office of Enforcement

Editor's Note: This is the store of CENTAC - ol Tram
he invide by il man i «charge, Specal Agent Dowglac
Chanetler, Since this corspirgey case is the st of iis
kit we asked Agent Chandlor v veaplain the particidar
prabiems acigmed G DEAS Contad Fachical Linis

Thws are, he s, famifiae to e el supervisor of every
L enforcement agendr

Brug bnnrcemen ¢ Wedes i97%



"Wc just don't have enough men bere. Qur
peronnel ceiling is X hul we have enly Y on
the strect. Ay officess are working evertime now simply
to Randiv tive problem af 7.

This is the nearly unammous oy of fint-line
AUPervisars in every Law enioicement outfil Fis up 1o
the supenior afficer to recagnize the gengine pote of
desperation amang the choras simply reporling business
as usual. While this note is not rare in our professian,
the chorus is must orten in response 1o a proposal of
aclditional assiginmenis,

The superior ofiicer mus be mopared to hear this
elyection during the planming slages of an eperation
whici will involve wverl subdivisions. Ko ene
wolcomes a drain on manpeser.

Oruy Enforcement « Wanter 1475

G
T3
4

—

7

a4
),

(5o
()

e}

Fod)

5

Anather quote, not s oflen heard by superion, goes
~amething fike this: “Here is a request from olfice X
about their investigation ol Y, which they seom to think
i«.a big deal They ought b see our problen of 7.

As though we dichnt have enough 1o do.”

The nel resultis that the local problem is paing 1o
remain lop pricrity in that sguad harring radical changes
of poticy Bom above., Interoffice reguests for assistance
or lollownp will bog down with exasperating frotiuency
The hest Laid plass of the headguarters stali for the hig
operation wiil he diclosted. The distortion increases as
ihe waork reguined of the squad becomes Jese mechanical
and mare soplasticatedd.

The difficulies arising from these faetors grow with
the distance separating offices, and they brcome

21
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In the temperary otfice i San g, Centac 4 Superasaor Clandler
Liefh sprent long planong sosaons wah Les Valimer inghty, group
<upervisar of DEAS San Thego st Oifice. Volleet's group
handtes 2 jomt operatons with Stexican drug autho
that section al the border

+ atorg

oecasionlly unmanageabie By crossiog qunsdictional or
departmuental loes. As restdt the guabity of mestis
work suftess, [His ironic that only the biyger cases, thos
cocompassing mose than the local seene, are the ones
to sailer,

Hee

The hest orinuaal mvestizative swork demands
mitiative and nnagmation, which means el interest

| would like to commend Adminis- of the aitcer. Thivis especally true in hanedtng mualiple:
trator John R. Barlels, Jr. and his defendant drug ¢ ases or complocconsgitenies, The more
fellow agents at EA as well as the complex 1 Case, the more lastude the offeer has,
many state and local law ecnfarce- o should have, i his judgment of shich Teads to
ment agencies in this courtry, Mex- fllow. The best work is done by thuse not so dilfereat
ico, and Canada, whose hard work from the detective of popular hiction, making imuitive
and cooperation resulted in one of Teaps from seemioply insignificant itoms, gursuing leads
the most significant lawv enforcement no e concrete than a“gut feelnge” Agatha Christie
endeavors in the history of our hadd the naht idea, bur only skimmed the surtace of the
country. seriouy work.
Senator Birch Bavh A poerfund ey, mechanical lreaimeat el shestigalive
Chairman, Subcommiltee to ieads will not do the job, and i may be a mistake (o
Investigate fuvenile think trat a shaply sorded commuand Tresm headauanters
Delinquency for picces ork van summoen up anything else,
[Conpressicnal Record, In planning for an important investigation, which
Seplember 12, 1974) will involve several widely scattesed subidivisians, the

good manager cannot ignare any lactors simply because
he condemns them as sadesicable, Manpower is thal
all-imporiant resource usoally discussed in mathematical
terms, but is camplicated hy the impanderiblis of
human aature. The wese planner chould detenmine in
advance the ansvess e these queshions:

How muoch manpower is required from that
subdivistan for the now oper.

Howy serioushy wall He coquiremient cot it ils
routine dulies?

ne

Whar are the relative prioritios of the roufine versus
the new speration?

Does the superviser understand the priosties?

Hew much af his teme can be devoled te the new
vperation?

Who shoultd be in charge of the overall aperation?
1f not that paiticolar supervisog, then what is his role,
and what i his relationship to the one i chaige!?
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These consideranons will apply 10 any ouifit
subdivided fanctionally or geographically. The negat e
elivets grow m proportion e the size of the aufit as
weoil. A small police department, where everyone knows
vveryone else, <hould have no problem at all, Many
larger deparimenty have a headguaners detective stail
which can cross procinct Hirres at wilt to pursue a case.
Travet withie a city i therefore not a convidreration
This may seem 1a be the perfect solution. State and
federal agencies hecause of gieater drtances and the
cost of air fare, cannat adopt that solution 2« standard
procedure .

Moreover, samething is bost. The gut feeling” makes
no sense when transitted rough eemal channels
anch s pot ustification for a thousand-mile trip 0 check
itout. OF conrse, there is atways the infernal channed,
which the Brihsh call the “oli boy network”—a
teteghone call 102 fnendd and coileague in the other
cily, Mamy police admainistionos froves oo this practice,
and many operational msanuwals ficly beistie with
probibitions agatastil. This ts probahly becausa the
resuits remain informal and are seldom reported
maperly, and the upper echelon loses contro! an both
ends,

he Drug Enforcement Adminisiration is a relatively

small agencs seattered around the world, The DEA
special agentis naned to think e terms of the
international tratfzc and distant sources of supply. That
1~ By oely ingsieess, Correspondence which crosses state
haes and ternational bodlers is not only daily rouline
s the substance of the best ease files and a goal to
e sought in every aew invedtigation. The experienced
DEA supervisor b probably been translened often
enough and far eoough W lose any provineial outlonk,
As qresalt of his Iravels be can often inddude within his
formal communications a very eflicient old oy
nelwork” Thus DA may have reduced the negative
interoflice factors 16 the achievable minimum.

Neveriheloss, intelligence tirns up an occasional drug
teaifiching organization, which is spread across both
damestic and forewar DFA Regians, of such impartance
that it deserves masimum ¢ifarl, No single region can
lake command af the entire invedigation, and rouline
coriespandens e, however reliable, is teo cumbersome.
Asamall, full-time group under a single supervisar with
trecdom to trave! as indicated by the leads is the
mast offective approach, The palice depantment with the
central detective <talt had the salution alf along,

FEA calls such a proup a Contral Tactical Unil,
“Crntiat” connotes responsiinlily anly 10 DFA
Headguarters in Washinglon, So far, five CENTAC enile
have been created, each Brandling & difierent
organization dealing in an sdentifiable dosage fonm of
one drug The st orsterion for selertion of an
organization is tha! its contraband drug anpears in such
quantities as o conslitute a threat by commupitices
throughoul the United States, The <ocond eriterion is
Lhat termination of the organization's activity would
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sipnificantly reduce the availabiuy of that drug within
the communities. Nethiag, less would justify the eost of
a CENTAC opetation,

By the time the<e twa criteria are met, the drug s well
known on the iHlict marker and many purchases and
seizures have already been made. Street intelligence
plus forensic analysis of the evidence will indicate some
commaon source. An axamination of the files will make
it possihie to piece together an outline of the
organization’s structure.

A profit-oriented enterprise outside the faw such as a
drug trafficking network operates entrely by the
principles of taissez-faire econumics. IF il is not
profitable, it wili disappear; if itis, it will grow at an
amazing pace; there is no other kind. The original
linanciers thereby achieve an executive status removed
by several layers frum subdtantive violatinns. These men
at the 1op will pever be prasecuted for possession or
sale of drugs. The only tec hnique at our disposal is to
make use of feders conspiracy statutes,

The mission of a Central Tactical Unit is 10 examina,
select, and develop the physical and documentary
evidence in such a way as to bring farlh the witnesses te:
aconspiracy. CENTAC 4 was the first of these units to
conclude its eperations. Though no two units are alike,
115 sTory may serve as an example of how such tactical
openations are uadertaken,

he targe! was the minibennie, the small amphetamine

tabiet which was appearing in every region of the
United States. The lirst mindhennies were encounteregd
in April 1970 They miet with rapid accoplange by drug
users. Production i clandestine laboratories was aimost
continuous afier that, By mid- 9744 a total of 58 million
minibenaies had been seized by faw enforcement
agendies

DEAS Specal Testing and Rusearch Labosatory in
Virgiia has perfected a procedure of microscopic
examination and measurement of tablels similar to
baltistics. The punches and dies of a tableling machine
can he positively identified trom a sample of the tablers.
The chemisl can say that all axhibits in a list of cases
came from one machine, though he has nu idea where
that machine might be. DEA encaurapes al! law
enforcement agencies to send samples of Hiicil tablets 1o
the Special Testing Laboratory,

The submitting ageney receives a reply from the lab
wiliy the resubis; whether the manufaciurer can be
wenttified, whether itis a previously encountered
clandestine source, or whrther it 35 2 new prototype,

The more sarmrples on fike fom g particular machane,
the move intelligence is compiled on distribution routes,
associated dealers, common wholecaters, transshipment
phints, and possibie conspiracy evidence. All of this,
by theway, is availalile to the submitting agency if it
wishes tn pursue the investipation.

In the Jatter part of 1973, DA Headouarters was
studyingg the intellipence on the minibennics with a
sense of urgency, Two new mas hines had Bepon
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production, and it lookerd a< thoueh they were cach
mwere profific than any predocessor. When the CENTAC
comvept came along, the minibenme Iralfic was a
nalural targor,

Mare than hali of sl the minibeanies seized hadd
bean repunied by UL, Customs at San Ysidro, Catiforna,
just sovlh of San Dicgo a1 the ciossing, point from
Tieana, Amounts found a1 amy ather porl ol entry along
the border were neglivilile, The largest whaolesalers in
the country were in San Diego and Los Angeles.
Ohviousiy. the bleting mrachines were in Meico, and
the fimanciers and major tratiichers in Tijwana

Trering fanoary 1974 plans were made tor CINTAC 4.
| served as the stupervisar, and seven special agents
were chasen s the specal assigrment from vartous
domestic

DA Adimnistrator folm & Baniels, I, senae g refetype
to all regions oo lanuary 25, 1974 outlining the plan
Any case developed with aver 25,000 minibennies was
10 he reported 10 CINTAC 4.

By the ead of Febiary, CENTAC 3§ had moved into
affice space mn San Diego aned bevun is work, The first
slop was 1o take all perinent Gles aned exiract anvihing
swhich could e wsodd - any combinstion or extrapalation
of Lacts and any names of puterial informanis, An

ions,

organizalional charl of the violiaes started 10 take shope.

The legwork began, checkmg matel vecords and all
the gther rouling lasks. Interview g wilnesses was
Iricky beranse we wanted 1o masntan secuanty and had
1 use indires bon. H ward of the wmvestigation had hil
the street, i wonild have Been 1oo easy (or the Calitornia
vierkaters 1 step across the howder into Tiiuana ar for
the suspects there én move their operations,

vy the midelle o Aarch we had the fisst witness
before a jederal prand jury, Meanw bile, as the spectal
agents assigned coondmated the work of the reyional
eilices, the arganizational chast kepl prosing,

O Apzil 1. major break came ctong. The s
tenedd v an informant who could 1l the char with
names all over Mexico. going back 1o the beginning
of the minihennic labs. Hle was s veteran vielator from
Tijuana, now living in California And he was willing
1o testify,

Duning the brst couple of monihs il became evident
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that ather DFA offices around the coantry, i response
t the Adiministratog's teletype, wore trying 1o pat
tepether their own minibennic conspiracy cases,
Seatthe and Phoenix hatl pood cases andesway, and
Milwaukee was just getting stasied.

This liened gave rise to (he final plan, which was in
ontline as folbows, Eacearage as many offices as possibio
to progerd with multiple-deferdant conspirary cases.
Conrdinate them 1o sto 1o prand jury ior indiciment
at aboul the same e Ohzain sealed indicmienis
nationwicde and wait for g simultaneous roundop, Take
Al the evidence against the suspedts o Mo aind
prresent  te the Mesin an Altermey General, Allow e
for the Mexican Feceral Judicial Police toomake arrests
and search for the Liboratosies Then, as soon as
sipnificant artion occurs in Aexico, pive the signat for
the dumestic raundap

I( worked out exactly as planned. Bur 1 was never sure
that itwoestlid, and there was nothig casy aboat it

During a iy 1o Mesico, Adminsiratng Banels g
wilh the Attamey Cenesal Pedro Oodasanitada aned
shiscused the aperation. We were assured of b
cooperalinn.

On Moy 21, we held o owe s ol Awsistant 1515
Atlarieys front the varssus cities conperatmg in the
investigaticn al the fustice Departiment oliices in
Washington. They were the ones whawould handle the
grand qury indictiments in San Diego. San Franciseo,
attle, Phaenix, Milwaukee, Muani, and Bostan,

This Bistawas ta change a it laee snowhen some ould
not meke the scweduie, wiile othors were added with
IOV (250N

The CINTAC 4 avents in San Dicgo now fud enowh
miscellaneous Teads o heep M bosy tor avean
Conceivably, these facal teads could have heen
dovelapast into cvidenee b inedics a couple of hupdred
defendants in Caliioria. But we did not have avear,
st such 0 caseawvould have hecome unmanageabile.
W concentrated instead on the major Mesican sourees.
New informants weie developed and thewr keshimony
checked.

On tely 17, a low of uswent o Mexica Ciy and
brivied the DEA Regional Director and his stafi in the

o
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American Tmbassy, All the intelligence so far pointed
o Guahalaiana as a probable location of one of the
big lahaoraionies.

That same clay the Seattle grand juey retamed
indic ments on 15 stefendants. San Dego, Phoenix,
fan Francisco, and the athers iollowed. The fast to go
was Milwauhee on August 19

San Francisea had a problem whes their case,
pattially based ona Tide it warestaps, went 16 a hesariog
that disclosee the vase. e San Franeisco asents wiso
forced ke muakat ther woandup al oner o have the
defendants fice

OnAugust 12w e mét Altlomey Goneral Cjedas
Paullacka in his obi e in Mesico Uity and briefed bim in
s e ion was pasitinve, aml s mioves e B
iwoere enthysiastie The asstsedd theee of his hest
romymandanies wiih thor wroups o tuvel 1o Guacdalapoa
anid Tijugoa.

The Mevivan Federal Prosedutons studied our
fazmation andd exeacted w hateves would be evidence
wnder sive hay Thi stgesiod g procedduee similar
to the letres rogatory under the Napoleonic Code, Back
inSan Diczoowe ook complele statements from four of
the witnesses, hae them notarizod, then cortified belore
tize Mesican Consol. These docwnents were ther
detivered to the Mevican proseculors, who fssued the
orders for arrests

Al this tonk a few days, Ateana hile, on August 29, hwo
undereiver azents from Sealtle few o San Piego o
negotiate wsth some of the local wafivkers for a delivery
of minibennies. CINTAC 4 agents ook 3 broak 1o
participaie in th s eorveillaner anct arrests,

Thatweek the DIA office in Caloxica came up with
some inforanition absoat Wleiing machines in Meven
City. Fanagents from Calenicae went theto, As a result the
Mesican Federd Judscial Police randed 1w s,

G

containing reo machines each, and arrested eight peopshe.

OnSeptember 8, a gronp of 17 Medcan federal apgents
came o San Diegaand spent the night At dawn the nest
moring they started rounding up defeadants in Tiuana,

During that day 12 ef the biggest vielators in Tijuana
wentlo jail. Some of them were the old legendary herain
dealers wha had branched oul imaminibennies hecayse
they saw it as an easy.and fucrative husiness. Most af
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Twar defendonis are Laken it custocy— -
e in Tynasa tdefth, e oguec ar about the
s e i Lus Angehos tishin e
internatonal roundop sl v 113 aerests

them were nultimillineaires, which gave them Local
stature in both politieal and criminal circles, The
detendants were foaded into a camper i secrecy as g
Precavtion against an attempl at a hieak by assaciales,
aad transported 1 Cuadalajara. Prosecution ef all
Mexscan defendants will e in the Guadalajara courts, S
weapons and a hali-kilo of herom were seized during
those arresls,

Other defendants in Cuadalagaen and Mevico iy
were arrested, and some eseaped. So e 27 have heon
tovinddon] apy, aned the sesech i il ROINE 0

On Seprember W, the domestic roundup Bopan. Aol
of those indicied were arrestedd that night. During the
raidls athee asseciatos were found in JEIY TN
of drige i added 1o the lse The tor] neber of
min:hemnes seizod incidental 1o the arrests e close
e one million. Cihen seizyies imncladod seapons, cais,
growiz manihuans plants, 2 aotineyche, and an
ilane, As of now 113 defendant< are in custody and
will he piraseeuted in these cases, Eleven remain at
large in fugitive statos.

G oing back to the Tundamentals, we ertoree te law
by tocking up eriminals: aot for vindictive
purichmont of that one sifender, bul rihet as an
example to others contemplatiog the same crime. 1 is
ne example il the vthers neves know about it Alibough
many policenion distrust reporters wd prefor o work
i privacy, public communication ¢an be an importan
deterrent. Almost every miajor e spaper in the counliv
carried the story of CENTAC 4 aned it was widlely covered
on television, We nwst now wail for the effects of the
operation to be feltin the minibennie raffie, There are
prababiy millions of dosspe units siltiog in caches on
this sicle of thy heuder, and these will b soid off in the
et b e, AW can evpiect 1o fiod minibenmes on
thar shieet for awhite, probably at increasing e es, oven
if production s Mesico should he complotely shin
town,

The Moxican authorities did not seiee all the
viandestine machines, We kneny, howeny 1, that the
Mexivan violalais are suscoptibie 1o Liw enforcoment
pressures aned will win o Jess dangerous eaterpises
when threalened with vigorous enforcement,
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Abridgment of a report by the Na-
tinnal Clearinghouse for Drug Abuse
Information (Series 28, No. 1, 1974)

The National Clearinghouse for Drug Abuse Iniormatien
operates as a central source for the collection and dis-
semination of drug abuse information within the Fed-
eral Covernment and scrves as a coordinating inferma-
tion agency for groups throughout the couniry working
in drug abuse programs. Since i2s establishment in 1970,
the Clearinghouse has developed an information dis-
semination service; a publications development program;
compuier files of rescurce and program information;
and z national network of focal drug abuse information
centars. These activities are designed to provide current
factual drug abuse information to the public on request.
inquiries should be directed to the Naiional Clearing-
house far Drug Abuse Information, P.O. Box 1908, Rock-
ville, Maryland 20850,
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Amphetamine is part of a chemical “lamily”” which
includes methamphetamine, doxtroamphetamine, and
other drugs. 1ts best known major effocts include the
dilation of the hranchial passages, appetiie depression,
the relict of fatigue, and the slimulation of the cenlral
nervous system (CNS). Some of ithe undesirable sicde
effects at high dose levels include insomnia, stomach
disorders, cardiac arrhythmia, and, more rarely,
paranoid psychesis.

Amphetaminz was first synthesized in 1887; the
first significant investigation into ils pharmacolopy, or
therapeutic possihilities, was performed in 1927, At
that time, Gordon Alles, & California pharmacologist,
prepared a number of phenylalkylamine compounds in
an effort to find a synihetic substitute for ephedrine, 2
drug derived from various planis and used for treating
asthma. Alles’ research led o his roceipt of the patent
for the drug in 1932, In exchange {or royalties on sates,
he assrgned the patent to Smith, Kiine, and Freech
Laborataries which used the drug in the Benzedsine®
inhaler to aid in dilating the bronchial passapes.

Most of the other major effects of the drug were
discovered during the 1930°s, In 1937, amphetamine
became available as a prescription taidet, b was used 1o
treat narcolepsy—a discase producing an uncontrollable
urge to sleep—and, paradoxically, to alleviale the
hyperactive syndome of chiddren. As clinical use
continued, amphetamine’s effects as an appeie
suppressant and 2 stimufant became knowr.
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During World \War 1l in apsn, amphetamine was
extensively used both by Japanese cwilians and the
mililary { counteract batile fatigue, 1o maintain
atertness, and 1o achieve high production quatas
imposed by the war, After the war, large skocks of the
g became available withoul prescription, and the
number of heavy users of amphetaming increased so
tapidiy that medical probtems from ils use devedoped.
From 1938 to 1955, legad controls were steadily
developed and tightencd, along with expansion of
teatment facilities and strenthening of penal provisions.
These measures were complemented by a massive
public education campaign, with the result of greatly
reducing the amphetamine abuse problem in ater years.

Sweden has alse had a prohiem with amphetamine
and stimulant abuse, Since the exly T930°%, increased
tegal and modical restrictions an e distribution and
use of stimulanis have generally failed ta halt 1he illegal
misuse of the drugs. Legally, stimulants are restricted to
very selected medical cases by special ticense,

In the Uniled States the recent phase of abuse—
intravenous injection of methamphetamine—spread
throughout the country from ils beginnings in the San
Francisco Bay area in the fate 1950°s and early 1960's.
Prescription of injeclable amphelamine as an alternative
1wy opiate addiction, and uaethica! distribution of the
drug by a few physicians, made the drug easily available
lo putential abusers as a liquid in ampules, Allhough
closer fegal cantrols then were placed on prescriptions,
+ black market developed. In 1970 and 1971, the
amphetamines and methamphetamine were placed
ander strict federal eontrals. Continued federal concern
Airoul the drugs was reflected in Senate bearings in 1971
and 1972, which focused on high-dose intravenous use,
misuse of prescribed amphetamines, and diversion of
tegally produced amphetamine into illegai channels.

Current Medical Uses

Until mid-1970, amphetamines had heen prescribed
ior afarge numbier of conditions including depression,
fatigue, and long-term woeight reduction. In 1970, the
Faod and Drug Administration restricted the legal use
uf the ampheramines 1o three types of conditions:
narcolepsy, hyperkinelic behavior, and short-term
weight reduclion programs.

Short-term treatment of chesity

Amphetamine, as well as a host of similar compounds
is prescribed for appetite control because it decreases
hunger.

In spite of this advantage, twe actors argue against
the widespread, prolonged use of amphetamine for
weight control. One is that tolerance develops rapidty
1o the appetite depressant characteristics of the drug.
Even with moderate dosage increases, 4 1o & weeks
seems fo he the imit befare talerance deveinps to the
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anorectic effect of amphetamine.

The second reason is thal overeating seems to be
cantrolled primarily by psychological and behavioral
factors, not by the physiology of the body. Overeating
is regarded by many authorities as 2 habit, which must
be changed if the individual is to Inse weipht after
tlevelopimg tolerance to the anorectic effect of the
amphetamine drugs.

Hyperkinelic syndrome of childhood

This disorder is manifested by impulsive, hvperactive
behavior. The ¢hild has an unusually short attention
span, and in spile of normal or superior intelligence is
frequently an underachiever in school. Amphetamines
have the paradoxical efiect in such children of acting as
a tranquilizer, increasing attention span, and decreasing
hyperactive behavior. Considerable professional
controversy and widespread public attention have
recently been focused on drug treatment for the
hyperkinetic syndrome. However, the main issue
relates more to the prevalence of the syndrome and
reliable diagnostic criteria than to Ihe efficacy of
amphetamine in its treatmenrt. Caffeine has bren
reparted in recent studies to be 25 effective as
amphetamine in treating hyperkinesis with fewer
undesirable side effects.

Narcolepsy

This is a very rare disorder in which the individual
experiences frequent episodes of sudden, uncontrollable
desire for slcep, sometimes as many as a hundred times
a day. Amphetamine was first used to treat narcolepsy
in 1955, with the discovery three years later that acute
paranoid psychosis was a side effect to be guarded
against.

Non-Medical Use of Amphetamines

1. Intermittent low-dase use

Many individuals occasionally take 5 1o 20 myg of
amphetamines orally to allay fatigue, elevate mood
while doing an unpleasant task, produce prolonged
wakefulness, help recover from a hangover, of to “get
high.” Oftenthe pills are obtained from friends, who
mare than likely obtained them by prescription for
weight reduction. Only rarely are they purchased on the
bfack market. Individuals may be any age and usually
have little interest in amphetamineg use as a “life styfe.”

2. Sustained low-dose use

In this pattern, the individual obtains amphetamine
pis from his doctor for weight control, but takes the
pilis 3 te 4 times a day for 1he slimulation and euphuoria
produced by the drug. He may develop a strang
psychological dependence on the pills and feel that
he cannot get along without them. If he siops taking
daily amphetamines, withdrawal depression occurs,
Since the depression tan be easily and temporarily
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THE SPED CYCLE
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“ewed” by renewed dosage of pill, the dependence
becumes dificult o hreak. Some individuals graclually
increase their daily inlake of amphetamines and bepin
taking sleeping pills or aicohol (o wlieve the insomnia
which useally develops. The develuprent of this
“upper-clovener” eycde is especially dangerous because
itincreases the prabahility of overdose,

3. High-dove intravenous mcthamphetamine e

This is the widely publicized patlers of “sizeet”
gmphetamine abuse. Although the pattern imvalves
fewer individuals than docs oral amphetamine use, the
bizarre hebavior and dress of the intravenous “speed
freak,” the high incklence of vindeni hehavior, and
the resullant medical complicatians have focused
dispraportionale public and professional attention on
this pattern. A major motivation is the “Mash” or “jush,”
anintense feeling of pleasare inunediately following 1he
injeciion, During a speid hinge, an individual may inject
between 500 and 1,000 mg of methamphetamine every
2 or 3 hours; by cantra<t, the usugal aresciibed dose
ranges between 2.5 and 15 mg per day, The substance,
calted “erank” or “erystal” may cosist of illegally
produced methamphetamine ar dissolved prescription
tablels.

Dhavid £. Smith (1969 described the “speed cycle” in
lerms of an “action-reaction” phenomenon, iflustrated
in the accompanying d:agram, Witk the onsel of the
drug effecl one sees he “action phase’™ or “high.”
During the aclion phase the individual is hyperactive
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and may continue Lo shoot methamphetamine many
times a day in order o perpetaale his “high” when it
Beging to wear 6fl. Beckuse of the marhed stimulation
the indiviciual is unable ta steep, and because of

the anorectic eficct mav nol eat. As the individual
accumudaies progressively larger amounts o3
methamphetamine within his body, he frequemly
develops extreme suspiciousness which merges into
an overt parannid psychosis, The high energy ievel
associated with paranoia results in unpredictable
behavior and, someiimes, violent behavior.

For a variety of reasons—(alivue, parancia, or simply
the lack of the drug—the individual eventually stops
injecting methamphetamine and the *reaction phase”
hegins. As the eficcts of the amphetamine wear ofi, the
individual lapses into a period of exhaustion and may
sleep continuously for 1 or 2 days. Fellowing this
exhaustion phase, the individual often has a prolonged
and severe depression whicl may fast days 1o weeks,

High-deose intravenous methamphetaminge
In an analysts of 310 cases of high-dose
methamphetaniine abuse, David Smith (1974 divided

_ psychological adverse reactions inta five catogorics:

1. Anxiety reachions, in which the individua! becornes
Tearful and tremultous with concerns uhout his physical
well-being.

2. Amphetaming payshosie, in which the igividaal
misinterprets the actions of ethers, hatlutiaales, and

kL)




COMPETITIVE PROBLEMS

becomes unrealtivaily suspicions,

3 Exhaustion syrsitome, an intense Tecling of Tatigue-
and need {o sheep soilowanyg the stimulation phase.

4. Prolonged depression,

3. Proleaged halturinosis, in which the individual
comiiues to hadiuanate afler the deug has heen
metabolized,

The Amphetamine Withdrawak Syndrome

For many years the medical consensus was Hhal
amphetamines were not addicting because of the
sepposed absence ot o withdeawal sundroones Part of
the ditiiculty Loy in disagreement over the defindion
ol addiction, bul a wieater pait was the lailure 1o
recopnize Ihe withdrawal syndrome becavse of its
goafitative ditference nom the narentic or general
depressant withd ot syndrome. The amphetamime
withdrawal syndrome is characterized by apathy,
aecreased activily, and sfeep disturbances which can
Last for weeks or months, Another withedrawal sign was
sasted by Cswald and Thacore (196 1) Tollowing aivupt
withdrawal of Large dfoses of amphetamines, an inceease
in il perernlage of rpil eye-iovement sleep (REAM)
oceurred, REM reiwmed to normal when amphelamine
was given, ot mcreased again when amphietamine
vous withheld, This phenomenon provides additional
e idenee 1ar the castenee of phyvsical dependence.
nce suicides have o corred during amphictamine
withadraswal, doctors have been advised 1o heing ahoul
withudrawal slowh i conbiolied envivonmenl,

1egal Status

Snce s emprgence in an ovet-the-counter inhkater in
Uy LS, amphetaimine has hiven placed under closely
deined contiols. The Comprehensive Drug Abuse
Provention and Control Act of 1970 established live
sthedules, or lists, vd controlled substances, ranging
cdinvnward in their potential for abuse. Amphetamines
wete first placed in Schedule 81 but on july ¥, 1971,
were moned 1o Sehedide I Acearding to the Act, this
schedute s designed Tor diugs which have a high
potential for abuse; which have a carrently accopled
medical wse in freatment in the Uniterl States or a
currently accepted medical use witl severe restriclions
or which may lead (o severe paye hnlnp.?’(“ll or physicat
dependence, Other drugs i Schedale 11 mclude cortam
opistes. mothadone. methamphetamine, and cocaine,

The Act also gives the Attormney General authority
te regulate “the registration and control of the
manufacture, distnbution, and dispensing of controlled
substanees.” Speciically, every manulaciurer,
disiributor, er dispenser of amphelamines musi register
annually with the Attorney General. “Dispensers”
intTude scientists who are conducting rescarch, as
well as doctors and pharmacists. Inaddition, cerlain
requirements lor Libefing and packaging amphetamines

Ireup Enforcement « Wirg
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-=—zurh as securely sealing their containers- -are in efiect,
Athird significant cantrol is that the Attorney Cenesal
deternunes annual praduction quotas for eertain
ennitolled substances, It had been estimated that hefore
qualas, some B billioo doses of amphetamines had been
mranuiactured anvually in the Uniteel States Daring
1972, production quotas were established, reducing
production approximalely f percent below 19771 levels.

A problom now hemg canstdered in most of the
capitals of the free world s whether the benelin derived
fram amphetamines outweigh their toxicity, His the
comensus of tre worfd scientilic Hiteraiore that he
anteictarines are of very Tfe beacft e mankind.

Fhey are, hinvever, guite tosie,
—Jahs 1, Grutth (003

.

The question of whether or pot amphetainines are
addictive or habituating is @ maiter of semantics,
Habitual gsers dovelop a marked poychological
dlopendence on e deue and evidence defiite
witludrawal svinptoms, incliding tenseness, amiety,
tremor and nervousoess, which may he of such dogree as
0 fncagnacitate ihe ser during his period of withdrao!

“buhvand K. Bloamgiist {1956
.

I is generally felt that the hebavior of hisavy
amphetaming isers s consistent with the stereotype of
the dopns fiendd.” Trons all evidence, anphetamines femd
tey sot upy conditions inwhich violent behavior is mose
Tikefy oy occur thons would be the cace had an inddivichual
not used i Suspivionsness and hvperactinity nay
comhine fo induce precipinous and ormsarnanied
assaultive hehavior.

—fohn O Keoonwe (197}
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The New Chinese Connection

In the Uniled States: The Arrest of Far Easlern Traffickers

by Ross M. Riley
Supervicor, CINTALC &
DEA Ofiice of Enfurcenent

Mg Fnio e = Wk 1475

Five secret indicimenis were un
sealeel recentiv e Lhe Southeas aod
Eastern Districts of Noew Yook, chane-
ing 6% porsons, most of them de-
nationalized Chinese, with congpir-
ing te import and distribute heroin
in the United States and Canada. In
a coordinated array of airess that
hegan on November 19, the Pty
tnlorcement Adminstration anting
together with the tmmimation and
Naturalization Service and 1he Boval
Canadian Mounted  Pohce-~closed
down the most Hinrough mvestiza-
lion of the Far Fastern nanoelies
raihe ever conducted in this coun-
try. But in dong sa they opened op
10 public inspedtion a disconeen-
ing prospect: Asian heroin on the
horizen,

The cultivation of opium poppies
in Asia is not 0 new phenomenon.
Southepst Asia is, in lact, the aldes,
and stil by far the largost, opum-
producing area in the world. Accord-
ing 10 “Waortd Opiom Survey 19027
pubiished by the Cahinet Commitlor
an infernational Naeolics Control,
outpn ol dlicit opirnn in e rennoe,
protedted, wnd almest gutonos s
highlands of “The Gelden Trians L
exceeds hal of all other countries in
the world combined.

Av ofd as Lhe Asian upium Lraiie
are 1he ditions of the master 1ai-
ickers themselyes, Thev aie, wilh
fow exceplions, Chinese mwerchanls,
rosiding nol anly in Kanghok, Hong
Kong, amd Siagepore, bul in San
Francisen, New Yok,  Vancouver,
and magor citics around the wurll.
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Dealing with one another in maliiple
Nicit enterprises, they maintain close
bes protecied iy power of smmense
woalth, theie anly loyafly to them-
sthves, therr only commibment 1o
what they rewand as ventore capital-
istn, Ponetration o1 this caste withuat
a4 country lus hewioiore presented
almost insurmouniable difiiculties,
On Chemimas tve, 1972, federal
Arcolics agents areesled a0 Danish
seaman, folwt Thamsen, in Brophlyn,
New York, in possession of 18
s o1 Asian hewing Docament-
cd intomation by DEA retiongl
ot i New York revealed that g
sanch av a thoesand pounds of Asian
heroin had been sinugsled inng New
York Citv by isdenendent seamen
during the perod 1971-1972, 1n Sep-
hember T973 the Special Assisiant for
Conspiracy Oneations called for an
MV Lase eviens of Far Dastern
tafickers. 1 owas then servi a%
Group Supervisor of the Regional
Conspiracy. Groun in New  York
Here, o sumimary, o the still drsg-
menfane sgudtion ws we roported i
ai that timy:
* Turchase or sevrure By DEA of 635
pounds of Asian heoin frany Chi-
nese violatore- <23 percent of the
lotal amount secovered from e
region jn (U7
Seizure by the Bureau of Customs
ui anviber 40 pounds of Asian
heroin bound jor New York Cily.
* Seizures in Holland and Canada of
55 pounds of Asian beroin hound
tor New York City,
Deliveries over an 1d-mosih pe-

hug Enforcemmat s \Winter 1975
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riod ef 700 pounds of Asian heroin
ta an Italian violator,

DEA undercover negotiations with
a Cuban ol Clinese extraction for
aninihial shipment of 15 1o 24
s of Asian heroin with rep-
ular shipments in T-puund Tols
tr dollow,

T'he report concluded

Southeast  Asian traffickers  are
campletely ignorant of federal con-
spiracy laws; they feel they cannat
he arresterd unless they participate
dircetly in the sale to an enforce-
ment officer. 1t should be noted,
havwever, that to date it has boen un-
usual to get a Far Laster delundant
to tostify in court,

In Janvary 1974, Central Tactical
Unit 3 was formed under the Special
Assistant fur Conspiracy Operations
o direct an Administration-wide
search for demnnstrable evidence.
was assigned {0 DEA Huadquarters
to head the unit, which included
Group Supervisor Thomas O Gracy
and Special Agent David Samuel,
andd later Special Agent Matthew
Maher. We began slowly to plot the
pattern of known cvents. It was at
this point that the tenuous ties of
unrefated intelligence began to ac-
fuine he streagth of an inestricable
weh of evidence that would reach
azound the world. Inta this net wore
drawn a number of the mast notori-
mus Chinese traffickers who  had
been operating for years beyond the
reach of the law. How to get 3 Far
Eastern traflicker o testily in court
turnerd oul ta be less difficu’t than

had been fureseen. Such is the peck-
g order of prison life that aiter a
year or two they were moio than
willing to implicate the othenwise in-
vulnersble wolators a1 the lop of the
arganizations dircctng bolls sappiv
W Southeasl Asia and distribotion
North America.

The indictments drawn up under
the direction of Paul | Cornan, U
Alioeney for the Southern Disteict of
New York, and David G, Trager, G2,
Attorney of the Lasiern istrict of
New York, allege that about 250
pounds of bernin and a2 hundied
pounds of opium were smapsled in-
to North America and distributed in
New York, Clicago, San Franciscu,
Toronio, Montreal, and Vancouver
from 1970 to 1972

About one-third of the detendanis
are fareign nalionals, most of them
Chinese traffickers wha are respon-
sible for directing the movement of
hundreds of pounds of hersin into
the United Staes in recent years.
These suppliers and financiers have
previously been insulated from po-
lice action and prosecution in Ihe
sanctuaries they operata in Southeast
Asla. The primary purpose of CENTAC
3 was to find a way 1o bring them 10
nstice. The mdictnents ltained n
New York ace the first in g serics of
rarefully planned steps te achiove
Ihis end. Extradition or prosccution
in their own countries of nationality
is he next necessary step. Public ex-
posure altending the gutcome of
CENFAC 3 should belp to achieve
this.
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in Europe: An Incursion of Asian He'oin

by Michack A. Antonelh
Chief, European Section
DEA Office of Enforcement

A noteworthy trerd is ragickly de-
veloping on  the Luropean  drug
scene. The previously drug-tice capi-
tal cities are quickly becoming hubs
of actvity for groups of “elhnic”
Chinese engaged in the traiflic of
heroin smuppted from Flong Kung
and other principal cities in the Far
faa Chinese crinunal clemenis ol
Amslerdam, Brusels, and Londan,
onge conient to

roap proiits tom
their prostitution anzd gambling in-
terests, have mowe sttt their ebiorns
10 the marketny b distribistion o
Asian heroin troughout Western
Europe.

In March 1972 U5 and Nother-
laind- marcotive olinials made 1he
lirsl sucvessiu! penctiation ol this
traffic, culminating my the seizune of
more than five pownrrls ol white
Astan beroin in Amxterdam. Inclided
in the Lst of delendants was Lhe
owner of & Chinese restaurant in
Brechy

One of the earlicst cases invoiving
this 'rafiic nccurred oy London dur-
ng June 1972 when MM, Customs
Sunvice searched the bedrolls of lwe
Chirese tasidents of Hong hong
upon their artival at Heathrow A
part. The swarch  wncovered 16
pounds of No. 3 heron,

in early 71973 US. and turopean
narcotics officials identilied Amster-
dam as the main diarihution point
{for Asian keroin in Wester Europe.
As a resull of a case initiated in New
York, DEA identified an extremely
aclve group of Chinese trafii kers
who were operating in The Hapue,
Rolterdam, and Amsterdam. In March
twa DEA aperus traveled o Nethes-
lands and conducted an investiganion

Deug Enforcement + Winler 1475

¢l mght members of the nraanization
1 was feamed 1that the Teader was
planning o scll 3¢ pounds of brown
No. 3 heroin, Upon delivery three de-
Iendants were arrested in Amsierdam
by Duich suthorilies. Since Nether-
lands law does not recogmize the act
of conspiracy, the remaining de-
fenchants could nat be charged. Mo
ing their invesligalions Lhe apents
learned that the group was secking
tr e<tablish a tink for Asian herain
distiihutors connecting Hong Keng,
Eurepye, and the Uiabted States,

Adter the successiul penelration of
the Amsterdam group, DEA and fos-
einn authorities recognized that the
tralfic pattern had been shifling from
Paris 1o Brussels, then back to Am-
stordam like a fasl-moving shadow,
in micl-1973 Chinese groups were
dispatching the majosity of their
couriers from the far East via com-
mercial aircrait. At a time when a
laithy certain pattern and trend was
identified, the shadow shiited 1o
Hamburg where, on August 14, 1973,
German customs officials and the
Hamburg police seized 11 pounds of
Na. 3 herain from a Chinese scaman
who had conceated a part of the
lead on his person and the rest of it
in his cabin.

During the fall of 1973 DEA, in
concert with police and cusinms alii-
cials in France, Germany, Belpium,
and Netherlands, continued te put
forth concentrated efions to break
the nks which were then cannect-
iny the Chinese tafic between The
Chient and Furope. On Augesl 30,
73, a reutime check of o Chiese
resident of Singapore on his ardval
at Kastrup Airport in Copenhagen re-

INDUSTRY

sulied o the seizuse of ~even poengds
al Nex, 3 herain, Inan etfort to avoid
suspicion during his travels, he had
Ttowwn from Singapore via Moscnw 1o
Copenhagen. Alter a second seizuse
in Coponhagen in Decembor 1973,
the proups senl their couriers on
their previous ravel pattewn o
Haong Kong via Mfaris 1o Amsterdam,

On January 21, $974, 5 soizure of
feroin of Asiam erigin in Europe was
maide at Chly Angpvend, anis Do
roulate inspection of o Chinese lay
elecs suilcase, o large number or
camphor balls were uncovered, evi-
dently 1 inhibit a detector dag's 2l
ity i locate the soven pounds ob No.
3 heroin which had been secreled i
ihe suilcase’s Lning. Two couriers
were arrested. One of twm had pre-
vioushy  visiled Norway, Denmark,
and Amsterdam, the pivolal point of
this traific,

Since July 1972 Edeopean polic
and customs oitcials have arrested
62 Chinese tratfickers and seized a
totat of 178 pounds of Asian heroin,

In a sew years heroin addiction
has increased in the principat citics
ot Netherlanes, France, Germe
andf dtaly. As New York s histori-
cath been the primary distribetion
center for heroin bere, Amsterdam
has became the focal point foz this
trafiie which s far bas been ade-
quately contaned within Lutope. In
the coming months DEA and loreign
counterpait officials will continae 1o
apply resources to strike at this tratiic
or conlain it at a level where it hope-
fully will pot he 2ble to spread to-
wards North America.
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Narcotics in the
Mail Stream

by Wiltiam ). Cotter
Chiel Postal Inspeddor
U, 8. Postal Service

“E
iy

b

“The lnspertion Service has investizative jurisdiction
whenever the miasts are vved tn lnthecance of an
iflegafl scheme, hut our effoses would be sarely imited
without the cooperative guid pro quo w lich evias

teaehay among alf fne enicrcemuont agencies.”

W!wn 1he Dty Ladorcoment Adounistration was
established anfuly 1, 1973, s ereation underlingd

the Prestdent's de

niation lewin the batie again!
iHivit navcotcs raiie in the United States, Tere, for the
st e, was g cansolicdation of various apeneics into .
stiphe ecompreinssive orgosation. “empowered 1o
investinate i prepune for prosecetion gl seagiects for
vislazion under e iederal drag naitching laws,”

As with vther se

menis of the law enforcement
community, we in the Pestal Inspreetion Seovice
applauded the creation of DEA since our parlicipation

Prug [ndorcement = Winter 1075

in narcolics ivestigations has ahw 1y heen a COnpHITnge
effort with the other Juenoes whieh prosecute under
statates within their own investigative jurisdiction,
Although the yeasly snber of parcoiios and drog cases
which e lispecion Serviee opeens is hat o snll portnon
of gt total cpintinal investsations, e Gl renaens it
today one onil ot every pve il thicves is a parcolivs
urer ey 27 pecvent of alt peasois angested for postal
heddhups are nareonics users. This dependence on drugs
hae hovonme a majpe cause of jrostal crinne since the
ungiarced lelier hos, especially by large wihan areas,
repiesenls an aties live Janzet e the criiminal who must
suppont bus addicting T il o 4bese b el min
froen the mil

Iy thes <pain od Honl 3 Lewe short vears, s iovesti

mvah ement in mancotics anrd dangeroos Qe caces has
ncreased tremendoindy. Since use of te mails in any
unlaseiul aclivity = abaays a matler of imestipal

o

(3]
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William ). Caolter

concern to e Postal Inspection Semice, we have los
many vears cooperaied with nther federal and lecal
authorines in their efiorls to combat the peomcious
problem of t-afiic Im drugs. In the past, with the
exeepion of the routine referrals of intelligence to other
apeneies having mae esplicit statutory iesponsibility (i
this area, vur dieect parlicipation was confined 1o an
“oecasional case where the mails were used 10 transpornl
the drugs, But duning the lastiew years, when the fiow
ot narcolics inle This rountry reached floodtide
proportivne. aur eliorl< increased propurtionately.
Witness the fact that in 1967 we investigated 142 drug
cases in Collaboration witl ather ageacies sod made
only 6 arresic in postat-related cases. By contrast, in ihe
last nxeal year, our narcalics investigations tntaled 3,291,
resulling in 12 arrests and 845 convictions, This
CoMpanson represents a lremendous increace in the
avan-hoeurs wluch our spectors have devoted o this
npe ai erime, Unhappiby, itis also indwative of how
serious the problem has become in our sociely today.

l sepudd Hike bricily 1o outline bow the inspeciion
senvigd with a comsplement ol some 1. 700Hbspectors
mieels not aniy s wmgue poestab-related tesponsibilities
but ales vooperates wih other wederal taw enforeement
agencies it a broad eschange of intormatien and
Asslslang e

Our agtivities Ll inte three pouncipal categories:

1. Ve entinn emsenl of postal Lows and federal statules
through the investigation and apprehension of
persons conmilling comes agamst e Postal
Serviee, This activity oroupies over B0 percent of
aur time,

1?rug Lolofeement @ Wintes 11775
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2. The proteciion of mail, postal iunds, and propesn
through 2 wide watiely af physical securidy progt
and the presence ol a ungtoried Secustv Foroe.

3. The internal audht o all Postal Service finapcial aned
non-financial eperations,

N

Some Hme apier we calcolaled here woere ronphi 800
million goverrmend checks alone matled eady vear ol
that the vaTue ol just Fedaral Resense ma
year approximated $25 hitlion' Obvioushy, (his valume
affers an athidclive Larget o these who find stégiog fom
the mails casicer thar robting & hank. Add e ihis the
38,536 postal facilities theoughout the Lhmited States ol
the mannitucde of our responsibsibitios comes into duarper
foeus, To nat only lall but alss reduse some of e
spirading losses which the Postad Sevice was
maperiencing front crmnnal altacks jusl a fow viars @
we had 10 Lehe a now

AR RIT (N

vl Bard Took at our tadimonal
approac o prablems Tistoricatly oo was aoole
which concentrated pnmardy on the invesliation and
apprehension of criminals, Now we harl 1o broaden this
approach foinclude & greater emphasis on ihe

prretection of the mail, sun emplos ees aod Ddiies,
Hirough e provention of postal viimoes, Hos deisig

pespltedh i e nmplennenLaonm o s e ey
desipned 1 sirenuthen e overall seoine ven the
mre (haer 90 bulbion tettess and parn el which nnove
thron he mail sipesm cach vear.

Pechaps the greatesi innovation in deams of nombes
wars the cieation of o naiformed and swhat has heoonme
teday b Brghly efficient Secunly Lotce, compn e some
2600 e and women, The presendoe af this quard foree
at grime-prene lotabions (hroughout the connt has pet
emly helped o deten woubdsbe erimnsalss it has atso had
anincalewfable efiecton empboyee safely aml morale

W
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In additesn o siepped-up efiog 10 provide
additicnal security through the insallation of improved
sevurily contuners aned infrision alaome, an intensilied
wwvestigative ciiont lod 1o the apprehension of several
organized groups respensilile dor the rash of postal
burglaries which plagoed us in the Lale 1906005 andd varly
TH700 As o comseguenee, we were abile 1o eeduce lossos
chue 1o postal burglaies from a 16 high of $1.2 mitlion
tor el 2P0 Tt feal vear, Additonally, Josses of
regtslered mail at airports slene wotaled over 3270 million
during the perted 196719700 Ehrough a coordinated
program of segsegaling such et and conveving it
under the acwis of the Securih Furce, these losses were
reduced 10 ust over WRLRE by the end o fiseal yoar
173, This decrease bas continued o a point wherp
today such losses of registered mail are negligible,

II isin the ares ol whal we call “prohibited mailings”
or the enmtmal misuse of the mails, through such
egal means as D, sstariion, obscenidy and hombs,
that owr wvobvement i itlegal narcolics teaffic es, As
th the nacaticos prohlent, the ever-present threat of
Yetier atwd prarcelin

smlin passing throeugh the mail stean
alfers a ool esanple al hove we cooperate, nol only
willy feederal, state. and local law enfoscement officialc
hut with the infemational comnwmnity as well, in the
shariog aned exvclomge of innelligence and mvestigative
techniaques,

The Inspeciion Sevice has swistizative jurischclion
whenever the mibs ae wsed in furtherance of anillegal
~cheme, hut own efferts woubd he sorely limited without
the cooperatie quid pro gon which exists today among
all Taw entorcement agencios. For example, silization
o 1he Fedesal Burean of Investigataom’s National Crime
Infurination Conier provides aur inspectors with

Droy Coeteement « VWanter
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invaluable s instantaneous dala in their criminal
investigations, Our tobein the overal enforcement of the
Compiehensive Drug Abase Frevention and Conliot Ay
of 1970w one ol conperation wilth DEA, which bas
primary respemsibility fof 18 implementaion, The US.
Cusloms Serviee teoperaies in the enforeement of thowe
proovisionys relating to the imporkstion al sabslinees
contrstled by the A and we e calied upon froen time

g tor comloallldelveres of
mail suspecied o containing comtraband other than
drugs. 1 isa systom wherewe, logethor wath Customs,

wast IEA, the investizative ageney baving priman

el bt over e L vioTabions,

i woxd pronad that the sparid of
COOPEFATIOT QUL sy 1Y

Lev Fitnne by assash in s

1am botly ¢

wencies of gevermmenl,
rach with its own admunistrative pecatianities aned
somelimes unigue peraonaliiies, continues 1o woth v
well, And I Beliove itis a tribute 1o the many people
involved in solving the dangeeaus and pressing prebiems
uf marcetics contred that individual issues o be
reconcibed o the general good whicly is attinalile only
thiecerh the ultimate apprebension and convie ton of
those 1esponssble fon this evil,

U nyuestionably, the spreacding adediction te drues
thraughout our counlny in many cases involving
the very young, is of sertons concern Lo us sl Any efiorl
to reach wd ohstiuct the supplies of illegal droes
denands the fullest coaperation of all law enforcement
arganizations workimg with the prabiem. You have my
pledye that the Incpochion Sercice will eonlinue Le
suppur and work closely with the Deug Dnlorcement
Adnrinistration in s effarts t cany foraard the
rageams de
country.

nered to curly the ffowv of naccaties inoyr
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Tijitana, Aesico—Aiexican Federal
Potice suppuorted by army troops put
an end to an unusieal nareotics con-
spiracy it the predawa hoors of Oc
tober 17 when they stoomed the La
Mesa Stale Pesatenhiagy

Insice the bars, Ihey arrested shree
piisoners now well known to Lhe
press—Aielen Caldeion Hernanclog,
her hushand Roberto, and his brath-
of fuan.

I the quariers of AMr-. Hernasmndorz,
the authoritivs seized $30,000in LS.
currency and about $ 100,000 worlh

faberig and tlolen Hernamle:

Diug [nforcemuent + Winte 14973

Trafficking Behind Bars...

of jewelry. They alse found rocords
wyealing that the dng, operating
far almost four years wilhin prison,
had been grossing about £5 million
a month on the movement ol her-
vin, cocaing, marithuana, ampheta-
the

mines stk olher
United States.

The records documoented the ¢
ence of 3 nelwork of doug ratlickers
extending from cocaine producers in
South Amterica 1o narcotics deaters
in Canada. They further confirmed
connections with the Tieach Corsi-
can group in Sowh Amenca, headed
lw the now  imprisoned  Augusie
Kivord, which moved s af French
fwerain into the United States in the
TIO0s,

Aboul a month after the raid on
the La Mesa Siate Penitenliary. Moex-
wan authorities  arrested  Palricia
[velyn Torres de Hernander, wile
of luar, in a Tiuana moded a8 she
was delivering a kile af herpin o a
US. customer. In her possession
wore found other family reconds
documenting extensive real estate
heddings and a batance in Hemandes
accounts of about $20 millien in
casly

drugs  anto

The Flernandes ring is no siranger
o the Drog Eniorceaient Adminis-
tration or Mesican autharities, Tor
more thas o decade is has been Uw
Laree! of sbale angd docal, s well as
iederal. agencies i southerm Cah-
formug. In 1908, Mrs, Hermandez, her
hushamd Roberte, his hrother laan,
and 8 ethers were adicied m
San Diege after 1he seizure by San

Yo Customs afticials o aomiliion-
dollar shipment of herob st o
caine. A number ol those charged
pleaded auiltv. Bu1 the Vemandezes
fled 1o Mexiva. They never sfood tial
in the United Stales,

In BI70, the Hemanedes trio wiud
seven olliers were arreshd ater -
vostigatens taced a [G-pouml b
ment of heeoia to their tiside estane
i Vijuana, Sesican pohiee said they
o i i ersenal nb il
weapons, $200610 i cash, 31 une wh-
ol money onders, and & heioin Lab-
orstery stocked willy $240 mithon
wenth of pure Leroin, Comen lisg ar
ity otiv s charses in g Mevican Coust
they have heen serving Thyen sen-
Wes ever since.

The latest and, it is hoped, the Last
chapter of the Jong Hermandez case
histary has been dn prepasation for
monihs at the DEA RKegional Office
o Los Anpeles. On e basic of
far-reaching intelligence as well as
foval undercover boys, DLA agents
pieced tgether a detaited piciue
tanshorcfer trailicking dlirceted by
the Hoerandeses within the sog
sactuany of ther prison el The
evidenoe was lined over te Rason
Herrera Lsponda, specic!
Minivan Atlomey General Pedrs
Ojeda-Paullacda. Aching on orders
from the tap, Espanda permanenlly
~ealid off the penitentiay inn ather
tratbchers ot s, Bot the case is nog
oven yel. Reverheralions lon i will
Ine heard for moaths o come. -

asaislant (o

B SRTITI TN
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and While Awaiting Trial

Chicago, BL - Televsion viewers
i living rooms acioss the countiy
recently witnessed sale alter sale ol
heroin recorded by cameras hidden
in an apariment overleoking a back-
yard in the aiy's North Side

While a feam of DEA agents with
& relevisien crowe any the Jocal OBS
~iation alnved the macabre seene,
e adddict atter anather entered the
backvard by way ot analiey and
passed money throngh o chain-link
ence o enciange dar a balioon o
howan hetsun,

Among thert was @ youny pid,
apparent'y bl m her teens, Afler a
few words with the deater, she too
presed ber mones . and was anded
G brglul cotored balloos ke manme
e others, sl il g s her pouth
Tor sucheeiing, AL L moment shie
was prthibed by the thrioat and forced
1w the ground by amale addict lwice
her size. Adler choking her for seve-
tal seconds to toree open her mouth,
he seeoped out te beroio-faden bal-
oo and fed down the aliey,

Shortly after this incidens, NEA
auents and Chicagn police moved in
and raunded ap the dealer and a
number of associates who had heen
A printaey source o1 supply Tor addicts
in the area, (e of them was lsraet
Gonrales, 30, onener of ihe F1 T Poe-
Copas Cluty on North Shefleld Sheeb.

Ol armaipnment Gonzalos was ohle
ta post SELOG- I percent of the
SI0.000 hondd st By the court--and
was freed to await frial. by November
b went tu trial and was foond guilly
un charges of distibution of herain,

Drug Eniorcement « Water 1975

efore Ganzales was given his day
in court, heavever, while still oul an
bail, het had another encounter wii
LA auents. On Septembrer 24 he
mut with undercover agenls oulside
his ¢tehy 1 aake o deal for o muli-
Rilo quantity b hetain, They showed
hin a S30.0000 thashroll, He toid them
that the heown had cecenty arived
irom Mevico and that he would sell
£t fuar 5 10 0KY 3 Kifo.

The  agents then  accompanied
Gowaler 1o an apartment butlding
thai lie ewened on West Berry Siceel
whore Julio Santana, 3%, aml Ranion
Castill. 49, awaitedl their cut on the
deal, Santana was faler identilied as
the sonree & the supply. Aller yrest-
ing the wio, agents serzed more
than three pounds il lwiom

this was the final stop o a threes
month fvestigation which estalliche-
o that Gonzales had gradpaled in
his ding dealings from sireet-fovel
suppher w wholesaler, [t is estimated
that this organtzation was sefling as

much s eeven paunds ol beroin s
week in the Chicags area,

Gongalez i« now heing held on
$a00,000 ¢asly hond while availing
senteive on Lhe firsl conviction,
which carries @ masimun penalty of
15 vears amd S29400, Conviction on
aosecond otiense doubles the pen-
atties,

The e dlealor i aller puoliis
aind he will tahe the risk oven hougls
he has been trappel onee” Gom-
mented ferry N, Jenson, DEA former
Chicage Regioeal Directer, We have
fourne! that B he s out Gn drond, i s

onfy 4 matier ol thne hedore be
Brar ko thes traning o egver bis begal ex-
perses and mighe as much s be v

lo widerscore 1he probtem fenson
vited another weeent example m e
Chuave gt On November I,
1970 AWilEe Ropers was vemvictisd en
naeobns chages e Federal Courd
and senlenced W fwo veans, tie was
givenr thee st week in Decembier 1o
pot his atiirs in oreder betore hogn
ning 1o serve tus sentence, Vhat very
Cyeing, e mpndup el g fmg that
Dadl a majer share of thie wholesaje
beran and voacaine maiker o the
¢ hicago aier, DA arrested
pecls, amonte e Willie Rogers
While awaiting i it senfeouye,
D el ~old heroin to an visdercover
A anent

LS

Flank Price

Editer's Note: el Gonzales en
Jonway & was sentenced Ie HE years
iy prison. Iy imposing the sentence,
Judlyge Trank § MoGarr of the Teddoryd
Pidtrice Cowt exppoessed regret i
the thige-tu ve-vear sonfenees set
vadfivr for asy acceinplices w i bail
pleaded gt weithonsd going o trial
Altoer vy fivee Deenes ol e
fapes showing Goneales amd other
dieterdants sefling hallonas of Ieroin
i the hackyard of his henne, Judor
MeGarr waied, “The senlences woere
fht-much oo fight i view of what
Foowe Roowe of the operation.”
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Legal Corner

Possession with Intent to Distribute

A number of federal cases have recently been
dectded revarding an important diug offense in the
Uniled States Cade: possession wilh intent to distribute
a conlrofled subslance as coninined in 21 U.S.C. 84710ai(1).

Recent cases interpreting this statute have reached
constiturional dosiensions, In United States v. King, 485
F.2d 353 (€A N.M. 1973}, the court held that 23 US.C.
831{a)(1) was a valid exercise by Congress of a power
vested in it by the Canstitution. The decisian goes on
to hold that “possescon with intent 1o diskribute” i
B3 1{a¥t1) is not unconstitutionally vague, and that the
question as o the quantity which would permit the
inicrence that e frossessor hadd an intent 1o distribute
is evidentiary in nature and necessarily depends upon all
the facts and dreumistances ol Lhe case on hand. See also
Unpited States v, Duparr, 4831, 2d 1383 {C A, La, 1973).

Possessinn with intent Lo distribute meanc the actual
constructive o attempted ansier of a contrulled
substance, whether ar not there exists an agency
celationship. Hnited Staies v Marsulie, 389 F 2d 217
fC.ACNY. 197 3. To violale this section of the Controlled
Sub«tances Act one must knowingly and intentionally
possess a controlted substance and intend to distribute
it. Both the possession of the contraband and the intent
to distribute it are elements oi the offense. United States
v, Hutchinson, 488 F, 2d 484 (C.A. Minn. 1973).

..

Possession

Possession may be actual or constructive, and
cither sate or jonl In United States v. Hulchinson,
suprn, Ccomstruc live possession”” las been deflined as
kirewingly havimg beth the power and intent a1 3 given
1ime to exercise dumituon of comrel over 1the property.
Rodella v, United States, 286 F. 2d 306 (C.A. Calif.). The
{oltnving cases iHustrate the fine line of constructive
POSSOSSIoN:

United States v, Horton, A88 £ 2d 370 1CA, Tex, 197 1)
Although demanstrating the defendanl’s proximily to

an iflegal substance amb o a person who did have

control over heroin, the evidence was insulficiont w

Drug Enforcement « 8 nter 1975

sustain & conviction ol possessing with intent 1o
distribute sinee it gid not establish any type of working
relationship between parties regarding heroin b
merely an association.

United S1ates v, Epperson, 485 £, 2d 514, (C.A. Ariz. 1973)

Evidence of mere presence at the scene was insufficient
without further avidence to establish guili of marihuana
possession with intent to distribute.

United States v. Martin, 403 F. 2d 974 (C.A. Tex. 1973)

Evidence of mere presence in a room with a
foommate, who was later convicted of possessing
mpescaline with intent to distribute i1, togethes wilh
intfications that the defendant may have had knowledge
af the sale of the drug, did not demonstrate that the
delendamt ok an aciive part in the safe and was
insufficient to show conslructive possession, dominien,
or controd over the drug by the defendan

United Strtes v, Nunez, 483 F, 2d 453, {C.A. Ariz. 1973)
cert. denicd 94 5. Ct 594

fvidence of ownership of the vehicle that stored
marihuana, consent given for i1s use, the raising of Hail
far a co-conspirator, and a phone call made during
negotiations was sufficient to sustain a conviclion for
possession with intent 1o distzibute.

Unitad States v. Daran, 483 F. 2d 369 (C.A. Mass. 1973)

Evidence of an atiempted phone cxll 1o a
co-conspirater, annoyance at the Liteness of the
co-conspiratar during a sale of heroin, use of the
defendant's residence for three beroin transactions,
together with the co-conspirater’s stalemen| was
sufficient to sustain a conviction for possessicn with
intent to disiribute.

Uniced States v, frion, 453 €, 2d 1240 (C. A, Calif. 1973)
Fvidlence in a prosecalion of the defendant on

charges ok illepat inspostation and possession with

intent 1o distribute marihuana was sufficient to sustain a

5
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conviction of the defendant, who was abeard 4 sailboat
which traveled from Mexico 1o California without
dleaning customs and which carried a large amount of
marihuana. See United Slates v, DeBerry, 467 F. 2d 448
ICA MY 19731 {08 2 sirlar case invaiving an airplane,

United States v. Suarcz, 487 F. 2d 236 (C.A. Fla. 1973)

Evidence thal the defendant was seen entering and
teaving the house of a known rarcotics dealer carrying
a smafl paper hag was insulficent b sustain a conviction
for possession with inlent (o distribute.

United States v, Ogden, 484 1. 2d 1274 (C A, Calit, 1973)
Evidence that the defendant had been aware of the
aclivities of her hushand in growing and harvesting
marihuana, had beea seen traveling with him at the time
of their arrest, and had i ber possession ¢laim checks tor
haggage cantaining either contraband or paraphernaliz
Tfor making maribgana bricks was sufiicient to sustain a
conviction fer possession with intent to distribute,

MeDowell v, United States, 72 F, 2d 1157 (C.A. Pa.
1973)

Evident e demonsiraled that control of the drug need
not be exclusive to show construdtive possession but
must be mare than o mere prosimity.

United States v, Davis, 4806 £ 2d 7254C A Ind. 197 3)
Evidence that the defendant fived in an apartment
where heroin and marked money were found in plain

view, logethwer with testimony of an informer, was
suificient 1o sustain a conviction for possession with
intent 1o distribute.

Wailker v. United States, 484 ¥, 2d 714 (C.A. Mo, 1974,

Evidence that the defendant had stayed at an
apartment where heroin was found in plain view,
Logether with a statement from the resident of the
apartment proclaming innod ence, was suflicient to
show that the defendant had dominion znd control of
the heroin,

Qrug Enforcement s Wingor 11725
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tntent to Distribute

The uther crucial element in 21 USC 841231 is the
intent ta distribute a conleolled substance. Fhe validity
of establishing intent 1o distribule depends upon
whaether the amount and value of a conlralled substance
will support an inference of an intent to distribule as
distinguished fram mere possession for personal use,
United Slates v, Blake, 484 F. 2¢l 56 (C.A. Ma. 19731,
Other faclaes disclosing an intent Lo distribule are the
purity of the substance, the packaging of the product,
the presence ol cutting or manuiacturing materials, and
the physical signs of the defendant’s drug use. The
following cases illustrate these points:

Unitedd Sates v, Hutehinson, supra

Evidence of larpe quantities of cocaine found in the
defendant’s residence could tend to show 3r intenlion
to disiribuie cocaine.

United States v. Pulite, 489 F. 2d 679 (C.A. Fla, 1974)

Eviclence that the confiscatied heroin was 945 percent
pure was relevant to whether passession was with srtent
to distribute or {for personal use of the defendant.

United States v. Martinez, 434 F 2d 1949 (tth Cir, 1970

Evidence that the defendant possessed 120,/K80)
barbiturate tablets and 30,0000 amphelamine Lablets was
by itself sufficiont o sustain & conviction of possession
with intent 1o distibule. See also United States v, Ciriiz,
445 F. 2d 110G (10th Cir. 1971), 8.5 pounds of
methamphetamine,

United Stares v Moses  J6 T Supp. 361 00.C Pa j97 i)
Evidence that the defendant had 31 glassine packets
contaning 22 grams of heroin, that he was not a user
of heroin, that the heroin was packaged in the manner
commaenty uied in the illegal strect distiibution of drugs,
and that he was armed was sulficient to establish heyond
a rezspnable doubi that the defendant intended to
distribule the heroin in his pussession.

19
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What Makes Kenneth Run?

Survedtlang o giho
Hidrr

Aeh ol Rennerdy G
aml Clen ¢ e

FITI T
CRind Loy weight

Dy £t et » Wanli 1%,

When Kenneth Ganert was 14
years old he came to Dctroil witly
wild ideas on ways 10 make a fast
buck and a yen for fancy cars,

In his schoot years be managed o
siring of prostitutes along the bars
that line “Cass Conricdor,” a typigcal
wner-city area inbubited by those
an fow flixed Incomes and leequented
at aight by laan siharks, gamilers,
andl narcatics dealers.

The Corridor was Ganelr's npe of
place and over the years he kept it
as a hate of operstions. Bul i1 was
not long hefore he moved 1 3 Tux-
ury apariment in anapper-micede
class newebhothood. Reportedly. he
partaviad his carnings into a bankroll
of ST by hacking a pool hys.
Her.

Willtin 1ea vears oo his arrival Gar-
retr s alleged 10 have had his oan
hemin dishibution  ring 1hat
prossing $6 million a year

The Drwy Enlarcement Adminis.
lation's investisgation intes Garreli’s
activiies, which hesgan in Oecomiber
157 exteneded thirough 11 months
of 3970 Al things consitlered it was
a lucky year for Careet who is iy
saieky iy coslody 1a spite of 4 Wost-
cra-siyle shontewd with fellow traf-
fickers at bis apartimeni on Prowvi-
dence Drive in Southfipld.

Returning 1o pick upy some rlothey
Iwsiore & tep 1o the \Wisd Coasl In
b brasen heroin, accorcing io in-
telligonce reports, he was carrying
SLOLDO0 in cash, A e of gunmes
wore waiting for him 1o emerge from
the elevator, But he decicdedd to walk
wer the sairs. By the lime  jhey
spotied hine he harl pulled ool a 9
min 13-shet Brosening  automalic.
When DEA agents arrived o0 the

wiis

seene, they connled 74 hallet holes
in the walls and eeiling of the hall-
Wy,

Meamwhile, a search warran? bl
already been execaied Dy 1A
agente who found Lctase, mixers to
cul herein, and Wraces ol heroin in
plastic bags an the premses. fin
more evidence was needed. Garrett
continuerd 1o nperale out of a ba
in the Cas Cewvidor, bul he was
now extremely cautious, He sold 1o
his customers, mainly sirert whaole.
salers, only one-ounee guantities ol
heroin—-approamately 12 prereent
prore——fon 1,060 10 $1.48 3 Gunee.
e mace dehceries only through bis
beutenants, The heroin was con-
lainged in heat-sealed haws, and be
refused 10 puarantee the drugs if a
serad was broken

In 1he earhy hours of Noveashe
27 ibe Ginal roundup ook place, In
the Red Doy Bar, Garretl, now 25,
his brather Ronald, 24, his top keu-
lenant Glen Cheaves, 34, alse known
as Bind Drong”” anel eight olber sing
members were anesied, PEA agenis
seized 3 half-pound of heroin, bwo
nunt e of cocaine, siv puns, $8.000
dollars in cach, and 1hiee of Gar-
it's prized possessinns—twn 1973
Cadillacs and a 7974 Mercodos-Ronz,

The roundup, acveording 1 DEA
Rrginnal Director Theadore L. Ver-
nier, sequined the leamwark of feel-
eral. sates anml loeal agencies: UGS
Departownt of Juslice Sirike Foren
Atlorney Lavvence b Letl; the LLS,
Treasury's Burcan of Alcobal, To-
bacen and Firrarms; the intelligeare
Division of (he Michigan Depars-
ment of Foternat Revenue: and the
Detroit Police BDepartmoent.

~-Hank Price

A0




Tarses 10 o dletth wal BEA Addvumistrator

ooy R Tanek, F

For
Distinguished
Service

lames P Funt, Assistant Diceclor of the New Yok Regional Office of the
Drug Enforcement Administration, was recently awarded ane of the highest
honors of the US. Beparimen of justice— the Atlorney General's Award oo
Bidinguishpd Serviee,

The veteran criminal investigator, who has more than 23 years of expesi-
ente infederal drug law enforcement. was nominate? ior the award a< aresylt
of “leadership winch has inspired his division to initiale an extraordinan
number of hich-fevel cases.” '

Inan award ceremony on Decembier 12, Administrator Bartels ¢aeel his
units as responsibie for the arrest of more major vielatoss than any ather
disicion in the entire Deug Enforcement Adminishaion

An the same day a number of sihers received the DEA Avard of Flemn.
Amang them was Ruogelio B, Guevara, Special Azent from the lex Avseles
Regional Office, who was ambushed by 20 Mexican teafiickers and seriously
wounded while on duty with “Operation SEAM,” 5 joint LS -Mexiran task
Tarce 1o contral the wansharder drug trafiic. (Shortly after Chrisimas, Guevara
entered a Los Angeles hospital for surgery on his right eve, which sufiered
impaired vision as a result of a bollel wound in the head.)

loha Moselev, Director of the Miami Regional Office, accepted an Award
ai Honar an behall of his entiro staff, whose actions in the wake of the dis-
astraus coflapse of their office building an August 5, 1974, “exemplified the
highest tradition of professionalism and exhibited countless acts of valor."”
(The accident sesulted in the death of eight DEA employees and iniury to 14
athers)

Fou his superior leadership at the scone of the disaser in sateguanding the
lives o1 fellow emplovecs aid maintaiming he serurily of 1he aea, the
Awantl ol Flonor was given 1o Spey sal Azent hspes tor Fuke I Reaam.,

PEAS highest ansids M went o bwe members of the New Yook linnst
Task Torce, New Yark City Deleclives toha Capeland and hevin Daly were
henored 1ogethes with DLA Special Agends fohn £ Garfand, Peier €. Nies,
ami Harold A Rordell.

“On November 8, 19747 sud M. Bariels, ~while contliciing a narcotics
suevetllinee, these inen observed an anmed rahbery 16 progress in Now York,
One delendant was firiag 2 revolver s the T window ol a restapranl,
His o aceompices bal commandeed an antomaohite parked 4t 1he eurh
and vers Belding the diver a1 gunpomt. The thiee roliers deirndanis,
ater A strugule, were disased and placed under armest—withoul anv ol
these (fivcers disc harging theis revalvors
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P.

36152-52

CONTROLLED SUBSTANCES

Final 1975 Revized Aprreaate Praduction

Quotas in Scheduies Land 1L

Sectiots 206 of Lhe Comprehersive Drag

fedzral registe

Aren Code 202 Phons 523-5240

forth in 40 F.R. 102, the Acting Admine
istrator of the Drug Enforcenent Ad-
mintstration hereby orders that the
ngpregate production euotas for the con-
trolled substances listed below, expressed

Abuse I'revention and Control Act of
16970 (21 US.C. 826} reiquires the At-
torney General 1o establish sreregale
productian guetas for oil controlled suh-
sanees In Schedules I and (T each year,
This responsibility has been delegated
to the Adminisirutor of the Dnig En-
forcement  Administration pursuant to
3 0100 of Tille 28 of the Code of #'ederal
Reprulaiions.

On May 27, 1975, o nolicg of the pro-
posed  revised  sgrresate production
guolas for 1915 wui published in the
¥ropeal Recisirr (10 FR 102}, AN in-
texested parties were Invited to comment
ot abjcel 1o the broposed apgrepale pro-~
duction guolas on or belore June 30,
1975. No commcents or objectlons were
received.

Therclore, utder the wuthority vested
In the Atlorney General by Scclion 396
of i Cungnuiaeive BT ilon U=
vention ang Control Act of 1950 131
USC 8260, and deitsaled to the Ad-
nintstralor of the Drug Enforeement
Adminrstration by §0.100 of Title 22 of
the Cade of Federnl Repwlanons and
futther, having been duly deuirnated a8
Acting Administynior by Order No. 60T-
75 of the Atlerpey General, dated May
30, 1075, 10 aceordance with the antherity
staled thercin. and puzuan 1o Lhe nu-
tharity delegaicd 1o the Actiny Ardnilon-
Sstrator by § 013200y of Gitke
Code of Fedrral Repulations
upon consideration of the factors sel

in grams Ih terms of thelr respective
anibiycrois  bases, bg eslablished as

follows:

— .

Praviausly
Tasle clase k ~Net
mrotiim Crpeaa
quates t
el i SRS
1,431 FEIWE]

—Tr 4
48 03, 2

) Fapreessd In Iereg af eevis of aslivloms e,
F UM Lists, 4 oy

&
This ordder §s effective August 19, 1975,

Dated: August 5, 1975
Jeray N. JeNson,
Acting administirator,
Drug Enforcoment Adwminisirotion,
'R Doc. 75-21H10 Itied A-18-73;6:9 am|

FEGERAL RLGISTER, VOL, 40, NO, 141-—TUESDAY, AUGUST 19, 1975
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" METHYLPHENIDATE
Final 1975 Aggregate Production Quold

Sectlon 306 of the Comprchenslve
Diug Abuse Prevention and Control Ach
of 1970 (21 U.S5.C. 8263 reanires the At-
torney General fo eslablish agrregale
productlon quotas for all contrelicd sub-
stanees 11 Schedules T and IT ench yenr.
This responslbliily has been delemnied
1o the Administrator of ihe Dri; Fne
forcement Administralion pursnant to
£0.100 of Tillec 28 of ihe Code of Fod-

eV
eral Rapulabisii.

On August 19, 1975, a nolice of the
proposed paprenale production gunla for
1975 for Melhylphenidale was publishicd
In the Frorasc RreisToR €40 PR OI6L).
All dnterested parbles wore-invited o
comiment or ohicct 1o Lhe proposed ap-
grezale productinn quota on or bLefore
Seplember 26, 1873, No comments or oh-
Jectlons were received.

Therefore, under the authority vestod
in the Attormey Genernl by Scetion 06
of the Comnpreheasive Drur Abuse
Preventlon and Control Act of 197¢ 121
US.C. 826), and delerated to the Ad-
ministralor of the Drug Enforrement
Administration by § £.100 of Tille 28 ol
tho Code of Federal Regulatinns and fur-
ther, having been duly deslnonled as Ack-
ing Adminlstrator by Order No. 607-75
of the Attermey General, dated May 30,
1975, in accordance wilth the auathority

~slated therein, and pursuant to the au-
thorily delegaled to the Acting Admin-
Istrator by § 0.132() of Tille 28 of Lhe
Code of Federal Reculations, and based
upon consideralion of the {aclors sri
forth in 40 IR, 102, the Acting Acdmin-
Istrator of the Drup Enforcement Ad-
ministration hereby ovders {hat he an-
gregate production quota for the con-
Liplled sybstance listed bhelow, expressed
I grams in terms of anhydrous base, be
established as follows:

NOTICES
Scywenuly 1T
) Granled—I1975
Basle clnss:
 Mothylphenddatld oo i oaaaoaeaa 1,240,000

This order is effecilve Octoboer 14, 1975,
Dated: Octaber 7, 1975.

Hexnry S. Doaty,
) Acling Administrator,
Drug Enforecment Administrution,

{FR Doc. 27566 Flled 10-16-76;8:45 am}

FEDERAL REG:ISTLR, VOL 49, NO. 199-- TULHOAY, OCIONIR 14, 1975
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notices

. This section of
oh po $ha FEDERAL REGISTER tontsina documents ciher than rules or propersed rules that act sppiicabla to the pubile. Notices.

agency and rulings. of d it
el CorTH 13 % autherity, hling of petitions and appications
ey of and e of appasring In this section.

CONTROLLED SUBSTANCES IN
SCHEDULES | AND W

Final 1976 Aggregats Production Quotas

Section 306 of the Comprehensive
Drug Abuse Prevention and Contrel Act
of 1970 121 U.8.C. 8261 requires the At-
torney General to estachish asgregate
producticn quotas for all controlied sub-
stances in Schecutes I and 1f each year.
This responsibitity has been delegated to
the Administrator of the Dyug Enforce-
ment Adniinistintion pursuant to § 0.100
of Title 28 of the Code of Federal Regula-
tlons and has been (uriher delegated o
the Acting Administrator by virtde of
s destgnation as such by Ohrder Number
§0%-76 of the Attorney General dated
May 30, 19575 end pursuant to the au-
thority delegated to him by §0.122id)
of Title 28 of the Coxic of Federal Regula-
tiens.

©n August 26, 1975, a molice of the
proposed ACETERRLE production quotas
for 1976_was published in the Frorrat
RRECISTER (10 FR 372400, All Interested
prriies were inviled to comment or cb-
jeet to the proposed ggarexste produc-
1lon quotas with Lbese commenls or ob-
jeettans to be received by September 30.
1875,

Tlahau Ve R wi S Tasuis, hiiew
souri submitted comments relative to the
proposed agprenate production quota for
Thebnine tfor salel. dMalinckroct com-
mented that the proposed quota does
et permit the conversion of ail Themaire
derived from the precessing of yaw ot
10 o stable form. As r result of this valua-
bie quantities of Thebaine wouid be Jost
which could be eanverted to medicinnl
Hydrocodone or Oxyendone. if the The-
baine were processed 10 a siable form.

FEndo Lahoralories. Inc, of Garden
City, New Yotk plso commuuted that the
proposed agrregnte production quotd for
Thebaine (for saler will not peymit the
full recovery of Thebaine from pum
opium and ponpy siTaw which is proc-
essed In the United States.

Western Fher Lahoratories of Ponce.
Pucrto Rico thraueh their counsel Klein-
feld. Kaplan, anl Becker of Washington.
D.C. have couunenled thak the proposed
ageregate production quetin for Fhen-
metrazine is londequale o provide for

‘Mhe estimated medical needs of the
United Stales for 1956,

Winthrop Laborntories, IDivision of
Steeling Drugr Ine. of Rensselazer. New
Yurk has advised that it is tieir opition
ihat the proposed npgresate produchion
quola for Pethidine is istiflicient for
1976. The firm further advised that the
underlying reazon for thew opinion may
be related to the [act that thewr 1975 und
1978 production cycles have been re-
cently changed. .

Pennwalt Corpomtion of Rachesier,
New York has commented that the Dreg

FEDERAL RIGISTER, VOL ™0, NO. 210—THURIDAY, OCTOBER 10, 1978
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Enforcement Administration should con=-
sider bullding Into the aggregate produc-
tion quotas an amount to be available to
manufacturera ater in the quota year,
which would allow the Drug Enforce-
ment Administration more flexibility
than it cugrently has wnd would obviate
the administrative time delay which
would be encountered by both the Drug
Enforcement Administration and indi-
vidual companies by having to repub-
lish tn the FEpERAL REGISTER revised ag-
gregaie production gquelas, when in-
creases of the aggregate production quots
are warranted.

Ciba-Geigy Corpotation (Cibs
through their Attorney William R. i

IN THE DRUG INDUSTRY 15205

MNOTICES
uota
Ertab-
Ished—
Basic class; | 1578
Codelns (for tonverslon} ...
Desoxyephedrine ...

Jr. fiied & comment relative to the pro-
posed aggregats preduction quota for
Methylphen!date for 1978, Ciba request-
“#d that the Acting Administrator defer
establishing the 1876 agrregate quota for
Methyiphenidate pending the ouitcome
of Administrative Hearings with refers.
ence to the registration of Importers of
haste class Methylphenidate {see 40 FR
JT060-61. August 25, 1975). It Is Ciba's
opinion that as & result of these hearings
the ageregate production guota as pro-
posed for 1976 may prove to be inade-
quate.

None of the mbove mentioned com-
menis speclfically requests a formal
hearing on the mggregate quotax ns pro-
posed for 1976. Pursuant to § 1303, 1lic),
the Acting Adminlstrator ef the Drus'
Enforcement Acministration has
deemed, in his sole discretion. that hear-
ings relative to any of the above men-
tloned comments are not necessary. Rep~
resentatives oI the Drug Enfercement
Administration will meet waih repres
gemiativae of the abave Suonlioied fss
to review the commcnls submitted.

Therefore, under the aulhority vested
In Lthe Attorney General by sectlon 306
of the Comprehensive Dirug Abuse Pre-
vention and Control Act of 1970 (21
U.S.C. 820), and delepated to the Ad-
minisirator ef the Drug Enforcement
Administration by § 0.100 of Title 23 of
the Code of Federal Regulations and fur=
ther, having heen duly designaled as Act-
jng Adininistrator by Order No. 607-75
of the Attormney General, dated May 30,
1975, In accordance with the nuthority
stated therein, and pursuant to the au-
thority delegated to the ‘Acting Admin-
jstrator by §0.132(d) of Title 28 of the
Code of Pederal Regulation, the Acting
Administrator of the Drugz Enforctment
Administration hereby orders ibai. the
agEregate production guotas for the con-
trolled substances listed below, expressed
in grams in terma of thelr respective an-
hydrous bases, be cstablished as fellows:

© Bowrovix ID
. Quoia
Estab-

Amobarbital
Amphetamlos

PEDERAL REGISTER, VOL 40, NO, Eln——TiiUISDAY, OCI0BER 30, 1975

Dihydrooodeins __ 5,
DiphenoTriate o iioivansws 1, 141,000
Ethylmorphine ... —_— 23, 10O
Fentanyl .acvaren - 2. 000
Hydrocodons .- - 710, 0Ol
Hydromorphone - - 99, 000
Larorphenol - 8. G
Methadone . - 1AM, 000
Mathadone Intermedinta (4-

eyano-3 dimethyl-amino-

4.A4-dlphenyl butsne) - 159,000
Methaqualons . 24, 096, 000
Methy 2,007, 000
Mixed Alkalolds of Oplum. . 44, 009
Morphine (tor sale). 591, 000
Mozrphine {for coaw 48, 77B. 000
Morpethldine ...- 799, GUd

Oplum  (tiactures, L,
€t cetera. expressed in

Pentobarbital
Pethidine ___
Phenmetrazing
Becobarbital

11205000 g for the production of levo-
dcsoxy!phodr!.nn for use in & moncentrolied.
nonprescription product, and 331,000 7 for
ihe P H 1 of meth r}

Pursuant to Title 21 of the Code of
Federal Regulations, § 1703.237c). the
Acting Administrator of the Dirug Ens
forcement Adminlstration will in early
1916 wdjust Individual manufacturing
quom.. alloe! ted for 1976 for the abave
cd numwntl‘a nsed unon
19‘?5 end of year inventories and a re-
yiew of 1975 disposition data as submicted
by quota applleants.

All persons who submitted an applica-
tlon for elther an individual manufuac-
turing nuota or & procurement guota for
1976 will be notified by mall as to their
respective 1970 quotas established by the
Drug Enforcement Adminlstration.

This order is effective upon the dnte of
its lssuance.

Drted: October 23, 1975,

Heney 8. Dot
Acting Administrator
Drug Enforcement Administration.

{FR Dsc.78-2913T Flled 10-2§-75‘,!:!5 am|
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9N - HOTICES

DEPARTMENT OF JUSTICE
Drug Enforrement Adminfstration

CONTROLLED SUBSTANCES IN
SCHEDULES | AND 1

Final 1976 Revized Aggragate Production
Quotaz

Section 306 of the Comprehensive
Drur Abuse Prevention and Oonirol Act
of 1070 121 U.S.C. 825) requlmes the Af-
torney General 1o establish arprezate
production quolas for all conirolled sub-
stances In Schedules I and I ench year.
This responsibility has been delegated o
ihe Administrator of the Drug Enforce-
ment A‘}mmislrnuon pursusnt to f0.100
of Tille'23 pl the Code of Federal Regu-
latiens,

On May 14, 107G, o nobice of the pro-
nosed revised anpregate production quota
for 1976 for varlous Schuedule IT con-
trollrd substaners as published In the
FEDERAL IIEGISTER €41 FI3 19001-2). Ajl
Interesied parties were jnvited to com-
ment or object Lo the proposed arcregale
produclion gquotns on or before June 21,.
1576. No comments or objectlons were
recelved.

Thercfore, under the nuthorlty vestoed
in the Altomcy Genernl by sectlon 306
of the Comprehensive Drug Abuse Pre-
vention and Control Act of §970 (1t
U.8.C, 828), and delegated to.the Ad-
ministrrator of the Drug Enforcement
Administration by £ 0.100 of Title 28 of
ihe Code of Federal Resuintions, the ad-
ministzwtor of the Drug Enforcement
Adminlsteation herchy orders that the
15376 argregate preduction gnotas for the
controlled substances ksted bclow, ex-
pressed in grams of anhydrous base, be
cstablizhed as follows:

976 nggregnic

Basle clasa: . praguction guota
Amabarbital ... . 13,339, 000
Dihysltocndeing 460, 000
Methadone intermediata. 2. G48. DO
Methagqualons _.-.. 26, 028, NOU

Morphine {or conversiun.... i, 000, 000

Pentubarhital 2i.362, D00
Telhidine ... 13,003, Qi
TREGMOUAZBG wirernrsvcas 3, 008,000
Sccobarblinl 25, 000, H<)
Thepalne for conversion.__. i, 311,000

This order Is effective upon date of 1ts
ssnance.

Dated: July i, 1976,

PETER B. BENSINGER,
Administrator.

JFR Dne.76- 1673 Flled 7-7-70:6:45 am|

FEDERAL REGISTER, YOL 41, NO, 132—THURSDAY, JULY 4, 1976
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Form P

ANNUAL STATISTICS OF PSYCHOTROPIC SUBSTANCES

A SINGLE COPY of these statistics should be sent to the
INTERNATIONAL NARCOTICS CONTROL BOARD, Palais des Nations, Geneva (Switzedland),
#5 spon as possibie, but not later thar 30 June, after the end of the year te which they relate.

Date: JuL 14 176

Country or ReGloN:  THEICD. STAGCS. CINAMERICA..
Y T

. tl " . N -
COMPETENT DrparTMENT: . BTG FIFC LI MNT - ADMEETSTRATION oo

. 3 .

Geter B. Buosingar .- #
et .o .. These statisties relate to the calendar year 19.35.

THTE OR FUNCTIONS! AANINE BL PABOI ey mormroereroreeer e

REMARKS

This veport includes American Sampa, Guam,

aiia) Pouc. nad e A =, T LT
GUDL wlud, wadw tie Yitgla Tsluiid Tevviiocies

of the Unlted States,

Please note:

The drug schedules listed in this report
filed with the International Nareoties Control
Board do not correspond with the drug
schedules utilized by DEA in controlling
Bubstances in the United States. '
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P. 42965

Trug Enforcamant Admirdstration
CONTROLLED SURZTANCES
Propased Aggregate Production Quotas fer
1577

e

Sectlon 06 of the Ceontrolled Sube
stances Ack €21 US.C. 828) vepuires thab
the Attorney General estabiish aegreaate
production quotns for pil eontroiled sub=
stances Listed in Schedules 1 and IT. Thia
responsibility has been delesazed to the
Administruiar of the Drug Lnfnrcement
Adm!nistration by §¢.300 of Title 28 of
the Code of Federal Requlutions,

‘The quotss arc to provide adegquata
supplies of each sech substince for {1}
The estimated medkal, scientilde, res
search. and industrial nezds of toe Unit-
ed States, (2 tnwful export roguires
ments, and ¢3) the establishment and
malntenance cf reserve stocks.

I establishing the below Msted pro-
poeed 1977 azcregate productian guotas,
the Administrator considercd pnrruent
1o Sectian 302 sabirection ta) of tLe Pl
lic Health Sorvices Act (42 11.5.C. 242
{8)) the "Results of sindiss and inves
Ligations of the quantities of narcotic
drugs or otiier drugs subiect to control
under such Acts, togetiier with reserves
of such drugs, Lthat are necessary to sup-
Ply the normal and emergency medicinal
and sclentifie requirements of the United
Btakes” which were supplied by the De-
partment of Health. Educatlon, and Wel-
fare. In addition, Liie proposed ageregate
quatas were established considering the
following factors:

(1) Total actual 1578 and estimoted
1970 and 1917 net disposals ¢f each sub-
stance by all manufacturers,

2} Prolectad trends in the national
rate of not di-posals of ench substonce.

{3} Fstlmates of inveniories ol each
abstance and 6l any sulstance jaani-
Tactured fram ¢, and Crerdds In seoume-
lation of such inventerrs,

1) Projected dernand as tndicated by
procurement Quotn applicalions “mvh
were jiled purstant to § 179517 9f
21 of the Coue of Frderal Hezulaiion

Fursuank to Titie 11 Cugn of
Regulations, § 1302 234e) | the Adm
traler of the Drug Enforcoment A
Ietration wiil in early 1997 adjurt
vidual menufucturing guotas allocated
for 1977 bascd upon L976 end of year
tnveniory figures and actuel 1376 dispo-
silion figures o eaxch basic ciass of
Behedale I and 1T contreiled substances
which will e provided by quota appli~
canls.

Based unon eoncideration of the above
faciors. the Admmistrator of the Dmg
Enforcement Ad-ainstration hereby pra-
poses that apgrezatz production gquolas
for 1977 for the foilo £ conerolled sub-
aslances, expressed im grarms in terms of
their respective anhydrous base, be es-
tablished ay follows:
Basit clasa:

Schedgle I

2-5 dimethoxyamplistamine... 42, 008, 060

Proposed 1977 quoia

Lysergic acid diethylamidi 1
Mezoolln® eaooooooo. . 200
Schedule 12
45, 000
18, 142, 000
Hesatved s
. 270,000
- 1,245,000
- 42,018, 000
- L343, 00
Desoxyephedrine (1490000 g
for tha production of levo~
desoxyephedrine for use In &
noocontrolled, nonprescrips
tlon produck, and 393.000 g
for the producticn of meth-
amphetamine} , 600
Dinydreccueing 002, 900
Diphenoxylate 1,272, 000
21, 600
2, 000
T, 000
78, 900
Levarphaoal 8, 00%
Melhadone 2,433, 000
Metnadone
ANo-2  difmethyl nmnn-
diphenrl bulanc 2,153, 000
Methaquakine . 17, $14, L00
Methyiphenidate 1,799, 000

Mixed alkalolda 6f 6pium, 4ess 4k, 000

Morphine (for salei....

Morphitie {for couversion)
fum  (tinctures,  sairacia,
e'c.} (expressed lu terms of

Ox,¢oaone (It G cmonp. -
Daymorphone
Pantcbarbitat
Prthiclos ..

The propoted aggrerale productlon
quota for Amphetamine 18 being reserved
penqing the eomph
datn en hand el
It Is antlcipated mat g

.:mpn&ed. agpregate produclion quma
7 for ihis substance in the nesz

tntecested persons are Invited L
suhmit their cenunents and objections i

paeticularity the issues concerning wh
the prrson desires to be heard, A per:
may ohlect or comnient ou Ing proposals
»# to any cae or more of the above
mcn.\uned subsiances without fhng
comments of objections regarding the
others, Comments and dbjections whould
be submitted in quintupilcate to 1
ministester, Drup Eoiorcement Admm-
istration, United Stutes Departmenc of
Justice, Washington, D.C. 20537, Aten-
tlon: DEA Federal Regliter Reprezenta-
tive. pnd must be receivad by October 249,
1878. If a person believes that one eor
more lusues rnised by him warrent e full
sdversary-type hearing, he should so
atate end summarize the reasons for Lis
beliet,

In the event that comments or obiec-
tone 1o this propesal raise one or

his sole diseretion. warranis o [uli ade
Varsary-lype Dedring. ihe Adwminiscrator

ghail order a public hearing in the Fro-
ERAL RECISTER summarizing the issues Lo
be kheard and setting ihe time [or the
hearmng (which shall not be jess than 30
flays after S=ptember 20, 19761,

Dated: Seplernber 23, 1976.

Prrea B. BENSINGEN,
Administrator,
Drug Enjorcement Adntinigiralion,
[FR Doc.78-1853% Filed $-28-78,8:43 sm]

FEDERAL REGISTER, VOL 41, NO, 190 WEBNESDAY, SEPTIMIFR 29, 1574
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RTAAENT CF JUSTICE

‘ qL‘Druﬂ Enforcerr.ent Administration
HETAMINE

Aggregate Preduction Quota for 1574

Section 306 of the Controlled Sub-
stances Act (21 ©.5.€, £26) reguires that
the Altprney Goneral establish prererale
produciion guotas fer el controlied suh-
etances liried in Schedule 1 and 1[ b
July 1 of cach svenr. T
has Leen dele
of Lhe Druy
by $0.1000{ T
cral Renls oy
vide adenate st

nistrator
t Administration
le 25 of the Code of Fed-
. 3he cuotas are {o pro-
ee of cocly guch £
stance for (it ibe wmted | medicnl,
serentifie. research, and indusirial needs
{ the U a Zialea, (2) Jawlul expocst
requirements, and 13) the ests
a"!.l" moiniens

< 1374 Am-
uclion Qaela
Meporcd an-

Cimiihrd o
premesed

i 1he nt‘orne)
sud ol the Compre-
¢ Preveution end
1:.73 21 US.C. L6 nned

i tratgr, Drug
Tl b:J ‘“4-"*i.mn

! i
SEREN TR uI ils nn-
cd @5 follows:

A‘! per<01)s “ho suhbmitted an appli-
cation for either an individual manu-
focturing gquota or procurement fuota
for 1074 will be nolilied by mai! 25 to
their rezpective 1294 quota cstablished
by ihe Administration.
This order Is ¢ffective en June 17,
1978, ’ o
Daled: June 11,1973,
Joun R,

vy Fnforcement Acmi .
[Fit DoeT13780 Fi'ed 6-14-T4:5:45 ﬂm]l
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MATERIAL ON PENWALT CORP. FROM FILES OF DRUG ENFORCEMENT AGENCY,

DEPARTMENT OF JUSTICE

L CeCRrUNATION |

fugnet 13, 1970

ALL FIZLD SALZS PERSONNEL

You unceubtedly have read in your newspipers that the Food and

Drug Administration has officiaily published a general palicy
statemeat for anoretic drugs. As we have cxperienced in ihe past,
1y press zeporting of such informatinm is rot always an accurate
intersretation of the Food and Drug Administration’s publications,
I this bulletin we will attempt to pass along ¢o you, (1), ths
fects concerning onr parvticular oroducte - Binhetaring, lenmssdn

and Biphetemine-T, snd (2), infornation concerning all other imhet-
anines,

1. Biphetwsine, Ionsiin and Giphetemins-T
The drvs oimendments of 106
drog with an Wi ~pproved durin i

¢ that any mairketed
N i
subiit data Teparding efficacy, T

T
ericd 1938-1962 had to
reason for this was that
pricr to the drug regulaticns of 1952, the Food and Drug Adminis-
tration was only concerned with th sufety of the drug and no:
the efficacy of the drug, Since Biphatenine, Icpamin and Bivheta-

s
'y
a

&«

3" et

rine-T were “WDA'd drums™, we submitted cfficacy data in Septecmber
of 1964, The Food and Drug Administration did not have sefficient

versonnel tc review this data aad contracted with ke National
Acadeay of Sciences and the !aticnal Research Council to review
the xfticacy data. The Food snd Drug Adwinistraticn has just madse

public the craluztion of the zcadlemies with regard to Biphetamine,
Tonumin and Biphetamine-T, Al threoe preducts were ruled "possibly

eficctive” for the treatment of cbesity, The vegulations state
that any drug ruled zs "possibly effoctive™ may continue on the

(216) 27430ud

2 St and the mapufacturer is rzquired to submit new data to
establish the efficacy O6F the prodiuct within a Six month pericd
fros Lhe CIRE O LNC ANPGUTTITTTT uigitst &, 19707.
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For your informition, of the volumes of data submitted to
the Food and Prug Administration to establish efficacy of
Biphetanine, Ionamin and Liphetamine-T only a few specific points
were questioned. We are confident that we will be able to supply
the Food and Drug Administration with the data requested and
establish the efficacy of these products to their satisfaction.

2. Amphztamines

The National Academy of Sciences and the Natjonal Research
Council evaluated amphetamines as generally effective for short-
term anoretic actien, The Food and Drug Administration js thus
requiring all manufacturers of awplietamine preparations to change
their labeling to conform with the findings ¢f the academy., As soon
as the new labeling is available, it will be forwarded to you.

As far as we are concerned, there is nothing objecticnzble in the
labeling suggested by the Food and Drug Adninistration for these
products., .

The above information is not the best news we could have
received nor is it the worst. For the past three years many of the
so-called axperts have deciared amphetamines worthless for the
treatment of obesity. We now have reccgnition from the Mational
Academy of Sciences and the National Ressarch Council that amphetemines
are generally effective,irn the treatment of obesity for a limitec
period of tiwme. We certainly can not disagree with these findings.
In fact, the National Acadsmy of Sciences and the National Research
Council endorse vur 'four essentials" fcr treating obesity with the
following statement which appears in their Teport -

"Anoretic agents supress appetite. They are not a treatment of
obesity in themselves and should be used as an adjunct to a

total program of weight reduction for cbese patients that

includes patient educztion, motivation, caleric restrictions

and exercise. The anoretic_effect of znoretic agents often plateaus
or diminishes after four to six weeks. Tho 20SZpe of ThE [

IUsSt be individually titrated.....m.

Thus, our complete program of "Are You Really Serious" and Biphetamine,
Ionamin and Biphetomine-T fulfills the overall treatment design of the
National Academy of Sciences and the National Research Council for the
treatment of obesity,

DO YOU HAVE SO¥ETHING TO SELL?

Cordially yours,

' ¢
74, - -"/’{.;
) saac RifMeGpaw, 11

Vice Fres 1d7’ut

174

S -

IRM/ sw
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WIAT YOU CAN SAY ABDUT WIRPPETAMINLY, PIPVETAWINLE-T

Biphetaminda is a sympachomimetic amine with CH3 stimalant zetivity.
the anoretic effect diminishes after a few weeks. Biphetamine@ ic
fndfcated in exogencus obesity as a2 short texm {(a fuw weeks) adjuunct
in a reginen of weight reduction basad on caleric restrietion. Dosage
of Biphatamine@ is one capsule daily, 10 - 1% hours bafore retiring
which may be adjusted‘to individual requirements, Biphatamtne'9 is
avallzble in tharea strength;: Biphetamind® '7%%, Bipheta:;nés Yiaxt

‘snd Bipbetawmina? '20',

Biphetumine®T is a sympathouimetic amlue with CHS stimuleat detivity,
The arorstic effact diuinishes alter a fow weeks. Potients on
ﬁiphetaminé®-T may experience less irricability than those on amphelbziine
alone. Biphetamiﬁe@LT is indicated in cxogenous obesity as a short

tern {a féw,weeks) adjunct in a régigen of.waight reéhctiun based on
caiotic restriction. Dosage of Biphetamina@;T is onz capsule daily

upon arising., Bipheramind®-T is available in two strengths:

Biphetamine®-T '12%' and Biphetamind@-T '20',



15214 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY
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gimpary of the se
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ceans2l en T4 DA c_nd
Aard, wall hnawil
uthority in the fie 1 most recently Speeicl
Aszcirtaat ta the Ire tional
iTzirz and the coniinuing Sp'.‘:n’!l...l cansuliznt o us in pabters
of chesity sud nutrition,

story me

Ty Octodur 8, 1970 the Frormaceutieal
J,abclirg off its cr

revice the
na ol fexiooe

Rzspensibility for carsyinr oub this required action
1s assicaed o Dr, Willism 7. dead.

1. S.ecifie preducts to be re- lahnlo.a are
8. Hipheluaine '7}', ‘1977 , and ‘20,

b. Biphctmeine-T ‘1), Biphatemine-T '20°

inforzation contained in
: 5 shall be rostricted to
eXOf[enRous OLerl n;! shull erelude narcolepsy
and i‘jp’rcmo i behaviour discrdors.

3. (ur preseutly used doo
end labeling shall be o

g

» Ra-lopelinn recudres "slavish cdncrence” to the
F & LA ordor t i of orally administerved
eptirtaeine and devironr tondne and their salts
should be substantially as publiched 4n the
Aupuzt B, 1970 Petes
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2. Avmeas fo, 197G

5. Miopesision of other items: --

Yompmeterine” I to replace the
& ior in huw lobels
tebeling in line with the nomenclature
uwied in the I‘eder._l Brgpister notices

b. 'Rithatacel' contziniry amphotamine and

gaxsrosrphasiaring a5 phocchates 15 to be
deleted as of October B, 1372 or as mzth
before that dzie ns stoc‘»:' my te cxhmusterd,
Sales and szles potential ol the producy nre
oo insignificent to varrant *etmticn in
-the line.

T

c. In.]..ctihle et mine' I'ho*:‘w.te 1% iz not
an prally 2 e produch
and thﬁrefore not 5ub,;c~c:u o the Ab;, izt O,
1970 order.

a. Mr. ¥oGrzw end Tr. Head are o make an
firadiate determination and rﬁcoﬂmzsr_atl &1
with respect to the dispceitlon of
metherrhetenine -contalning prodints in LY
line,-i.e., 'Bifran®, 'Efroxine’. If
retained on the n._r]\e L, the labels end
lebaling for *hess products rust be brod._,u..
into conformity with the provision of A.L.
{Yound on Page 12579 of the Federal Register
notice of.August 8, 197C. The oniy guesiiorn
t5 be resclved by the deternination aad
recomzendation of Mr, McGrow and Dr. Head i
whather to delete these products as of
October 8, 1G70 or as of Fcb:u ary 8, 1971.

I. Requirel Action #2: -~

Dy February 8, 1971 the Tharizcoubical Diviston must subrit
in Tesponse to the implementation notice of August 8 rew,
Treviously unsubmitied dafa including that "from adequate ang
well controlled ¢linical Lns'es..,lfva.tmr'r' . In su*pm:t cf
erfeotivenase claims fcr "Piphetaning' 'Bj]-\notamin -7, ond
'Ionmin now ruled as "Possibly Ef.e..twe by the F & DAL

Rezponsibility for Actien #2 -~ Dr. Aldo P. Truant
snd stalf,

85-568 O « 77 = 51
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Aopusl 20,1570

1. Jracifie products for Action 2 sre:

r.. Divietanine '7L7, Biphotemine 123,
Bighatomive 200,

hetanine=T '207.

‘e. Yonnmin 15" cad Ionemin *29'.

2. Penairg de
only in con
chjzetives
following:

6. 'Bighstzrire! ~n

restricolon.

on of resivation In terms

{2) Contril
L=}

o~

{z) Flood levelr

(%) Icnger curation of effezi.

b. 'Biphetemine-T' ==

(1) short term snorectic effactiveamess in
Yexogonous cbesity”, as a short tem
(a2 few wecks) adjunct in & reglmen of
weicht reduction based on caleric
restriction.

(2) Contribution of resination in terms of
{a) Dlood levels.
{b)} Longer dvration of effcet.

(¢) Fewer adverce reactious and less
"peaking” cffect.

(a) Conirilution of Tuarole to
PRiphetsmine-T" .
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e, "Tonamin?
(1) Short torrm ancrectic elfeetivenacs,
{2) Conirinution of resincticon in terms ol
{a) Biood levels =n® bionvailability.
{b) Leager duration of effect.

(e} rave

IIT, Sone Pertinent Observetionsz

1. Vireent F'mnm.‘l pecurnt
Yetwaan the sibly e Iye” ruling f‘or cur drugs
as containzd in uhc igvienentatisn noties of Augist 8

fleotive, bu " ohservation conteined

KL&5/372 reports. As Vineont pointed out, the

"erfzstive, but...." chservation ns orpssad

10 the "pessibly elfeciive'” ruding by the T & DA nould

be of value o a2 couri "1t wes onerr;sr\ meaninzless

to us since ve have no c"w"m but o corply with the

"possibly effective” F & DA ruling.

2, In the new lebel copy foo 'Bivhetzmine-P! gndor "Astions”
Jean Maver laid the fozndations for a shotemsnt wi
respect Yo the contribution of Tuzzole to 'Birhetomine-
exnrersed along these Lines --- "Bifletzoine-T croduses
an suorectic elfect which diminishen ellry & TCW wWaeno
Aot oy ewpardence lous arritabilizy then mith
‘amphetemine elone’.

3. mn wigdon of cavtien eand the critical drmportance of
"slavish adheranee” fc the Aogust 8, 1970 irplenmentation
rAer publithed by the F & BA were Leav:_y widerseored

by Vincent Kleinfeld.

4, It vas comgluded thzt each’strergth of tur products be
included in studias.

5. It wvaz vnanimously arrced that every efiort sheuld be
made in Iiae with Alde Trusnt's thinldns to get the
thinking of the zpprosrinte F & I officicls with respect
to satisfoactory objectives and the vrotscels themzclves.
The suggestion that the FIA b2 nsked Lo help bring to the
TETTATION 6L The F & Ii the iwrertanse ol giving manef-

venelit of their otilention

C(lLEr.: SUCH a5 Gur5uives Lo

o rereTt o four Jipretocols will be pursucd.,  Dab we
grill have to roly privec—ly upon Jods drhant, Giovaani

Costa, %o glean some guidclirgs frea F & DA officials.
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it nfsLt be well t
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of the proup waz to
id-adviced rove, thet
-lire way; that anr

Sy

o“ these Lr
cloan oxder glone nar:

erTrrang ok 2

T In the onintcn of Vineant Reinfels if o R
CF & DPAw ronihs affer Feortewy 8 to eval ta {ne
February U, 1071 submissions. It ds cur judmant that
" we, oa this courk nlone, will be zbis Lo conbinuz
rzrictlog these rroductas withont dpterruption throush
toe grozuer part of 1971

8. Althourt: Vincont Fleinf : wzd the fact that the
F & A is dolinite ¢ pmphetaming end
ons, ard that ofticizis
sures, led by the opinjon
of Jeon J-‘E::yrr ﬂmro is _plcr u\' of room For optim
e:mert covnlifnce end prosentniion of data wilL
apnroval,

9. Vinzent Kleinfcld Lad the follsving to sayv in an
bre V0L ¥IoT Wb recourse do vie have il the )
E0_conraval 81 gur § }\Dl"!"_‘.'!."!u" FUnTTE Y
T Luwlle nearan’

‘L.J'L:.I'-)i. L ime i reonztt for o

R he ATorieys ot o T iou oF
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Dr, Villitom ¥, Hend

Ir. Alde P, Truw

1o,

“supply adzguate supnoatd

. Ehaoling the

withgrawzl of the produck
- epv be yesolved., I ods

" months or years suciy

e poirt ol the owestion
T2 any., we could

in fon on the morkeb
1 of a supplemsni -= the Vorst
s thaet the 1iin epul” be

T ot leasi several ;. ks,
¥ the woret shovld h
requesting & Ltaring
to be carefulls
ing zrgainst the

friid pa the Drofucis.

Froceaais

oype waid bo delermins
prolon; thd Liie i L pre
desnits reg o of apnrd
that could bromen. Lo nope:
prolonged Ly o8 meohods fC
waich would LUy more Line, XL
rajzebion of 2o CVel, VAC
A (‘.O‘J.“h
2d in terms of the cogos
degiszbility OF pr0lon]

zn

Unguestionably, suwoni

ions by Firms ahich failed to

rz cvidence of salety and effectire-
11 be reljuatad end 59 ‘-Jm.t to with

is conuslviblo Thad e aould res
weeral and olhers not,  And sope
sucpiiers could In our judsmant, we
feel it very 1d sicns will either
o zpproved o e casy of pond
submisplons would have {o e nede on technicalities,
Subsissions vhich are cutright defisiont we balisve will
be rejected in any ceso.

nzss for tlaims
proceedirgs. T
soze firmes serwsid

r of Jeun :f:,;.'e'r ve aave
every roLsen rd-hicaded opuinism ia
surcessiully rirendous burden laid on

our shioulders, f
£

'Q—"
lwoodl A. Cerher

Jvl

[ Augsst 20, 14070
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PRESCRIPTION PRODUCTS
755 JEFFEASON RDAD, AOCWESTER, M. Y. 14623, P.O. BOX 1758, ROGKESTEA, M. ¥. 14501 - {738y 271-1000

STTI O EEMTUTNSY

November 2, 1970

TO: All Division and District Mapagers
FROM: J. Marien Meason

SUBJECT: ACTION NEEDED NOw!

I have just completed a spot check of your salesmen's daily reperts. Ex-
cluding those districts on our new Call Planning System, your salesmen are
averaging about six M. D, calls per day including those seen at hospital
displays.

Is it merely coincidence that names like Gobar, Gallep, Bridges, Brannon,
Farrar and Gayley popped out on the list with 40 or more calls for the
week?

Too many men are making as few as 25 to 30 calls per week, Is it merely
coincidence that these same men are making little, if any, sales progress?

Ethical anti-obesity preparations, according to DKEK, climbed to 14.5% in
August. Strasenburgh claimed only a 12.7% Share of Market for the lowsst
share of market we have held in a very long time. Any way you slice it,
we zre being outsold by our competitors! Merrell is up; Abbott is up;
Semed is up; National is up; Lederle is up with a new entry.

Too few physician calls, ! am sure, are only partly respensible for this
state of our business, Very closely tied to this must be the fact that
cur men are less than effective on the calls which are made. Why?

Let me pose a few questions to you. Is it possible that, having been
blasted by some physician who said in effect, "Amphetamines are no damn
goed and should be taken off the market", your salesman is afraid to
bring an anorectic out of his bag in front of the next physician? Is

this same fear of being “put down™ the reason for making fewer calls? Is
it possible that this same fear stampedes your salesman when a normal
question or objection arises in an interview? Is this responsible for the
actions of a salesman who is swinging strongly to IONAMIN because it is
non-amphetamine? Are you teaching salesmen to ask why when a physician savs,
"I have quit prescribing anorectics”? Are you teaching him to pursue this
with the physician in terms of giving the doctor adequate justification
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All Div. & -2 - November 2, 1970
Dist. Mgrs.

to prescribe BIPHETAMINE, BIPHETAMINE-T or TONAMIN and Axe Yeu Really
Serdous About Losing WQighz’ rather than refer them to "KWeight Watchers'
or 'MOPS"? What do your salesmen do when the doctor says, "I don't
prescribe amphetamines anymore"? Have you taught them to ask why?
Remember that amphetamines, both plain and combos, still held 69.1% of
the $7,696,000 market for August. Are our competitors better equipped
to sell their products? Are they really better salesmen and managers?

Enclosed is a "structured” presentation for BIPHETAMINE, BIPHETAMINE-T
and IONAMIN that suggests a way to utilize the strongest Support we
have had for our 4 Essentials Susifem, Not a single one of ocur
competitors has as much to seill

This presentation will be forwarded to all salesmen and should be
implemented to your satisfaction immediately.

Selling today requires guts! Timorous "detailing” won't quite get the
job done.

CAN WE MEASURE uP?

Cordially,

J. Marion Meason

National Sales Manager

JM/mr

Enclosure
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BIPHETAMINE - BIPHETAMINE-T - TONAMIN “STRUCTURED" PRESENTATION

"Doctor ,

'We, at Strasenburgh, have for sometime advocated a program or system of
successful weight loss and control that incorporates certain essentials:

(1) patient education and motivation; (2) caloric Testriction: (3) exercise;
and (4) medication, when indicated, as an adjumet to 2 weight reduction
program. .

"It is quite gratifying for Strasenburgh, and especially for me, Doctor
» to learn that our ideas are in line with the National Academy
of Sciences and the Naticnal Research Council.

"The National Academy of Sciences and the National Research Council, in
their review of anorectic agents, stated that 'they are not a treatment of
obesity in themselves and should be used 235 an adjunct to a total program
of weight reduction that includes patient education, motivation, caloric
restriction and exercise.'®

"In theory, how does this apprpach sound?" (Let him answer - listen.)}
"This approach is feasible in actual practice with Aze You Really Serious
About Losing Weight?

vAne You Really Senfous About Losing Weight? provides you with the educa-
tional material and helps you communicate quickly with the overweight patient
(1st Part ~ show] ‘About Their Problem' and (2nd Part) 'What to Do About the
Problem'. For example -- True - False Quiz -- you don't have to correct.

"The three alternatives to rigid dieting (Substitution Diet section, 100
Calorie Portion section and the Portion Control section) help you provide
your patient with a diet that isn't dull and give you a way to tailor-make
a diet to the ethnie background and economic status of the patient, (Show
how.)

"Your patient will better understand the role of exercise after studying
pages 19 and 20. Many physicians are now prescribing a daily activity
schedule for their overweight patients.

"Doctor , do you think that you could use Are You Really Sealous
About Loding Welght? with your overweight patients?" (Let him answer -
listen.} )

"The Naticnal Academy of Sciences and the National Research Couneil states
further that 'dosage of anorectic drugs should be individually titrated.®
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"Doctox , when you prescribe an appetite suppressant, have you
found that one certain medication fulfills the requirements of most of your
overweight patients or do you vary the formulation and dosage strength to
the individual patient? .

"Strasenburgh is the only company offering you the flexibility of dosage
strength and formulation in the three types of medication to curb appetite.

(Show BIPHETAMINE starter.)

"BIPHETAMINE is amphetamine resin. BIPHETAMINE provides appetite control
on cne capsule daily. BIPHETAMINE is available in three dosage strengths:
BIPHETAMINE '7 1/2', BIPHETAMINE '12 1/2' and BIPHETAMINE '20°,

(Show BIPHETAMINE-T starter.)

"BIPHETAMINE-T is amphetamine resin with Tuazole (methaqualone resin).
BIPHETAMINE-T provides appetite control on one capsule daily. Patients taking
BIPHETAMINE-T may experience less irritability on BIPHETAMINE-T than on plain
amphetamine. BIPHETAMINE-T is available in two strengths: BIPHETAMINE-T

t12 1/2* and BIPHETAMINE-T '20°.

(Show IONAMIN starter.)

"Should you prefer to prescribe medication which has less of an energizing
effect, IONAMIN (phentermine resin), a non-amphetamine, will provide appetite
contrel on a single daily capsule dose -- IONAMIN 15 or ICNAMIN 30 mg.

"Doctor , how many overweight patients would you see in six weeks
that would benefit from Ate You Really Senious About Losing Weight?

"Would you like starters of BIPHETAMINE, BIFHETAMINE-T or IONAMIN to give to
your patients with each book? What strengths? '

CLOSE: "So that we can continue to provide this service and expand it, we
ask that when you use Are You Really Seaious About Losing Weight?
and in your judgment the patient needs an appetite suppressant,
would you prescribe _(doctor's choice of BIPHETAMINE-BIPHETAMINE-T -
IONAMIN}?" (Get his commitment.)

"BIPHETAMINE, BIPHETAMINE-T and IONAMIN are available at every drug-
store and T will be happy to supply you with additional copies of Are
You Really Serious About Losing Welght? when I call on you in six
weeks." .
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reports to thz Atborney Genexral ef every sale, delivexy or other
disposal” of any controlled substance ond distributors are ra-
quired to make such reports with respect to narcotic controllied
substances.

The Iabel and 1loboling of controllaed substuncas must eon-
tein an identifying syrbol in wceordancs with regulations of
the Attorney Genoral. The Yohel of drucs disted in Schedulon
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illegal distribution which axe presoribed by the Secrotery of
HEW pursuant to Section 503(L) of the XIDTA. Also, controlled
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The.limitations-and,rcstrictions on the imporiation and
exportation of controlled substarces which are se: fowih in
Title IIT of the Act ave even worﬂ restrictive than those pre-
viously discussed. Except under speeificd circunstances and
pursuant to regulaztions promulgated by the httorn v Ceneral,
Section 1002 (a) providzs for an Juirlc@, rrolik on on the o
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subgtancs in each ‘nstance has been isse2d by the tiornew
General." The exportation of any nonnarcoiic controlled sub-
stance in Schedules IXII or IV or zny controlled substance in
Schedule V is prohibited unless: 1) “"there is furnished (be-~
fore export} to the Attcerney Ceneral docurentary proof that
importation is not contrary to the luws ox regulations of the
country of dostination;® 2} "a special controlled substance
invoica, in triplicote, sccompanizs the shipment setting Eolth
such information as the Attorney Conaral ma v, prescribe Lo

and 3) "tvo additional copics of the invoics zre forvardsd to
the Attorney Conerol bofore the controlled suhstance is exporied
from the United States.”
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IWrmrxrEny axn Havnanw

In this letter, we have summarized those provisions of the
Act vhich we felt would boe of particuler conoorn.  Bmbodiod in
the Act are other provisiony, such as those dealing with dnin-
istrative inspections and warrents, ponaliics, furfeltures
{seizures), and injunctions which we have not discussed hub
whieh are pertinent to the manufacture, distribultion, impovta-
ticn, and cxportation of controlled substances.

If you have any questions, plezsze let us know.
¥ ¥ 2

Sinecercly,

4. Rleinfeld

VAK /mbo
ce: Dr. W. P, Head, Jr.
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Parch 13, 1574

T All Divisien § District MNan2gurs
FROM: J. YMrrion Meason

SUBSECT: STATLS OF ANIRECTICS

y of our wholesale custam
hansicn chaat the status
lus why tha inventories of our

saprimd, an cell oas eur erepet

¢ rething, Raports of cud ¢f

Those wholesalers nead youy reassurancs NOU!
The rotaller is a victin of the samc thinking ip tco many instances,

Your salesman are affected in direct properticn to the number of expisuves

to such aepative thoug

Thereforz, consider the following actions mandatory on your part cvery o
you are in th: field.

1, Take your salesman to his wholesaler. Reassure the wholesale
buyer, sales manager, ctc., that:

A. Biphetarine, Biphetamine-T and Ionamin are still godng
preducts. Use Isaag MeGraw's letter of February 5, 1871,
regarding the Status of Biphetamine, Biphetamine-T and
Ionamin.

B. Show then what our promotion schedule is,

C. Show them MAre You Raally Serious About Losing Weipght?' and
¥4at we are doing in the physicimm's office.

0, G2t that imvezntory Sach oup to adegunte T2vels for doing
P ! H .
business.
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b

ave BoDisr L Nors, Moreh 1,

2. sament be enlled e by your salaswen 2t least
otivate the buyer and sales
5. culls show®d e prede by every salesman

suve the pharmacict

4. Your visit with coch
owit belics In what o
prevent disaster bz
reaciion can destir

You may

custoner

He, you or we canaot

Let's do the job right!

Cordially,

Fl - 2. .

S

Nationnl Sale aanser

J T
Enclosures (2}

¢c: I. R. MoCGraw, I¥

85-569 O - 77T - 52
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tiay 20, 1971

Dr. Baryett Scoville
Office of Scientifiic Evaluaticon

Buveau of Druzs

Food and Drug Aduwiniscration

Rockville, Maryland 20552

Rei  BDRA LI-538/5-004

Dear Dr. Scoville:

We hova carefully reviewsd your lettor of -April 29, 212371 regarding
proposed changes in the labeling for eur product Piphetamine-T2.. Ve, are
in general agreemont with the basic theme of your revision teo incorporate
full dizclosure informacion for. the methaqualone conpanani as it relates
specifically to Biphetamire-T. Prior to adenting (lis copy for final-
revision in printiry ve have scveral co you may wish to
congider.

d mt oa slear
departure from receat YDA policy sugzesting the elindnation of zesults
and data cohrained frem studicc on lahoratary o 1s. '

On page three, pa
liver, we suggesr tha
nethaeualons vhich i3
caukion in those with

3 t cutity, end it iz not possible for
him, the pha patient to reduce th2 mothrqualenn doszfe in a
vnit dosc of DRiphetasire-T. Thza unit dose of Binheotanine-3 already con-

tains a substantially reduced dose of rothaqualona, £) mg, as couparcd to
& 300 mp, sedative dose.

On page three, paragraph £, we disazree that the adverce reactions
listed hove positively occurved with the conbination., It is suggested
that a wore accurate phrasing would be, " ... have occurred with the
indlvidaal drug couponents and which may pessibly oecur with the

corbinazion.”




