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November 21, 1978

Joseph Califano

Secretary '
Department of Health, Education, and Welfare
Humphrey Building, Room 515-F .
“200 Independence Avenue, S.W. )
Washington, D.C. 20201

Dear Seceetary<Ca15£an0'

According to recent 1nfornatlon we have obtained from

the Drug Enforcement Agency (DEA), Department of Justice, the
narcotic gropoxyphene {as in Darvon)——clooely related to
methadonet--leads all other prescription drugs in the United
States in drug-related deaths. In 14 U.S. cities (see page 3)
there were more propoxyphene {DPX)-related deaths than morphine
and heroin-related deaths in 1977. '

SIMILARITY BETWEEN
PROPOXYPHENE (DPX)
AND
METHADONE

TRACER

lThe above figure is rrom the Second FEdition (1978) of Clinical
- Pharmacology by Melmon and Merrclli, MacHillan Publishing. Co.,
ID‘C . NCh YOI‘k . . :

L HEAUTRERESEMCIGROUE « 2000 P S1REET, NoW., WASHINGTON, D.C. 20036 + (202) 8720320 .
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~ Joseph Califano o Page 2 , Nbvemher'ei, 1978

Because bpropoxyphene 1is of so little value as a pain-
killer-~although Americans spent about 140 million dollars
in 1877 for the Lilly-manufactured Darvon drugsl--is so
widely abused and is so lethal, I urge you to either:

a).Ban immediately'the marketing of propoxyphene as an
imminent hazard under the Food, Drug and Cosmetic
Act, 21 U.s.C. §355(e), and make it available only

'b) Support our petition3 (seevehclosure) to reschedule
DPX as a Schedule II narcotic which would impose
production quotas and prohibit refills of prescriptions.

- The following information is excerpted,ﬂrom our Drug
Enforcement Agency petition: A :

6 During 1977 alone there were 589 b?opbxyphéne {DPX)-

‘related deaths reported to DEA from their Drug Abuse Warning

Network {DAWN) which collects data from only 1/3 of the
population of this,country. ,

6 In the past § years (1974-1977), there have been 2,154
DPX-related deaths reported to DEA. Most recently, as heroin
has become somewhat better congrolled, DPX-related deaths have
even surpassed heroin and morphine-related deaths in many
cities. 1In 14 of the 23 metropolitan areas for which data
comparing DPX-related deaths with~heroin/morphine«deaths are
available, propoxyphene (DPX) was associated with more deaths
than heroin/morohine in the first half of 1977. ‘The cities
are Boston, Buffalo,'Cleveland, Dallas, Denver, Indianapolis
(home of Lilly, producer of Darvon and other propoxyphene drugs),
Miami, Minneapolis, New Yorlk, Oklahoma City,jPhiladeAphia,
Phoenix, San Antonio and Seattle. ' .

1 Propoxyphene is ailso available as a generic drug but most
sales are Tor Lilly products including Darvon,.DarVOCet,
Darvocet-N, Darvon-N, Darvon Compound 65, etec.

2.DPX is cufrently approved by FDA as an 1nyest;gatibnalfdrug
for treating narcotic addiction. : :

3 Under the Controlled Substances Act, 21 U,S.C. §81i(a),
the Department of Justice is being petitioned by Health
Research Group today to move Propoxyphene to Schedule 1I.
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© DPX DEATH RATES IN U.S. CITIES

‘I" In order to compare various U.S. metropolitan arcas in terms
of DPX-related decaths, the number of such deaths for each area ,
between July 1973 and December 1977 was divided by population (in
millions) of that area. These results.can be seen in Table 2.

TABLE 2

PROPOXYPHENE(DPX-AS IN DARVON)DEATH RATES
FOR U.S. METROPOLITAN AREAS2

DPX-Related Deaths Populationd Deaths/Million
nk _Area - (1/73-12/77)% {In Millions) People
Phoenix 81 1.218 _ - 66.5
San Francisco: 189 3.129 60.4 o
San Diego | . 95¢ <1.588 .59.8 —-—— -~
Dallas ’ 80 : 1.690 A S 47.3 '
Denver : ' 61 1.387 : 44.0
Los Angeles .. 276 6.945 ' 39.7
Cleveland - 18 1.975 39.5
_ San Antonio : 37" , . 949 | 39.0
P . Miami | 52 1.439 : 36.1
' Buffalo - 46 _ 1.327 34.7
; Detroit - 132 ‘ TS YU 31.6
- Oklahoma City ‘ 21 . .683 . 30.7
Phllads1lphia - 133 o 4.797 . 27.7
Boston 72 . 2.731 " _ 26.4
- New York City. 274 . 11.316 . 24,2
~Chicago 151 6.983 - 21.%6
: Atlanta o 32 1.532 . 20.9
I~  Washington, DC T 60 " 2.936 _ 20. 4
v . Indianapolis 15 . 1.147 13.1
b " Minneapolis 20 o 1.846 ' ‘ 10.8
Seattle : 14 1.411 9.9
Kansas City o 11 . 1.268 3.7
2

New Orleans ' g 1.094 .

These are the 23 metropolitan areas which have been under sur-
veillance by the DAWN Network for at least 2 1/2 years.

i DPX~-Related Deaths(except San Diego) are from Information Systems

: Section of Drug Enforcement Agency, Department of Justice.

b Included are all deaths where drug is a contributing factor or in

: ~which a toxic level is found {or suspected because of ingestion
history).

Dea%hs for San Dicgo are from San,Diego,coroher's drfice sihce_'
San Diego did nel become part of the DAWN System unti) mid-1975.
(San Dicgo includes only 1974-1977.) :

[

Populationz of metrepolitan arcas are from DAWN (Depaviment of
Juutice)'Quartgrly Report {July-Scptember 1977).

i
z
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For example, Phoenix, the leading U.S. metropolitan area—-
as far as DPX-associated death rates--had 81 deaths during that
interval. With an area population of 1.218 million the rate was

At the other end of the 11ist.of metropolitan areas is |
New Orleans. Its DPX-death rate is 8.2 per million or less than

. 1/8 that of Phoenix. .= )

.

-milligram for milligram" in its pain-killing properties. At

G‘AlthOugh DPX was placed in Schedule‘IVfby«DEA,in March, 1977,
this appears to have had little effect on its prescribing or
abuse, as has been the case with other drugs placed in Schedule

AV. (Schedule IV allows a prescription to be called in over the

phone and as many as 5 refills each 6§ months. Schedule IT would
place production quotas on the manufacture of DPX, disallow
oral prescriptions and not allow any refills,)

In 1977, there were 33.5 million prescriptions filled
for DPX drugs, down only 9.5% from 37 million in 1976. 1In
1977, during the last 9 months of which DPX was in Schedule IV,
there were 589 DPX-related deaths, up from 445 in 1976, before
Schedule IV "controls" were imposed.

Y According to a 1976, Department of Justice Report on the
abuse of DPX, DPX-reTated fatalities Quiranked 211 prescription

el QLT By GAVIGIRG thé"numES?“3““3Fug-reLatea i ;

aeaths by the number of prescriptions, DPX (in this instance §
Plain propoxyphene sold as Darvon by Lilly) was well ahead of \
all drugs including phenobarbital and valium. :

ndrggs in deatn-rate even wnen thné numper of prescripfions writ-en

were adjiusis

In addition to evidence that DPYX (mostly Lilly's Darvon
products) is doing more damage than the wares of dope-pushers
in many U.S. cities, it is important to analyze why doctors hawe
made DPX so popular. '

DOCTORS MISLED ON DPX EFFECTIVENESS

Originally introduced as a "non-narcotic" by Lilly in 1957,
Darvon{DPX) was said by the company, to be "equal to codeine...
present the preponderance of properly-controlled studies fail
to show that DPX is any more eflfective than aspirin and many
show it to be less effective than aspirin, or, in some cases,
no more effective than a placebo. It is clearly less efTective
than codeine. The, other attractive feature of this "non-
narcotic" was that doctors didn't neced a narcotic prescription
to use it, The American Medical Assoclation book on Drus
Evaluation (1st Edition, 1971) stated, of DPX, that "its popu-
larity 1s probably duc to the fact that it does not require a
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narcotic prescription,'réther than to its effectiweneés as
an analgesic,,, " .

DOCTORS ALSO MISLED ON DPX. DANGCER

Lilly also claimed DPX hag “fewer slde effects than codeinpe®

' hut_by-lQ?O, the respecteq Source of drug_inrormation, The

Medical Letter wrote "many physicians are not sufficiently
awvare that coma, circulatory and respiratory depression, convul-~
8ion and death can result from Overdose with bropoxyphene,. that

~the clinical Picture is Ssimilar to that seen with narcotic drugs...."

continue to think DPX is a much less dangerous-drug than other

. drugs, which,‘in fact, are involved in far fewer drug deaths

than Dpx,1 |
A FINE LINE BETWEEN USE _AND ABUSE

) In larger than recommended doses DPX Produces a euphoria

or "high" which makes it attractive as a drug of abuse. 1t

is generally agreed that DPX can be addicting;-albeit-less so

than morphine~-and one Study concludeq that "addiction2can occur

 under the usual circumstances of medical Prescribing, "¢

The 2nd Edition of Clinical Pharmacology (1978) by Melmon
and HMorelli stated that "the most Prominent effects {of DPX)
may be 1$s addictive quality." ,

The Department of Justice DAWN (Drug Abuse Warning Network)
data show that anong patients in emergency rooms whose source
of drugs could be ascgertained, over 90% obtained their ppx with
legal prescriptions. 3 e :

.

NATURE OF DPX DEATHS

In a May 4, 1978 letter to FDA, Onegon.Deputy State
Medical Examiner Dp. Larry Lewman wrote that “propoxyphene is
by far the most common <cause of {ata] drug overdose in Oregon."

.

1 Internationz1 Journal ol Addiction 12,43, 21977,
2 International Journal or Addiction 9, 775, 1974.
3 DAWN Quarterly Report, July-Septembep 1977.

TN s dewmies o L L. L e e e
e B L R T e ———— e ¢ ——— s v b . . +
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, He went on to say that although some DPX overdose deaths.
were, in fact, attempted suicides, "accidental overdoses of DPX"
was the category "into which most of the DPX overdoses in
Oregon appear to fall." In other words, the margin between the
doses which achieve the -desired euphoria and those which are
barmful or even fatal is extremely narrow.

Dr. Jevwman did not believe that education of physicians.

was adequate and suggested, in the same letter to FDA, that
DPX be moved into Schedule II. {On November 7, 1978, Oregon
-Public Health Officer, Dr. Edward Press, redirected this request
to reschedule DPX in Schedule II in a petition to the Department
of Justice, Drug Enforcement Administration.) e

.. In summary, DPX is the deadliest prescription drug in the
U.S., has been related to the deaths of thousands of people in
the U.S. (and elsewhere) and is even outdoing morphine and
beroin in 14 U.S.cities in its relationship to drug deaths.

L

In my view, there are two possible courses of action:

1. Invoke the Imminent Hazard Secticn of the Food, Drug
and Cosmetic Act, 21 U.S.C. §355(e), and immediately suspend
the New Drug Application (and marketing) of DPX. 1If you deter-
Juine that there is no legitimate use for DPX as a vain-killes
or that tne risXs of DPX outweigh any benefits even as a pain-
killeT, —ant TNIET THe drug snousd thersfore pe evangnally renoved
Irom the marzsT, the magnitude of DPX dsaths during the 2-3
ears thnav wOuld TIamRUIye perore Lhe Usiow hanning procecuras
mandate use of the imminent hazard provision. The evidence of
DPX-caused deatns 1s more than sufficient to prove that this

- @rug is "posing a significant threat of danger to public health."

In the British Megical Journal, an editorial on the "Dangers
of Dextropropoxyphene"* queried, "How good is the case for
using the drug at all?" After discussing the lack of "hard data
on its therapeutlc value...compared with other analgesics", the
Journal goes on to say that "any doctor prescribing the drug
rather than a simple, less expensive and potentially less toxic
preparation should be aware of the hazards and able to Justify
his choice." ’ :

1 British Mcdical Journal 1, p. 668, 1977.
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The one use, now under investigation, for which the
benefits of DPX may outweigh its risks is in the treatment
of narcotic addiction. Because DPX is a narcotic, it has been
used to withdraw addicts from other narcotics, such as methadcne,
its close relative. Since there is in existence an Investiga-
tional New Drug {IND) approval for .DPX, this use would not be
altered by declaring it an imminent hazard and stopping its
marketing as an analgesiec. a . : :
, : : U

: 2. Reschedule DPX in Schedule II. 'If you believe there
is a legitimate use for DPX as a pain-killer--despite its
relative ineffectiveness for this indication--it could be
pPlaced in Schedule II for those people for whom both aspirin
and acetaminophen and other less dangerous analgesics were not
effective or not tolerated. I do not know how large a group,
if any, this might be but I would estimate that it is less than
1% of those currently using DPX. The enclosed petition to )

“the Drug Enforcement Administration seeks this rescneduling under

the Controlled Substances Act; 21 U.S.C. §811(a). This =2ct
requires that the Secretary of HEW submit an opinion to the
Department of Justice concerning any proposed scheduling <> re-
scheduling of drugs. .

Although I favor the imminent hazard route and this lztter
constitutes our petition to ban DPX as an imminent hazez:d to
the public health, you must decide how best to protect the
American public from this deadly drug which--in addition--is
wasting more thar 140 million dollars a year of health care
resources. : C .

I look forward to a prompt reply.

Sincerely,

Sidney M. Wolfe, M.D.
Director Health Research Group

SMW :pm | . |
. ’ ” \’\\s ) f\A\‘ -
Enclosure ‘“‘ (:)

NOTE: Legal and/or scientific research for the petition was
. contributed by Ellis Gordon, Michael Lipsett, an attorney
now altending University of California, San Diego Modical
School, and Deborah Schechter, sitaff assoclate of the
Health Rescarch Group. Staff researchers at the Department
of Justice, hrug Enforcement Agency, were also helpful in
providing datu not otherwise available.
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curd such abuse dextiropropoxyphene must be subjected to the stringent

: . Sidney M. Wolfe, M.D. and ;
Public Citizen Health p) ’
Research Croup )
Petitioners -

TO: Honorable Griffin Bell -
Attorney General of the United States; and

Honorable Peter Bensinger, Administrator
Drug Enforcement Administration, Department of Justice

PETITION REQUESTING TRANSFER OF THE NARCOTIC DEXTROPEAPOXY
(DARVON) AND ITS:SALTS FRO) CONTSQLLED SUBSTANCZS SCHEDU
IV TO SCHEDULE IIX. :

I.  PETITIONERS

Petitioner Sidney Volfe 1s a medical doctor licensed to
practice in Washington, pC. ’ -

Petitioner -qullc Citiien Health -Research (_}roup is a ¥asnington-
hased, non-profit organization engagad in pubnc";_tncerest research -

on health issues, including drug abuse.

AUTHORITY FOR PETITIONERS

-

Petitioners' authority .to submit. this petition derives from
the Controlled Substances Act, 21 U.S.C. § 811{2), and the
Administrative Procedure Act, § U.S.C. § $53(e).’

XII. THE CASE i .

In 1977 the Admtnls.»tr.a'-tcr of ‘the Drug Enforcement Adnzinistra-
tion {DEA) found that the vidé’spﬁnead aduse of dcxtroﬁropoxyphcr.e
(barvon) Justified its inclusion ia_ Schedule IV of the Controlled
Substances Act. Despite thg restrictions which Schedule 1V places

on the presceription of dextropropoxyphene, this drug continues to -be

‘Wildely prescribed and abused. Petitfoners contend that in order to

controls of Schedule II. : ;



T
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' Under the Controlled Substances Act, the Atcormy‘«se‘m;ral
may by rule transfer a drug into Schedule II if he finds that:
(1) the dr{xg has a high potential for abuse; (2) the drug has a
currgﬁtly acce#ted medical use,}n treatment in the United States

or a currently accepted medical use with severe restriest Ws,oend oo

"~ (3) abuse of the drug may lead to sevére psychological or physical
N dependence. 21 U.S.C. §§811, 812 {b){2). Therc is substantia)

it
'
H
.

evidence that dextropropoxyphene {Darvon) fulfills thése three eri~
teria of Schedule II. ’ '
) In addition, therg is reliable medical evidence thai this
‘drug 1s relatively fneffective as an analgesic, ;he primary
. purpose for which it is prescrided. From a therapeutic standpoint,
nothing would be lost by z:esti-lcttng the availability of this darug

through the imposition of Schedule: 11 controls,

—— e VO B am et o
.
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Sidney M. Wolfe, M.D, and ;
Public Citizen Health )
Resecarch Group )

Petitioners

T0: Honorable Griffin Bell
Attorney General of the United States; and

Honorable Peter Bensinger, Administrator T
. brug Enforcement Administration, Pepartment of Justice

PETITION REQUESTING TRANSFER OF THE NARCOTIC DEXTROPEOPOXZP
{DARVON) AND ITS SALTS FROM CONTROLLED SUBSTANCES SCEEDU
- IV TO SCHEDULE IIX.
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1V. INTRODUCTION

. nextropropoxyphenz (hereafter DPX) is structurally cela»ed

to nethadone, & synthetic narcotic; lts effects are qualitatively
similar to those of narcotics. In 1956, a year vefore DPX was
rirst rarketed as Darvon by 511 Lilly and Company, it was reported
that this drug could produce narcotic-like effects of néspira:ory
dépression, pupil constriction, aad .euphoria, and could rediace the
severity of withdrawal from morphine.l Nevertheless, this narcorile
analogue was intréduced. to physiclans as a non-narcotic analgssic,
equal,,hilligram for milligram to codeine, but witﬁou' the potentiz)
for addiction and abuse o?‘the latter.? As a result of Pox's Seing
promoted as a potent non—narcczic analgesic, DPX gained such
popularity that it has become one of the most commonly prescribed
drugs in the United Stites.3 -

Despite promotional efforts of the Lilly Company to the

contrary, DPX remains & narcotic, more harmful and less effective

than 9rigina11y belleved. 1In larger than reconmended doses it
produces a euphorie "high", which nzkes 1t atzractive as a drug

of abuse. Side ettects of DPx. such as dizziness, conscipation.
pausea . and vomiting are typical of narcotics. High doses of pPX
produce the characteristic quartet of narcotic overdose-—respira.o*;_
depression, Pinpoint pupilis, cona, and circulatory collapse~-as well
a8 convulsions, cardiac arrhythmtas and pulmonary edema, The
nesplratory depression produced by DPX overdose can be reversed by
naloxone, which is used to treat narcotiec overdose.5,5,7 Physical
and psychological depcndence on DPX can ocecur, although this depen~
dence 1s not so sevcre as that ‘caused dy morphine.8 '
' Like the narcotics heroin and morphihe, DPX is deadly.

From April 1975 to June 1977, (the most rocent date for which
reliablc published comparative statiasties are availadble), it was

the sccond most frequently implicated dyuc {2nd only to heroin and

morphine) {n coroncra’ reports of drug-related deaths in large

American metropoltian arcas,?’
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Even the £11 111y -Company has had to modify fts public posture.
By 1972, 1t had conceded that "propoxyphenc's general phermnaco-
logic propertics are those of the narcotics as a group.”lo
Placing DPX in Schedule IV' has not significantly atrec-cgg_.-f}x_?.___
sales or zbuse of this dangerdus narcotic. The value of Lliiy's
sales {revenue to manufacturer) of 7 DBX products incraased from
$62,001,000 1n 1976 to $£2,878,000 in 1977.11 constdering that
the retail drug markup is often close to 70512, aAmericans sperlt
nearly. $140,000,000 durlng>19?7 on Lilly~-produced Darvon and -Darwen
combinations, even though there was a,sliéht'deerease in ¢the Lota)
number of prescriptions.' This does not includz the produciss of
the other 32 companies licensed to produce DPX. While reported
abuse of DPX has not significantly increased since Harch 1977,
neither has it declined as will. be seen in t.r;e next section. This
is due in large part to the ready availability of DPX~-the vast
majority of DPX abusers obtair; the drug with legal prescriptions.
This petition will show that the more stringent ccatrols of Schedule
II sﬁould.be imposed on DPX in order to restrict its availabil&ty.

V. Criterion 1 -~ High Potential For Adbuse

'

In deternining that a -drug should be included in Schedule 1I,
it must be established that the drug has a high potential for
abuse® 21 U.S.C. §812 (b){2)(4A). A drug's potential for abuse -can

-be estimated in clinical tests such as those for oplate narcotics.

“assessing Abuse Potential....A drug 15 considored to be
nonopliofd with respect to abuse Uability (1) 1€ it does
not supprass the oploid withdrawal syndiens when tosted in
subjects physically dependent on morphlne, (2) 1f 1t doos
not produce norphinc-1ike enhysical dependéanee when glven
chronically, and (3) if postaddicts ncither consiatently
identify it as “dope® (morphlac-1ike) nor repeatedly request
1t when offered the opportunity to do ao. ©On the other
hand, £ a compound §5 found o share these key characster-
iatica with morphine, 1t 45 considered to have .a high abuse
labgrsty, 13 -

L As used hereln, Tabuge™ rofors o fntenttonal non=thors-

peulle use of 3 diuis.  Thin foeluded taking a dewy for any
of the following roazoenad (1) dependenee (addiction); (2)
paychle efrveta; {3) attemptod or auccrssful autelde,  Tee
section on Lepal Anadysis, below, for discuaslon of Aepla-
lative interprclation of the term. e
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According to clintcal triai -using these criteria, DPX's abuse
11ability is lower than that of morphine and codeine. Howcver,

h et

ultimately the abuse liability of a drug ‘Aust be .evaluated in light
of the prevalence of its abuse, Indeed, in determining the proper
‘scheduling for a drug,’the Attorney General is directeg to con-

‘sider a drug's "actual or relative potential for abuse." 21 uU.s.c.
. § 811 (e)<1). 1ooking for evidence of DPX abuse, one discovers

an embarrassmept of riches. Prior -to the inclusion of DPX in

. owo—-

Schedule IV in 1977, there was extensive medlcalland statisticzl

. documentation that this drug, alone and in combination with

L .. . ﬁlcohol and other drngs, was sudject to.both oral and intravencus
%! ' R - abuse vhich resulted in over a.thou»s,and éeachs between 1969 anc 1575
a5, ) 1975.14-26 ' ' :
i : .__-~.-.-§-:;.~. Reviewirng the _medical ‘literature and naticn-wide drug
oy

abuse statistics, 2 study commissioned by the Justice Leparitzent
+ found in 1976 that:

. 1., Dextropropoxyphene is a centrally active narcotic

. eanalgesic (pain-kiiler) with a Spectrun of activity

: qualitatively simflar to morphine, the prototype
narcotic enalgesic.

2. Dextropropoxyphene produces a mild 4o moderate phystcal
depandence of the morphine type. Unlike norphine,
developrent of dextroprepoxychsne dependence requires
the administration of doses in excess of the recormended
therapeutic dose. )

DB T 100 Gt S — " 1. o
.
-

=~ 3. Intravenous administration of dextropropoxyphene to
cxpericnced addicis produces "pleasant " rorphine~ithe
effects which cannot always de distinguished Zron those
of morphine. )

e 5. Dextropropoxyphone Nas properties which lead indtviduyails
to self-administor either orally or Intravenously
excessive amounts of the drug.

5. %olerance develops to the "pleasant” effects of doxirg-
propoxyphen? as woll as to othar effosts so that indi~ )
. viduals can Lngest or inject dosea of the darur which would
Lo . i RN be in the lcthal raange For nontolerant individuals.
6. Sel-adalniztration of dextroprepoxyphene in Increasingly
. highor dosea for the reasons noted in to. 3, 4, and 5
. has produced phiyaical dcpendom:q. :
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7. Intravenous selfiadministiration of dextropropoxyphene
in man utiliczed the pellet fermulation of Darvon which
is no longer available?® but the new propoxyphene for-
mulations are soludble in warm water and on a pharmacological
basis can be utilized intravenously for the same effect.

8. sm};‘ze doses cof dextropropoxyphene in excess of 800 rz
can be lethal {f untreated and It 1s estimated that in
excess of 200 individuals die yearly of dexiropropcxyghene

overdose in the United States.

9. Most abusers of dextropropoxyphene aopcar to obtain
the drug by legal prescription but tha2{ts of Parvon
from pharmacizs and practitioners are being reportad
and the drug_ is available on the street at $0.25-$1.%0.
per capsule.2! o

In summary, DPX's harcotic-like Pharmacologic properties have -

made it a highly abuseadble drug.

OLDER DPX DEATH STUDIES

—

In & huge Lilly-sponsored study involving medicsl exanmirers

" with a jurisdiction covering Sé'miluon people, it was preported

that DPX had been implicated.in at least 1,022 deaths by the
middle of 1975;28'I'ne -authors found that, "the number of deaths
involving propexyphene is increasin_‘g each year, and at a Taster
rate than total drug deaths."  They also found that "65.9% of all
the cases had the word propoxyphene in the 'cause of death'
statement on the death certificate." and that "in 38.1% of the
cases the cause of death was offi{cially attributed to something
ot‘her than propoxyphene alone." 1In Detrolt,” the numder of drug

deaths fnvolving DPX trioled from 1573 to 1975.29 A similar
pattern was observed in North Carolina, with 21 such deaths in 1973,
30
30 in 1974, and 16 during $ust the first three months of 1975.3
. . »

L Althouch the ecasily separable  DPX pellet 15 no longer found in

. Lilly DPX capaules, at least a few other pharaaccutical
companies still produce DPX in this highly abuseable preparation.
See FIC Reports, December 12, 1977. :
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The aforementioned study commissioned 5y the Justice Department
providéd an analysis of drug-associated fatalities m'pox-:ed in
the DAWN system®* from July 1973 to September 1975. This ~aaa1yvs4$
showed that FDPX was 1n,v£1ved in 1,221 deaths, second only to-—--~4"'-- b
heroin. Furthermore, DPX displayed the greatest Telative teoxicity
of all the drugs reported in the Dawn syﬁten. Ong rezsure of
toxicity utilized was deaths per 1000 emergency room mentions ‘of
the drug in the DAWN statistics a3 compiled in a Department of
Jl.zstice study on DPX abuse.3! Reports from ‘tqroner"; offices of
drug-related deaths divided by the number of menticns for the same
drug in the DAYN emergency room network showed that DFX was t,h-:e‘
highest of any drug with 113 coroner-reported deaths for every
1000 emergency roon mentions. It ranked ahead orf heroin/morphine(9s)
diazepam (valiua)(28) and phenobarbital (10%). ) .
Another index of its I’atai‘ toxicily as a function of how &ften

" 4% 1s prescribed can be found by dividing the number of deaths by

the number of prescriptions for the drug. ‘kga.in, DPX outranked
a1} presceription drngs(inclufnng diazipam) in the same st‘udy.”
Why 1s DPX so toxic? .Aa with other narcotics, it -can cause
imlmonax-y edema (fluid accumulation in the lungs) and respliratory
depression which can frequently result in fatal respiratory

arz'e:_t.33'36 In adgition, DPX an.d‘ ;i;a metabolites can dep-re‘ss
m

electrical conduction in heart muscles which <an result in

archythmias and cardiac arrest.?f37-99 Fatalitles among those

vsing the drug for 1its psychic cffects are duc to the small nargin
of safiety between toxic doses and those réquiréd to achteve

cuphoria. 49,50

. Drug Abuse Yarning Botwork, a Drus Enforcement Administration
program then operating In 46 states. The statistics cover peports
from hospita) emersoncy roums and from medical examtrnors {i.e. cor~
oners), who had submitied reports at least 90% of poaaibile reportiag
days during the 1ife of the DAWN program, .

% Specdfreally atrdoventrieular nodal ennductlion. The japlicvetion of
this fmportant Clnding 13 Lhat Persons wiih undaplytnge carddac
dizcane who Lake DPN cwen ot progortbed donea pay Inaavertently
trigper an arrythmia culminatiog In cardtac arreat,
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.RECENT DPX_DEATH DATA

Ly

From April 1975 to Ju:le’ 1977, DPX remained the second most
commonly mentioned drug i'n DAWN coroners' reports after a comﬁined
category of heroin {Schedule I) and morphine (Schedule I1).5%

Most recently, as-heroin has become somewhat Setter eonirolled--
at least as reflected by a reduction in deaths froﬁ 1¢ts use--pPX-
related deaths have surpassed heroin{and marphlne) relzted deaths
in many cities. ‘According to ’che latest DAWN report. pubusbed by
the Drug Enforcement Agem:y,52 in 18 of the 23 cities {61%) l'c~
which data comparing DPx—associated deeths with he'oin/rorphiﬂe

deaths wore avai¢able, DPX was 23s0ciated with nc“e d-ayhs thaa

heroin/nhrgﬂ4n° in the first halr of 19

These cities were: BOSTOH BUPPALO, CLcV”LAlD, DALL»»,
. DENVER, INDIANAPOLIS, MIANI,
- MEW YOR&, OKLAHOMA Ci Y, HI AD.LPHLA,

PHOENIX, SAN ANTONIO, SER"TL_.

The DAYN statistics also demonstrate that DFX has been abused
much more frequently than seveval-Scheduie II drugs. The follo wing
table shows the number of mentions that DPX, methaqualone tQuaailude),
amphetamines, and secobarbital received in the total DAWN systen
huring the last full year for which comparative data were availadle.

TABLE I

PROPOXYPHENE{ DPX). RELATED DcA?HS
{JULY 2976 - JUNE 1977)
COROKERS® REPORTS

DRUG ' 4 COROMERS' REPORTS
D2xtroproporyphenc{dPrX) 491

Diszepam{Valfun) 388

¥eprobamite{illtown) 316 SCHEDULE IV
Chlordlazepoxida(Liibrium) 70 . -
Flurazepar Dalmane) 66

Amphetamines : : 27
Methaqualone{Quaaludes) $7 -SCHEDULE 11
Secobarbltal(ecconal) 22

Similarly, as also shown in the tablc. the DAWN . atatiatlca show

that DPX i3 more frcqucncly abuzcd than the reported Schedule IV drugs.

. The moat recent t4me perdod for which data are avafiavle.
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! In relation to reported Schedule IV drugs, DPX 1.3 involved
: in more coroners' reports than the three others.
b . Although these comparative data include Just 3 months during
. ; uh"!.ch DPX had become subject to Schedule IV restrictions, more
f . regent data¥ including all of 1977 reveal that the control require-
d .
‘- o e ments of Schedule IV have fatled to significantly alter the
prevalence of DPX abuse. - Pizure 1A shows the time trend for the
. ) . ' past four years for DPX-related deaths. ‘ .
FIGURE 1A ) '
; ' TIKE TREND FOR DPX-FELATED DEATHS
600; : : 589
. 570
NSO .
500
i n4s
. ,
Propoxyphene~ 400
: Related Deatins
o (Coroner’'s l
- - Reports) 300
’ 200
SOURCE: Dept. of Justice, Drug
100] En{‘orceraent.ﬁdmnis':x'atio
: 1978,
]
. 0f

1974 1975 1976

¥

(Each point represzcnts the total . b .
at the end of the year.) DEX Into Scheodule IV

.
. P T e e ——— con -, ————

.It an be -geen that deaths involving DPX declincd somcewhat
‘between 1975 and 1976, due, parhaps in part, to the warnings then

sppearing In the medical and lay press,53y54

® Obtatined from the Sectlon aof -Inforzmation Systems, Drug Enforce-
nent Adndindistration, Washington, IC.

.““—.——..@. e, .
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However, by the time DPX was added to Schedule 1V (March 1977);
these drug-related deaths: were once again on the fncrease. The
total nunber of DPX-related ‘deaths 1n the U.S. for the last &

et s

years 1s 2,154 Recent reports of DPX-related deaths from abroad

. indicate that this crescendo of aduse is noc limited to the United
b . States.55-59 ' v | rm———
o o ' ) DEX-RELATED-LEATHS : sl |

. . o . As mentioned previously, in about 2/3 of cases, DPX is !
mentiorved on the death certificates as "cause of .death" ahex-eas
- “»1n 1/3 of cases the death is attributed to something other than '
P DPX alone." 60 :

In this Lilly-spcnsoved’-study‘l in '235'0-?' the DPX-ﬂre&a..:ed
deaths, DPX was the only drug involved and {n an additional 183
ket DPX .end 2lecohol were involved. 1In other cases, even though

additional drugs were involved DPX was mentioned on the deadih

certificate in the"cause of doath® Statement. :
More recenc dg.t‘a show an increase in the percantege of <cases {n -

which DPX was the only d"us lnvolved. By 1977 (S=e Figure IA)

- T there were 539 DPX-related deaths of which 190 or 32% involved only

DPX. {Up from 24% in the L11ly study and 23.87 in 1976.) v

o ae tm et — = ot ao v §

DPX DEATH RA'L?S INu.s. C‘I':‘I:':
In order to compare various U.S. metropolitan areas in terms

of DPX-related deaths, the number of such deaths for each area
el between July 1973 and December 1977 was divided by population {in

millfons) of that arca. These results can be seen in Tadle 2.
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TABLE 2

PROPOXYTHEHE{(L" X-AS T DARVON)DE:L~H RATES
FOR U.S / HETROPOLITAN AREASE

o s e i v M ¢ it

. DPX-Related Deaths ' Populationd Deaths/:iildon
Rank _Area £2/73-12/77)% {In #idizons) Peoole -
: N 1 Phoenix 81 - l.218 66.5
H 2 San Prancisco . 189 3.129 60.4
—t o —— s 3 San Diego 95¢ 1.5€8 59.8
L} Dallas 8o 1.620 k7.3
.t 5 Danver 61 1.387 t4.0
[ Los fingeles 276 6.945. 39.7
7 Cleveland 78 1.975 33.5
8 San Antonio 37 949 30.0
9 Miani 52 1.439 35.12
. 10 -Buffalo - &6 1.327 - 347
: ' 1 Detroit 132 4,178 3:.6
‘ 22 Oklahorz 1ty 21 .683 30.7
i : 13 Philadelpnta 133 5.797 27.7
: 14 Boston ) 72 2.731 26.%
. 15 New York .City ' 274 1. 315 2k.2
. 16  Chicago 151 _ 6.983 21.6
=L 17 Atlanta ‘32 1.532 20.9
: ¢ 18 Wzshington, DC - 60 2.935 0.8
— 19 Ind{anazclis 15 1.187 3.1
o 20 Minncapolls 20 ' 1.845 0.8
o o4 21 Scattle 1% 1.811 9.9
’ i 22 Kansas-City 11 . 1.268 3.7
23 New Orleans . 9 1.094 8.2
." l_ : :
* &. These are the 23 metropolitan areas which have teen under sur-

velllance by the DAWN hetwork for at least 2 1/2 years.

b. DPX-Re lated Deaths(except San Diego) are from Information Systenms
Section of Drug.Enforcoment Agency, Dspartment of Juszice,
Included are all) deaths where drug is a contriduting Cactor or in
Which a toxie level is found {or suspected tecause of ingasticn
bistory). . .

v “Ce ’ Deaths for San Dlego are from San Dilego cororer's office since
San Dego did not become Part of the DAWN System uniil mig-1375.
. {San Diego includes only 197%-1977.)

i
i
i
]
:

. - | °
d. Populations of melropolitan arcas are from LAY (Dapartment of
Justice) Quarterly Report (July-September 1977).

P




-13-

' For exa:hple. Phoenix, the leadtng U. s; metropolttan area——
- as far as DPX-associated death rates- -~had 81 deaths during that
interval. With an area population of 1.218 rillion the rate was
; o , found to be 81 divided by 1.218 or 6.5 deaths per million.
l : E . _ S At the other end of the list of metropolitan areas &s Hew
, : ' ~Orleans. Its DPX-death rate is 8.2 Per million or less than 1/8
. . ' that of Phoenix. o

Inspection of the bime-ﬁ:'end of DAWM emergency rosm Teports,
as seen in Figure 1B, z;evéals that there has also been no remark~

&

- . . _able decline since Schedule IV controls were imposed €2rly in 1977.52

FIGURE 1B .
: TIFE TREND FOR DPX-ASSCCILTED
EME.R""%C( ADSH W '5145
5000
: . . Lo . 4340
5 . . . 4073 4179
: o , . © koo _ — T )
i ) 3909 .. '
; B ; . .-
N . _ DARVOH-RELATED
EMERGENCY ROOH 3000
y : - MENTIONS .
" 2000
) . )
i . 1000

1974 1975 1976 ZN3077

DP.’. INTO SCHEDULE 1V

(Each point represents th2 total at the end of
. the ycar.)

B I e T VU, - - o

czcarly the controla of Schedule IV hav; not .,Lcnh"incamuy <ininished

the reported abuse of this drug. Moreover, since the DAW:

.

stat{atica only acenunt for approxtmately 302 of U.5. ‘population

with 582 emewrgency roons and 103 modieal examiricrs {coroners)

. <.®.¢. P b o s s i el s e = e e

.

-~

e o
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included in the system, the above data,

& partial picture of DPX abuae.'53

As <can be seen in Table 3,

represent only

methaqualone and secodarbital were placed in Schedule II, there

e e — e .

were decreases of 5§03, S2.42
of prescriptibns.
more 80 that prescriptions for each were about 25%

been before Schedule IX was- imposed.

Within 4 years,

within a year after arphetanines,

> and 17.6% respectively, in'_!':he nuzber
211 had decreased substantially

of what they had
Placing drugs fn Scheduls iv,

however, has much less effect on the numbder of prescriptions. For

diazepam {valium) Schedule IV caused only a 6.9%

prescriptions the first year. .

EFFECT ON THE NUMBE
OP PLACIING DRUGS IN SCH

TABLE 3

R OF PRESCRIPTIONS
EDULE IV OR SCHEDULE IT

Annual ﬁu:uber of
Prescriptions (itilions )

decrease in

Flurazepam, already on the

-an additional 10.97 durlng

rise w-bén placed 1n,Svchedu1.e IV, roze

the first year.

Thus, nlaecing DPX in Schedule IV hius predictadly had ittle

effect on the numbe

Figure JA, p 7, as measured by annual DPX-deaths),

continutng evidence even relative Lo the

rof preacriptions, availadbllity or abuse(fSce

abuse Sce Table 1, p 6),DRA should tranafer DPX to Schedule f1.

Before % Change
) Drug Scheduling 1 Year After In Pr Szriscions
Schedule IV Diazepam $8 Mfllion 54 Mllion -6.95
. (Valium) . ‘ :
Flurazepan 11.5 Million 12.75 Milldion +10.9%
. (Dalimane) .
Propoxyphene 37 Million 33.5 #iliion -9.55
(Darvon)
Schedule IT  Azphetamines 16 Millien 8 Militon  -S0.0%
Methaqualone 42 M111%on 20 Million -52.42
Quaaludes) ’
. Secobarbital - 8 MNillien 4.3 Midlion -47.63
.{Seconal .

Since there i3

Schedule IT druga for Jis
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VI. Criterton 2 - Acseo: ¢ Hodsca . -

A second finding that must be made 1f a drug is ¢to be inciuded
in Schedule II is that 1t i'.!ave'a'n "accepted” medical use or an
acceéted medical use with kse_vere restrictions. 21 U.S.C. § 812(b)c2).
Over thirty millson prescriptions for ppx Preparations were issusd
and refilled in 1977.6-h providing evidence that DPX ts sti311 widely
“accepted® in the medical community, despite considerable evi;des;rce v
fhac at best DPX 1s no more etrecciw)e an 2nalgesic than esplr:n.ss
Physicians? aisconceptions abbue the effectiveness ’and the abuse *
potential of this drug have led to overprescribing and abuse.

Among patients whose Source of drugs cculd be ascertained fn
DAWN.energency rooas, over 907 had obtained their DPX with legal
prescriptl.ons.ss in 2 recent survey of phflsicians' attituea tonarss
various drugs, DPX was rated as one of the most innocuous, while
other controlled substznces ubié.’-x are less le.t:h'al than DPX (e.g.
Librium, Seconal » Rethadrine jand Phenobsrbital), were consicdaragd
to be more <dangerous .67'1'hus the abundant Prescriding of DPX could
be more accurately characterized as an "accepted medical nis-use "

However, DPX Napsylate (DPX-}ap) does have a mdlca.;
use in the detoxification and maintenance of narcotic addicts,ss'?'o
a];hough the use of DPX for the purpose is presently under the ‘
Inve'sti.gational New Drug Provision of the Food, Drug and Cosmetic Act.
In h{gh doses DPX-ilap exerts significant norphine~11ike effects, and
can suppres# dymptorms of withdrawal from other narcotics.7l mpne
literature suggasts that DPX-~Nap may Le nost‘beneri-clal in assisting -
wichdrawal from met;‘:adsne.72'73 DPX-Nap is physically less addictive
than methadone, which has made 1t attractive as an agent to dctoxlfy
narcotics addicts. llowever, because such high &ases are requira2d to
auppmss‘aymptom of narcotic withdrawal and becausc DPX has such a
M,gh pu&enﬂal for abuse, detoxification must be carefully supervisecd

&nd accens to bPX-llap strictly controlled,



—

-16-

Other than narcotic detox»!.-rzca:tion, not yet an "approved"
indfcation for use of -the drug, {ts use 23 a vain-killer or anailgesic
is clearly an accepted medical use even though, as discussed above,
"1t has led to widespread abuse and, as will be ‘seen, 1s much less
effective than g'enerally belleved. '

' We would agree with the statement in the January 3, 1970
Medical Letter that "65 mg dose of DPX has mild analgesic e?.‘e.‘ct;
and can be trl?d in patients in whon thé usual doses of analgesics
such as aspirin or acetamincphen {as ip Trlencl or Patril) are not
effective or not tolerated."

Ve would add, however, that the nurber of such pecpla is
extremely small and were the use of DPx.nmibted to this Population,
thg humber of prescriptions woujld be more like 300,000 per year

than 30 millton (1/1200 as much use as now).

tion)

VII. (Criterion =.Decendence {Adass

The last finding that must be mede regarding DPX is that 1its
abuse may leéd to severe pPsychological op physical dependence.?
21 U.s.C. § 812(b){2)(c). This disjunctive language of the Controlied
Substances Act indicates that a fincing of efther Severe psycho-
logical or physical dezeandence resulting from DPX abuse will Juatify
its incluston in Schedule II. There {s substantia} evidence
that DPX. can produce strong Psychological depandence and, sometinmes,
significant physical de'pendencer. * . A
€lintical trials have shown that DPX can procdiuce physical

eddiction, as manifested by withdrawal symploms.. Although tnis

. apparently does not occur 2t recommended doses for reliefl of

yaln,n patients undergoling narcotic withdrawal using DPX-Nap have
become physically addfcted to the 1at.tcr.75 In 1956, Fraser and Tadedd

o A3 uned heredn, phystsa dopendence rofora to a.condition of
latent conteal nervoun avatem hyge-roxstiahy ity induced by fro-
quent adainlziration of 2 drus.  S15ns and ayeprons of atsiinence
or withdrawal AP AT when druy Mizletatration satdonly censes,

{In the ecase of wplaten, a wlthiekeawal ayndrom ecan bLe preedpitated
by ‘adainiatration of nireotic anlarnnlarg gueh a3 arlozene and
nlorphine, ) f_‘_:g;l_th_l_'_r,;l__n_t_:p_l_ sl T 00 2 dirup e develop o leny
with, or tn Lhe sbacnce of, pnzatent derendence, A aallent
eharactertatie of payehologlteal dependence on a drug 13 e
tendoney for. the latter ta providg. £ 1t Ly reinforcrseny rop
PEOCLILEVCS e senee 3.4, At cnvtie e e .
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concluded that:

“(D—propoxypbe‘ne] ‘has addictive llability. This 1s fndi-
cated by, {a) the induction of oblate~like Syaptons when

administered in large oral doses to former opiate-addiecs,
(b) its ability to pPartially supzress sizns of abstirence

fron rorphine, {c) the producticon of consistent, although-- =+~— -

very rild, signs of abstinence whan the drug was abrupsly

discontinuad afrer 53 or SU days of acdiction in five

subjects " /¥ .
Four years laoter these lnvestigators undertcook controlled ex-
periments which Suggested that the addicetive potential o;(‘ “BPY
%as "substentizlly less than that of codeine."77

.~ Case i'eportﬁ tend to substantiate the <laim that the

physical dependence Produced b.[ DPX ;s generally rmoderate ;
however, ps;:chologica; dependence ¢an be signiflcant. Elson and
D'.omino reporied a case of pPX addiction "charactericed by extrere
Psychic er2ving, euphdria, and tolerance to the de_xtropropo:kyp!:ene
hydrochloride. . -The patient showed definite withdrawal signs,
;,.‘lnclud:.gg chills, profuse fLersoiratica, cracoing, abdeminel .pain,
beadaches, ‘Beriousness and diarrhea."?8 (erphasis added)

Reviewing' the literature on DPX dependence 1n 1971 (six
published reports), Salter gtaﬁed: '

"It is evident from these reports that Propoxyphene can
produce both strong p3vcholorical Lzoendance and som2 dagree
of physfczl dependence, althougn auantitasively, less than
that of rorphine op codeine. - Signg ficant tolerance does
oceur and nild to moderate withdrawal syzatons ray sometimes
be clicited in a depesdent person by sucien discontinuance
of ‘the pro.pox:,'phene.”»’s (emphasis added)

Occasiona‘l,ly physical withdrawal Symptorms may be severe.
Hatt'son et al. described & patients chronically dependent on
high doses or Lpx: ) k o

"Hot enly dig the patients continue using the drug for
its payenle cffset, dbut 3 of then were ‘unable Lo stop
because discontinuation Produced withdrawy} syrptoma
charactery zed by Feraplration, tl':muiou::.—.eas, and nauana
which =ere promplly relleved when moso produxyphene was
taken. Ore patlent developed a severe uzifriun lasting
Tour days after dlscontinuation of he drug. <0
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Judging from the pub"fshed ntex'atu-e, oral abuse usually
appears to Lead to dependence and Psychic craving only in
doses much higher than the so-called therapet...ic dose for relie
of pain symptoms.sl Yet Salguero et al. descrided 2 case of
- — e : . severe psychic {(but minimal physical) dependence in an individual
' ‘ whose average intake was only 65 ng every 2 to 4 hours, or Just
1.5 to 3 times the recormmended therapeutic dose.82 " The Justice
Department study .even noted cases of psychic «epandence <evelcping
at the recommended therapeutic levels for palin. 83 . ' .
‘Addiction to DPX may occur in individuals with RO prior
psychiatric history or drug abuse. Exemplifying D?): addiction
. ' C o - in persons innocent of prior drug‘abuse are c2ses of newborn
. infants, addicted in utero, whe have displayed signs and syTptons

ceey e eem

4 . of withdrawal shortly after birth.aa’ss'sﬁ -in 1974, 1n a-»revzew of

2
. the literature and presentation of seven new <ases, i2letsiky pro-

: _ ’ . . vided convincing evidence that:

! . 1. Addiction to propoxyphene can occur Zn individuals

: ’ neither psychiatrically 111 nor "addlcstion prone;

2. Addictlon can occur under the usuil sircusmstznces g_'_'
nedical b’resc“l.a‘“.:; .

3. Tolerance and withcrawal can be clearly demonstratad;

k. Addiction can occur without the initial evphorta.<? )
(erphasis added) -

Ta .
¢

2
.

.

Considering the relative analgesic ineffectiveness of Drx at low

. .doses, - 1t 18 not difficult to understand why patlents oight in-

'
i
i
|
!
:

erease their dosage in trying to achieve bett..r pain »raner ‘however
some patients may beeome 1nadvertcm:ly addlcted. ’

It is clear that oral administratfon is sufficient to maizntain
addiction; intravenous injection 13 not neceasary.ss Indeed, '
depondence cannot be maintained for long by iniravenous or sub:'i:- )
‘taneous infusion because of DPX's destructive effects on the wvelas
'tmd soft tissues.89 Neverthe i3s3, narcotic adiicts shoot bey
1n©ravcnou..1y when more potent narcotlces are iu shorl. supply, c.g.,

‘when  the addlets are incarcerated. 90
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In light or the :'I‘Omg,oing evidence of psychic and physical
dependence and tolerance » the Administrator of the DEA found
that "Abuse of DPx may lead to limited phystcal éependenée or

psychological .dependenée relative to the drugs or other sSudbstences

‘- 4n Schedule IyI."91 If this 1is true, the ‘dependen_.ce procuced by

drugs and other substances in Schedule I11I, and 2 fortior: by shose
.dn Schedule II, should be considerably more severe. Yet it is

not clea.r that- certain drugs in Schedule Ill' produce any greates
degree of physical or psychologic dependence  than DPX. ofr arghata.
mines, for exanple, a';nt(.iely-used medical textboox states thaz,
"Physical dependeace nanifested as withdéraval signs is QLlfieuss

to .estabiish...Tne devél’opment of tolerance is also not easy >

prove."92 Goodman and Gilman, an authoritative ‘Fharracclogy toxs

states: -
For a long time it was telievad thaet, .except for creg crzving,
prolonged sleep, ‘general fatigue, lassitude, angd deprasss
there were no withdrawal Sytptons fron 2arhetanine~iiga .
and, therefore, no chysical Qependznce., .7t 23 stil)
true that abrust isgontinuvation of SrEpathitac Ty
dozs not cause D2Jor, £rossiv os2rviyis, chvsicios:
tions that would necessicate the Sracual witngr [°H
drug. . But the prolenged Sleep, lassituda, fatigue, ane
depression, that folicw discontinuation of these druzs ape
difficult to attribute merely to the preceding loss of Siwep
and welght...Most observers now recognize the existense o=
a withdrawal syhcdrome following <iscontinuation of anpheotaningw
like drugs. JIts role in _vernetuatineg drus Us2 Or relzsea
18 not clear.53 emphasis adceg

The relation between this withdrawal syndrome, characterized -3y
fatigue ahd hunger, and amphetamine use has not even bdbeen Tdrady
establl».;;hcd. Yet amphetantines ha;re been 1n¢1ude-d ia Sehedule Iz,
despite the lack of evidence of Severe physical depeudenca.‘ »

DPX is far nore widely abuscd than the amphetamines and, whan
abused 1t produces a comparadle degree of psychological d_epcc«d.-.‘.’.-c'

and a greater degree of physical dependence. ‘Thus DPX reprosencs

‘an even stronger -case fop inclusion in Schedule 17,
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VII. Analgesic Irootence of Provoxvohene

While DPX's potential for abyse has been understat.ed. the
claims for its analgesic potency have been grossly .exaggerated.

No significant 2nalgesic effect has ever been shown for D2X pre~
.

parations in properly conducted¥ clirical studies. In 2 review s5r— -~

the published literatupe undertaken in 1970, 'z'unef et al., dz's-.
covered that onlv 20 of 213 "s{:udics“‘ on DX had been conductad
t'louble-bﬁnd.”gn Even among these 290 s,t’udi;es, séveral had .Qesign
'derects such that their results were of que#tionable va'lidtty.
cieaning what resained of the analgesie efficacy bf DPX in
relieving several kinds or Pain, the authors concluded:
"Propo'xyphene is no more ei’feéiiye than aspi-x?ln or codeine and ey
even be inferior to these ana!ae,sics...ﬂ‘dhen aspirin does not Tro-
vide adeguate analgesia, it is unlikely thaE propoxyphene will ‘do
s0."

Sixteen of the studies reviewed by Hiller had compared DPY
with placebo. 1In hearly half of these(7/16), there was no
.aignificant differonce in an2lgesia detween DPX and placebs.
Four of these latter studies fncluded tests using 65 milligeran
(mg) doses of beX, _which remains the manirl"acturers' suggested
dose.”r . ’ . '

Three. more recent doudle-blind studies have Suggested thas,

&t the manufacturer's recormended dose, peY 13 no more effocttve

An pain relief than o;laccbo?6.1'9?a-98 Moertal et al. concluded:

"The therapcutic credentials of ¥oth propoxyphene{Darvon)
$9.50 per 00 dozea of 65 ng) and e’thohepcazinc(:-:acccr.m,
$7.40 por 100 doses of 75 ®g) must be classified as vory
equivocal. In thig study, nelthor showad a 2eniflcant
advantacs avop olaecho, . and both were Sirnificantiyv dnfoes or

Lo aspirin 7

L I.e., including,at a mintaun, randontzation and double-diting
obaervalion.

$¥. A double-blind trial exists whore ne{ther patient nor observer
) know:s whiel LreALRAnt the pationt 1y poeot ving. This mlulnizes
bias andg proeconceptions of patlent and obaervape botk:, andg ts
imperative in a Study deatgn in ordes Lo achicve readngedcl

rcauliy,
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Although Dr. C.M. Gruber, one of EI1 Lilly's medical spokesman,

took exception to this cog’-._:lusion ,100 his own pudblished invests.

in single 65 mg doses.® 101 . )
In 1977 Miller reviewed 13 doudle blina Studies®s op DPX's
analgesic ol’tecuvene'ss. twelve of which had been .puablé.shed sud- ’

. sequent to his earler review.192 Five of these thirteen Studies

purported to evaluate the relative efﬁ;cacy of DPX hydrochlorize
and DPX .napsylate, which was introduced in 1971 dy the L1111y .
Company just before itg patent on ppyx hydroch};rride expired,
M.tllér's conclusion: "The introduction of the napsylate
salt PRY {1 e dextropropq:fyghene] has not provided a more elfaetive
pregaration, and the n2psylate has no Oother clinteally significans
advantages over the hydrochloride. " _ _
Lacking proof of- superior 2nalzesic e{{icacj;, the popuilar: ty

‘of DPX Napsylate products (Darvon-N, Darvocel:—N, Darvon~} witn
“ASA, ete.) attests to the superior eflicacy of the Lilly Company's

promotional efforts. )
The other eight studies reviewed by Miller orice again failea
to demonstrate that DPX had any analgesic advantage over the other

less expenstive nedications. Indeed, as noted above, three ol

' these studies Suggested that Dpx was no ‘more.effective than placedo.

m'nér's review also discussed all the doudle-blind Studies
comparins DPX hydrochloride and DPX napsylate <ombination products
with other analgesics, Considering the Paucity or well-destizred

Studies comparing combination drugs with sdingle analgesfcs, the

. fact that most analgesic preparations pre::cr.l&ed are combinations

ia surprising.  Hiller found anly one well-designed study comparing
acetaninophen (the active Ingredient fn Tylenol, Datril, cte.),

.acctamlnophﬂn Plus DPX {{.c. Darvocet), DPX alone, and placedo.l03

————————r )

s Pr. Cruher's concluaton in his r077 dtudy. {notc 90) that
DPY 10 multiple dnses does pravide s §nd fleantly prcater
rellief than #laccbo iy auspeet bewduse he neglecled to
randonize the pationta in nia atudy .,

L !nclmunu 2 of the '3 Just disecussed,

R
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That study demonstrated that acetaminophen alone was as

effective in pain relief as acetaminophen plus DPX. 1in other

words, the anzlgesic property of this combination ican be attridutad
to the acetaminophen by itself.

Simtlarly, in his neview Miller diséover:ed only one .good
study comparing aspirin with aspirin plus ppx.10Y The authors
of that study found that propoxyphene napsylate plus aspirin was
"significantly fnferior to aspirin plus either codeine or oxyzadon;
but no'c"sixsniricantty different from aspirin zlone." In other.
words, here om;e agein, the DPX combination analgesic provides no
significant denefit over plain aspirin.

Finelly, of only five ‘dcuble-bling studies on DPX and aspirin,
Phenacetin, and caffeine (APC) combinations, Miller found that two
compared DPX and APC with APC alone. Cne of these two studies
found that DPX t-lapsylé-te plus APC was supe-ri;r to APC alez-.e.‘w5
This alleged superiority of DPX-APC over APC z2lone must be .
mtgmreted in 2ight of the above-nentioned well-designed studies
wﬁere no such difference in pain relies attridbutadle to DPX could
i»e detected. That is, the alleged advantage of DPX plus other anal-
gesics must be quantitatively minute since none but this parttular
Lilly study could discover it.

Thus Miller states: "There is 1ittle evidence that combinztions

‘of PRX![1.e. DPX] with othepr -analgesics are superior to one

enalgesic alone. Aspirin or acetaminophen appears to be Just 2s
effective when given alone as when siven with PRX.”
In conclusion be declares:
¥It s now more doubtful than ever that PRX HCy[L.e. 1PX)
65 mg provides an analpeslc effect equal to thit of anpiria
650 ng. . .Thnare 13 no conclusive cvidence that cerbinaticens of
PRX with othcr analgesics are more clffective Lthan PRS or cther

analgesies alone. In view of "these finc¢inrs, the continued
" widespread use of PRX preparations - is porplezing.” .

It 8s-¢clear that from a therapeutic standpoint, litle I zny-
thing would be lost by restricting the avallability of DPX. DPX

438 appavently no more effective in pPatn relief than aspivin or acctae

minophon., o .

s ot e > —— et o &, ai? Fmmerect &-oe s +es .
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IX.. .Legal Analvsis ' oo A -

The evidence of the actual abuse and acu't‘e toxic&ty of -
DPX summarized above demonstrates that the more stringent Scheduze
II controis are now warranted. DPX's abuse pqter'wtial has been
compared to that of other drugs which have been plaaez_! dn :
Schedu;e I by DEA. As Dr. Theodope Cooper, then Assistant Secretary
for Health admonished in a 1976 memorandum recommending that Doy
be placed in Schedule IV:* Coe T .

"As with most psychoactive-druss, abuse potential of a

particuler drug is usuzlly described in teras of proto-

type or 'rergrence"ﬁrugs._ In this resssgt, Propoxyphena

has becn compared to codeine, morphineg A0 berein.  Sgss

comparisons have insiluded toth acute phystological) ana
psychological ‘effects or Propoxyphene 254 the chrontce

effects of high doss administration. *100
Dr. Cooper acknowledg¢= DPX's potentizl Lop ébuse_andkacute
toxicity are wellrrécognized. 3nd the facts of widespread actizl
abuse confirms Dr. Cooper's reference to the similarities betwaen
DPX and heroin and morphine. Perhaps oost compeliing of tha -
evidence thus far assembled concerning the extent of DPX's actual
abuse is the DAUN statistics which <emonstrate that deaths $n-
volving DPX abuse in 14 major MeCropolitan~areas'occur @ore

frequently than deaths involving heroin ang mdrphine copblhéd;1°7

.

. Although Dp. Cooper recommended that DPX be placed in
Schedule 1v, 1e's difficule te seconcile this recomrendat!isn
with his finding that pDry's potentlial feor ubuse s equiva-
lent to substances 1tke herofn and morphine, which have toen
placed in Schedule I. Howcver,fwhaxever teasons 2r. Cosper Ruy
have had $n 1976 for not advocating more scrinuen; controlis
on DPX, his recommendation was untenable tn light of shen
existing statlistics which established the unchecied actual abuse
of DPX. .
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The effect of transfex jing DPX o Schedule IT 1s that the
drug will be subject to requi,rcme'ncs that prescriptions be in
writing and fay not be refilled, 21 U.s.c. § 829¢a), and that the

drug wul not be produced in excess of ‘governnent-established

“quotas based on estimated medical end scientific need. 21 U.S.C.

§ 826(c). In contrast, Schedule IV allows prescriptions for DX
10 be transmitted orally and refilled "ive times in any six moath
period. 21 U.8.C. § B29(b). Moreover, the penalty for violatirg
provisions of the Act where a Schedule II drug is involved is
substant.n.auy more severe than for a Schedule IV drug.loa
As has been the case with acphetamines anc other wiceldy ﬂbusgd
drugs which DEA has been rorced to transfezr into $chedule IT to
curd their abuse, DPX abuse wil) not subside uaiess the sore strin-
gent Schedule II -controls ape irposed.

Because of the CSA's overriding -emphasis on protecting the
public from hazardous drugs, Congress, in the CSA Act, reguires the

Attorney General to determine the schedule in which to place a

particular drug on the basis of three factors; its potential ,for

abuse, its currently accepted medical use, and the degree to which
it causes physical or psychological .«depende‘nce.log To provide
guidance to the Attornes General, the statute further states

that the Attorney General's inquiry must incilude an evalua::.on’pf
the following factors: ' . .
1. i3 actual or relative potential -for aduse.

2, Scicntific evidence of $ts pharm;-.cologicql effect, if %nown.

3. The state of current seclentific rnowlcdse regarding the
drug or’ other substance. :

4. Its history and current pattern ‘of abuse.

5. The scope, Juratfon and ‘signiflcance of abuse.

€. ¥hat, if any, risk therc is to the pudblic health.
‘T. 1Ita paychic or phyalological dcpondmm uabnm-

8. th.hrr the aubatanee ia an 4r~--al.uc procurior o{' K

subsbance aleewly controlled wuner thils aubchuper,
[21 u.s.c. § 311¢e).)

-
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In addition to the ractoéa lisked in Section 811{c) of the Act, the
Attorney -CGeneral must fequest the recommendation of the Secrasary
of HEH; including the Scheﬁary's consideration of the cight
factors listed above. 21 U.S.C. § 811(b),

It is apparent from the statute that the erig;cal irguiry 4n

considerlng'wheaher to transfer a substance to a more stringang

- category 1s its potentfal for abuse. Indeed, the statute reguires

that this factor be considered before any.rur;her'proceedings 2re .
initiated. 21 U.S.C. § 8112(2)(1)(A), Furtheraore, four of the cri-
teria enumerateq above Spcciflcally soncern the substance's
potential for abuse. 21 U.S.c. §§ 811(2)(4),¢5) and (&)

The stgcutory,enphasis on. the subdbstance's poatentia) for
abuse and the Congressional fntent that abuse be the gnincipal,

if not the deterninative part of the 1nqu1rg i3 confircee by the

" House Report accompanying the passege of the act, which geserites

the factors influencing the Attorney General's inquiry as lolicws:

A key eriterion fop controlling a sutstance, and the one which
will be used rost often, !s the substance's potential feor
adbuse. If the Attorney Generzl deterntnes thas the data
gathered and the evaluations and reconmendations of the
Secrctary constitute sudbstantial evidence of potential Lz
he may initiate control procesdings under this secstlon.
control by the Attorney General will 2lso be bdased on his
findings as to the substance'a potential ror abuse,lld

‘The House Report continues with the <efinition of "potential for

abuse”, which 1ncludes factors relating to (1) the health of i4e

drug useé or the safety <of the community; or (2) the_ex:eﬁt thae

the drhc is diverted from legitimate drug channels; or (3) the
finding that individuals are taking the drugs on their own*tnizfatlive
vather than on the basis of medical advice, 111 Unquestionably, ths
hundreds of deaths due to DPX overdose each year xllus:éa: That”

DPX'o potential for abuye cxceedéhthc réqulrcncnts of each of these

* eriterta,

Crmmn

~In a similar veln, the House Report -further proviles thxs
"misuue of A drug in aulcidey and atiempted auttlde;.‘aa well as

1nJuans~rnsuiLlnz from unsupervised use are regarded as {ndisative




erv At e e o

ve __-....‘._-v_.,,.n._.. cee

.
?
]
N
}
.

-26=

'or' 8 drug's potential for abuse.l32 g, this context, it is signi-
.' ficant that 552 of the erR2rgency reeom mentions ol‘ 1 3.4 fro:n July-

September 1977 consisted of auiride attempts, according to the DAYl
statistics, 113 Another 18% were aasociated with addiction or
"psychic effects."128 ’ ' »

Purthernore, - the courts ‘which have construad the CSa ha.ue
also relied almost exclusively on the substance 8 potential -for

abuse in reviewing the propriety of dee‘sions to place a drug in

8 particular schedule. Indeed, in The ‘lational Oggm' sa2tion for
the Rerorm of Harijfuana Laws (NORML) v. Drur Enforcems N Adminigena.

tion, 559 F.2d 735¢(D.C.Cir. 1977), the Court of Appeals rejected
DEA’s claim that the lack of established redical use for cennzbls

‘standing alone, required that it be included in Schecule I. 553 F.24

-at 747. Rather the Court held that under the -CSA, DA is bound to

halance medical usefulness against the other factors enurerated in
the Act, which the Court sur:mrized as the potential for abuse .end
éhe danger of dependence. cf. Mﬁt_a:_ew, 355 F.Supp. T3,
748-749 n.4% (D.Conn. 1973)

In addftlon to evidence of DPX*s overxhelaing abuse, two
other factors further poir.£ to the need for tighter controls on
DPX's avallability. ﬂrstf, DPX's toxicity, discussed abcve.us

. DPX fs particulariy dangerous because the margin between the <0ses

necessary to achieve the euphor.lc -state and thosc which are ‘haraful
and often lethal 13 extremely narrow. As DEA Tecognizes, although
the statute and the levislauve history are silent on -the welght

to be given to acute toxieity in assessing the appropriate schedule

- for a substance, toxicity {s an extreaely ir.-portant consideration . -

to wclch.ns In the case of DPX, toxifcity weighs heavily towards

_the Imposition o{' more stringent coatrola.
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Second, the minimal .)t\fxera‘peuclc value of DPX must 2iso e
balanced against the h’arm';:,nd death that this drug is causing to
hundreds of individuals -each ;}ear. As demonstrated above, aspirin
or acetaminophen(Tylenol) zppears to be at least as »eflectiue when
glven alone as when given with DPX. 17 ‘For those who can not tane

aspirin, and choose to take DPX owver the other analgesics, S:hedula

" II controls will herdly present a barrier to use of DPX, which w2l

rcmain available on a prescription dasis.

N In conclusion, the extent of DPX abuse as presented abow ’
plainly demonstratcs that the present controls are wholly fn-
adequate. DEA is roquired by law to curd the a‘.:use of this
nininally evrfecci\:e and extremely toxic drug by transferring o7
to Schedule 1I and should not retreat from its legislative

mandate.
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