
s ~ ~ ~ . . ~ . ~ ~ . . . . . . . . 
. 

s " ~ ~ . . . . . . . . 

( 
' ~(J t. 
C 2 

3 o 
~ . z : F :~ I r ~-t . - . 

. . . November 21, 1978 

Joseph Califano 
Se~cratary . Department of Health, Education, and Welfare 
Humphrey Buil4ing, Room 615-F 

' 200 : Independence Avenue, S .W . s i 
Washi.ngt*n, ,,D .C . 20201 I - . , 

. Dear S~~cretary -Cali.fan4 : ; 
. . 

According to recent information we have obtained from. 
the -Drug Enforcement Agency (DEA ), Departnent of Justice, 'the 

. narcotic prop-oxyph.ene (as in Dar~ron)--close ly related to 
, t~e~tnadone~---leads all other prescription drugs in the United 

States in drug-related deaths . In 24 U .S . cities (see page 3 ) 
` there -were more propoxypiiene tDPX)=related deaths than morphine 

and heroin-related deaths in 1977 . 
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. lThe ab-ovn figure is from the Second Edition (197$) of Clinical 
` ~ Pharmacology by Me3.mon arid f4orrclli, Mac3~1,il.1'a~ ~A-Ab 11shint.-Co . , 

; Inc., Nety York . . . 
. . - 
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Joseph Cali#'ano Pagt Z . November 21, 29?'8 

Becauze propoxyphene is of so little value as a pain- killer--although Americans spent about 140 million dollars " in 1977 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 propoxyphe,ne ,as an . imminent hazard under the Food, ~ brug and Cosmetic Act, ?_l U .S .C . §35S(-s), and make it available only as an i~vestigation-a~. drug for treating ~na~c~atics add~~c ts or, in the alternative, 

b) Support our petitinn3 (see enrc.lo sure ) to res,chedul.e DPX as a Schedule II narcotic which would impose production quotas and prohibit .refills of' prescriptions . 
The following information is excerpted from oar Drug Enforcement Agency petition : _ 

o During 1977 alone there 3:ere 5$9 propoxyphene ~DPX)-related deaths reported to DiA from their Drug Abu-se Warning Network (DA:-IN) which collects data from only i/3 oz" the population of this ;counLr;r, 

m In the past 4 years (19?4-197?), there have been ,2,354 DPX-relate-d deaths reported to DEA . t4o.st recently, az hero has become somewhat better controlled, DPX-related ~d:e.aths -have even surpassed heroin and morphine-related deaths in many cities . In 3.4 of the 23 .metropolitan areas for cv-hich data comparing DPX-related deaths with heroin/morphine-deaths :are available, pro noxyohene (DPX) was associated zwith more deaths than hero inlmr~L onzne in ~ne firs~ half o~ ].9?7 . The cities are Boston , Btzifalo, ClevelaDallas, Denver, Indianapolis (home of Lilly, producer of Darvon and other propoxYphene drucs) Miami, Minneapolis, New York, Oklahoma C~:ty, - Philadelphia , ° ' Phoenix,, San Antonio and Seattle . 

1 Propo.xyphene is also available as a generic dru-g but most sales are for Lilly products including Darvon, Da,rvc~,e:t, ' r llarvocet-N, D3rvon-N, Darvon Compound .65, -et--- . 
2 . DPX is currently approved by FDA as an .investi..&atianal =drug . for treating narcotic addiction . 
3 Under the-Controlled . Substances hct, 21 U.S .-C . §811<a), the Department o#' .3u3#;ice is being ,nctitlon,e:ci by Itea1~h, Research Group today to move ~rapoaYPhone to Schedule 
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` . . Josc:ph Ca-1 :t,fano . Paige 3 November 2.1, ~~ 
. . 

0 opX Ujs'ATff RttIES IN U .S . CITIES , 

In order to compare various U.S . metropolitan areas in terms of I?PX-related deaths, the number of such deaths for each area 
between July 1~9~'3 and December 1977 trraz divided by. population (in . . millions) of that ar-ea . These results . ,can be -seen in Table 2 . . 

TABLE 2 

PROP10XYPHEVC(PP:l,-AS IN DARV'~0N)DC31TH RATES 
FOR U .S . tETR0P0LITAN AR'£ASa 

DPX-Rclatecl Deaths Populationd Deatbs/Million nk Area (7I73-I2/77)b (in Millions) Pea ~le . 

Phoenix $1 1 .218 6 ' San Francisco, ~1$9 _ 
~0 . ~I San Diego . 95c 

'~' ~$8 . 
59 .8 Dallas 80 1 .1590 

. 
47 .3 . De nve r : 61 1 .387 - 44 .0 Los AnE--ln s 2?6 6 .945 . 
39 .7 , Clev.eland ~ 78 1.975 39-5 San Antonio 37- .949 ' 39 .0 : . Miami 52 1.439 36-1 ' Buffalo 46 1 .327 ' 311 .7 = 

' 
Detroit 132 4 .174 33 .6 

~w .. . Oklahoma City . 21 ' .fi83 30 .7 - * Philade lphia 133 . 4 .797 . ? .7 ' Boston 72 . " 2, 731~ 26 .4 ! New York City 274 lI .3I6 : 
_. 

24 .2 
Chi C 1{;'O 11511 6 . 98 3 21 . 6 ; Atlanta 32 1 .532 . 20 .9 ! Washington, DC 160 . . 

2 . 9 3~6 2o .4 , 
t Indianapolis , la 2.147 13 .1 Minneapolis : 20 1 .846 10 .8 f Seattle 14 1 .411 9 .9 Kansas City 11 . 1 .2£8 .7 New Orleans 9 1.094 8.2 , . . 

; These are the 23 metropolitan areas which have been under sur-
veillance by the DAWN Network for at least 2 3/2 years . 

DFX-Rc lated D--aths(excepL San Dlezo) are i`r"om information Systems ' Section of Drug Enforcement Agrcncy, Department of Justice . t Included are all deaths i-ibbre druZ is a ~conLrlbutin~ factor or in : which a to :tic .l~:vel is ~'-ou~ad ~or suzpecGed ~-cai~sc o¬ i~n~;'es~:i .on . . . history) . 

Deaths for Sari Diego are from San DieZo ~coroner's office since San 1?icf;o Alc1 not.- be-come part of the DffilN Sys 1:nm until mid-1975 . _ (San Diera includes only 1974-1977 .) . , 
Population,,! of r+letreno3.i VZn areas are from DAWN (Department of i Juaticc ) Quarterly Rr~p:oft {July-Sop L:ccn4c r 1977) . 
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. Joseph ~Califano Paze 4 November 21, 1978 
t . 

For .,exampls, Phoenix, the leading U.S . metropolitan ar4e:2-- as far as DPX-25sociated death rates--had $l deaths during that interval . With an area population of 1.218 mi111~on the rate was found to be 87. divided by 1 . 218 or 6~6 .5 deaths per million. 
At the other end of the list-of me~r0pol3tan areas is New Orleans . Its DPX-death rate is $.2 ~per million or less than lI8 that of Phoenix. , . t~ . . 

0 Although DPX was p3ac%ed 3.n Schedule . IV by DEA in Harch, 1977, this .appears to have had little eff~~et on its prescribing or abuse, as has been the case 'with other drugs placed j n Sebe4u1-e _ IV. tSchedule IV allows a pr, escription to be called 3.n over the . .phone and as many as 5 refills each 6 months . Schedule II would place production quotas an the manufacture of DPX, disallow oral prescriptions and :riot allo~v, any refills .) 
In 1977, there were 33 .5 million prescriptions filled for DPX drugs, down only 9 .5% from 37 million in 1976, 1977, during the last 9 months of' which DPX was in Schedule IV, there were 5$9 Dt X-related deaths, up from 445 in 19~.6, before Schedule IV "-controls" were imposed. 

a According to a ,aZ,.~�Deoartrr.ent of Justice Report on the abuse of DPX, I3P3C-related fatalities outrank* "~..` �~..~.,-~ ~�t.~ ~. ~.,~,~: ...~ .~e~ ~; j . r es c ~ iotio :n dru sin d~ea.t~r-ra ;;e ever~ c:~nen ~>~E r~ur~b~ r of prescriptions written ~''were 
. . . . _ ._~ _____ . .rwuu'c.i. Vt . Ut"ug.-j..o.~c4>'e~. 

_- a~ath~ by the number of p~~escript ;ions, DPX (in this instance plain proPoxyphe?Ie sold as Darvon by Lilly) was well ahead of . all -drugs including Phenobarbital and valium. . 
In addition to evidence that DPY, (mostly Lilly's Daryon . products) is doing more damage than the wares of dope-pi;shers in many U .S, cities, it Is important to analyze why doctflrs ha-~e made DFX so popular. 

DOCTORS MISLED 0N D_PX EFFECTIVENESS 

Originally introduced as a, "non-narcotic" by Lilly in .1957, Darvon(DPX) was ,said by ~ the company, to be equal to codeine . . . milligram for milligram � in its pain-killing properties . present the preponderance of p2-op.erly-cotitrollcil studies fail to show that DPX is any more effective than aspirin and many show it to be les3 eff'ecti~~~e than aspirin, or, in some cases, no more ;effective than a placebo . It is clearly less ei"fectiVe than coticine . The. other ai;tra-ctive feature -of this "non-nancotic" was that do~crors didn't need a rarcoti-c prescription to use it . Tl:e .linic:ri~can Ncti1cZl A.^,sociation book on nru=; }:va` ~. .uti (I.St Ed" 'Jon, 19'l? ) statc.~ci, o_'' U~'~C, ~:~~at pe,p:u-1ariLf i~ probably .ctuc , to t1ac fact that it L~aes not r~eqiiire a 
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' Joseph C.aiifanfl . . . . Page 5 
. NoVember 213, 1978' 

narcotic Drescription, rather than to its effecti an analgesic . . . . v~ss:s 

DOCTORS ALSO ,MISLED ON bPX- ANGER 
Lilly also claimed aPX had "fewer side :effects than n codeir~e 

but by 19?0} ~ the respected source ~o~' drug information, The 
Medical Letter wrote many physicians are not su#'1'icienVl Y 
aware _ ti~aT~coRia, circulatory and respiratory dePr~essiox~ *_ , onvul 
sion and death can result from overdose with ,~raP~oxyphe~ . that 
the clinical picture issimilar tothat ..seen with narcotic driAss . . . . A recent survey {1977) of U .S . physicians shows t1lat most continue to think ,DfX is a much less dangerous drug ~~hart other 
drugs, which, in -fact ., are involved in far fewer drug than ~~~~C . ~- g deaths 
A FINE LT:NR R ~~ T67E~~d USE AND ABUSE . . . " 

. 

In larger than recommended doses DPX Produces a euphoria 
or "high" cr'. .̂ich makes it attractive as a drug o1' abuse . 3t is general!,,,, ?~reed that DPX can be addicti ng--albeit less so 
than morphine_-and one study conclu4ded that "addiction can oc~cur 
under the usual circ :~~?sta.nces of medical prescribing. ,s2 

The ,2nd Edition of Clinical Pharmacolo~~ and 1,10relli stated that (1978) by Me lmon . ~~ t~ie most prominent effe,cts (of DPX) may be its a-cidictive quality, 11 
The i3ep .rtment of Justice DAWN (Drug Abuse Warning Network) 

,data show that among patients in emergency r,ooms whose source u"scould be ascertained, legal t3ined, over 90% obtained, ~d th~eirDpK with Prestriptians . 3 . 
. 

NATURE {)F nPt DEATfiS' 

In a Yjay 11, 3.978 letter to F~A, Oregan Deputy State Medical Examiner Dr . Larry Lewman wrote that " Pro o x Izene i s by far the mOst common cause of fatal drug . overdose in Oregon ." ------------ 

. 1 International Journal 0f Aiddiction 12 ._ .,.~ 3, 19 17 . 2 In .LernatiorialL Journal of Addiction ~,, ?75, :2974, . 
3 DAWN Quzrttr ly Report,' July-September 1977 . 
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J~se.~~h ~ali~a~o page ~ November 22, 1978 

He went on to say -that although some DPX overdose deaths-were, in fact, attempted sui-cides, "accidental overdoses of .DPk" 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 harmful or -even fatal is extremely narrow . , 

Dr . Lm2n 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 Nlov4nber 7, 1978, Oregon Public Health Of fi-cer, Dr . Ed;rard Press, redirected this, request to reschedule DPX in Schedule II in a petition to the Dep2rt:.3ent of Justice, Drug Enforcement Administration .) 

In summiary, DPX is the deadliest prescription drug in the U.~ ., has been related to the deaths of thousands of people in the U .S . , (and elseahere) and is even outdoing morphine and heroin in 14 U.S .citi-es in its relationship to drug deaths . 
. . 

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

. 1 . Invalke the Imminent Tiazard. Section of the Food, Drug-and Cosmetic Act , 21 U.S .C . "355 E), and immtdia-ely suspenci the New Drug applical[--ion (and r:.arkt t:i.i:bj of DPX. If you deter-mine that there is no ? ~ m~-e _Lor DPX as ~ nain-kilie " 
2~.,;bat; - e - rasks Qz DPX- outweigh any benefits even as a r)as. n- 
~.i .~ .~ .yi l.nU P2 1 .p

.p 
=IL l:I . .ly . t+~-.^`n.styd 

r~om the m=- ~, ~ ~= r:agiiii,ude of DP~, deaths during the 2-3 . 
ears 1? 2~ iti0t2 2~~G - :. har~r.lrl ~lrl~ t'>>"OGGC"'^~8 

man a e 5s5of the imminent hazard Lrovision . The evidence of DP -cause a~a hs is more than suf ficie=-o -prove that this . drug is "posing a significant threat of danger to public health ." 

in the British fRefical Journal, an editorial on the "Dangers .of i7extropropoxyphene" queried, "flow good is the case for 
using the drug at all.?" After discussing the lack of "hard data on its therapeutic 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 . " . 

. ~ British. Medical Journal- 1, p . b~68, 1977 . . 



. ' . ~ . , ._ , . . . . . ._.. , . -., 

' . 
. . . . .. 

Joseph Califano ~ Pace 7 November 23., 197W8 

. The one use, now under investigation., for whi~ch the ' 
benefits of DPX may outweigh its risks is 3n the treatment 
of nareotic addiction . Because DPX is a narcotic, it has been 

. used to withdraw addicts from othe .- narcotics, such as mathadcne, its close relative . Since there is in existence an Invesi:igG- 
: 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 analgesic . ' r) . 

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 
placed :in Schedule II for those people for wham both aspirin 
and acetaminophen and other less dangerous analgesics were i 
effective or not tolerated . i do not know how large a g-roup, 
if any ., this might' be but I would estimate that it is less thar 
1% of those currently using DPX . The enclosed petition to 

. the Drug Enforcement Administration seeks this reschedu3_r-:,, under 

. the 4Contro11e3 Substances Act ; 21 U .S .C . §811(a) . This 
requires that the Secretary of HEW submit a:: opinion to ~:te 
Department of Justice concerning any proposed sch.edulirf-
scheduling of drugs . 

Although �I f;Avor the imminent hazard route and this Letter 
constitutes' our petition to ban DP~C as an imminent :na,~zi-;~ ~o 

; the puublac health, you must decide how best to protect the 
American public from this deadly drug which--in addition--is 
wasting more thar. 144 million dollars a year of health -care _ . ; . resources . 

+ , I look forward to a prompt reply. . . 
: . _ _ . 

Sincerely, 
. 

Sidney M. Wolfe, M.D . 
. Director Heal, th Research Group 

Si`4w : pm 
-

Enclosure 

NOTE- : LeZa2 and/or scAentifi~c research for the petition was 
corltributt."Od by Ellis ~Gordon, Michael Lipsctt, an attorney 
now attending Vniversj.Ly of California , San :Diego Mc`V.iRr4= 

School ; and Deborah Schechter, staff associate o#' the 
Health Rc scarc:h -Croup . Staff researcher; at the 1;~Partlr.n-nt 
of Justice, Drug En,f'oi~cri;:ont; A;~~ency, were also helpful in 
providing data not otherwise available . 
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" . Sidney ,lt . Wolfe, H.A. and ) 
. , 

. ) 
Public Citleen Health } 

. . Research Group ) . 

. Petitioners 
. T0 : Honorable Griffin Poll 
' AtLorney +General of the united States ; and 

- Honorable Peter Bens3ng.e:, Administrator 
Drug Enforcement Administration, Department of Jus:.Afte 

' . PETITION . REQUESTING G 4'RA1'~Sr~r 33 Qf THE NARCOTIC L~F..XTRO?~?0} ~ V? _: {:L . . . 
(AARVOij AND ITS-SALTS FRO~f CM '!`20f,LyD SOBSir;:iC.? S?S 5,..._ui ::.3 

. IV TO SGF:EIIUcE SI . ' . . 

j . I . PETITIO:tERS ' . : 

. Petitioner Sidney -k'olte is a medical doetor licensed to 
. . , 

t practice in Washington, 'DC . _ . 
i 

Petitioner Public Citizen Health Pessarch Group 1s a F.asn4rscon- 
' Dased, non-profit Organization estGrged in public" interest res.ea:ch 

on health issues, Including drug abuse. 

. II . AU:7i0 .4ITY .FOR PET?3'70!kERS 

" Petitioners' authority -to submit this petition derives ,from 
, the Controlled Substances Act, 21 U .S.C . § 8124a), and the 

" . Administrative Procedure Art, 5 U.:S .C . 4 553{e). . 

III. TNE CASE 
. . , 

InZ977 the Adninlstrator of the Drug Enforcement Ad:aini3tra- 

' . tion (DEA) round that the widespread abuse of de :troaropoxy-phcF.e 

(Darvon) ,fusxlf.ca Its inclusion in Schedule Iv of the Controlled 
. Substances Act . Do-spite the restrictions which Schedule IV places 

. On the prCSVripLion of dcxt,topropoxyphene, this drug continues to -be 

s ' widely proscribed and abumed . Petitioners contend that In order to 
, ' Curb such .abuae dezLropropoxyptrnc must be subjected to the strIncent 

, contro2a of' Schedule Ir . 
.. , . 
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Under the Controlled Substances Act. the Attorney , Z-eneral 
. 

" 

. may by rule transfer a drug into Schedule II if he finds that : 
. (2) the drug has a hl.gh potential for abuse ; (2) the da-uc has .a 

. currently accepted medical use in treatment 2n the Unified States 
. or a curreatly accepted medical use with severe restricL±oa:s,_~n~,,r ~. 

. , ;(3) abuse of the drug may lead to severe psycholoZical or ptlystca2 
- . dependence . 21 U.S .C . §4821, 812 4b)(2) . There is substantial 

evidence that der.troproyoxyphenc {Darxony ,fulfills these three ~c. i- 
' teria or Schedule Il . 

: . In addition,- there is reliable medical evidence that this 
drug Is relatively ineffective as an analVe3le, the primary 

. ' . Purpose for whtch it 3s prescribed . From a therapeutic stardpoint, . 
nothing would b l t b e os y restricting the availability of this drt:i; 

" 

. 
through the imposition oC S.chedule II controls . . 

. . . 

. . 

i 

1 , 

. . 
. . . 

' . . 
. 
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. . . 
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. Sidney M. No33'e, H.D . and ) . ~. 
. , Public Citizen Health ) . 

-- -- ~ - 
Research Group ) . 
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Petitionera 
. ' - .. T0 : Honorable Gritfin Sell 

- Attorney Cemra2 0.' the -United .States; and 

, Honorable Peter Bensinyer, Administrator " 
. " Drug Enforcement itdminlstration, Department of Justl4e 

. P£1TTI0!! R£Qlt£ST227G TRANSFER OF TFifi lfe1P.GOaIC Bb'.(^'RO?MJ?OY',fp' ::: = . (UARVON) AND ITS SALTS FROM COFITROLZDSL~~..S :`n. tC£SSLE ~ Dv ~ ~ . . . 
IV TO 5CHEDui° II . 
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IV. .INTRODUCTION 
i 

:DextropraPoxYPhCne (her--after DPX) 13 structurally rala-ted 
' . to methadone, a synthetic narcotic; Its effects are qua2Ibat3vei.p 

; similar to those of narcotics . In 1954S. a year before L)px w 
, 

.i 

as 
first marketed as Darvoa by E21 Lilly and -Company, it was reported 

. _ . that tht,s drug .-could produce narcotic-like ePt'ects o? respiratory 
, depression, pupil -constriction, and euphoria, and could reduce the 

. , severity of withdrawal from morphine .' Nevertheless, this nar,ro : .c 
. . erlalogue was introduced . to physicians as a non-narcotic analgesic, 

, equal, nillig,ran for m1111-gram to ,codeine, but .without the potrnt " a_ 
for addiction and abuse of the latter,2 As a result at D?;('s being 

. promoted as a potent non-narcotic analgesic, DPX gained such 
popularity that it has become one of the . most -commonly presorlbed 

.' drugs in the United Stites .3 

. Despite promotional efforts of the Lilly Company -Lo the 
contrary, DPX remains a narcotic, more harmful and less e:frczLve 

, - _ than originally believed . In larger than recommended doses St 
. 

` 

produces a euphoria "high", which makes 3t attractive as a drug 

i 
or abuse . Side effects of DPX, such as dizziness, constipation, 

1 nausea and vomiting are Lypircal of narcotics . High ,doses of WX 
produce the characteristic quartet of narcotic ove-rdosr--res.pi,rato: j 

' . depression . pinpoint pupils, coma, and circulatory collapse--as Well 
t , as convulsions, cardiac arrhythnias and pulmonary edema~h The 
` . 3xsptratory depression produced by DPX overdose can be reversed a 
' 

y 
naloxone, which is used to treat narcotic ovrr3bse .5+6 .T Phys-:ca1 
and psycho2oei,cal deprnctcace on DPX ,cart occur, aliAouZh this depen- 

" 

dence is not so severe as that caused by morphine .8 ' 
Like the narcotics heroin and aorphSne . DPX is deadly . 

. ; From Ap ;"L1 1g75, to June 1977, (the most recent date for which 
reliable published comp ;tr"aL;ve ntatl3tiv3 are available), It was 
the second most frequently Implicated drue Ond only to heroin and 

' morphine) in coronsra " reports of dicue-rc2.ztrd deaths In lar:ac . 
, Amcriean ~eetrcpol3tan at-rsa .9~ ' 
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Even the £li Lilly -Company has had to modify l~ts .pub2lc pos.t,ure, . 
By I9TZ, It had conceded that "prepozyph,enc'a general ph,armaco-
logic properties are those of the narcotics as a-group ."lQ 

Placing DPX in Schedule IV has not significantly affected th= 
salea or abuse of this dangerous nareotiv . The value of Lilly's 
sales (revenue to manufacturer) or 7 DPX products &Invreased -from 
$$2,001,000 in 1976 to t$2,$7$,UOO in 1977.11 Considering that 
the retail drug markup 1s often close to 7O:I2 ; Rmeri,"eans spent 
nearly $140,000,000 during 197T on Lflly-produced Darvon and -ftrrcz 
combinations, even though there was a sliiht decrease In the total 

, number of prescriptions . This does not Include the product s o: 
the other 32 companies licensed to produce DPX . While reported 
abuse of DPX has not 31tn;flcant3y Increased since Mar-cb 1977, 

- neither has it declined as wi12.De seen in the next se,c.tion . This 
!a due in large part Lo the ready availability of DPX--the vast 
majority of D°X abusers obtain the drug with 1esal prescriptions. 

This petition will show that the more stringent ccntro2s of Schedule 
IZ should be Imposed on DPX in order to resfi.rf~cL its availability . 

'if. Criterion 3 - - Hir-h Potential For Abuse 

In determining that a -drug should be irwcluded in Schedule =II, 
it must be established that the drug has a high potential for 

abuse' 21 U .S .C . $812 (b){Z)( a ) . A drug's potential -for abuse -can 
be catimated in c2intcal tests such as those for opiate nsxcotl-cs . 

"ksseasinG Abuse ?otriitial . . . . p dru;, in considered to be ROnOplOid W2Gh respect t0 abuac 31ab ;litq (3) SS IL does not suppress the., op1o1d withdrawal :y:ndrcr.._ when t:ssxti in subjects physically dependent on morphlnc, (2) St it cars not produce cwrphin~~-23L:e fh!;cfc11 dapcnd "-acr rrhcn gdvcn chronically, and (3) if postadtiFcts rt,:i.thcr const ..̂tOnt2y , Identify ft .in "dope" (moc°phlnc-31ke) nor repeatedly rvquc:rC . it when offered the opportunity to do ao . On the Other hand, If a compound f :. found to r.Rii"e '.those key,Th:tir1ct.cr- . Yatlc.z with 3orph!'n .: , 3 C is eons3J^rcd to :have a h!-ca abuse 11aD111Cy ."~ 

_ As u::cd hcreln, Lo ialLnfl{1~trA11 non-thcr_-pnuUr ut:a of a drtrc;. 4'tr3 ., lescl.tuir<t L7Y1e,. ;, s dru.; f.:r any of tlir. totlowFni, tea.:nn:i ." <1) d.-f. " n.:-nr.c (adiiictfon)' ~2) paychlc cfi'.:cCaG (3) all+:npt.?cl Or sucCr.: : :si'uI su4cldc. Jue ae!rtion on J,-gal P.n :cl;i:la, t>clox, far Uis:unnlon of litilvc 3ctLi!e1 .r,-batlorti Of-ih^ term . . , 
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, According to clinical trialg using thc3e criteria, DPX'a abuse 
i° liability is lower than that of morphine arid codeine . However, 

. ultimately the abuse liability of ;a drug-must be evaluated in Ught 
_ , of the prevalence of Sts abuse . rndeed, In determining the proper 

_ -- ._ ~ . . . -scheduling for a dru6.'Zhe Attorney Ceneral is dirrcte¢_1to con- 
- aider : drug's "actual or relative potential for abuse ." 22 U.S .C, 

' S' Bll (c){i) . 3.ooi:ing for ex1Cenee of DPX abuse, one discovers 
_ ~ an embarrassment of r3ches . -Prior -to the inclusion of DPX Id 

. Schedule IV in 14T7. there was ex:,.er.s2ve medical and statistical 
. , . documentation that this drug, alone and in corblnatLor. with 
' - . ' alcohol and other d~r.~s, was subject to-both oral. and Intravenous 

. 
00 

abuse r:f;ich resulted in over a thousand deaths between 39Sq anid 2,975 , . 
1975 .1k-?6 

. . 

. Reviewing the medical-liter2^ture and nat3cn-wtde drug 10, 
. abuse statistics, z study commissioned by the Justice Depart=ent 

. " found in 2976 that : 

i . ' . 1 . Dex,tropropoxyphen.e is a centrally active narcotic ,:~ . enalgesic (aain-kti2er) xfth a s e t: . . ~ r um of activity qualitatively similar to morphine, the prototype ( narcotic enal.ge<sic . 
! 

2. Dextropropoxychsne produces a mild to moderate phYs1cal dependence of the morphine t e l yp . Un ike morphine, . development of dsxtroprcgoxyrar-r ° de ende ° . p nce ,raqc:# :es the administration of doses in excess of the recor. .-.car3eC therapeutic tlase . 

3" Intravenous administration o.^ dextropropoxy,henc to . " experienced addicts p:od~~ces "pleasant" morphine-zlke eflc.ct :. which cannot alKals be distin i - gu sh^d :rot those or morphine . 

AxLropropoxypAc"ne has properties which lead Sndividua3s to self-administer either orally or 1mCra "maous2y excessive amounts of the dru;, . 

. 
5 " Tolerance d^vzlopa to the "p?ra3ane" effects o: zisxI;rc_ . . propoxyphene as kz3 i Is to ,atA .̂t effects -to shat InC:- _ . 

. 
, . vtdua3s can tnt;zst or Inject dosra of the drer which xauld dc in the lethal ranl;c for n t d , . or~ o rrant Individuals. 

, 6 . 3_e)-r-1d:aln4att":edJon of destropropcxYp:' rnc in !ncreaair.CIy hlF;hor doaca for t.ho- 'relsons notad Sn no. 3, 4 . and has produced aliyaical cicpendnrrce . 

. 



r -raven nt OUZ Bclr aodnLnLattation of dextrooropoxyphene In man Utilized the Pellet formulation Of'S arvon which Is Rio loner available" but the new propo.%yphen4a for- mulatlona are soluble in warn water and on a pharmaca2o fcal i L ,basis can be utilized Intravenously for the same effect . 
; , 8 . Single doses of' dex~t,ropropoxyohenc in excess of ,$00 r. .,q can he lethal if untreated and It 1 ' 

. 
3 estimated that 3n excess of 200 Individuals die yearly or dextropreyc,;7.r;ene ' overdose in the United States . 

. g. 1lost abusers of dexCroprogox3phene appear to obta3n the drug by legal prescription but th ft e s or Aarvan from pharmacies end practitioners are ̀ being reported 
. 

and the drug is available on the street x : $p .25-5:,5J, per capsaie .2l . 

In summary, DPX'a narcotic-like pharmacologic properties have " 
- made it a highly abuseaDle drug . 

OLDER' DPX PEA?ri STUDIES 
" . In a huge Lilly-sponsored study Involving medical - e'tariLners 

. . . with a jurisdiction covering 52 million people, it was reported 
. that DPX .had been implicated in at least 1,Q+22 deaths by the 

_ middle of 19T5 "zBTne, authors found that . "the nur..ber or deaths 
! ' 

. 

involving propczyphene is increasing each year, and at a faster 
rate than total drug deaths ." They also found that ^6-5 .9% . or all 
the cases had the word propozyphene in the 'cause of death' - . i ( . . . . . . . . 

statement on the death certif2Cate ." and that "in 34.1% of the 
cases the cause of death was officially attributed to something 
other than propoxyphene alone .* 3n Detroit .* the number of drug 
deaths involving DPX tr±aled from 1,973 to 1975~29 A similar 
pattern was observed in North Carolina, with 31 such deaths In 1973, 

i< ' . 30 in 2974, and 16 during Just the first three months of 1975 .30 . 

~ Althouch the rasf 2y srp;,,rab :e ~ D8X pellet Is no lonzer tau..C In Lilly DPX capaules, at lc-ant a few other pt;zr: .",zccu.t~cal companies still produce DPX In this highly aau:caGie preva:atdocs . . See FiC Reports, Qeccmbcr 12, 1977 . 
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The aforementioned study commissioned by the Justt-ce Department 

provided an analysis of drug-associated fatalities re parted in 
; . the DAWN system* from July 1971 to September 1975- This a..̂a3y.s3s 

. ' . showed that DPX Was invilved is 2,221 d 
. , , eaths,. second only Lo-----" -- _-- 

, ° . . heroin . Furthermore . DPX displayed the greatest relative toxicity 
of all the drugs' reported in the DAVIN System. One measure of 

' . toxicity utilized was deaths per 1000 emergency room mentions-or 
: the drug in the DAWN staUstica as compi3Pd In a Department of 

justice study on DPX abuse-31 Reports from 'coroner's off_lPQS of 
drug-related deaths divided by the number of' mentions for :the same 

. drug in the DAWN emergency roam network showed that DP-X was the 
. . '. -. highest of any drag with 113 coroner-reported deaths -for every 

' . 2000 emergency room mentions . It ran':e,d ahead of heroinlrro:ph_ne¢gS) 
diazepam (salium)(28) and phenobarbital (I04) . 

' Another Index of its fatal: toxicity as a wfunctton of ),ow often 
It, is prescribed can be found by dividing the number of deaths by 

T . . the number of prescriptions for the drug . Again . DPX outranked 

. 
ell prescription drugs(including diasipam) 3n the same study,32 . . 

. ~ , why is DPX so tox;~c? .As with other .rtarcatics, It cati cause 
pulmonary-edena (fluid accumulation in the lungs) and respiratory 
depression which can frequently result In fatal respira~ta-ry 

;z arrest .33-36 In addition, DPK and Its metabolites can -depress 
, 

: 
electrical conduction in heat~t masc3cs kfiich can" resti;t in 

' -1- 
- arxh,ythmias and cardiac arrcst .i~~ ' Fatalities among those 

usinE the druc for its psychic effects are due to the small n3rein 
. of safety between toxic doses and those required to achieve 

cuphoria.k9 .5o 

DruC_Ayu3c 4.'arnlng I :c~twork, a Drur -Enforoemenb Adn!'nistration 
" 

proErin then oAsratlnr, lei 116 states . 17n: ataL2cttca crvc: " reports from hospital enu:rr,enny roc.ma and from ardtcal caar.tt .-.cr;i (i e . , . cor- oners), wile) hnJ ..̂uttmlt.6od reports :it )east 90% of ~poa:iiD3c rcportl:1 ;, days -c:ui"int; the I11o of' the DAWtt progr1ct . 

' to :prcSffraYly aLr3ovacitrtcui-ir nodal ennductlon . The Ss.p ;f :c . " siori or this ictporl:trat flmtirlr US Lh 
' 

. ! sG prc::ona ul~.h uncJ^t~lt"d :ir, cai~;fiac . di ..̂cn:st " K~~~) Lake -I)i'X r.v ._n zit, ~ .r. ":sai " 1G ..J d.rioa r.wt,v inadv. " t"-LCnL~ly irirCv :" a» arryttumla cu2minatlnt; !n cardl : a 

1 

io rrcat . 
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.j RECENT 
, 
D:'X DEATH DATA 

y From April 1975 to June 197Z . DPX remained the second cost 

commonly mentioned -drug in DAWN, coroners' reports after a cas3;ned 
category of heroin dSchedule 1) and morphine (Schedule 11) .51 

Most recently, as " hcraln has become somewhat better controlled--
at least as reflected by a,r:duction 3n deaths from Its use--D°X- 

. relaCed deaths have surpassed heroin~and morphine) re22ted --deaths 
in many cities . According to the latest DAWN report published by 
the Drug Er.3'orceraent Agency,52 in 14 of the 23 Cities (61% ) rCr 
which data comparing :DPX-associated-deaths with heroLn/morphine 

. deaths were available, DPX was A3sogleted with 'more deaths then 
. _ " herDinlr!ornhfn? ;n the first half of lol7.f --

These citics were : BOSTON , 9UFFAIA, ~Lc`4ELA ;tD, DALLAS, - DENVER: INDIANAPOLIS, :"1MMi, 
, . - NEW YORK, OKGAtiO:Erl CITY, PHILADELPHIA . ' . PHOEH7X, ,SAN ANTONIO, SEATT(�-�̂ 

. '!'tie DAWN statistics also demonstrate that D!'X has been abused 
f . . much more frequently than several Schedule Ir drugs . The following 

table shows the teu,aper of mentions that DPX, raeChaqua3one '(Quaz;ude), 
! amphetamines, and aecobasbital received in the total DAWN system 

: during the last full year for which comparative data were available . 
'i . 
i . , fiABLE Z 

' PROPOXX2}{w?fc{nPX) Ry"LA3ED -D'eR'IEIS 
(JULY 19746 - JUNE 1937) -

. COROR^r%S' ~REPUR9'S 
. 

; . . DRUG CORONERS' MPOPTS 
° 

A: xtropropor.;<phaest{DPX3 491 
. Diazrpan{bZllu:n) 388 

. F:enroOaniL,:<Rlltawn3 3~o SCiimUUL£ .IV . Ch3ordl z .c", oxid~+(LIAr1un) . 
Fdu r1 upzr.4 Ua l mane) 

Amphct:eminca . 
?T ' _ A:eLhsqu:iloncQualludca? 57 -SCt1EVUd.E II . SeCOha rbi l:& lXZ%:cona l ) 212 

" Similarly,- as also :shown in the table . the nAtlN .atat2atics 3huu. 
that DPX 13 move frequently nbuacd than ..thc reported SctieJulc IV drus.cs . 

Tbr.'nost .rercen; time perdad for which dzbt are nvailauic . 

, . . 



' . ~ . . 

. . . . . ~ . . . . . . ~ :'. ~. . . . ~ ~ . ~ . . . . ~ ~ . . . ~ . . 

-10- 

. . . . . . . . . . , . . . ~ . ~ . ~ . . . . . . . ~ . . 
, i . ~ . . . ~ . ~ . . . . .. . . ~ . . _ . . . 

f 

In -relation to reported Schedule IV drugs, DPX Js involved 

In more coroners' reports than the three others . . 

AlttwuGh these comparative data Include Just 3 months durlIng 

which DPX had become subject to Schedule IV restrietlons, More 

. recent datal Including ail of 1977 reveal that the control rrquSre- ; 

fieRta of Schedule IV have failed to significantly alter the 

' prevalence of- bPX abuse . Pizure IA shows -the tir-- trend for the 

, past lour years for DPX-related deaths . . " 

FICURE IA 

TItEE TREND MR DPX-PZLA-TED DEATHS 

. 
45, 

. ~ . . ~ 
- 6oa 

570 . 
, 50 ~ _ . 

5R 

. ~ -
Fropoxy.phen>- 400 
Related Deaths 

(coroner's ~ . 
Reports) 30 

' 

. 
. 

20 
" 

. . 

_ . SOUBCE: Dept . of Justice, Drug 
t 100 Enforcement A-d^Snistratlo t . 

' ' 1978. 

. . , 
' . 1974 1975 1976 19 7 . 

. (~dch point rcpreaents the total -~ g 
at the end of t.ic year . ) DYX Ioto Sche,duir IV 

s , .._~ _. . . ,~._ . - 
. 

. . . ._ . 

, . ~it can to -seen that deaths Involving DPX declined somewhat 

, ~between 5975 and 1974 . due . p,~rh:lps in part, to the w:rra,icCs then 

+ APPeaMnr 3n ths acdlcsl an4 lay prcs :1 .530a 

Ot+ialnrd from tlir. suction nf -Inf orm-'itlon Systems, .Drag fi:nt,x°cc 
cv.tlt Auc:~~ind~~t~ ;tL19n, N.+t:tt~ln~;tott; t~C . 

' 
. 

i . . . . . 



, . I . 

. . . . . . . . . ~
. . . . . . . 

" 

. . . . . . " .

. . . . " . ~ . . , . . 

. . -, . . . . . . . ' _ . . 

` -11_ . 

. 

. ~ 

However . by the time DfX'xaa added to Schedule 3V :{itarch 1g77)i 
. 

: 

these dr ug-crlated'de8tha' were once agaIn on the increase . Trio 

. 

total number o3' DPX-related deaths in the 11 .S . for the last k 
years is 2 .154 Recent reports of INX-related deaths fron abroad 

" Indicate that this crescendo qt abuse Is not 
.limited 

>to the Urtted ' Stateg .35-59 ' 

. "tiPx-t~i:iii~u;c~a^~«""'---.~._~ .__ _ . . .. . : . i 
. As mentioned previously, in about 2/3 of cases, DPX 13 

, ' mentioned on the death certificates as "cause of -death" whereas 
~In 113 of cases the death is attributed to "something other than 
DPX alone ." 60 . 

In this Lilly-sponsored study 62 In '2~1w'of t~se DPX-;~e3,ated 
, . 

' 

. deaths, DPX was the only drug involved and in an additional 33, : 1.~ ..- ..t DPX-and alcohol were involved . In other cases, even LhouE,h ' 

'y 

_. 
additional drugs were Involved . DPX has meentioned or the death . . 

. certificate 3n the"cause Of -4sat2e" :atatfttraat . . - 
. ~ More recent data show an Increase in the percaataSe af -cases In 

. xh3vh DPX was the only d^uS Involved . BY 1°77 (See Ffeure 3A) 
there were 539 DP%-related deaths of which 190 or 3Z; involved only . 

. DPX: '(Up from 24% .1» the L231 ;/ study and 23 "3: in 1976 " ) 

. ' , .- - - -.. ._ _ . . . _ ._. ..-~ 
DPX :DEATfI MW i.'T . :tl�~S 

j 
CITIES 

; 
. In order to compare various U.S . metropal3tan areas in terns 

: of DPX-rela.ed deaths, the number Of 3uch ,-deaths for each area 
between July 1973 and December 1977 +.3s dtv2ded by Population JIn 

_ 

. 

millions) of that arca . These results can be seen In Table 2. 

' 

, 

i 
R 

. . 

" . _ . . s . 
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TABLE 2 

. . 
. . 

PROPOXIF`tt£ME{{"~C-AS i37 DARVOh)IIFt.̂:i RlFi~ '$ f . AOR U.5 I IsTF30POLETAt1 ARc.iS'Z 

. DP7i-Related 3:eaths ?opulzt:opd De2ths/:o:i1ilon ,Hank Area , (7/i3-12/77)b :I n ;l133:ons) Peoa le 
. _ . 1 

2 
Phoenix 81 1 .218 oS.S San Francisco 18g 

' 3 
0 

3.229 60.4 Sad Diego 
8o 
c 

i"5£8 . 
, 

. . . ; 5 
Dallas 1.690 59,8 

61 
y7 .3 Denver . . 

6 1 .387 Los Sn,Eel,es 2~5 44.0 . 6 .945 7 
8 

. Cleveland ?g 39 .7 
San Antonio 1 "9T5 39,5 

. 
: 

9 
10 

Mfani 52 1 .Y3g 39.0 
Buffalo 46 

. . 
35.2 

12 ~'v . 7 Detroit 132 1 " ~r q .lT4 
F 

12 
' 

3: .5 Oklahoma ~C! ty 21 . 13 
14 

3a . 7 Philadelphia 133 4.7QT " . . 15~ 
2T.7 72 2.731 20 .4 Nes: York city t 2?q 11 320 , . 16 

. 17 
. 26 .2 Chicxgo ISI 6 .983 21.6 Atlanta 32 ~ 28 2.532 2p,9 Washington, Dc 68 2:935 . 19 

20 
20 . 14 1nd1'aaaPcl33 15 1 .147 DSinnaapolis 13.1 20 

` ~ 21 ..> 1 .846 10 .8 Seattle 14 i 411 22 
23 ' 

. 9.9 Kansas-City ii 2 .268 8.7 New Orleans 9 1.094 . 8.2 

, 
. 

- 
. i 

�. 
" a. These are the 23 metropolitan areas which have teen under su_"- Srei122nae by the DAd;1 t;etwark for at l t 

' 
eas 2 1/2 years . 

.} 
b . DP3C-Re laGed aeattss(er.cep L San Diego) are fro .a!^atr__~t3oa Systems SeCtion of Dru-£rfo^e~~:rnt :i enr D ' £ J . _partse.. o: 3cs :ict . Included are a12 deaths where drug is a 

. 
contributing factor o^ in which a toxis level is found {o: suspected tecauyt of ingestion h1 t , s ory) . 

'o. Deaths for San Diego are tron San Diego coroner's od'f`er since San U-LeZo did not become . . 
. 

part of the D:.iltt S ;vtxm until mid-.1975 . (San ULego Includes only 1974-297T" ) 

" 
d. Populs.tiana Of metropolitan at-03S are fron L~::Sft1 M-epartr..ent e: Justice) Quarterly Re t J 1 

t . 
f . 

por ( u3y-acpSc.:.*er 19;T) . 

. . 
, . . 

. 
; . 

I . . 

- 
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! : For example, Phoenix, the leading U.S . n.:tropoi"1-tan ar a e -- 
~ as far as MC associated death rates--had, BI deaths during -:that 
Interval . With an area population of 1 .21$ million the rate was 
found to be 81 divided by 1.228 or '6£.g deaths per millio 

. 
n . 

At the other end of . the list of metropolitan areas Is flow 
Orleans . Its Df'Y-death. rate Ls 8.2 per milli on or less than i/8 
that of Phoenix. 

' . . Inspection of the time-trend of DAWN e .̂ere'°1cY room reports, . 
as seen in Figure IB, reveals that there has also been no remark- 
able decline since Schedule .IV controls were imposed early in 1977 . 
FICURE 1B . 

, . - . . ~ 
TIME FOR TPEND 

. 

; . ' _ 

. 

E 1ERiF! njv.i4SITS 
-- 

. 500 
'i . ~ . 

. 
43,40 

. : i . 400 $0?~,-, 4179 . 
,~ .' -- . , 3909 

. t~nxMIo~-PELa~n 
. EI~tBAGE :JCY ROOSd 300 . 

` ~ I~NTIOtiS 

~ 200 
' 

' . 
t 
f ~ . . . 

. 100 
. ' 

1' 
. 

' . 

, . 
. . 

. 

1979 1975 1'976 . . `, =97i . , 

DP: !N770 Sr,4 :--'DULE IV 
(Fact& point represents -the total at the end of 

1 ~ ~ ' . . . ._ . 
the year. ) ' 

' Clearly the controla t+f Schedule IV have not s1tnia'Lcarrd.2y idininislled . .. 

1 the reported a0usc of this dresZ. Moreowar, since the DAWN 

etat4atit3 only ZccaunL for nnprroxlr..̂aLc2y "30' f 3 o U . . Poru3lLion 

; 
; 

I 

, With 58: entenEe .ncy rooms and ;103 m :".ctical cxir. .taievs (coraner,-.) . 
. . 

, ' . . 
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included 1n the system, the above data, represent only 
' i' , . 

a partial picture of 'Di'X abuse,63 - 
. 

' As can be seen in Table 3, within a year after amphetamines 
. 

, 
arthaqualone and secoDarl"3tal were placed In Schedule 11, there 

. . ~ .- were decreases or 50% . 52 .4� and 47 .61 respectively, In the' nu:.ber~ - - 
, - of prescriptions . Within 4 yeara, all had decreased substantiall y 

more so that prescriptions for each were about 25". of what trey .had 
. ~ beer before Schedule II was-Imposed. ?lacing drugs In Schedu-le sv, 

. . however, has much 1033 effect on the number or prescriptions . For 
diazepam {va23um) Schedule IV caused onl a 6 y .9; decrease In 

; 
i . . ,prescriptions the first year . . , 

. . . . . . TABLE 3 

i EFFECT ON THE NUESPER OP PFk'.SCR:Fi=O.S . ,j IV O : SCiuDP PLACING DRUGS IN SCHEDULE D;l£ Ii 

Annual Number of 
. . Prescriptions '(iiil2ians) 

. ~ 

" 
Before : Change . ~ Drug Sche` du2ins- 1 Year After In F-es _,~- " c-s _,_ . _ . . 

t ; . Schedule IV Diazepa~a $8 b111iion 54 ;~3.21Soc~ -6.95 _ . 
(Yaliumj 

~ " . ~ Fluraupa+a 11.5 Million 22.75 Million t20.9,' (Dalmaue) 

.i ' Propoxyphene 37 Million 33.5 K112ion -9.55 , (Darvon) . . . . . . . . . 

Schedule IL It:pnetamInes 16 Million 8 Million _sp .0, 

w"c7e.q .p11CCQ In .5ehedUle IV, rote 

.nn additional 10 .90" duclrw, the first year . . 
9`hua, p2acine D.°X In Schedule IV hu3 predictably had little 

- effect on the number of prscact"f'pESons, availability or abu:sc.(, .̂rc 
" Figure IA, G 7. as a:caaur+ed by annual f+E' :l+-deatha} . S1ncc there 1z 

contlnutnE rvidenco even relative to the :.chetiu2c 11 druCa for J;3 
abuse.,'-(..̂cc Table 2, p jGI,,Gl+A ahoulJ trutwfer -011X to Schedule 11 . 

i , ' . . 
i , - 
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' 
. A second 'finding that must be made If a drug is to - be tn¢3.uaea ; , in Schedule 11 is that it l.&v " 

i ' 
e an accepted" raedl~cai use or an . . . _ , accepted medical use with severe restrictions. 21 U.S .,c. 

Over thirty million prescriptions for DPX Preparations were Issued 
and refil2ed in 1977 0 ro i , p v ding evidence that DPX is still v,:Ede,y 

- _ ` `acceGted" in the medical community . despite considerable evid 
: , 

ence 
that at best DPX is no more ttfecL;ve an analgesic than aspirin,6s . ` Physicians' ataconeeptiazs about -the effectiveness and the abu se 
potential of this drug have led to overprrscriDl " 

; _ 
ng and abuse . 

Among patients whose source of dr ugs could be ascertained 1n " DAFl,H ecterger.cy rooms, over 9C: had bDLai:sed their DPX with 3,rs:I 
' . : Presrripttons .66 In a recent survey o: physicians ' atCitasa toxarls various drugs, D?X was rated as one of the most Innocuous, Nai, " 

. . 
other controlled substances which are less ;lethal than ;WX (,e,a . . . . n> . <~ 

i ' Librium. Seconal, FleLhadriae and PhenoD,;ryital) w 

. 

, ere considered 
to be more danserous ~T Thus the abundant p..rscr±Din f g o J?X co;x_G 
De more accurately characterized as an n �. . accepted medical al rais'=tst . 

However DPX N , apsy2ate (A?X-ttap) does have a medical 
use in the detox2ftca' ion and maintenance of narcotic addicts 6S-70 , 
although the use of DPX for 'the purpose is presently under the 
Investf,gafiional New Drug Provision of the Food, Drug and Co&~+..etic Act 

" 

. 3n hl gh doses DPX-&1tap exerts significant morphine-like 
effects 

' . and can suppress oyR.peor.s of withdrawal from other n3rcot3cs.11 'a 

' 

literature suS-Cests that DPX-1Jap'naY !+e most Denr;icia2 in assist ",ng 
' . withdrawal from r,._thadonc.72-l3 A#'X-3.1ap Is physically leas addictiv 

. 

e than methadone, which has made It attractive as an aZcnt to d ' ; . 
: . 

. e .oxity . narcotics addicts . However, because such high doses are required to 
suppress ayMPtOM3 or narcotic withdrawal and because DPX has auch a 
hIEh Pu~tcnSial 'for abuac, desoxi!'lcatlon must D e canetu?IY supervised 
and asccaa to pPli-ltap ,satrictl c . 

. y, ontrn2lcQ . . 

. " 

. 

. . , 
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' Other than narcotic drtox3ricatioq, not yet an * r " . app oved 
indication for Us* of the d . rug, Its use, as a pain-kl23er or analgesic . ia clearly an accepted medical use even though, as discussed abo . ve, 'it has led to widespread ab use and, as- will be seen, #s much less . effective than generall b li y e eved . 
_ _ We would agree with the stat 

. . 
ement in the JenuarY 3. 1970 Hedieal Letter that "'65 mg dose of DPX has Mild anaibesic >_FSe,at . and can be tried In patients in wRon the usual ' doses o3 analgesics 

- such as aspirin or aae-tamlnophen 1a3 in T+lenc2 or pat ll r } are r.oL 
effective o.^ not tolerated ." 

. 
' ' We would add, however, that the number of such peo l 1 

:~ 
p e , 5 

extremely shall and were the use of' DPg Zi , m=ted to this population , the number of prescriptions would be more like 300,000 :.e: year 
than 30 million (;/100 as much use as now) . 

Y22,. Cz`4Let`1oa 2 

' . The last finding, that must he made r.ega,rdir.S D°X Ss that it s abuse may lead to severe psychological or physical dependence ." 
21 U.S.C . § 8Z2{D)42)icl . 'this disjunctive lansu2 e o g f the Controlled 

. Substances Act Snd3~eates that a finding of either 
" 

severe psycho- 
1ag.teal or physical de; endence . resulting from DPX abuse will Justify 
its inclusion in Schedule II. There ia substantial evide nce 

' that D°X can produce strong psychoiot:feal dependence and so ' i , me cses, 
aftni3'Scant physical dependence. , 

, Clinical trials have shown that OPX can produce physical 
addiction, as manilrsted by withdrawal aymptoe~,3 . AlthouCh xr;s , 

. , apparently does not occur at recommended doses tor relief of 
. ~ pain,T6 patients unctcreolne narcotic withdrawal uain(; DP X-V : ap have 

become phy;,ica2ly addicted to the 3aLter 75 I . n 2956, Trascr and 3:5c33 
. ~ An uaeA here-In, phi:;! 1} il~I.e~r!..nrr ~re4'.zrn to a,rc+nd-iLlo :) Or latent central nae vwi:~ .i~tr ~~-~ i h , z : L:: i114,r 1n: uccd by fr " quo_i .G admInl ::Lratton of a drwt :t ;.n .s and a~-r..~+tbr.~ .t W :' .1L :: : :op, withdrawal 1 ~ tn . . 

. 
i 

. . . . . ( ; ertsc !AC Klt~tldf'W .t<:. .:.1R :3^L:1",L]tett Jcitl .loDly C~ " :tJY :: .. . ( ;n thr case of A wLU,rtr:-~, raii :t ;rndror. :n can L " b a~l " . " y . pt rcl ;~lLa>Ccd :alnlni.ratlcin sir n~ircoti '1Si1a1,~l~rlpf.A 5UCli :19 tl:tJozCs:r and n:tlurpi~ae~c .) f~/rFIhT~ tr. :il ~I ~u i ;t "" tu~~ nn : " f , , t i i u{; cam sovviu;: :.)*nt: W1 Us, or 1n Lh~7ue.icycc or' ! u.rf .r :,l <l~ " . .vntl-tnri~ . A :i :ilivnt Chnr"actariatlc of plyclwitrrt, al i , ~1rt . .rn.ic tce on a drug fa Zi,z tr.hJ ̀n e to be t'or t t r 
, ` l 

. tta: ~. . .~,rd .! .t~ . :t'pnlti,a'r ,ul . ~ . .t . . . . . . 
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. ' 

Concluded that : 

. 
bpoxYPher~) has addicti . . cat d ve 1tab11fxY- This is iad1- Y. (a) the Induction or apiats-11F.e sy~pto~s wh adminlsCe :-ed in lar o en ge ral doses to former oF;ate_.+.ddicts, (b) its 2Di31ty to partially scp;,;.ess s36ns of' ab ' from mor hi " 

" 
p st;r.encz ne, dc) 'the ,prod ucl:lan of consistent . althouG7j------ - - vrry r..ild, slrr.s of abstinence when the drug was ab d3scon:i.~ued a~'ter 5 ~ r utly 3 or Sq days Of addiction in five' aubf.ects . . 

. ~ Four years later these Investigators und 
. 

ertook -controlled ex- periraents which suggested that the addictive potential of DFk " was substantially less than that of codeine ."T? 
Cast reports tend to substantiate the claim th t ? a t . . physical-deper.dancs :produced bY DPX 1s generally mod 

. erate ; ' however, psychological -dependence can be sigr.ificaat . E:son and 
. Domino reported a case of DPX addiction "characterized by exCr _- svchio cra"rinr, euphoria, _ . - and tolerance to the dexL:'oP=c ox h . - yp er.e P hydrochlor2de : . . ;he patient showed definite ::ittr~raxa2 s 

inc2udtrtc c~:i3_'s , oro!'use .oe^soiratia 
. , . 

~. cr~ .,tr.v 
beadc?~g, ner:ousness and d:arrlaea "78 

. 
. (,Cr.,ph2sis added) 

Reviewing the literatur i e on DPX dependence in 2y71 (six 
" 

published reports), Salter stated : ., 
, " 
; 

. 

"IL is evident from these reports that prcpo;cypher.e can produce both strong 2svchoicric~2 
i 

C"a`~r.dg;s.ce and some .d:e: . pp p;iyafcal dependence . althou-a a,~tsnL:ta :ivclY, less than that of morphine or codei 
. 

ne. Significant tolerance does 
Decclict elicited in ao deoe~a~te 

sritRdraxll s;=otomr may so A n . ,, pcraon by suclen disconCfr.us~:-c; 
' of the pro.poxSnhen_ ."r5 (emphasls added) 

. __ . . , Occasionally physical wlthdraaal sY+aptor.a may be severe . Mat'tsoq et al . described 4 Patients chronically dependent on . high doses of LPX : 
. "Not only did the patiertt3 cortlnue u3finC ;tie dru~ -for . its r-~ycAlc effect, put 3 01' thon .:are unable to be rauac diac i ~ ont stop nuittoro produced withdrawal cyr. .i~Lem3 . C " iCI~i1'Ctort zed by p ."raplr:itlon t ~ 

. 
, i .mUioua..̂c3s, and az:tin3 which wore promptly t"r2 ic reci' when nor,! pr"ppoxYRhr~nc war taken . Oc,~ CatlcnC Jcncioped a u . s vrir uciir3ca isst3r.c Pour days a-fbcr d1scnntlnustloa of the dcu:,."d0 

, 

, 

, 

. 
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. ' Judging from the pub?,jshed literature . Ora-1 abuse usually 
. appears to lead to dependence and psychic craving ol1l', In 

- . ~doaes much higher than the so-called therapeutic doze for relief 
of pain sympEoms,81 Yet Salzuero et al . described e case of 

. , severe psychic {but Winimal physical) dependence in an Individual 
_ , whose average intake was only 65 mg every 2 Lo 4 hours, or just 

1.5 to 3 times the recommended therapeutic doSi .'82 The Justi ce 
Department study .even noted cases or psychic dependence 
at the reco=ended therapeutic levels for pa,n.g3 

Addiction to DPX may occur in iodtvfdua2s with no prior 
psychiatric history or drug -abuse . £xemplit;_s :ig L?'X addiction . 

. . 

In persons innocent of prior drug abuse are c_srs of rexborn 
infants addict d i 

` 

, e n trtero, who have displayed s<,g.ns and sy-,: toas 
~ 

. 
, or withdrawal shortly after birth-84,85 .86 -3n 1974, iIn a 

- 
revirx of 

. . . . 

. 

the literature and presentation of seven new vases, XzLets.y ;,:o- 
. vided convincing evidence that : i 

' " 
1. Addiction to ptrogaxyphene can occur _n individuals neither psychiatfitaily i21 nor " " t 

i ' 
d4c d c:iQn 2. Addiction can occur under the usual Azrc�.s~~~cas c° Lwd1Ca2 orcscria : - - - . ; 

3. og3r:ance and :.lsn~res .al can be c2.ea^ly ~arolst^~4=>d; . 4 . Addiction can occur without the i it_ a2 euphoria.-'7 n (emphasis added) _ 

Considering the relative ana2resic ine-ffectiv4.ne,s of !**X at I ow 
" .doses, it Is not difficult 'Co understand why oati.ents n3ght 1r- 

. crease their dosage in trying to achieve better pain re 2iet, 'however, 
some patients may become Inadvertently addicted . 

It is clear that oral administration 2s sU:T:c3'rnt to a3i.:~tsse 
addiction; intravenous Injection 13 not neCe*S!rY .S$ Indeed . 

' . dependence cannot be maintained :or long by Intravenous or sub.-s:- . 
( . - taneow infuoSon because of D£X "a deolrwctive effects on the ve-'na 

. and soft Llssues .89 Nevertheless . narcotic aldd,"c .ts shoot t3??: 
" . 

, 

Intravenously when more potent narcotics arc 1n shot, L supply, e .g,, 
' . when the addicts are Inearcerated .90 

( 
. 

1 , 

. . 

. 
. 

. 
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In light of tile '-foregoing evidence of psyrhic and physd.ca3 
dependence and tolerance . the Administrator of the DEA found 

. that "Abuse Of aPX may 3,ead to limited physical deflarndenc- 
. 

e. 
Psychological dependence rela-tivt to the drugs or oth er aubs.e :zes ' in Schedule ZTI ."91 £! this is tru t e, he dependence praZuceQ !y 
drugs and other substancTa in Schedule, I-1i, and a fortSori by- ;toS r - in Sshesu~e tI, should -be conai4erab2y amo , re severe . 3 et SL is : . not clear that- certain drugs In Schedule I- I Prodwce any greater . degree or Physical or paychologic r?ePenderrce than D?X . Of ar..a ;ete- 
mines . for example, a'vide3y-used medi al t 

. 
c extbook states th== " 

"Physical dependence manifested as wit:~rac+a2 signs, is di:l<_cL;: . Lo estaD34s1i . . .Tne deiroloPr.,enL of tolerance is also not eas 

~ 

y ca - . pro-e."92 -Goodman and Gilnan, an authoritative=phavmacciozy text 
states : . 

: For a long tire it was believed that, except for dru- 
' , there were no withdrawal s,r,r~tors from azrhe 2-~: e and : th 

. 
- __ ;;_ ~. ., , ~s erefore, no physical deprndence . . . 3t =s s : :2 1 - true that abrupt d:scc " + 

i 

^ �o :ia~e et ~ ~~4... docs r.ot au~~ .r3LEE c .'.ot=;g o s _^=~' s c tions t:sat :vould 
i 

necesalc3-Le Lhe rredLa_ �Cac._ .._~ c- ~uG" - But the pro2eaeed sleep, lassi.4d_°, fa:2c;~°, aa~CE^ depression, that follow d 1 fsoont2naatiba e: these d:u&3 are difficult to attribute' .r..erely to the ; :p,r,ecedi .^,g loss .f ;,s:~_>~ : and w=lg.ht . . .i4oct obsef~~ers now recogni-e the existence ; a 8 withdrawal s,mv'zotae f -I, - l - o lowing 4!scontfnuatlort or~an;h:'_.-_.r.e_ 2ike drugs . Its role In porn-rulCL ̂  + . . dru.- us, or re~a _ asa ia noL c2ear. ~ -W-44. aucea) LL 
The relation between - this withdrawal syndrome, cherarber;zcd b-,- 

. fatigue. and hunger, and amphetamine use ha , s not even been 
established. Yet amqhetanirtcs have b een included in Sch,edu3c :_, 

. . despite the lack of evidence o1' severe phyzical dependence, .~ 
; , DPX Is far vore widely ,abused than the amphetamines 
i . 

and, s:::rn 
abused it Produces a conparaDle~d+cZree of psychological CePer.d::.e 

. and a greater dcZree of physical dependence . Thus DpX reP_,;sen;s . en even, stronger--case for inc2ualon !n Schedule iI . 

" ' 



. . , 
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V11 . , Analgesic Z .r.aoLancr a!' 8raooxvohene . 
: Wh!le DPx's potential for abuse has been understated, -the . 

. . claims for its analgesic potency have been grossty .ex~eraCe~ , No significant analgesic effect has ever b een shown for DP X pre- . Paratiozs In properly cosiduetedv clinical studies . In 
the published literature undertaken in 1970, 'Killer Qt a2 " . ., -d $_ coYer-ed that Only 22_R_f_21j "studies" on UPX had been cond s u t:d : , double-D3ind . ;04 -Even a.mcng these 20 

. 
siudira, several had design defects such that their results were of questionable validity . _ Cleaning what remti3ned of the analgesic efficacy of .DfX 3n . relieving several kinds a : pain, the authors 

. . 
concluded. 

.. . . . . "Propoxyptaere is no more effective than aspf-ri n or codeine and nay even be .inferior to these er.a3eesics ' 
. 

. . . ~tsen aspirin does not pro- vide adequate analgesi i a, t is unlikely that proDexyphene will do so." 

. Sixteen o: the studies reviewed by Miller had compared :tS?X . with placebo'. In nearly half at these{7/16), there was Ro " . .aign
- 

ificant di :fe;^ence in analr.ra±a between DPX 
. 

a.nd . lxceba . 
Four of these latter studies Included t ests ,using Sq milligram 
(m8) doses of DP;C, which remains the manufacturers' s . suGE0 t,ed . , dose . 95 

" , . Three more recent double-blind studies have suggested tha t, at the nann!`zc-turer's recon"-enCed do _se, Pp e ~X i a n o more t _ . ~ c ! vo 
fn ain relief ehL3 9$ n olaceba95-9' _ - Fioertal et al. conclud.:i: 

"The therapeutic cred."ntials of Both propox.yphenc(D,:rvc+n) . $9~50 per IOr, doacs ot 6 c . 5 .g) and ethohcptazlnar~actc.:.r, $7 .40 par 100 .dosr:. of ?5 r,. ;:? Must be r i equ lassi :ted as v, ry vocal . in ttcls study, re! t,irrr showed a nJrn1f1c'ti' advantae--, nv,~r ola'Lel'o . ~~ 
kotl 

21!:!, 1 N _ci n L I v LU Ce _-j 
asn' 

----------- 

. 

---- 
I .e . . JneluJIM,at a mininu.n, rando;,i;zatioa and double-b31 . .̂d ob9rrvaLian. 

A double-blind trla3 exists-whom nelther patient nor observer know:i which -,trcntr.._~nt th ' e 1.ttlc:st i:s rtrc ":ivlnir . Tti:a n{ ;'r.i~c;. Dtas And Pr"econceptlona of Pa :trnt and obacr.~"~t" bot::, an .i . ir:ncraLSyr 1n, a study de"sdg 

. 

n in ordar to achieve e;_.~ii3e~~d's2 rcaull.s . 

' 
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. Although Br . G .Df . Cruber, one Of ,-Ell Lilly's 
. 

me:dical spaScrs~.aa, 'took exception to this cor;lus3on,200 his o , wn Published Irrveat3- gat;ons have also sh 
. 

own that DPX !a no more sf~t'ssLlve than placebo . in ainFle 45 Sag doses .* 101 
.- -.` - ---- - : In 297? Miller :reviewed 13 double blind- studies** of DP ' . 

, 

. X .s analgesic rf;Ceckiyeness, twelve of which had ;b e . 
. 

e n pub,1;afrcd suS- - aeQucnt to his ear2er revtew,102 Five of these Lhir teez . Studies 
purported to evaluate ttie relative e3'4Uacy o f DP ' 

, X hydrs~Rlq:<_-Y2 and DPX napsylate, xhic.h was introd uced 3n 1971 by the Lilly . Company just before it ' s patent on DP;( hydrochloride exp3red . . . Miller's conclusion : "The introduction of th e naPsYleLe . Salt -PR),' "[S .e . dext:opropoxyptee:e) has 
e 

not provided :a more ef!'erlive . _ . Pt'eParatioz, and the ragsy]ate has no other clinic ll a y siSni-xicen'. . advantages over the hydrochlortde .0 
«: . Lacking procf oP~supeMor analyesic ei'd3~cacy, the popularity ~ : of DPX Uaps5'3a-Ge products (Darvon-N, Darvv..̂et-,Y, Darvon-i3 with . 

, 

. pSA,' etc. ) attests to 'the superior etriaacy of .the Lilly Cor Ar ' . .rF .y S promotional efforts . "' 
. 

+ 

" 

The other eight studies reviewed by Killer once again f . ailed to demonstrate that DPX had any analgesia advantage over th , e other less expensive nedicatton3, indeed , as noted above, three of the" studies sui;gesGed th t a DPX was no more effective than placebo. h111Ier' 

f 

s review also discussed all the double-D3Sn3 studies . comparing DPX hy+drochlari:de and DPX naDsYlate 
i " combination products uith other analgesics . Considering the a i ' p uc ty of well-da st ;, ..̂e3 studies comparing combt . natlon druCs with "r.;l.e anaigestcs the , , , tact that most analZesic preparattons b prescri ed arc conDina.LLor.s ' 13 surnrisiRC . Miller round anly o c w l 

. 

. 
.r_ e l-dca2gncd study cor..Pa::tnE a~ec-La.minophen (the acti , 

ve 1ngrcdicnt in Tylenol, Datrl2, rtc.) ` . , ' eccta..̂d0n4phen -P2ua t3PX ff .c . Darvocetj, . DPX 31ons, and ~plz.ecbo.1fl3 

. 
' Dr . Cruherla cooclualnn in tits 39?7 atudv (noic 9Q) Lhat . . DPX !ti n.ulllptr d~;:ca doe:a ilrovlcic si r ti3flcanElY C+-eater . lralicf than fp2ur_rbo 7 .: au-*;;a "cC bCr..Iuse h< <tlr:elucti:! to har:dor:d-:0 tile-j):1~t1C1l3:D in 'tzt :t . atit .ly . 

t~ Iriclud4»l; ? of tile 3 Just allucuaned . 

, 
. 

Y 

' . . " : 



, 

: . ' ' . . 
. " , , 

, 
. 

: 
. 

. 
. . . 

. ..22- . . 

That study demonstrated that acetaminophen alone was as . 
. Affective in pain relief as -Acetaminophen plus D?X . 3n other 

words, the analgesic property of this combination ran be ztt,r_buted 
to the "otaminophen by Itself. 

Similarly, in his review Miller disrovrr,rd orlx One Sood 
. study comparing aspirin with aspirin plus DPX.104 The authors 

01' that study round that propoxyphene napsyla.e plus aspirin ,.as 
"significantly inferior to aspirin plus either codeine or oxyz--don; 
but not~si~gnii'iranLYy dt3'2'erezt from aspirin alone ." In other . 

' words, here once again ; the DPX combination ana3~gasic prov.3:ded, no 
significant benefit over plain aspirin . 

, Finally . of only -five *double-blind studies on DPX and asp!:-In, 

~',, . . . 
phenacetin, and caffeine (AK) combinations, Ailler round that two . 

compared DPX and A8C it w h APC alone . One of these two studies 
, found that DPX tfapsylate plus A°C was superior to AFC ale,e, 3,C5 

' This alleged superiority of DPX-APC over AFC alone rust be 
interpreted 3n light of the above-mentioned well-desii,r.ed stuc'e3 

i 
where no such dLC2'.erenae in pain relief attrlbtrtzbie to DPX could . 
be detected . That is . the alleged advantage o:' DPX plus other anal_ 
g,csics Must be quantitat3vely minute since ner.e but this partfsula^ 

. Lilly study could discover It . 

. . Thus Miller states : "There Is little evi"Cence that combir.ations 
, 01' PRX; ji .e. DP fl with other analgesics are' su eri p or to one 

. . analgesic alone . Aspirin or acetaminophen appears to be Just as 
effective when eiven alone as when given with PRX.O 

In conclujion he declares : 

. 
. 

"it !a now more doubtCul than ever that FR:C NC,(: ..e, r,?al 65 me ProvicJaz 3n ana)t;":. "̂ic effect equal to th:it o .^ ;. - p1-_n , . . . 650 nn . . .i:hnrr Ss no ro:ac3uaivc: cviwncc th.1L -cc: bin:,tle::s or PRX with other analges3cs arc more cftectiya than Pft i or c::icr . " analrCSica alone . In view of"Lh.:ae flnc:-lnr;s, the co:itin::ad " "widespread use or eRx rre;.aracso:,s i ° s :y.rp3sr.ing. 
. It 13 °,clear that from a therapeutic atatid, oint, little Jf iny- 

. th2ng would be lo3t by rtstrScting the availability od DF ;i . DPX 
la apparently no more .effactlv.i in pain relief' tlian aspirin or scr~ts- 

, 

minophon . 

. ,' . . 
. 
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. 3X . . : ; Le.Pa2- Analvsis . 

Thc evidence Of the actual abuse and acute LoxtcIL y of ' DP]G summarized above demonst rates that the more stringent Schp:!u:e II controls are now warranted, DPX's abuse potential has be . en compared to that of other -drugs which have been paamed In ~ + ! Schedule I by DEA. As Dr . Theodore Cooper, then Assistant Secret 
. 

ary 
for Health admonished in s 1976 me 

. 

' 
morandum recommending that g>x De placed in Schedule IV : f . 

. "As With most VsYchotctlve drviss,-abuse poienbial o~ a" ~articu22r drug 1susually descri~Pd i n tr~a o= D^~Lo- ype or ' reference' ctr,:-s, . , x., In this res=~¢C, profox~~ has been compared to s , 
co eine, morphine and :+.c:n1-:, 

p Y~soaa 
have Included both acute Q!~:'3iologfca2 .ty+ choloBi effects O . 1 . E1^QDOt;','ih-eJi»I~O~, the Ch3"JCt :1C effects or high doze ad~rtinistratiol . 

. Dr . Coo er k p ac nowledges DPX'3 potential for abuse and acute 
. . 

o 

. xicity are well recognized, and the facts of widespread t : 
ac ual , abuse confirms Dr . Cooper's reference to -the atsci2ar<_t2.es between DPX :and heroin and morphine. Ferhaps cost compelli f ng o the 

evidence evidertat thus far assembled concerning the e t 
. . 

. . 
x ent of D?X's 2:c--, ;:1 

abuse is the DAWN Statisti 
' 

cs which demonstrate that -deaths in_ voiving DPX abuse 3n 34 major metropolitan areas 
: 

, 

occur more 
. . frequently than deaths Involving heroin and morphine coQpl;;zt,1a7 

, 
- ~. A1LhotrEh D:". Cooper reccer.nended that BPX Dc placed in Schedule IV, It's difd'IculE to reconcile 

. 
this reco:nr..er.fla-, :~n with his f1ndinZ that Dd"!;'a potential for s.GuSc is -rquir , lent to substances lik 2- h . 

. e eroin and morphine, which have teen placed !n SchWule I . i{awrrcr, .rh:Ltrvrt" r, asons ^,r . C:.,-. :er m;, have had Ju 1976 Co not y r advocatinr, :more ,strint;cat corat:u°s on DPX, 'hl > recommendation xaa untnnsblc tn . of Lhca ex3siinC stattsti¢a h w ict: catab2lahrd the uiicher::¢d &ctus: ,a~t;~e , or vPx. 

, . ~ . 

' . ! 



. 

' The effect of "tranaSe:~~~t~ DPX to Set~edua,e 11 is that the 

. drug will be subject to requizwment3 that prescriptions be in 
writing and 3,v, not he refilled , :21 U.S .'C . § 829<a), and -that .he 
drug will not be produced In excess of government-established 

quotas based on estimated medical and scientific reed . ?2 U.S .-C . 
§ SYS(e) " In contrast, -Schedule IV allows prescriptions for D-PX 
LO be transmitted orally and refilled five times in any six month 
period . 21 U:SX. § $2~'9(b) . Norrover, the penalty :or violatlr.y 
provisions of the Act where a Schedule II drug is involved is 
substantially more severe than for a Schedule IV druz-108 

. . As has .been the ca5e with amphetamines and other x2-de3, 7e.buseC 
drugs which DEA has been forced to transfer Into Saledula Ii to- 

. . . curb their abuse, tPX abuse w3.12 not subaYde unir39 the .oss s!r±.n-
, o>'.. ~ . ,gent Schedule 11 controls are Imposed. 

Because of the CSA's overriding emphasis on prote4tIng the . 
public fron haxardons drugs . Corrgress, fn the -CSR Act, requires tte 
Attorney General to determine the schedule in which to place a 

' particular drug on the b8$13 of thme factors ; Its potential for 
abuse, Its curirenSly accepted ;rtedizal use, and the deCree to which 
It causes physical or psychological 4rpendence .1Q9 To provide 

. ' ' guidance to the Attorney General . the statute further states 
that the -Attorney General's inquiry :Must include an evaluation of 
the 2'oilovrine factors : 

- . ~ . 

, 2. Its aetual or relAtive potential -Tor abuse . 

. 2. Seicnii°fi,c evidence of' Its phar:aacoioG3ca1 effeet . If -known . 

3 . Tie state of current scientific krsaa,ledge regardlrC the , drue or other substance . 

4 . Its history and current patternof abuse . 

' 5 . The scope, iuration and aftnIrIcance of abuse . 
. , . 6 . What, if any, risk there 13 to the public health . 

. T . Its psychic or pAyatolo~IC:x :al clcpcndcercc liability . 

8 . Whether the auhnt:iiu :c is an dr.: rc~ta~.~ pro+curuor of :i - , aut,:sSr,ner alrr-ulY CoJJtrolleJ ~ti:idcr Cttla suDch;~picY". jz1 u .5 .c, 5 si11c) " l 
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f' . 3n addition to the factors .;lseed i t n Sec 3.on 811(e) of the Ac., ~t.he . Attorney ,General must request the recor.mendrtion-of the Sccral-=ry 
; of HEW, Including the Secretary's consideration o~' the edbhL ' 
. . factors listed above . 21 U.S.C . § 811(b), 

Tt is apparent from the statute that the sft!Aca2 inqu2 "̂ ia 
. considering. Fhe~ther to transfer a substance to a mo re at:3n: _-,-.t 

category is its potential for abase. Indeed, the statute re i qu res 
that this factor be considered befo re any pur,heer procQew+_ng3 z;.e 

_ Initiated . 21 U.S .C . § 832(a){1){A} F 
. 

. urther.more, four o: -the crt- 

' 

. teria enumerated above specifically cor:cern :the substance's 
; ' potential for abuse . 21 U.S.C . §4 831(lA(Y) .(5) and (a), 
, . The statutory emphasis on the substance's yaten:_a2 for. . 
+ abuse and the Congressional intent that abuse Pe the c. .̂l cs :lpa' . . 

. it not the determinative part o.' the inquiry is con:1r,-.e4 b th 
j 

j 

y e 
House Report accoRC.anYing -the passage of the Act, Which ̂ des.Cr,;ves 

. 

the factors influencing the Attorney General's inquiry as :o_.cxs : 
. A key.critri"iort for contro11 .1r.b a subaLance, and the one which will be used ~:os:t often =s th ' 

/ 

, e substance s potential .^cr abuse. If the Attorney General determi nes >h3: the data gathered and the evaluations and 
. . :.ero . ... .e ..3~ltio:s of the Sftretary constitute- substar.;.2ai evidence of potential ;c- :bus ha nay Initiate control p:ac di ̂ ee . .Gs under this srt:Sor. . ?_~r.=1 control by the Attorney General will also 

be 
based in +~,$ r findings as co t he Substances potential :or abc:se.220 

'The House Report continues with -the definition of " potential for 
' , aGuse°, which Includes factors relating to (1) the health of th 

, 
e 

drug user or the sa :ety ct the communIty ; or (2) the -extent that 
the drug is divrrLeC from legitimate drug channels ; or (3) the 

. ' finding that Individuals are Lakirrg the drugs on their oun'in_tSa-t!v 

' ' 

e rather tha-n on the basis of ,r.edlca2 advicc.111 pnque stiona~b2 ̂ 

' . 

, ., , the 
hundreds of deatha due to UFk overdose each ' . year Illust ' 

; 
~, . rate t ._C 

" DPK o potential far abuse exceeds the requircne t ' , n s o3 each Or ".hesc " crilcrta . 

In a a4nt3ar vcin, the House Report Turiher provides that 
"mSsa::e of a 4rui; in auicidcl and ritLempted suicides . as well as 
injuvtca resulting from un;upcrv:sed u..̂e arc ra,Carciad as Indicative 

. , 

l . 
' 
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i 'Of e'drng "s potential for abuse .il2 In this icon-text, !L Is 9iZn!- 
tisanL that "552 of the emergency ,reoou mentions of DPX from 3uly- 

' ' 

. 

SeptemDer 2977 Consisted Of suicide attempts . according to tt:e DA's'It 
ataLiatica .113 Another i84 Were associated with addiction or - "Psychic eflecta .:al" 

Furthermore, -the courts °"which have vonstruad the CSA havey~ 
: . also relied almost exclusively on the substance's potential ror 
. , aDuae in reviewing the Propriety OP dec;sions to place a<drub :n 

' . 8 particular schedule . Indeed, in The National OMan " -zttch for 
the Reform of "rtari uana Laws (NO 14L) v. Drur Enforce.-ti �, pd-+ S^r,_ . 

. , : 
�� 

Lion , 559 F.2d 735{U .C.Cir . 1977), the <Court of Appeals -rest ted 
. ' DEA's claim that the lack of established r�edi~eat Use for canr,abls, 

. standing alone, required that it be Included in &ctAecu3e i . 553 F.2d 
747- Rather the Court held that under the -CSA, DE.l is bound t~ 

, . balance medical usefulness against the other factors -enumerated ir. 
: , the -Act, which the Court sur,vsarlsed as the potential for abuse 

the danger of dependence . cf . Uafted States v etaid=n, 355 F.Ssap. T 
748-749 n .A (D:conn. 1973) . 

In addition to evidence of' DPX's overxhetairG abuse, two 
, other factors further point to the need for ti~:%-ter controls on 

DP%'s availability. ' 'First, pPX's toxicity . discussed zaave .11~5 

, DPx ia particularly dangerous because the margin between -the ~ose3 
. . necessary to achieve the euphoric -state and those which are harti-ful 
' and often lethal !a extremely narrow . As MA CecoZnf:zs, although 

the statute and the 2e,ristatlve history arc silent on -the we2E1-i 
' to be given to acute -toxicity in as3easing the aPPt-opc:ate-schrGulc 

. for a subatance, toxicity Is an extresr±,ly important conoi'c,zration .' 
Lo wciEh,116 In the case of' DPX, toxicity HciLhs heavily towards 
the lmposition of c.orv atrtngenL controls . 

t 

. 

, 



Second, the minimal therapeutic vajue of DP?C must a3so .̀e 
- balanced against the 'harm "".lnd 'tdea~th that this drug 3s .saustrz -to 

. hundreds o: Individuals -each year . As demonstrated above, zvplrin 
or aceSaminophen(Yy'len,ol) appears to be at least as .erfeciirr -.her. 

given alone as when ,given with DPX.11T For those who can rot take 
aspirin, and choose to take DPX over the other analgesics, S: ede"_ 

. : ' iI controls will hardly present . a barrier to use of D?X, whi .5 will 
remain available on a Prescription basis . 

_' In conclusion, the extent of, DPX' abuse as presented above,- 

plainly der�onsLfiatca .that the present controls are xho11~ I :.- 
adequate . , adeq-uate . AEA is -required by- law to curb .the abuse or this 

: . . minimally effective and exLrea*3y toxic drug by transfer=1-r.g ::?X 

" v Lo Schedule iI and should not retreat from Sts legislative 
mandate . 

» ~ . 

.r . . _ ' . . 

' 
. _ . . . . . ._ ._ . .. . . . . . .__ . . .._ ._ _ ._ . . . ._, ..;,,...,. ., .,. ._ .. . . ... . . . ._ . . . .~ . . __ .. . 
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