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FOOD ~1,1U DRUG ~~!)~tIrIS7'It~1Ttt)N . ' . " . -. : . . , . 

. T° . Director, Bureau of erugs (tfFi1-1 j nnr£:J~n~rar Through : Associate Director for 'New Drug Y 15, 1'979 
. ' . . .Evaluation - {MFfl-l00} 

FROM : Directo r, Division of #deurophar'ma+cological Drug Products 44D-120) 
' , . sugWr: Evaluation of Propoxyphene ACTION 

. . j . . . . . . ` ISSUE 
: t . ;- . : . . . 

. The Health Research Grflu.p (iiRQ petitioned the Secretary of DHEl, on . ~ November 21, 1978 to sa.aspend the new drug applications (NDAs) for propo;;yphene (LIPX) containing products as an imminent hazard urrd~r, ; _ section ~~05{e) of the F-deral food, :Drug, and 'Cosmetic Act, or, ii that can not be accomplished, to -support the k;RG petition to the Drug En- . forcerrent Administration (PEA) that DP3( be placed in Schedule II o~ -the Controlled Substances Act, (t$A) 21 tfSC S01 et Leq (Tab A ) . This memorandum provides ananalysis of ~theimminent hazard issue with recom-mendations for :action. . . . 
~ , BACKGROUND 

. flPX hydrochloride (Darnvon} and ,combinations with aspirin, phenacetin = and caffeine (#larvon Cc3.~;tpound, Barvon Compaumd-b5) were first marketed ' ' in 1957 by Eli Li l ly and Co~ ~nY- These drugs were approved for mar~cei.-' ing based only on safety. After the ICefauver-Harris Amen4d+nents to ' ' . the fD&C Act of 3902, the National Ac,adeilly of Sciences/Vatacnal Research rc~t , . Council {NAS/RRC) .nevieced the published literature on flPX pradu~cts and , concluded that they .-.,ere effective for the relief of pain (Tab B) . The Chairman of the .t1ASIi;RC Drug Efficacy Study Group Panel on Drugs for . Relief of Pain was Louis Lasagna, h1 .D .., an expert in the field of : . . clinical pharmacology and anaiaesia . A 1966 aarticle. review by !.lilliar~ . T. Beaver, t9 .~ . (Tab ~C), -~arotl~r expert in the field of analgesia, concluded as follows : 

, "In summary, ,dextropropaxYPl;ene is a mild oral analgesic which has . . . proven superior to placebo in doses of ~65 mg or more but -which is . . of questionable efficacy in doses iovrer than 65 mg . The drug is , definitely less pot~;nt than codeine, the best available esLir~;a~s . of the relative potency of the two drugs indicating that dextra-propoxyphene is approximately 112 to 2/3 as potent as- the latter drug . We-wise, desctroPropoxYp°tzene in 32 vig to 65 mg doses is . .certainly no raore, and possibly less effective than the usually used doses of aspirin or 14 .P .C ." 
. . . . .. . . . , . . . . . - - - _, .,- 
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At that til3e, accordin t9 9 -Seaver, it was . - Potential of d~extropr*opoxyPfene was 
felt that "the abuse 

evt!n that of codeinc." Slight, substantially llesStfia . . . 
The drug was .not considered "by the Vtarld Mealth Organizati on to . . present a sufficient 'addiction hazard to require interna.tiv~nal narcotics control . These Predictiaw seem to have been substa -..n 

. . tiaxed thus far by the fact that, iR sPi-te of the extr,~njeIy .$ride use of dextroproPoxYPfi2ne, only ~ one Case of dependency on the drug . has been reported i n the 1 iterature_'' 9 
The FDA announced the results of the DESI review in !96 9 (Tab D) and 

. stated that LpX pro-ducts were effective "~c~r the rei i~f of mild to moderate pain ." In an amendment (Tab E) to. the previous announcement, stated that "in regard to the 32~ m , 9 -dose of proPoxY00,3e, r-ecent studies have shown that this dose does ham an analgesic effe,~4f.- in a 

. certain fraction of the population of patients with mild to Fr,oderzr, pain . While 32 mg of propoxyphene is a r analgesic dose, only the y th~ Physician attending a particular patient an determine by ti.trati. .r,c L dose whether that individual patient is one. of the minority a:~,zo wi 1l re-
spond adequately to the 32 mg dose, or is one of the cajorit .~;h~y will require at least 60' mg ~o achieve adequate analgesia." Labeling r.as 
also revised in 1972 (Tab F) . Subsequently many other .generic ,~ uiv - -i~ent products have been marketed under approved abbreviated ~:ev~ ~ ~~ a applications {Af~t3As ) . . , 

Pro-ducts containing the napsylate salt of D?X either alone {~D4rv~on-~~) .,or 
in combination with acetaminophen tDarvoce%. -n ) or .aspirin (Darvon-,d w ; ;-ASA) were r~arlc~eted by Lilly in the earl � ,,h ,, 1970's after approval o-1 'Ju11 

: NDAs . Table i lists the APvDA/NDA numbers, approval da~es, tra~eras;es 
. . and manufacturers of all currently marketed, bp;~ products . 
. .Because of misleading statements with res-PAECt to the effectiveness of -
Darvon made to physicians in a letter fromfl i Lilly and Company we required the manufacturer to make the fo77ewing statem,ent to all . .physicians in a "Dear Doctor" letter in 1972 (Tab G) ; 

."There is no substantial evidence to bmonstrate that S, . m9 of Darvon is more .effective than 650 rng of aspirin (two ,_;grain tablets), and the preponderance of eva-dence indicates that it may be somewhat less effective . The prepsewerance of evidence in- dicates that Darvon is 'somea~~hat less potent than codeine . The best . available ,evidence is that Darvon is approximately two-thirds as potent as codeine . Furthermore, therae is no substantial evidence that, when administered at equianaig,i{ doses, Darvon Produces a lower incidence of si-de-effects than codeine .,~ 
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' . . . . . . . . 
" , . Because of the abuse patent iai of DPX corrtai:ning. products, tMy were contro2~;cd under Schedule IV of the Cont ll d S . ro e ubstances Act JCSA} 3n 1977 {Tab f1j, and the labeling further revised in 1973 {Tab I) to contai -n . additional warnings on a-dverse reactions ; interactions with alcohol , ; tranquil ia~ers, sedative hypnotics, and otter~c.entral nervous system depressants and man 

. . 
; agement of flyerdosage. A ,COPY of the current labelling for DPX pro4ucts is attached (Tab 3) . 

On November 22, 1978, .DFIf14 rRceived a petition from N.P.G requesting that the Secretary imnediat i s y e uspend approval or the ND~is for DPX contain- ing , - ing Products under -section ~D5 (e) of the Food, Drug and Cosmetic , (fD&C) Act on the grounds that the continued marketing of these drugs . represents an imminent hazard to the public bpa3th . HRG cites as the r,easons for this request that, according to information obtained from DfA DPX leads a11 th , o er prescription druos in the United States in . drug-related deaths and that in 14 cities W.-related deaths Outnumbered morphine and heroin-relalLted :deatlis . The .pe- L.Ition states tfiat "If you determine that th i : 
: 

. . ere s no l:egitimate use fur DPX as a pain-killer, and that the drug Should therefore be eVi~ ni.Ucl1v r=n;oved from the crarkbt ihe magnitude of DPX deaths during the 2-3 y.ears iIhat would transpire before the `slow' bannin r d e d . . g p oce ur s man ate use a¬ the imminent hazard pro- vision" tenphasis my own) . 

, Alternatively, EiPG requested that the Secra:?ry support its petition to . DEA that DPX 5e rescheduled as a Sch d l I e u e i rjarcotic under the CcA, 21 U.S .C . u°ai et sea . Under the CSA the Secretary or -HE.-I, tyrou~rh his - delegate th~ A i t S i 

: 

ss s ant fl:ctet~ary for +-~Palti:, prov des DcA with a scien- tific and medical evaluation, and reco~,:; ;~en~atio'ns, as `o whether a dru g -should be -controlled . This recommendation is binding uaon DfA in the _ sense that DE11 
! : 

. % cannot control a substance if 1H.-E!1 recom �flnds anainst Control nor can flrA control a drug in a s~chedule hi~-he r than that 
: 

recom- mended by NE:4 . The issue of whether DPX should be i-nAV2d from Schedule - IV t - o Schedule I I has been placed on- the agenda of the'.Drug Abuse : . Advisory Committee meeting scheduled for feb:uary 12-13, . 1979 (Tab ,) . 
. EFFICACY OF M-C.ONfiAIi"JING ' PRODUCTS 

' 0» RP 2Q-22 of the HPG petition to DEA, the efficacy a ¬ flPX is questioned i th " - . n e section entitled Analgesic Impotence ~-F Propox,phene ." in a review paper published in 1970 by .t4iller e` a! (Tab l) less -than jo's of . the published reports on DPX hydrochloride -th.: ;, they reviewed consisted of double-blind placebo comparisons . This is not surprising in view of :` the fact that DPX hydrochloride was marketed before there was a re- . quirenrent far this type of study. Moreover, the methodology ~' or the R_ clinical assays of analgesic efficacy was being developed during that period, and many of these .early reports would not meet today's criteria . as adequate and well-controlled studies {21 M314.111) . It should be noted, ho~~aever, that ~~:i 1ler did cite 9 of 18 placebo controlled trials where DPX was more 
' 
'effective than placebo . Miller's conclusion that . " 

' 
Propoxyphorre i s no raiore ef fecti vc than aspirin or codeine and may even be inferior to ,th,ese analgesits . . . . Wen aspirin -does t : no provide a-dcquate 
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. analgesia it is us3l3kely that propoxypheme-will do so" is almost the 
identical conclusion . reached by Beaver 4 3s,rs earlier . Prior -to 

. . 1972 label ing ;:cfianges referred to pr~evivA'Y; ii'ab Fj, Dr . Beaver again 
. reviewed the pubI ished scientilic 1 iterataw- on DPX products and cancl c`rded 

. that .tiley were effective (Tab At j . _ 

At the Use of these .revi:ews, it was thouWtthat the majority of 
- . studies irhi-ch 'failed to demonstrate efficaVy showed significant metf,ndo- 

. 'togical prob3e.-ns or lack of assay sensitivty in that they a:ere unable 
; to distinguish between codeine or aspirin -'~"'andards" or placebo . 

: However, recent stusf3es have not shot:n ttes~~ problems ; they are a4equate 
. and well-Controlled and repeatedly demanstmte the efficacy of other 

analgesics bu~ have failed to d0 50 YJ1tYt .t~~`: 

. The petition cites thr~ee recent "negative" studies . The first is a 1972 
study by Mloerte3 et a7 (Tab h), where OPX ~:s compared to other marketed 

._ analgesics and plecebo in a single dose tri:? in cancer patients .. . 
Aspirin (650 vg) was found -to be the most -:dfecti ve a-gent, followed by 

. pentazocinz, acetaminophen, phenacetin, met- ::amic acid and codeine . 
; . Dt'X, etho;:eptLz'ine and prorazine %:ere not :%t erior to placebo in ti,-,.e 

relief .of pain . In a study reported :n 19r Wopicinson et al (Tab 0) 
; zompared single dccses of DPX hydrochloride '55 ing)> acetaminePhen (U50 

mg) -DPX f acetaminophen and pl eb in 203 i s i , ac o pat ent with po-stepi-s oto.-y 
: pain and found that V:PX was statistically zebetter than placeto in the 

re-lief -of pain . Gri3er {Tab P} in a 2 ~dosestu& in 46 patients Com- 
pared DPX napsyjatc! (50 to 100 mg) to codet,-(30 or 60 r1g) and placebo 
_and found that while ;here was no measura~L-.4ifference bet;.;een either 

; . active drug sg and placebo after the first dcsrz: there was a si~cnificant 
differenCe between both drugs and. placebo A:ter the second dose . ,t . . 

.Not all recent reports are negative . A 7w-Mstudy by Sunshin.e .et al 
. (Tab Q) found DPX ratasyi ate at 200 mg (twi--_L-he recomrendeddose )to be 

. signif3-cantly betterthan placebo . The Ime-st dose. used (50 mig) was 
slightly better than placebo but the usual -:.se (100 n9 ) -was not- tested . 

. . These reports reinforce the conclusions o~ -aver in 1~£b -that the 
results of UPX% efficacy studies "of appar~,~y suitable desicn . . .are to 
a degree contradictory." In a second revoe:~by Miller in 1977 j'f~~ -P 
3 studies sho::¢d DPX to be no more ef fect~ .^~than placebo and in 5 others 

I - D{'X was no mare -effective than the standard, . . , 

! . Regarding the efficecy of DPX combinations, the important question is 
. not whether they are ef fPCtive per se szhm ~ is pres u~ed they are at 

~ ; least as effective as the aspirin, acetar.~when or APC component . 
. Rat-her, 4ves the DPX-camponent con tritwte to. the efficacy of the 

- . b3nata*n? 

Ue :.getiti~on cites 3 references . I4opkinsa::et a7 (mentioned previously) 
: °found that acetaminophen alone and in -corr~~anation with flPX was signi- 

ficantly :core effective than-DPX alone andp.lacoebo . There was no 

* ',' 
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Significant 'difference bct~~recn the efficacy measures for aacei:anincphen alone or in combination with DPX . floertel et ai in a 1974 sL&dy (tab °s : of the efficacy of -combination drugs containing' aspirin found th-~ ~~ 'compounds (-codeine, pe:ntazocine and oxycodone) significantly increased the analgesic efficacy of aspirin (650 mg) whereas DPX napsylate (;t;0 mg), ethoheptazine, pentobarbital and caffeine did not . Hoertel noted the "conflicting evidence in the iitera#:ure .regarding the effectiveness of propflxypfiene" and concluded that "it remains to tie clearly estab-lished that its popularity reflects true analgesic effectiveness" . 
Bau.er et al in 3974 {Tab T) reported a factorial efficacy study or DFX, aspirin, and AK in 610 subjects .by 2 investigators in ~2 separate institutions . The addition of DPX to the anti i nfiammatory anal~ce; ,cs (aspirin at 3 different doses, phenacetin at 3 doses, plus or a:iriu ; caffeine) did produce a significant increment in analgesia . flc.;erar, ~DPX was never tested alone, and the increased analgesia of the DP ',7 combinations was accompanied by a significant increase in siA.e e: ~~~~s, The authors noted that the aspirin containing products were oac{:e~=d inproperly but the possible loss of efficacy due to phar,;-taccutic--i instability was 'not tested by cherifcal analyses . This positive ;: : ;:1 l-i-factoria1 study of the contribution of tPX to the effi,cecy of DQY ro~;; ;- ; is large, contains 10 nedicatian test groups but no placebo r_o ntroj, has other methodological orob3 .ems . According to the authors the obtained at the two institu:ficns "differed significantly and po ; ;, :;y should not be pooled" ; ho::ever, the results were pooled and no i ̂ d ; vi 4,;~': assessment is possible . ~ "iUl^°oV$l^ the most effective treatment er;, ::D used DPX naflsyl ute at 2100 ^~g (twice the recomimended ~ dflse ) . There also a failure of relative potency assay assessment or" the dt'frerc ;:~ doses of aspirin, thought possibly to be due to the instability of t,'^,,-aspi.rin due to the defective packaging . 

' This is .the only study that Miller in his 1977 review (Tab it) accepted as showing OPa's contribution to the DPX-APC combinations . The prcL-,i--.ms of design and analysis in this study, as noted above, are hourever, substantial . Miller found »o acceptable studies published since his previous review in 1970, showing t-hat DPX contributed significantly to the efficacy of DPX-aspirin or DPX-acetaminophen combinations and :a fact, the only recent well-designed studies (Moertel & ha,pf;inson) s ho;;ec no contribution of DPX to the combinations . 

This i s in contrast to the 1971 review by Beaver , (Tab M) where he cc-n-cludcd that . "although the design and results of available studies cCM- . paring combinations of DPX and either aspirin or APC with their in~i,id-ual constituents leave much to be desired, there is substantial a`Jl _er ;,_n . that these combinations are more effective than their -constituents a :::,in-isL.ered separately" . . 

i 
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, RISK ASSESWUIT OF DPX . 

Before discussing the safety jQr lack of safety) of flPX, some d~t-a on . the extent of use of the UPX compounds must be assessed to provide 3 background for considerations of risk, factors, death, abuse and ad, :erse -reactions . The use of DPX as determined by total prescriptions c:,- pensed in the years 1 :'64-1978, is presented in Figure 1 and 2 brc=::n down into categorizes according to salt and combination products . - 1978 data is an -extrapolated figure tar the year based on 9 months, 0 , data . (Figures 1-4 and Tables 11-VII are supplied by Dr . Judith �,^, nes _ . ' , Acting Director, Drug fxperience , 8#3) . 

. , It is of note that there is a decreased use of the pro'poxyphene products . _ following the placement of the drug in Schedule IV, but this rnay ~~ . ; consistent with the downward trend which is evident beginning ir, ,~;4, * ` . Overall, propoxypttene prescriptions decreased b" from 1975-1975, 197f-1977 and 7:s from 1977-Z978 ~~basei an projected values) . This i ; _ associated with an overall downward trend of lesser degree in pr2_-rip- . tians for all drugs during this period of tire tfigure 3} . 
Data on the recipients of the prescriptions and the prescribers pr.- "A`p some background for addressing the question of the risk of these p:-o- ' ducts as well as the impact of a possible withdrawal of such prc_'; ; :;.Zs from the market . As presented in Table Ii, which di~splays -date frz- ; t ;- = . National Disease and Therapeutic Index (fiOTI) -for July 1977-Jufi~ ; : :s : , it is apparent that the recipients of the [3?X caMgounds are of al, although the largest percentage of prescriations go to "I"Fose z~~dl :; cr- alder . This is of significance t~,ith regard to risk cansiderat4ens and for comparison with the demographic features of reported deaths (to te ; discussed later, . 

. 
` Another estimate of sales from October 1977 September 1978 is sfi:a::: in Figure 4, which shows dosage units of DPX conapounds dispensed versus 
' 

codeine and morphine . It is important to note that this inclu~des IC-1v data from retail pharmacies and does not reflect use in a hospital . setting, which ,is of importance with regard to morphine and single- entity codeine preparations . DPX and codeine each represent a .c, almost 1 .2 billion dosage units dispensed during this time period ; -.heir prescription sales are, therefore, ~conzparable . 

' 
A factor of considerable significance i s that minor tranqui 1 i zers end ' non-barbiturates are frequently the drugs prescribed in conj.unctic n :rit^ DPX. It is of note that only an average of 50% of the usage of P"P:ti is alone ; the remainder is in association with other drugs. The pr.escr;ser= are more frequently internists and gen~ral practitioners than sur:-c ::; . In almost half of the cases a continuation of therapy is mentioned suggesting at least some degree of chronic or nonacutc use . The L-s---ge most frequently nkntiond involved either surgical after-care or t: ;- . . , eases of bone and movement folloti-md by use in conjunction with aci:i ;:r_-r4L's . 
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On the first page of the petition, HRG stated that "the narcotic pro- 0, P KYPkne (as in Darvon) lead ll h . . . s a ot er be prtscription dr-u-cjs i .n tt United States in drug related deaths ." This conclusi-on is apparently b ased on data derived from the Drug Abuse Rarning Rct:wvrtc {,DNWi;) <DT! : ;!- . . . reported emergency roam (ER) mentions and deaths due -to ~DPX ;n relati~ort to the nua:b f . er o prescriptions issued are shown in Table III along v~~-t!; similar data for other drugs ; these data ; arc fro DAWN m and IMS A,:erice (KIf'1t) . These data support the fact that DPX is one of the more fre- quently n:entfoncd drugs . However, the ratio of DQX associated deatbs (coroners' mentions) t di ~ _ o spensed prescr i.ptions is lower than that for the barbiturates, ei:hehlorvynol, glutethimide, mrt~iaG ;ialone a-mitri ri , a - 1 ine, daxepin, and p.entazocine ; . OFX ranks 12 of 27 in this analysis . . . 
: . 

t 
Table V compares total coroners reports of deaths (associated with DPX alon i _ e or n conjunction with other factors) with .ER room visits . . . . . Although there is a sli ht in r g c ease in deaths in 3977 as comoared wiLi; the previotls 2 years, this difference is of questionable si nifi G a z nee . If ratios of these two sources are considered, it sugggests ihat 13-i-6': of emergency room visits associated with DPY, have a lethal outcome and only 3-5h of death e : s, ar associated with DPX alone . 

I . 
Further analysis of these deaths reveals that they are predominantly d;;= to suicide . Table IV reveals that 58a D of PX deaths .srec~e intentional ; this compares with 50" " for codeine . This .contrasts t"rith the peti~i~n - - which states on pave f, that most DPX _.deaths fell into the "a-cci~~-n~ :1 overdose" group . Eoth the $aselt {Tab Q} d f1 ? an nf;?e (Tab R) r.e = por~s considered some deaths "accidental" rather than "intentional" but 

t 
. neither defines the ~criteria upon which such a ciassir~~c~ti.on ~;as ~r;,~~,, In the Basel t report some of the accidental cases irrgeste-d such large amounts that the norpurposefu1 nature of th i i ' e ngestion Z ngestion 1S difficult t0 sustain . finkle dues discuss the reluctance. of corone t d i 

i 
rs o esignate ambiguous deaths suicides and infers that the accidental category ma b y , e over recorded . 

. ; : 
' 

. , 
Further confirmation that most deaths are intentional rather than accident l i ' a s seen in Table 4 I where data from the HDTI, Poison :Control Centers, adverse reaction reports, DARN, and the Finkl t d . . ; 

:e s u y are . compared . . , 
; 

' A comparison be~~~men this table, which ̀ dcnwnstrates that deaths due to . suicid o . es ccur pr&ominantly in the -~)unrer age grbups, and Table 11 which do,~onst;raLcs that most OPX use i dis , 
, s proporticnatly hi-g}-,er in t4 �e older age groups supports the hy.pott;t ;is that most DPX death . . s are the . result of use in younger age groups for suicidal purposes . in fact, _ 

. . ~ . 
. ; 

. 
. . . 

. ~ . . ~ . 

~ . ' 
- 
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only 1-8 % of the suicide aL-tempts are in the over ~60 age group ti~;hich . accounts for 35N of the prescriptions . This population is presumably . nwrc subj~ect to cardiovascular, respiratory and-LHS problems but the paucity of deaths in this age group is notable . in contrast, 12-37..̀' of the suic'rde atteripts are in the 10-19 age g~oup whizh accounts for only . . 7% of the prescriptions ; 27-4iN are in ttr~d 20-29 age group with ap- proximately 15:j' of the DP?( p rescripLians .,* it is apparent, however, that DPX is one of the most frequently used drug "instruments" of suicide a:~~d sui,cide -gestures, rank7~ng 'behind only the ,;barbiturates as a group . . , ..~~ , 
It is impressive in looking at overdose fatalities, that the majority cf deaths occur when DPX is taken with alcohol or other drugs (Table VII) . Now4ver, approximately 23,-;o of deaths occur when DPX is taken alone . There is also some evidence in -the Fjnkle~ report that a -small percent':;_ {5-?!) of the deaths occurs in a particularly "susceptible" group where death occurs within 15 minutes at ingestion . These were mostly drug combination deaths . 

Although there are many problems with interpretation of blood concentr:-tions of DPX and its metabolites, 15% of deaths in the fir.l;le sWdy showed blood levels not greatly different .*from those of high tnerzpEUi:- , dos~es . Dr. Edv:ard Press, Oregon State Public Health Officer, in a ~ ;.r-sonal communication' (Tab 11-J" ) described at least two cases out of seven reported deaths ~~rhete the overdose appeared clearly accidental . whi i e these reports are anecdotal and incomplete they do lend support to the idea of accidental overdose . . 

Another safety parameter is the oc.curr.ente of adverse reactions rather than death . According to Miller and Greenblatt (Tab X) adverse rzacticn= to DPX in hospitalized patients -are inf'requ2nt and mild . Moreover, the adver$e reactions, although qualitativl-ly similar were quartitatiti~e1~~ -less than with codeine and other analgesics used in hospitalized patlznt ; . . Standard tolerance studies in volunteers revealed no significant dif-ferences between DPX and placebo (Tab Y ) . In contrast, Good. ,,-.,an and Gilman (Tab Z) state that in doses equianalgesic to codeine it is likely . that the incidence of side effects would be similar to 'those of c0deife . i . . On p . 8 of the petition the writer considers "why i s 0PX so toxic" . Din overdose causes respiratory depression and this effect is substan-tiated by a large number or case reports from a wide variety of source s . .' .Not:ever, .the petition raises the issue of a specific and primary card-o_ toxic effect, of atri.o-ventricular no : 11 conduction, and this issue is . more problematic. t4lost of the reports ')f cardiac arrhytfimias in DPX ovcr<fuses are reports of such effects after central depression has occurred . The cardiac conduction abnormalities observed are thought to . be precipitated by the anoxia following respiratory depression and . . arrest (Tab A11) . However, there is ~r.? recent case report by Starkey (Tab Ni) where c~trdiovascular de-pressi~en and heart block, a1Lhuu ;h occurring after respiratory arrest, appeared to respond ~drata;at i,.ca 11y to . na1oxonc suggesting a specific DPX induced cardi~otoxicity . Zardioto "r,icit ;~ at a ttx:rapeutic dose has not been observed . 
. 

' :~:i 
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further information an Uic relative safety of .0PX is found in several IPtUs Where D1'X na~psylate Was used at (loses of 600 to 1200 mg ,pcr 4` � (i 1/2 to 3 times the usual daily analgesic dose) for several :;ee ;:s . , .approximately 1~00 patients no deaths Were reported and adverse reatti~,. = .= ~ were of the saiae magnitude as in analgesic studies . 
BENEFIT-RISK L~Oi1'SiDrR11TI0!4S 

Key factors in considering whether the bertefits of DPX j.ustifijr the risk, are as follow: 

: 

x- ; 

i 
i 

i 

t 
i . 

1 . Mild to moderate pain is a disturbing sign and symatb,:, of man ; . disease processes . Although chronic and/or severe pain certainly can interfere With normal daily life activities, this is t1,; : ,S~; a the case for mild pain . `ievErtheless, relief of mild to mcferatte . pain provides substantial benefit to patients with this sy= ;.c-;, 
2 . There are two safe and effective over-the-counter ~LTC) drug-c for the treatment of mild to r.odQrate pain, namely aspirin ~:~.:~ . acetaminophen . Like all drugs -they are toxic at high doses and be lethal, but there i s no abuse liability. They ~do, io;:e ;°er, produce adverse reactions in certain individuals including z~':;,ere . allergic reactions and, in the ease of aspirin, gastrointestinal . bleeding and peptic ulcer . . 

3 . Other alternative prescription analgesics include codei ";e (*Schedule II), codeine combinations (Schedule III), p.en±E!zcc : :7e (recently .Schedule IV) and a pentazocine combination . i mixed agonist-antagonists -ts have recently been marketed in- .par : . form {butorphena1 and nalbuphine} and will likely be market=-4 in . .oral forms as well . Finally, several nonsteroida7 anti-in f . matory agents, some already approved for ot 
' 
her indications, under development as oral anelgesics . These agents have s.'.;,*-!in no abuse potential and 2 members or" the group will probably ~~ ::- -. ' praved for marketing in the next year. . 

4. DPX i s an effective prescription drug ,roughly .equi val e-r z : n effectiveness to the OTC drugs, aspirin and acetaminophen, a. .̂,: less powerful than other prescription analgesics, such as co~dei^; .and ' pentazocine. -flPX has a potential .for abuse, which vizs re,coc^? ;au when i t was listed under Schedule IV-of the CSA i n 1977 . i i have same specific benefits over other analgesics in pati-ents can not tolerate aspirin, acetaminophen or codeine, and in u operative patients as a non-antipyretic analgesic, to avoid masking of fever and wfien constipation should be prevented . 
. Pain is a v.ery subjective process ; patients may respond _ drug but not another based largely 4n~ psyehogenic rather than physiological or phar"ea,ccol-ogical fattors . -The fact that aspirin 



. . ' ' ; 

. . Pap lO . . , 

and acetaminophen can be purchased without d prescription sucl ' . to many patients Oat they are v er pain 'relievers ; tfve -drug t'c.:: . can be obtained only after a visit; t0 the physician for a pre- . . scription is often judged to be stronger by the patient . 
. 6 . Epidemiologic data indicates that OPX .is implicateZ, alone or togettter with other dru~s and alcohol, in some SO? deaths per year-This ranks VPX behind only the barbiturates as a 1eadina tause cf drug deaths, although when considered on the basis of pi,2scri-p~i ;,r_= . issued, OP3( ranks 12th : out of 27 . 

' . 7 . The evidence indicates that most of these deaths are sui:ci:ues = or abuse related . . . 

: ' 8 . However, there are cases in which death appears to be acci~c-n=_ These are usually s;bere BPX is taken in association with al.cohol and/or tranquilizers . There are no cases known to the Division . present where ,death appeared to be caused by D?X tai:~en al01;.e in . customary doses and neither alcohol nor tranquilizers were also imp l icated . 

', 9 . The mechanism of death appears to be respiratory depression, _ typical action of narcotics . Cardiac toxicity has been .pastulat . ~ but convincing clinical examples are not available . 
. When viewed in relation to aspirin, acetaminophen, and codeine, DPX appears to pose a relatively greater risk of ,dp.atfi from a societal point or vie:r but not to the user taking $tfie dt-i;y , property under the conditions of labeling . 

i . 
(7 ' The benefit/risk considerations are somewhat different for the products i . . which . contain DPX in combinations with aspirin, acetaminophen Or APC . 

1 . The major benefit of a fixed combination drug is Ito increase I . patient compliance ; patients are more likely to take their fredica- tian as directed i f they only have to take t pill instead of 2 -o ;- 3 t pills 3-4 times a day. This is especially true for the treatr;er,t of chronic conditions (such as hypertension and epilepsy), where . there is no i~iirediate ill effect apparent to the patient `rom not : . taking the medication . Howiever, corr.l iance is not usually a . problem in the treatment of pain, especially with drugs that have a # short duration of effect ; patients are l~ess l i-kely to forget their . - medications, if they have pain to remind them . 
2 . When analgesics are -u'scd in combination there may be an . additive , effect even an occasional "pottn'liating" -effect wFerRLy one drug will increase the efi'ectikness bf the-other, in t-he case . of Df'X plus aspirin, atr.tarninouilen, or 11PC, it is not clear that there is even an additive effect . . 

.~ ~ . . _ 
, . - 

. . . 

_ ' . 
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' 3 . Any argument that DPX i s needed as an alternative trez!+t:.~~nt in patients who can not tolerate a3piriti or acctaniicwplien is ir:~0levar.-fo~" these ~co«r~inations . ~ ` 

4 . When drugs, are used in .combination, there may be a "p :-tec-tivc" . . effect wfenei~y one drug reduces Vi.c adverse effects of the . This is not the case for DPX combinations . The risks of ~1~a cc;:b ;^~ . tions would be expected to be greater since in overdose, V- toxi- . - city of aspirin or acetaminophen must be treated as well as - ,~-at o; oPx. . 
. 5 . Epidemiological -data indicates that both the single in.S- .r.ed ien t and combinations are impl icated in deaths . . 

CUHSIDUA3IOjtS RELATING 'f0 IMiAIU;EfiIT NAZARD 

_ The irrminent hazard provision of the law gives to the Secretary o,-" D::rE;I the authority to remove a drug fii- ion the market immediately by . a new drug application (and later -conducting- an expedited hear-'r-2) if he feels that an imminent hazard exists . The petition has r.--::, ;;=-;zed the Secretary to exercise his authority in the present case . 
The imminent hazard provisions of the FD&C Act were first invok.e,: c.r, : July 25, 1977 when Secretary .Calirano issued an order suspending z- :)- . proval of the NflA far the drug phenformin . In that order, the ;-~iar .: articulated the criteria to be consi-derQd in ~determining v;heth:er 2~: . ' proval of a new drug application should be suspended on the g; c :: .~.,-.s~_h a -Z the drug i s an imminent hazard to the public health . The valid-,-- :o ; ' these criteria was upheld by the United States District Court ft) 

:- 
; - District of Columbia in Forsham vs Caiifano, 442 F. Supg . M, 2;. ;; 1 . --~--- , -, ~(D.D .C . 1977) . An analysis of. DPX in re ation to these criteria :;~1c:rs : , 

1 . "The severity of the harm that could be caused by the ~c :-1jg t . during the completion of customary administrative procee-darcs . withdraw the drug from I.-fie general market ." 

According to the National Center for Health Statistics, in i4Jv~ . . 121 deaths were attribut~ed to DPX and 846 were in cor.;binat ;ct with other drugs . So~:e of these deaths were undoubtedly associa~ :--, : DPX (Table VIII) . There were also 736 ,deaths from uns-p2ci .C: =a . drugs . ~i ve~~ the 647 D!~::i~ . coroner n~ntions in 1977 and ~h~e ~r~~~rs . of both over and under reporting associated with a specific it.-u3 in , both data bases, there may be anywhere from a few hundred ~~ : . ~ thousand deaths each year associated with DFX . The vast r:a;;~~rity . of these deaths are r"rcm suicide . MIX ranks second to barb ; : :;ret"es as a drug associated with suicide and accidental death, but i_tz ; when consid~ered in relation to availability in society (nu!::~-~r of ' prescriptions issued) . Some, perhaps as many as 25Z of -OP:< - ?a~ed deaths , may be accidental, but in ttese case; the doses are ; probably at or above the recamimenc#ed dosage and !:he drug is ;,-r -ed in associlii~on with alcohol and/or tranquilizers . There are no . identified . ,deaths in «lOch U1'X was taf.;cn in recaanended doses in 
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the ,a#rsEMcr o!' Other drugs acting ,on the CINS . 

: 
1 
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. "The 1 i I;rl i hoocl thit the drug will cause such harm to users; While the administrative process is being completed .- 

if "users" are limited to patients using t#te drug as directed by a physicial for relief of pain at doses recornmend.ed in the approve] . labeling, there is no sound evidence that deaths will Occur :ritiot,:ti the cor~conii tant use of trarrrqui 1 i z-er!? or alcohol . if tile term 'iusers" is extended to include use at higher than °recflr,:nended doses or in combination with alcohol or other drugs active on the CN5 then scr,:o c~2.7Lths wi i l occur . The number is impossible to state .but ~~could be several dozens or up to 250 each y~car . The Uivisi~on believes this type of' use should be-considered within the con t;ex-of medical use ; i .e ., it is not itlientional misuse or abuse and it-may reflect an unawareness by physicians and patients of the warning in the package insert an accidental death . If misuse, . abuse, and suicide are included then the assumed death rate will be as stated in item 1 above . 

3 . ~ "The-risk to patients currently taking the drug that m-;ght be occasi~one~i by the immediate r.eaio~:al of the drug from the market . °~ 
- With the .availability of other prescrintion and OTC analgesics, there would-be no risk to patients from the iFr-rediate removal oil the -drug, . 

. : 
4 . "The likelihood that, after the customary administrative , process is ~co;rpieted, the drug will be ~vithdra~~;n from general marketing ." ,, 

. Based on our rev.iew of the efficacy, safety, and .bpnefit/risk considerations, it is not clear that the drug should be withdra:;n from the market or, if this were attempted, w,hether the FDA would prevail on the nerits . The COmui11S'S1OClf't' trust demonstrate that "there is a lack, of substantial Evi4era.ce that the drLs will have the effect it purports or is represented to -have un4er the con- . ditions of use prescribed, recommended or suggested in the ia5eling thereof" (21 CFR 314 .115(b)(3)) or must desnons ~rate that "the .d ;-u=; i s not shown to be safe under theicondi ti ons o+` Use Upon tf,-- basis of which the application was approved" (21 UR 314.115 (b)(2))-
Given the previous conclusion by the Agency that the drug is an . effective, even if weak, analgesic, it is difficult to allege lack of efficacy as a cause for renw: , .1 . The drug appears to have sQr,:L effectiveness, although its repi` .at 

' 
ion seems to be much grcater than the evidence inditates . Kc ..ioval of a drug as unsafe Ws.ed on other than harr;i to the pai:i~ent frori the drug as labeled is arguably Outside the above provision and at least constitutes a new ioaal argueIent that has not been made to date . That; does not mean Ase 
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. sllouid 'not -take that position Wi i :t, DpX . IL only means ti:at z f t ;~, . do, vie ar-~C on uncX0t~red ground without legal Precedent amd cannot . readily conclude that there i s a high likelihood that ~:.~ A; e;~ i d Prevail . The risk to the public fxalth or society in gen--ral -( ;o;. example, from abuse), rather than risk to -the individual -user, is an argument that is being consiclcr:.ed for the wi .tfulran:~al of the obCsi~:y indi~ation for the am~~ctGniines . 
. 5 " "The availability of other approaches to protect the " public: health. 

There are several Other options available -to the fBA that could be attempted. They include but are not limited to the fo l lati.~i 11" : 
A Revised physician labeling particularly to er::phasiLe -even more the possibility of deatll from 7P3( use in c9c3juncti ;, ; with tranquilizers and alcohol . A bold faced warning to this effect has been in the package inser-11: only since April i-9:08 and its impact may not yet have been felt . 
B. Physician education via FDA Drug Bullet-in, "D3.ar Locto-" letter, publications in professional journals -etc . 
C, Pa tien.t -education via patient package in~sert, fVA Co,^-sumer,e-t,:-1, 

. D. Rescheduling under the CSA from Schedule iV to Schedule II . This is the only other option sought by the .c`=; . - This subject has been placed on the a-etn~da of ti;? 12-13 meeting of FDA's Drug Abus£ Advisory -Cca~irni t4ee y . (Tab K) . 

, .̀ Because these other approaches have -not been exhausied in an att= .-.~_ ~- . minimize those ~dcaths from DPX that may be preventable, it can he that they should be tried before an attempt is made to remove DPt ; the market . Again, this is not an overriding reason that t~:ould prevent our prevailing on the merits, but it is an obstacle . 1 
.POSSIBLE 

C~DjjpSfS Of ACTION : 

1 . If a decision is reached to withdraw one or mare CPX ND:'-.s 'an"d , the five criteria listed above are met, then an order should prepared for the Secretary to suspend the applications as an i nu~Orrent, hazard . 

. I f a decision i s reached to withdraw one or more DPY, f;-'.s the five criteria listed a-bo~:~e are not met, then the a~~pli~ ; ;;~ :~rs cannot be suspended as an ir,nainent Irazard . .the section of t~h~ Petition which requests consideration of rt~moval of Dp" i'ro::~ 1-aiart;a as an ifrr,:aintnt hazard must he dreni(,.d, and an 1-11,01i on a . Withdrawal , of thr JjDl1s should be published in the federal Rea i s ter . 

. , 
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. IF a decision is m~icte ?lot to withdraw One ~r more .ft~~ ~,~;;, -s . . . tt.on the section o~' tti.c Petition t:liich r.ecRrCsts cons3dCr-ation c,` . removai of DPX frncn the market as an iitrninrnt; hazard ~:x~st -tre cfeni.ed . There are stv`ral Methods of obtaining actditional in~ . 
- 

t~ . on whether a« r10fi should be publisfted : r^::~ 

. A. . More extensive "in-house" review, . 
. More extensive "outside" review by Special Cvvern::*nt . Employees (SGfs ) as consultants to an advisory cor"Mi -Lt~-:2 or expert reviewers to the Division . 

C . Advisory Committte presentation . . 
. D, informal public hearing . 

' f' Special services contracts to one or more experts in the relevant Medical area who are not S4GEs . 
- - 4- If a derision is reached that an .fJOH should not be u51 i t~-~ because the requirements of 21 C~F-R 314 .1115 can not be ,~~, . o~~" actions to highlight the current knowledge on safety and ~ef~;=eci. of DPX prodt~c~s can be considered, such as revised label in~, -Pf~~~sician .e~ucation (Qr~rg Bulletin), pati~nt education (pati,erzi package insert), cna~nc,ieS in drug ad~:ertisin3, etc . 

. If the Drug Abuse Advisory CO,7 
recommends that flPX be placed in'~.hedul .e II of the CSA and 'the FD-,';, thSecretary of HE.1 and 0~~'t agree and such sci~aLUling is su~~~s$ ;~; ;'.. .,. accomplished, then the portion of the petitioa~ which r~~4esLs rescheduling can be acc~;pted. If there are inadequate g~-cur,~ s ~s ; ~ . . . . such rescheduling, then that pflrtion of the petition rust' be -der�`z . . . . The five options and the actions that 1:ouid follow are summarized be1c:r : 

' _ . 0' tion SuS end Withdraw 
Action 

' I Yes Yes Order by Secretary Ca l~,~ . . .: . 2 . No . Yes Portion of petition deni~--, . FR publication of kifl ;! 
. 3 . . No Undecided* . Portion of Petion denied . . More information gathered C 

_ . A. E'DA staff review . 
8 . FDA consultant revie:~r 
C. fft publication of 

Advisory i;o: :rji Ltee r:~ .:_ : 
D . ra Publ ication of an 

. . = inforrrkal hearing 
; . E : F DA -co ntracL 
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. N° . Portion of petitf,,,~ 
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. No Reschedule to 11 . : f aC~cc-- accePt .Portion or= ~nt i t 3t :: . 
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