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The Comnil ss lorier of Food ang Drugs

Recomendations Regarding Declaring Propbxyphono an Ioalnent Hazarg.

This netorandun is |p response to your request for the advice of tho

" Food and Criyg Acng ristration on a patition of viovetibher 21, 1973 Yren the

lealt Resazre CGroup (iing) requesting +ha+t you lc::.edla*i-c:!y sushond

Epproval of vha naw ditug @pplications fep drofoxyphizne pursuant +o

section 5035(g) <f the ‘edorat Food, Cruq, ang Cozmetic fict e the ground
vhat ihe druggconsw"i*.'ur'cs a0 luominany hazard 4o the pusllc heal+th, Ao
B0 alternativs CCUrsa of ection, 51 asks Thot YOU supcory Its petiidan
To the f.':rug,' trnforcomany Adiind siraticn to revo Propexyphena fren Schesule
IV 1o Schcdula | of The Centrol feg Substances Act,

As you are &vere, prior to 1977 the Yiemlnont hazaprg" Provisicn of $hq
Act had nover veen Invokag by +ha Socro?ary‘. Cn July 7, 1977, vCu
Iscucd zn ordar suspending approval of +he neir Grug Spplications fcr
phenforain, In your ¢ag slen you o forth flvs factors whleh ehould ba
cons_lo‘ercq in evafuating WASTRSE wpproval of a ney drug appj lcatlcon
should be Suspondad on vhe troend that continued Uso of thg crug wilj
censtituto an leainent hazary TO the public hezlth,  The valldity ot
these fivs <rituria for ¢otermining the oxlstance of ap Ieslnent hazzrg
was upheld by tvhy Dy strict Court for the District of Columbla In Fershenm
V. _(EJ_!_Ij:_Q_, 542 F, Supp. 203, 203 0.0.C. 1977).

As a result of the HEG pot] tlon ang YOUF request for mco:rnz-endaﬂons,

. the Burcay of Lrugs cencucted an extensive rovicy of tho da+a cltcd by

'HRG, Cthoer avallchiao rezorts of studies ¢on Prepoexypheng In the sclentléle
sz-ra‘:'urc, Inforizatisn avaitable fren the Crug Enforcement Adalnlstro-
flonts Drurg Abugs arning Notuork as well as data |p The noy druqg .
epolicaticns for ¢russ convalning Propoxyphene.  |n addition, thq Curezy
olso rovicuey data subiviited on Bovermnar 22, 1978, by Eit t1) ly and Ceam

- Poay.on faislitlos resulting from the raaufactyrer's Proposyshsna

products,

Ina scharato Romorandun, i, Ronalg l-’arlencl, Dlrector of the Divigien
of !.'::urcph:rr.:.':co!c.-.{c:el Urug Prodicts In tho tureay of‘{),ruf:!;,, diccuceog
In ditatl thy sclentific wny tediesl lonuus, ond aualyres thosy I, Terns
of 1ho flvo criteria you o3tablished for rnsklng 1ho Itaalnent hazard
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oxlst. This memorandum Is cacloced as Attachmont |, Dr. Kartzlnol
ceacludos on +hy hasls of his reviev of +ha data that a substantial
majority of the fatalitlos that havae resulted from Propoxyphena have
occurred as a conseauence of dol Iberate shuse or overuse tar In cxcess
of tha rocomrmended dosaas for the drua and that thera aro no voll
docuantad oxamwlos of deaths when tho drug. Is tokon under tho upproved
condlfloas of lubollng,

There ore, howover, a number of reports renarding fatatltlos resulting
frem +ho censumntlon of propoxyohens In a-ounts noarately or sliaht] v
abovo rocorvwnidnd dosaaes [n “asoclavion with trenqul i zers and/or
alcohol. liarcover, rocont studies havo ralsed doubts about the doares
of offectivenc:s of prodoxyphore at the recemsondod dosanc in realjevi no
pain. The methaddlony for fosti na enalassics is frauaht #lth tochaical
difflculties, Including a hiah rate oY response to a placebo, Thkoa tost

oRC can say at prosent Is That propoxyphcnn Is a mli¢ oral enaloasic and

© lis popularivy s arcater than the evidanco suncests i+ ourht fo ba.
Qut I+ Is a wsoful amalgesic In Cortaln pattents who do not Yolerate
» asplrinor codsinag well.

Tho Divislen tnd the Turesy lizve madas o recoemmandation fo ma reqaarding
ihe declaratien of Irmlnent hozard, concur In Fhot recommiendation,
Vo are preparsd 4o dlscuss bt with you at your ceavenlence, snd $o
sugtest a drafid remerandun 7o Le sont o Or. Yol feo.

Donald Kennedy

Attachmants:
Attachmont | - Or. Kartzinel's momorandum

cc:
Ecoples w/attachmants o Secretary's Office .
HF A=224 HFJ-1 A
HF-1 (2) HFJ-5
HE-2 HFL-1
D~ ypyg
. HFD-2 :
HFD~120/Kartznal
GC~1

Propared by: R¥artzinel/1/12/79 - 34020
Rovised by: JRCrout/1/12/79 - 32302
Edited by:  D¥eansdv/diCrout/1/16/ 79
F/T:clq:1/12/79 : -
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s PUBLIC HEALTI SERVIGE
FOOD AND DRUG ADMINISTRATION

‘ NI E I\/IO R A ND U i\/I DEPARTMENT OF HEALTII, EDUCATION, AND WELEAD

TO :  Director, Bureau,ofeﬁrugs (HFD-]) ’ ADATE:Januany 15, 1979
: Through: Associate Director for New Drug o

e _ . Evaluation - (HFD-100) LT

FROM =‘ Director, Division-of“ﬂeuropharmacologicql Brug Products {HﬁD-]ZO)

SUBJECT: Evaluation of Propoxyphene vaCTION‘MEMORAHGﬂM

.8
1

- ISSUE

' - The Health Research Group (HRG) petitioned the Secretary of DHEW on

i - November 21, 1978 to suspend the new drug applications (NDAs) for
propoxyphene (DPX)~cantaining products as an imminent hazard under.
section 505{(e) of the Federal food, Drug, and Cosmetic Act, or, if that
~€an not be accomplished, to support the HRG petition to the Drug £n-
forcement Administration (DEA) that DPX be Placed in Schedule IT of the
Controlled Substances Act, (CSA) 21 UsC 801 et seq (Tab A). This -
memorandum provides an analysis of ‘the imminent hazard issue with recom-

BACKSROUND L -~

DPX hydrochloride (Darven) and combinations with aspirin, phenacetin
: - and caffeine (Darvon Compound, Darvon Compound-65) vere first marketed
- in 1957 by £1i Lilly and Company. These drugs were approved for market-
- ing based only on safety. After the Kefauvep— arris Amendments to the
.. FD&C Act of 1962, the Naticnal Academy of Sciences/tational Research
\ - Council {NAS/NRC) reviewed the published literature on DPX products and
concluded that they were effective for the relisf of pain (Tab 8). The
Chairman of the HAS/KRC Brug Efficacy Study Group Panel on Drugs for
- Relief of Pain was louis lasagna, M.D., an expert in the field of
clinical pharmacology and analgesia. A 1966 article review by William
T. Beaver, M.D. {(Tab ), another expert in the field of analgesia,
concluded as follows: L . .

it L . vl
“ -

“In,summary, dextropropoxyphene 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 lower than 65 mg. The drug is
definitely less potent than codeine, the best available estimates
of the relative potency of the two drugs indicating that dextro-
propoxyphene is approximately 1/2 to 2/3 as potent as-the latter
drug. Likewise, dextropropoxyphene in 32 mg to 65 mg doses is
-certainly no niore, and possibly less effective than the usually
used doses of aspirin or A.p.C.* N :

- . N __/'
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“applications {ANDAs ).
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At that time, according to Beaver, §% was folt that "the abyse
potential of d—extropmpOxyphene was slight, substantial]y less tha
éven that of codeine, ® o n

The drug was .not considered "by the ¥orld Health Organization to.
Present a sufficient addiction hazard to require international
Rarcotics control. These predictions seem to have been substan-
-tiated thus far by the fact that, ia spite of the extremely wide
. use of dextropropoxyphene, only one case of dependency on the drug
- has been Feported in the literature.®

The FDA announced the results of the DESI review in 1969 (Tab D) and

- stated that Dpy products were effective *for the relief of mild to

moderate pain." Ip an amendment (Tab £) to the previous announcement ,
FDA Stated that "ip resard to the 32. mg dose of Propoxyphene, recent

physician attending a particylar patient =n determine by titrating the
dose vhether that individua) patient is ome of the mirority who will re-
spond adequatel Y to the 32 mg dose, or is gne of the majority who wili
require at least 65 mg to achieve adequate analgesia. " Labeling was
also revised in 1972 (Tab F). Subsequent iy many other generic equiva-
lent products have been marketed under approved abbreviated few drug

in combination with acetaminophen (Darvocet-r!) or aspirin {Darvon-y Wit
ASA) were marketed by Lilly in the €arly 1870's after approval of ful
NDAs. Table I Tists the ANDA/NDA numbers, approval dates tradenames,

.- Because of mj sleading statements With respect to the effectiveness of

Darvon made to physicians in a letter froz £]i Lilly and Company we
required the manufacturer to make the follawing statemeént to al}

,‘ physicians in a "Dear Doctor" letter in 1872 (Tab G):

tablets), and the preponderance of evidence indicates that it may
be somewhat less erfective. The prepsadarance of evidence in-
dicates that Darvon ig somewhat less gotent than codeine. The best
available evidence s that Darvon is &pproximately two-thirds as
potent as codeine, Furthermore, thers is NO substantial evidence
that, when adininistered at equianalgesic doses, Darvon produces a
lower incidence of side-effects than codeine, " '
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. i
- IV to Schedule II has been placed on the 2gsng

Because of the abuse potential of DPYX containing. products, they were
controlled under Schedule IV of the Controlled Substances Act {CSA) in
1977 {Tab H), and the labeling further revised in 1978 (Tab 1) to contain
additional warnings on adverse reactions; interactions with alcohol,
tranquilizers, sedative hypnotics, and other central nervous system

- depressants; and management of overdosage. A copy of the current

labelling for DPX products is attached {Tab J).

| On November 22, 1978; DHEW received a petition from HRG requesting that

the Secretary immediately suspend approval of the NDAs for DPX contain-
ing products under section 505 {e) of the Food, Drug, and Cosmetic
(FDEC) Act on the grounds that the continved marketing of these drugs
represents an imminent hazard to the public health. HRG cites as the
reasons for this request that, according to information obtained from
DEA, DPX leads all other prescription drugs in the United States in
drug-related deaths and that in 14 cities DPX-related deaths outnumbered
morphine and heroin-related deaths. The petition states that "If you
determine that there is no legitimate use for DPX as a pain-killer, and

- that the drug should theretore be eventuzily removed from the market the

magnitude of DPX deaths during the 2-3 years that would -transpire before -
the 'slow' banning procedures mandate use of the imminent hazard pro-
vision" (emphasis my own). .

Alternatively, HRG requested that the Secretary support its petition to

. BEA that DPX be rescheduled as a Schedule 11 narcotic under the LS4, 21

u.s.¢. 801 et seg. Under the CSA the Secretary of HEY, through his
delegate the Assistant Secretary for Health, srovides DEA with a scien-
tific and medical evaluation, and recomrendaiions, as to whether a drug

-should be controlled. This recommendation is binding upon DEA in the

sense that DEA cannot control a substance if Hel recommends against

control nor can BEA control a drug in a schedule higher than that recom-

mended by HEY. The issue of whether DPX shouid be moved from Schedule
2 of the'Drug Abuse

Advisory Committee meeting scheduled Yor february 12-13,.1979 (Tab X).
EFFICACY OF DPX~CONTAIﬂING'PRODUCTS '

On pp 20-22 of the HRG petition to DEA, the efficacy of DPX is questioned
in the section entitled "Analgesic Impotence 37 Propoxyphene." in a
review paper published in 1970 by Miller et al {Tab L) tess than 10% of

.~ the published reports on DPX hydrochloride thzt 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-

- quirement for this type of study. tforeover, the methodology for the

clinical assays of analgesic efficacy was being developed during that .
period, and many of these early reports viould not meet today's criteria
as adequate and well-controlled studies {21 CFR 314.111). It should be
noted, however, that Miller did cite 9 of 18 placebo controlled trials
where DPX was more effective than placebo. Miller's conclusion that
"Propoxyphene is no more effective than aspirin or codeine and may .cven

be inferior to these analgesics....ﬂhen aspirin does not provide adequate



DPX stas no mere ef fective than the standard.
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analgesia it is uniikely that propoxyphesewill do so" is almost the
identical conclusion recached by Beaver 4 yers earlier. Prior to

1972 1abeling changes referred to previezgy. (Tab F), Or. Beaver again
reviewed the published scientific literatze on DPX products and conciuded

that they were effective (Tab M).

At the time of these reviews, it was ‘i:hougi‘c:'that the majority of
studies which failed to demonstrate efficag:showed significant methodo-

- Yogical problems or Jack of assay sensitiviy in that they were unable
. to distinguish batwesen codsine or aspirin ‘$tandards" or placebo.

However, recent studies have not shown thes:problems; they are adequate
-and well-conirolled and repeatedly demonstnte the efficacy of other
analgesics but have failed to do so with DK :

" The petition cites three recent “negative“studiés, The first is a 1972
 study by toertel et al (Tab N), where DPX ws compared to other marketed

analgesics and placebo in a single dose trid in cancer patients..
Aspirin (850 mg) was found to be the most £fective agent, followed by
pentazocine, acetaminophen, phenacetin, mefnamic acid and codeine.

DPX, ethoheptazine and promazine were not :sperior to placebo in the
relief of pain. In a study reported in 192 Hopkinson et al (Tab 0)
compared single doses of DPX hydrochloride ‘65 mg), acetaminochen (650
mg)}, PPX + acetaminophen and placebo in 2C3patients with postepisiotoxy
pain and found that DPX was statistically ncbetter than placebo in the
relief of pain. Gruber {Tab P) in a 2 dosestudy in 46 patients com-
pared DPX napsylatze {50 to 100 mg) to coedeie (30 or 60 mg) and placebo

~and found that while there was no measurabiedifference between either

active drug and placebo after the first doss there vas a significant
difference beiween both drugs and placebo =fer the segond dose.

" Not all recent reports are negative. A 1832study by Sunshine et al

{Tab Q) found DPX napsylate at 200 mg (twicethe recommended dose) to be
significanily better than placebo. The Imast dose used (50 mg) was
stightly better than placebo but the usual mse (100 mg) was not tested.

- These reports reintorce the conclusions of Zaver in 1966 that the

results of DPX efficacy studies “of appares@y suitable design...are to

‘a degree contradictory." In a second reviswby #iller in 1977 (Tab ? ),

3 studies showsd DPX to be no more efféctivethan placebo and in S others

-

Regarding the efficacy of DPX combinations, the important question is

.not whether they are effective per se sin= it is presumed they are at

least as effective as the aspirin, acetaminaphen or APC component.
Rather, does the DPX component contribute i3 tha efficacy of the com-

_bination?

The petition cites 3 references. Hopkinsm et al (mentioned previously)

found thalt acetaminophen alone and in-comiination with DPX was signi-
ficantly wore effective than OPX alone andplacebo. There was no '
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significant difference botween the efficacy measures for acetamincoohen

alone or in combination with DPX. toertel et al in a 1974 study (Tab s
of the efficacy of -combination drugs containing aspirin found three

" ‘tompounds {codcine, pentazocine and oxycodone) significantly increased

the analgesic efficacy of aspirin (650 mg) whereas OPX napsylate {1C0
mg), cthoheptazine, pentobarbital and caffeine did not. #oertel roted
the "conflicting evidence in the literature regarding the effectiveness
of propoxyphene” and concluded that "it remains to be clearly estab-

Tished that its popularity reflects true analgesic effectiveness”.

Bauer et al in 1974 {Tab T) reported a factorial efficacy study of DPX,
aspirin, and APC in 610 subjects by 2 investigators in 2 separate
institutions. The addition of DPX to the antiinflammatory analgosics
(aspirin at 3 different doses, phenacetin at 3 doses, plus or minus
caffeine) did produce a significant increment in analgesia. However,
-DPX wias never tested alone, and the increased analgesia of the OP:
combinations was accompanied by a significant increase in side efTacts,
The authors noted that the espirin containing products were packaczad
inproperly but the possible loss of efficacy due to pharmaceuticai
instability was not tested by chemical analyses. This positive multi-
factorial study of the centribution of DPX to the efficacy of DPY corbhir:
is large, contains 10 medication test greups-but no placebo contrsi, an:
has other methodological problems. According to the authors the ZzI2
obtained at the two instituticns "differed significantly and possidiy
should not be pooled"; however, the results were pooled and no individy::
assessment is possible. Horcover the most effective treatment grsun
used DPX napsylate at 200 mg (twice the recommended ‘dose). There wzs
also a failure of relative potency assay assessment of the differen=
doses of aspirin, thought possibly to be due to the instability of the
aspirin due to the defective packaging. _

" This is the only study that Miller in his 1977 review (Tab R) accentad

as showing DPX's contribution to the DPX-APC combinations. The prchiems
of design and analysis in this study, as noted above, are however,
substantial. Miller found no acceptable studies published since his
previous review in 1970, showing that DPX contributed significantiv to
the efficacy of DPX-aspirin or DPX-acetaminophen combinations and in
fact, the only recent well-designed studies {Moertel & Hopkinson) showed
no contribution of DPX to the combinations.

This is in contrast to the 1971 review by Beaver (Tab M) where he con-
cluded that “although the design and results of available studies com-

. paring combinations of OPX and either aspirin or APC with their individ-

ual constituents leave much to be desired, there is substantial evizenca
"that these combinations are more effective than their constituents acmin-
istered separately”, : :
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RISK ASSESSMENT OF DPX

Before discussing the safety {or lack of safety) of DPX, some data on
the extent of use of the DPX compounds must be assessed to provide a
background for considerations of risk factors, death, abuse and adverse

‘Teactions. The use of DPX as determined by total prescriptions cis-

pensed in the years 1964-1978, is presented in Figure 1 and 2 broias
down into categories according to salt and combination products. The

1878 data is an extrapolated figure for the year based on 9 wonths of

data. (Figures 1-4 and Tables II-VII are supplied by Dr. Judith Jomes,
Acting Director, Drug E£xperience , 8D).

It is of note that there is a decreased use of the propoxyphene prcducts
following the placement of the drug in Schedule IV, but this may to
consistent with the downward trend which is evident beginning in

Lot

-
/

iS74,
"Overall, propoxyphene prescriptions decreased 67 from 1975-1976, & frcr-

1976-1977 and 7% from 1977-1978 {based on projected values). This is
associated with an overall downward trend of lesser degree in prescrip-

~ tions for all drugs during this period of time {Figure 3).

Data on the recipients of the prescriptions and the prescribers provide
some background for addressing the question of the risk of these pro-
ducts as well as the impact of a possible withdrawal of such preduct
from the market. As presented in Table 11, which displays data fr:z-y the
National Disease and Therapeutic Index (NDTI) for July 1977-June ic7s,
it is apparent that the recipients of the DPX compounds are of all agss,
although the largest percentage of prescriptions go to those aged 25 or
older. This is of significance with regard to risk considerations &
for comparison with the demographic features of reported deaths to :e
discussed later, :

L
»t

(49

Another estimate of sales from October 1977-September 1978 is showm in

- Figure 4, which shows dosage units of DPX compounds dispensed versus

codeine and morphine. It is important to note that this includes caly
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 totzi of

" almost 1.2 billion dosage units dispensed during this time peried; thair

prescription sales are, therefore, .comparable.

A factor of considerable significance is that minor tranquilizers znd
non-barbiturates are frequently the drugs prescribed in conjuncticn wich
DPX. It is of note that only an average of 50% of the usage of TFX ic
alone; the remainder is in association with other drugs. The prescritzr:
are more frequently internists and general practitioners than surszors,
In almost half of the cases a continuation of therapy is mentionesa
suggesting at least some degree of chronic or nonacute use., The uszge
most frequently mentioned involved either surgical after-care or ¢is-
eases of bone and movewent followed by use in conjunction with accicents.
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On the first page of the petition, HRG stated that "the narcotic pro-
poxyphenc (as in Darvon)...lcads all other prescription drugs in the
United States in drug related deaths. " This conclusion is apparently
-based on data derived from the Drug Abuse Harning Hetwork {DAMH). DAWH-
reported emergency room (ER) mentions and deaths due to DPX in relation
to the number of prescriptions issued are shown in Table III along with
similar data for other drugs; these data are from DAYN and IMS America
(NPA). These data support the fact that OPX is one of the more fre-

. quently mentioned drugs. However, the ratio of DPX associated deaths
(coroners® mentions) to dispensed prescriptions is lower than that for
the barbiturates, ethchlorvynol, glutethimide, methaqualone, amitripti-

.DPX ranks 12 of 27 in this

Table V compares total coroners reports of deaths (associated with DPY
alone or in conjunction with other factors) with £R room visits.

Although there is a slight increase in deaths in 1977 as compared with

analysis.

- the previous 2 years, this difference is of questionable significance.

If ratios of these two sources are considered, it suggests that 13-35%
of emergency room visits associated with DPX have a lethal outcome and
only 3-5% of deaths are associated with DPX alone.

Further analysis of these deaths reveals that they are predominantiy duz
-to suicide. Table IY reveals that 58% of DPX deaths were intentional;,
this compares with 50% for codeine. This contrasts with the petiiion
which states on page 6 that nost DPX deaths fell into the "accidental
overdose" group. Both the Baselt (Tab Q) and Finkle {Tab R) reports
considered scme deaths "accidental” rather than "intentional® but -
-neither defines the criteria upon which such a classification was mada,
In the Baselt report some of the accidental cases ingested such large
amounts that the nonpurposeful nature of the ingestion is difficult to

-sustain.  Finkle does discuss the reluctance of coroners to designate

ambiguous deaths suicides and infers that the accidental category may
be over recorded. ‘

Further confirmation that most deaths are intentional rather than
accidental is seen in Table VI where data from the HDTI, Poison Control
Centers, adverse reaction reports, DAWN, and the Finkle study are
compared. - - '

A comparison between this table, which demonstrates that dgeaths due to
suicides occur predominantly in the Junger age groups, and Teble i1
which demonstrates that most DPX use s disproporticnatly higher in the
older age groups supports the hypoth: .is that most DPX deaths are the
result of use in younger age groups for suicidal purposes. In fact,

[
-
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only 1-8 % of the suicide attempts are in the over 60 age group which
accounis for 350 of the prescriptions. This population is presumably
more subject to cardiovascular, respiratory and CHS problems but the
paucity of deaths in this age aroup is notable. In contrast, 12-37% of
the suicide attempts are in the 10-19 age group which accounts for only
7% of the prescriptions; 27-417 are in the 20-29 age group with ap-
proximately 159 of the DPX prescriptions.; It is apparent, however, that
DPX is one of the most frequently used drug "instruments" of suicide and
suicide gestures, ranking behind only the barbiturates as a group.
i '
It is impressive in looking at overdose fatalities, that the majority of
deaths occur when DPX is taken with alcohol or other drugs (Table
VII). However, approximately 23% of deaths occur when DPX is taken al
There is also some evidence in the Finkle' report that a small percentac
{5-7%) of the deaths occurs in a particularly "susceptible" group where
death occurs within 15 minutes of ingestion. These were mostly drug
- combination deaths. :

o
= .
e
-~

Although there are many problems with interpretation of blood concentra-
tions of DPX and its metabolites, 15% of deaths in the Finkle study
showed blood levels not greatly different from thosz of high therapeutic
doses. Dr. Edward Press, Oregon State Public Health Officer, in a par-
sonal communication (Tab ) described at least two cases out of seven
- : reported deaths where the overdose appeared clearly accidental. ‘“hile
: these reports are anecdotal and incomplete they do lend support to the
“1idea of accidental overdose. E o
Another safety parameter is. the occurrence of adverse reactions rather
.~ than death. According to Miller and Greenblatt (Tab X) adverse reacticns
' to DPX in hospitalized patients are infrequent and mild. Mereover, the
: ~ adverse reactions, although qualitatively similar were quantitatively

-less than with codeine and other analgesics used in hospitalized patients.

Standard tolerance studies in volunteors revealed no significant dif-

. ferences between DPX and placebo (Tab Y). 1In contrast, Goodman and

Gilman {Tab Z) state that in doses equianalgesic to codeine it is Tikely

that the incidence of side effects would be similar to those of codeine.

{ .

On p. 8 of the petition the writer considers "why is DPX so toxic". OPX
in overdose causes respiratory depression and this effect is substan-
tiated by a large number of case reports from a wide variety of sources.
-Howiever, the petition raises the issue of a specific and primary cardio-
toxic cffect, of atrio-ventricular no:. 11 conduction, and this issue is
more problematic. #ost of the reports of cardiac arrhythmias in OPX
overdoses are reports of such effects ufter central depression has
occurred. The cardiac conduction abnormalities observed are thought to
be precipitated by the anoxia following respiratory depression and
arrest (Tab AA). However, there is 9n2 recent case report by Starkey
(Tab BB) where cardiovascular depression and heart block, although
occurring after respiratory arrest, appeared Lo respond dramatically to
naloxone suggesting a specific DPX induced cardiotoxicity. Cardiotoxicity
at a therapeutic dose has not been observed,

'
2y
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Q further information on the relative safety of DPX is found in several
INDs where DPX napsylate was used at doses of 600 to 1200 mg .por day
(1172 to 3 times the usual daily analgesic dose) for several waaks, |
approximately 100 patients no deaths were reported and adverse reactieons
were of the same magnitude as in analgesic studies.

BENEFIT-RISK CONSIDERATIONS

o

Key factors in considering whether fhe benéfits of DPX justify the risk
are as follow: ’ - _

1.  Mild to moderate pain is a disturbing sign and symptém of man:
disease processes. Although chronic and/or severe pain cerizinly
can interfere with normal daily life activities, this is ne- usuall

“the case for mild pain. Nevertheless, relief of mild to mocdsrais
pain provides substantial benefit to patients with this syToiom,

2. There are two safe and effective over-the-counter {07C) drugs
. for the treatment of mild to moderate pain, narely aspirin znd
acetaminophen. Like all drugs they are toxic at high doses znd can
be lethal, but there is no abuse liability. They do, howev
pProduce adverse reactions in certain individuals includin
. allergic reactions and, in the case of aspirin, gastroint
-bleeding and peptic ulcer. .

-
c
¥
e
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3. Other alternative prescription analgesics include codsine
(Schedule 11), codeina combinations (Schedule III), pentazgoire
{recently Schedule IV) and a pentazocine combination. Tvo oheor
“mi xed agenist-antagonists have recently been marketed in.parentsral
. form {butorphenol and nalbuphine) and will likely be marketss in
-oral forms as well. Finally, several nonsteroidal anti-infiz-
- matory agents, scme already approved for other indications, zn
under development as oral analgesics. These agents have shswn no
abuse potential and 2 members of the group wil} probably be z5-
proved for marketing in the next year. .

Y W n vt e et B " ive e s et o e

4. DPX is an effective‘prescription drug roughly equivalen: in
effectiveness to the OTC drugs, aspirin and acetaminophen, an

poverful than other prescription analgesics, such as codeins
pentazocine. ©OPX has a potential for abuse, which was recocni
when it was listed under Schedule 1V-of the CSA in 1977. 1t -
have some specific benefits over other analgesics in patients i
Can not tolerate aspirin, acetaminophen or Codeine, and in posz-
operative patients as a non-antipyretic analgesic, to avoid tr=
masking of fever and when constipation should be prevented. :

é. 5. - Pain is a very subjective process; patients may respond fo,éna
! drug but not another based largely on psychogenic rather than
physiological or pharmncoiogical factors. -The fact that aspirin
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qﬁ’ : .~ . and acetaminophen can be purchased without a prescription suggests
’ v to many patients that they arve wecaker pain relievers; the drug tha<
can be obtained only after a visit to the physician for a pre-
scription is often judged to be stronger by the patient.

6. Epidemiologic data indicates that DPX is implicated, alone or
together with other drugs and alcohol, in some 600 deaths per ycar.
This ranks DPX behind only the barbiturates as a leading cause ¢f
drug deaths, although when considered on the basis of prescriptions
issued, DPX ranks 12th out of 27.

; P - 7. The evidence indicates that most of these deaths are suicides
: ' or abuse related. E

8. However, there are cases in which death appears to be acciden::
These are usually where DPX is taken in association with alcohol
and/or tranquilizers. There are no cases known to the Division z+
present where death appeared to be caused by DPX taken alone in
customary doses and neither alcohol nor tranquilizers were also
implicated. ‘ :

8. - The mechanism of death appears to be respiratory depression, =
o L typical action of narcotics. Cardiac toxicity has been postulates
; but convincing clinical examples are not available. "

‘ : + . 10, When viewed in relation to aspirin, acetaminophen, and
' : codeine, DPX appears to pose a relatively greater risk of death
from a societal point of view but not to the user taking the drug
properly under the conditions of labeling.

- The benefit/risk considerations are somewhat different for the products
. wihich contain DPX in combinations with aspirin, acetaminophen or APC.

1. The major benefit of a fixed combination drug is to increzse
patient compliance; patients are more likely to take their medica-
tion as directed if they only have to take 1} pill instead of 2 or 3
Pills 3-4 times a day. This is especially true for the treatment
of chronic conditions (such as hypertension and epilepsy), where
there is no immediate i11 effect apparent to the patient from no:
taking the medication. However, compliance is not usually a
problem in the treatment of pain, especially with drugs that have z
short duration of effect; patients are less likely to forget their
medications, if they have pain to remind them.
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2. When analgesics are used in combination there may be an
additive , effect even an occasional “potentiating” effect vhereby
one drug will increase the effectiveness of the-other. 1in the case
of DPX plus aspirin, acctaminophen, or APC, it is not clear that
there is even an additive efiect. o .

tie e oo
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3. Any argument that DPX is needed as an alternative treztmant in
patients who can not tolecrate aspirin or acctaminophen is irrelevan:
for these combinations. . :

4. Uhen drugs are used in combination, there may be a "pratective”
effect whereby one drug reduces the adverse effects of the ctrer.
This is not the case for DPX combinations. The risks of th2 combin:
tions would be expected to be greater since in overdose, tha foxi-
city of aspirin or acetaminophen must be treated as well as that of

5. Epidemiological data indicates that both the single ingredient
and combinations are implicated in deaths. . T

CONSIDERATIONS RELATING TO IMMIMENT HAZARD

The imminent hazard provision of the law gives to the Secretary of pugy
the authority to remove a drug from the market immediately by suscending
2 new drug application (and later conducting an expedited hearira)

if he feels that an imminent hazard exists. The pstition has rsguested
the Secretary to exercise his authority in the present case.

The imninent hazard provisions of the FD&C Act were first invoked con
July 25, 1977 when Secretary Califano issued an order suspending zo-
proval of the NDA for the drug phenformin. In that order, the Szovrstary
articulated the criteria to be considered in determining whether EYo
proval of a new drug application should be suspended on the grounos “hat
the drug is an imminent hazard to the public health. The validiiv of
these criteria was upheld by the United States District Court for <he
District of Columbia in Forsham vs Califano, 442 F. Supp. 203, 23

*

- {(D.D.C. 1977). An analysis of DPX in relation to these criteria fcliows:

1. "The severity of the harm that could be caused by the ¢rug
during the completion of customary administrative proceedings to
withdraw the drug from the general market."

According to the National Center for Health Statistics, in
121 deaths were attributed to DPX and 846 were in combinati
other drugs. Some of these deaths were undoubtedly associa
DPX (Yable VIII). There were also 736 deaths from unspeci
drugs. Given the 607 DAY coroner mentions in 1977 and ths

of both over and under reporting associated with a specific c-u
both data bases, there may be anywhere from a few hundred t3 cne
- thousand deaths cach year associated with DPX. The vast majority
of these deaths are fTrom suicide. DPX ranks second to barbitirzies
as a drug associated with suicide and accidental death, but 2%
when considered in relation to availability in society (numsor of
prescriptions issued). Some, perhaps as many as 25% of PPX r=lated
deaths , may be accidental, but in these cases the doses are
probably at or above the recommended dosage and the druq is vc=4 in
association with alcohol and/or tranquilizers. There are no
identified deaths jn which DPX was taken in recomnended doses in
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)
the absence of other drugs acting on the CHS. -
2.  "The likelihood that the drug will cause such harm to users
while the administrative process is being completed.»
If "users" are limited to patients using the drug as directed by a
physicial for reliof of pain at doses recommended in the approvel
labeling, there is no sound evidence that deaths will occur without
the concomitant use of tranquilizers or alcohol. If the term
"users” is extended to include use at higher than recommended doses
or in combination with alcohol or other drugs active on the Ci
then sewo dzaths wiil occur.  The number is impossible to state byt

<could be several dozens or up to 250 each year. The Division

believes this type of use should be-considered within the context
of medical use; i.e., it is not intentional misuse or abuse and it
may reflect an unawareness by physicians and patients of the
warning in the package insert on 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 might be
‘occasioned by the immediate removal of the drug from the market.®

Hith the availability of other prescrintion and 01C analgesics,
there would be no risk to patients from the immediate removal of
the drug. ° g

B
R

4.  "The Yikelihood that, after ihe customary adm%nistrative
process is completed, the drug will be withdrawn from general
marketing." :

Based on our review of the efficaéy, safety, and benefit/risk
considerations, it is not clear that the drug should be withdraun
from the market or, if this were attempted, whether the DA would
prevail on the merits, The Commissioner must demonstrate that
“tiere is a lack of substantial evidence that the drug will have
the effect it purports or is represented to have under the con-
ditions of use prescribed, recommended or suggested in the iadeling
thereof" (21 CFR 314.115(b)(3)) or must demonstrate that "the drug
is not shown to be safe under theiconditions of use uporn the basis
of which the application was approved" (21 CFR 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 remo: 1. The drug appears to have sore
effectiveness, although its repr tation seems to be much greater
than the evidence indicates. Rc.oval of a drug as unsafe based on
other than harm to the patient from the drug as labeled is arguably
outside the above provision and at least constitutes a new legal
argusicnt that has not been made to date. That does not mean we

]
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' Because these other approaches have not been exhausted in an attemnt
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should not take that posilion with DPX. It only means that if wo
do, we are on unexplored ground without icgal precedent and cannot
readily conclude that there is a high likelihood that ve wouid
prevail. The risk to the public health op society in aqenorai {for
example, from abuse), rather than risk to the individual usar, is
an argument that is being considered for the withdrawal of the
obesity indication for the amphetamines,

gé : "The availability of other approaches to protect the public
alth.* ) ’

There are several other options available to the £DA that co

1d be
atiempted. They include but are not limited to the following:

4]
o
3

A Revised physician labeling particular]y to emphasize eve
more the Possibility of death from OPX use in conjunc 5wl
/

+ 3

th

£

z
£
tranquilizers and alcohol, A bold faced warning to thi

effect has been in the package insert only since April

s
i
and its impact may not yet have been felt,

ST
Sio

B.  Physician education via FDA Drug Bulletin, "Dear Coctor®
letter, publications in professional Journals etec.

C. Patient education via patient package insert, fOA Con-
sumer,ets, :

D. Rescheduling under the CSA from Schedule IV to Schadule
II. This is the only other option sought by the pstitign--
This subject has been placed on the agenca of the Fab,
.22-]3 ?eeting of fDA's Drug Abuse Advisory Committee
Tab K). oo

mnimze those deaths from ppX that may be Preventable, it can be Eroy
that they should be tried before an attempt is made to rerove DPYX Trom
the market. Again, this is not an overriding reason that would cisariy
prevent our prevailing on the merits, but it is an obstacle. '

POSSIBLE COURSES OF ACTION

1. Ifa decision is reached to withdraw one or more DPX IiDis and
the five criteria listed above are met, then an order should :e
prepared for the Secretary to suspend the applications as an
inminent hazard., .

2. If a decision is reached to withdraw one or more DPX D45 bu=
the five criteria listed above are not met, then the applicaticns
Cannot be suspended as_an imminent hazard. the section of the
petition which requests consideration of removal of DPX from tha
market as an imninent hazard must be denied, and an KOH on & prorccco

AL
LR S

withdrawal of the NHDAs should be published in the federal Registér.
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g 3. Ifa decision 1s made not Lo withdraw one or more DPX NBAs .
: : then the section of the petition which requests consideration of
_ . removal of DPX from the market as an imminent hazard wust be
o ) ~ " denied. There are several methods of obtaining additional informs-
on whether an NOH should be published: )

A.  More extensive "in-housc" reviey.

B. More extensive "outside" review by Special Government
Employees (SGEs) as consultants to an advisory commitics
Or cxpert reviewers to the Division.

C. Advisory Committee presentation.

D.  Informal public hearing.

E.  Special services contracts to one or more experts in
' the relevant medical area who are not SGfs.

— 4.  If a decision is reached that an NOH should not be publisksz
because the requirements of 21 CFR 314.115% can not be met, . orper
actions to highlight the current knewledge on safety and effectiv -
of DPX products can be considered, such as revised tabeling,
physician education (Drug Bulletin), patient education {patient
package insert » Changes in drug advertising, etc.

5. If the Drug Abuse Mdvisory Committee ultimately recomrmends
that DPX be Placed in Schedyle IT of the CSA and the FDA, the
Secretary of HEy and DEA agree and such scheduling is successTyl Ty
; accomplished, then the portion of the petition which requests
: _ rescheduling can be accepted. If there are 1nadequate grounds -
such rescheduiing, then that portion of the petition Must’ be denis

~
~ .

i _The five options and the actions that would follow are summarized belcy:

S Option Suspend Withdraw Action |

- | Yes C Yes Order by Sécnetany Califzna
2 No ' | Yes = Portion of petition denisd

FR publication of HOY

3 o No Undecided Portion of Petion denied
e " More information gathered cy:

. A. FDA staff review .
) ' B. FDA consultant review
. : C. FR publication of _ _
Advisory Coumittee mes::-
D. TR publication of an
-~ informa) hearing
E. FDA contract




4 No No
5 No No
¥

Port%on of petiticnﬂdenie:
revised 1abe]ing,-€rug Bui-

‘article, ppj etc

Reschedule to Ir.
accept portion Of petition.
option may stand aicne or .
addition to options 3 o 4;.

e 3



