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Richard D. Wwucd :
Chairman cf the Board, President oA
Chief Executive Officer

Eli Lilly and Campany

P.O. Box 618

Irdianapolis, IN 46206

Dear Mr. Wood:

I am addressing this letter directly to you beca;use the issuve inwolved

is one that should care to the attenticn of Lilly's chief executive
officer.

As you are aware, propoxyphene-containing products are commonly associ-
ated with drug-related deaths. In fact, the Darvon line of products
stands out as the most common brand-name associated with drug-related
deaths in the United States. Because of this, Lilly offered last year
to conduct an informatical carpaign to alert practiticners that these
products are not as safe as was cnce thought and that certain specific
precautions must be exercised in prescribing them. Lilly's representa~
tives camitted the company to use its sales force to contact perscnally
125,000 physicians identified as significant prescribers of propoxyphene
products.

Lilly's commitnent to an informaticnal carmalgn directed at prescribers
of Darven products was an important factor in the decision of the
Department of Health, Education and Welfare not to seek rescheduling of
propoxyphene at that time.

When Lilly's commitment was made, FDA representatives told Lilly that we
would be using the IMS National Detailing Audit verbatims to menitor the
Lilly informaticnal campaign. These verbatims are tzken from forms
filled out by practitioners after detail persons leave their office.

The results of this survey for the months of August through November
1979 are now available, The character of this "informatiocnal carmaign”.
is e different from what we expected that I am obliged to bring this
matter to your attenticn.
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In August 1979, the first month of the campaign, the informaticnal
messagé to the prescriber was adequate in dealing with the new informa—
tion an Darven products. in, at best, 60% of the detail visits for which
a message was reported. By September, this fiqure had dropped to 45%.
In October and November, less than 10% of the details o Darven conveyed
», a mesSage about the iffportant new warnings. o

R i

Furthermore, we would mot have expected the informaticnal material to be
cambined with a sampling program in a campaign intended solely to inform
physicians about new adverse infarmation. Nevertheless, samples of -
Darven products.were.-left-behind. in.ngarly 50% of visits in August 1979,
60% of visits in September and more than 75% in October and November,

In addition FDA had presumed that Lilly sales personnel would be making
special calls to talk solely about the new information on Darven prod-
ucts. This was not the case. In fact, Darven products were not even
the first drugs menticned in the majority of vwisits. ~— O tie —averags,
Darval preducts were discussed second in each of the months surveyed.

Finally, FDA had expected that the new information about Darven products
would be the major topic of the detail persons' wvisits. -In fact, in
August, less than half of each visit was devoted to Darven products and
in September, October ard November, less than one third of each-visit
was devoted to these products.

To give you a feeling for the impressions left by Lilly representatives,
here are a few of the messages written down by practitioners immediately
after detailing visits (from the reported verbatims for October 1979):

"Darven & Lilly wan FDA battle”

"Safe in spite of Nader report”

“"OK by Drug Ccrmlissim"’

*Analgesic ~ few if any side effects®

The inescapable conclusion is that Lilly has not yet met its cammitment
for a personal contact informaticnal campaign intended solely asi-
tize prescribers. ard dentists to the precautions necessary for the safe
‘uSe of propoxyphene . products. Instead Lilly has conducted a .stapdard
promotional camgaizn-for its Darven products that bappened to inciucs,
in a mirority of the visits made, reference to the new labeling informa-
tien.

S
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OVERDOSE/FATALITIES
. FOURTH QUARTER 1979

Month Closed/

~No. Cases (Class " Qutcome :
Darvon *
Compound=65 October - 1 F
Darvocet-N 100 November - 1 *% NF
Total 2 ) |

Grand Total for 1979 - 33 (6 NF; 26F, 1 unknown) o

* Confirmation of a propoxyphene fatality
**ITnsufficient informztion to determine propoxyphecne
related death :

NF - Non-Fatal

F - Fatal

1/10/80
IFB:PMK
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. DEPENDENCE 1979 FOURTH QUARTER

Moanth Closed/No. Cases ) Class
D;rvon . October 1 *
: ' November 1 * ¥k
December 2 *
. 1 * &
Darvon Compound/ October 0
Darvon Compound-65 November 0
December 0
Darvon-N . October 0
November 1 *
December 0
Darvon-¥ with A.S.A. 0
Darvon with A.S.A. 0
Darvcecet-N/ October 1 *
Darvocet-N 100 November 0
December 3 *
1 k%

Total 11

e

*Confirmation of a propoxyphene dependence.
**Insufficient information for definitive diagnosis of
dependence.

IFB:PMK
1/10/80
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investigate the role of propoxyphene in suicide attempts and in-
completea suicides. She was concerned about the role of propoxy-
phene in manic-depressive disorders; does propoxyphene increase

the possibilities for suicide? In her opinion, there needs to be
more res=arch into the role of stress, confusion, ambivalence, and
crisis in relationship to drug use ané abuse. And finally, she
pointed out, that there is very little research about the relation-
ship between the use of propoxyphene and the use of other drugs,
including alcohol.

There has been a good deal of research concerning the relation-
ship between propoxyphene and unexpected deaths as evaluated by
medical examiners. Finkle and colleagues assessed this problem in
1976. All of the research on propoxyphene was extensively reviewed!
by Furman in 1979. It is interesting that the analgesic drug,
codeine, which alone or in combination is used extensively for minor
pain relief, has not received the same sort of concern and attention
recently. Yet, preliminary surveys by our staff indicate that the
number of codeine related deaths- in Los Angeles, at least, is approx
nately equal to propoxyphene related deaths. One outstanding refer+
ence is the work of Nakamura, et al in 1976. These investigators
from the medical examiner's office in Los Angeles, reviewed 45
fatalities involving codeine during a 12 month period.

Mora data is needed to answer a number of important questions
concerning propoxvphene/codeine related deaths as follows:

i. In what proportion of the cases are propoxyphene/codeine irrel-
evant to the fatal outcome in that only small amounts of the drt
are present in the body and investigation indicates that the
analgesic drugs were taken in prescribed amounts by a person
who commltted suicide using other drugs, for example, barbiturat

2. What proportion of the deceased persons were not frequent or
habitual users ef propoxyphene or codeine, but obtained and
ingested large amounts of the drugs on a one~t1me basis for
suicicde or for some other purpose.

3. What proportion of the deceased persons who took an unusually
large dose under circumstances suggestlnq suicide, had been in
severe, chronic physical pain using propoxynhene or codeine for
pain relief as prescribed by physicians? It is pessible that
the number of such cases could be reduced if physicans were
educated to be more alert to the premonitary clues to the ident:
fication of persons in pre-suicidal states.

4. What proportion of the cases could be rlgorously determined to
be "accidental"? Two possible types or cases are most likely,
as follows:

a. persons who were using a great deal of propoxyphene or cod-+
eine for pain, who also ingested, at the same time, a con-
siderable amount of alcohol or other drugs so that the addit
effect was fatal, although the person did not intend it to
be fatal.

-




_BérVCn and Darvon-N Products
NDA Quarterly Report--Jan. 19

Investigations of Propoxyphene and/or Codeine Related Deaths

Summary Statement: We propose to identify and investigate, by the

method of "psychological autopsy" deaths in Los Angeles County
involving the drugs propoxyphene and codeine over a time period

of approximately one year.

A.

Specific Aims:

——a. B i it T — S O Y et i P P

1. To clarify for each of these drugs the following:

a. the frequency with which each of these drugs is associated
with fatal outcome and -

b. 1In each case, to what degree the fatal outcome was intentior
-(suicide vs. accident).

2. To obtain information suitable for evaluating the character and
life-style of the deceased, the cdegree of recent stresz or crisi
and the role of the medical and pharmaceutical professions in tf
death.

3. To answer the following:

a. Whether propoxyphens and/or codeine was used indivicdually
.0r in combination with other drugs, including alcohol, and
in what combinaticn.

b. Whether the deceased was habituated or addicted tc any drug
including alcohol and to what degree.

‘¢. Whether the drug responsible for the death was obtained pri
marily from physicians or from other sources.

d. Whether the analgesic drug was used primarily for the relie
of pain, either physical or psycholocical, or primarily for
the purpose of"getting high"; or whether both purposes were
involved.

4. To clarify the attitudes of physicans prescribing analgesic dru
towards patients in situations in which there might be drug abu

5. To clarify the attitudes of friends and families of persons whe
are thought to be abusing analgesic drugs.

Significance:

Propoxyphene and codeine are two important frequently prescribed a:
gesic drugs. Recently, there has been considerable publicity with
expressions of concern about the role of propoxyphene in suicides
in accidental deaths. A typical example was provided by X.R. Jami
Ph.D. in a position paper presentel at a hearing of the FDA Drug
Abuse Advisory Committee, April 17, 1979. Dr. Jamison's paper,
titled "Propoxvphene: Suicidal Potential, Drug Abuse axd tne Foa”
expressed her concern that someone should more systematically
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physicians will be interviewed for each case. A questionnaire
containing 80-100 items will be filled out as a result of the
information gathered during the interview. In addition, the
interviewers will have a de-briefing session with Dr. Litman
and a summary of the special circumstances of each case will

be prepared. It is estimated that each interview with relatives
and friends will take approximately one hour and the interviews
with physxcmans will take approximately 20 minutes. Previous
experience indicates that it takes considerable time to contact
informants, set up interviews, and travel to the places where
the interviews will be conducted.

Data Analysis. A current revision of the interview form is inql
ed as Appendix 2. This form has been used many times for the ﬂr
vestigations of drug-related deaths, most recently for a study
phencycladine-related deaths in Los Angeles.

Interview data will be coded and prepared for computer anajl
ysis. Preliminary analysis will provide tabular data with whicl
propoxyphene and codeine ingestion represent the cause of death“
both in combination with other drugs and with alcohol. These
data will be examined by breaking the sample down by cause of
death (i.e. propoxyphene/codeine as a direct cause, as an in-
direct cause in combination with other drugs and alcohol, and
as a drqg which did not significantly contribute to the cause
of death) ané determining the frequency of intentional vs. acc1r
dental death in each category. Signficance of differences beth
and among categorles will be determined by t-test, Chl ~sguare,
and analysis of variance as appropriate.

The sample of propoxyphene/codsine related deaths, includir
the subszmples defined akowve in terms of death, will then Le
describcd on the basis of information obtained from the psycho-!
logical autopsies This information will include data on per~ :
sonal and famlly backgrounds, social activities and styles of
life, experiences of stress and crises in the last three months!
of life, histories of drug and alcohol use, psychiatric cond1t1¢
attitudes of family and friends towards the decedents, attitudes
of the physicians towards the decedents and towards prescribing
analgesic drugs, and other variables. Discriminant £function
analysis will be used to find a subset of variables from among |
those outained from the psychiologiczl autopsies which are assoc]
ated with mode of death (suicide vs. accident) and propoxyphene}
codeine involvement as cause of death.

Factors in evaluating accident vs. suicide in drug overdose deat

a. Risk taking by deceased:
amount and type of drug ingested.
knowledge of deceased concerning drug dangers.
provisions to impede discovery and rescue.




b. Persons who customarily or habitually abused analgesic
drugs by taking extremely large amounts, for example,
well over a gram a day of propoxyvphene or over % gram
a day of codeine. Such persons repetitively overdose,
putting themselves into comatose or near comatose
states. While ccmatose, the person could move into a
positicn that could cut off the airway.

If substantial numbers of persons are meeting their
deaths through propoxyvohene or codeine overdose when those
persons did not intend to risk their lives, then the dangers
of these two drugs have been underrated and an actual national
information campaign is necessary to alert professionals and
the public teo the dangers of abusing these analgesic drugs.

We feel it is important to evaluate both propoxyphene and codeine
and to make a comparison of these drugs. It is our hypothesis
that in Los Angeles, these two drugs are used and abused at
approximately the same rate and that they are quite similar in
their involvement in drug-related deaths. Therefore, if pro-
poxyphene were made less available, it is reasonable to anti-
cipate an increase in the prescription and use of codeine anal-~
gesics to take the plzce of propgoxyphene. The simultaneous in-
vestigation of codeinz-related deaths will be useful in evaluatir
whether the substituticn of codeine for propoxyvhene could be ex-
peclted to result in a substantial saving of lives.

@

C. Method

1.

Psvchological autcpsy. The historical development and current
use cof psychological autopsies was described by Dr. Litman in
his statemznt %o the FDA Drug Abuse 2Advisory Committee, April
17, 1979. This statemant, together with a bibliography on
psychological autopsies is included in this proposal as Appendix

The purpose of the osychological autopsy is to reconstruct
or recreate the past history, current life-style, significant
events and stresses, and the circumstances involving the death
of an individual. Interviews are conducted with survivors who
can provide significant information concerning the state of mind
of the decezszd person in the period before his/her deszth. The
objective is to make the best vossible inference concerning the
degree to which the person intended to die as a result of the
person's own acts. In drug-related deaths, the problem is to
make the most appropriate inference as to what the person had in
mind when he/she ingested the fatal drugs.:

There will be 100 cases, divided evenly between propoxyohen
and codeine related deaths. There will be a minimum of three 1in
terviews for each case. There will be an interview with a famil
member, a friend or co-worker, and a physician. Usually, savera
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Two hundred additional copies of the £ilm have
been ordered and one copy will be placed with
each medical and pharmacy school in the states.
It is anticipated that these copies will be
delivered to the schocls before Harch, 1980.
Lilly representatives will be glad to discuss the contents

of this report with FDA personnel.

The company anticipates submitting its next guarterly

report at the end of April, 1380.

Very truly yours,

ELTI LILLY AND CCHMPANY

~ N

i)

¥, A. Barnett, M.D,
Medical Advisor
Regulatory Affairs

-~



information this study might provide, the company

may implement the proposal.

13) Investigation of Propoxyphene and/or Codeine
Related Deaths in Los Angeles County--Dr. Litman

Lilly has approved a prospective study to be con-
ducted by Dr. Litman which will include a psycho-
iogical autopsy of a number of fatalities in the

Los Angeies County area involving the drugs propoxy-

phene and codeine. The time covered would be one

-

year.

A copy of the proposal is attached as Exhibit XIII.
Lilly has requested that Dr. Litman provide, to the
extent possible, precise idéntification of the
dosagea form of any drug jnvolved in each death
case, i.e., tablet, capsule, or suspension; product
trademark, if any; manufacturer's identifying marks;

rand code numbers which may appear on dosage forms.

14) Audiovisual Film--Suicide Prevention in Medical
Practica :

Information was requested on the extent of distribu-
- tion on this audiovisual film. O©One hundred and
seventy~one copies of the £ilm have been distribu-
ted to 57 Lilly local offices throughout the states.
The films are checked out from these offices by a

Lilly sales representative for group showings.
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of prescription records of propoxyphenc products.
The selection process utilized by PDS for indi-
vidual reports recquired that the patient involved
had received a prescription for some form of
propoxyphene during the calendar year 1978. PDS
identified 54,469 such users out of their data
base of approximately 1.8 million patients. They
sélected every eighteenth patient out of this
file and extracted 3,026 patients and a total of
81,761 records. For each patient in the file all
prescription history from January 1, 1978, throuch

September 30, 1979, is included.

Lilly is now testing computer based models to
anaiyze propoxyphene usage patterns from this
file. 1In this study, the company intends to
compare the findings of its model with the FDA
study conducted last year which utilized data
from the same source. Information from this
evaluation should be available for the company's

next quarterly report.

Proposed PSRO Study of Darvon and Darvon-N Products
Utilization--=Dr. Dorsey

Lilly should receive in the near future an outline
of a proposed study which would review the utili-
zation of propoxyphene products in the greater

Cincinnati area. Depending upon the type of



activities in Wisconsin at least as represented
by these two laboratories is substantially lower
than in recent years. Exhibit IX contains monthly
totals on drugs analyzed at each of the two labo-
ratories as well as monthly totals on the number
of laboratory samples whiéh are identified as
containing propoxyphene. Also attached for your
information is a summary of the Wisconsin Crime
Laboratory reports with respect tc propoxyphene
for the years 1975-1978 identified as Exhibit X.

9} Dependence Repdrts

Reports of dependence on prcpoxyphene products
received by Lilly in the fourth quarter of 1279

"are listed in Exhibit XI.

10) Fatality Reports

The company received and evaluated information on
one overdose and one fatality in the last quartar
of 1979. That information is contained in Exhibit

XII.

11) Analysis of Pharmaceutical Data Sérvices Information
To provide information which would supplement |
existing data on the chafacter and extent of
propoxyphene misuse, Lilly has acquired from the

Pharmaceutical Data Services organization a file

: - -
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Exhibit VII contains a display of the data
utilized in theupreparation of Exhibits IV, V,

and VI.

Exhibit VIII compares the absolute and relative

ranking of the top 23 drugs mentioned in medical

examiner reports for the years 1977 and 1978. 1In
both of these vears, propoxyphene was the second
most freguentlyv mentioned drug in medical exam-

iner reports. However, when the absolute numbers
of medical examiner mentions were divided by the
numb2y Of new prescripticons, the rarnk of precpoxy-
phene £211 from eleventh in 1977 to thirteeuth in -
1978 to tie with two other drugs for thirtesnth

plac=z that year.

Wisceonsin Crime Laboratorv Reports

Wisconsin Crime Laboratory reports prepared by
the State Department of Justice have now been
received for the full year 1979. Aamong 5,800
drugs analyzed in conjunction with law enforce-
ment activities at the Department's two Wisconsin
laboratories, only 20 were identified as contain-
ing propoxyphene. This contrasts with 30 so
identified in 1978 énd 50 in 1977. The annual
incidence of detection of propoxyphene in labora-

tory samples associated with law enforcement



reports from those consistent reporters in the

DAWN VIII panel.

To provide a comparison between new prescriptions
for propoxyphene on a quarterly basis and the
DAIN medical examiner data which is depicted in
Exhibit IV on a quarterly basis, Exhibit V was
pfepared. It should be noted that quarterly data
for propoxyphene prescriptions was not available
for the years 1974-1976. Annual figures were
divided evenly to provide four quarters of data
measured in whole numbers for each of those years.
Aiso, prescripticn data for the fourth quarter of
1979 may be considered preliminary. Fropoxyphene
prescripticns have changed iﬁ.Qolume from year to

vear as follcws:

1974-1975 1.7 percent decrease
1975-1976 3.5 percent decrease
1976-1977 2.3 percent increase
1977-1978 2.4 percent decrease
1978-1973 20.4 percent decrease

Exhibit VI represents an index of medical exam-
iner reports per thousand new prescriptions of
propoxyphene for the period 1974-1975. It indi-
catés a decreasing incidence of medical examiner
reports per thousand new propoxyphene prescrip-

tions.
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Angeles. Only recently have arrangements beaen
made to obtain access to data at that site.

Dr. Finkle plans to visit that site promptly, and
his full report should be available by the end of
February. It will be provided the FDA when

available as a supplement to this report.

As noted in the October 23 report, Dr. Finkle has
advised Lilly that propoxyphene-~related deaths
appear to have declined in recent years at most

of the sites visited. Propoxyphene-related deaths

do not appear to have increased at any site.

Drug Abuse Warning iletwork Medical Examiner Data
rtnvolving Propoxyphene

Mentions of propoxyphene in medical examiners’
reports have been declining steadily from their
highest point in the first quarter of 1977 (150

menticiis) through the second quarter of 1979 (58

. mentions). DAWN data is considered relatively

firm for the first two quarters of 1979.

Exhibit IV illustrates the downward trend of
me@iﬁal evaminer mentions in DAWN data. This
exhibit is based on propoxyphene "mentions" in 72
cansistently reporting medical examiners, and all

figures in the chart have been adijusted to reflect
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Darvon and Darvon-N Produgts Prescription Volume
Darvon and Darvon-N products have experienced a
decrease in prescription volume during the period
1977-1979. Exhibit II indicates new prescrip-
tions for Darvon and Darvon-N products for the
period January 1, 1977, through December 31, 1973,
in comparison with Percodan and other propoxyphene

products.

The increased demand for oral codeine preparations

is illustrated by Exhibit III. It demonstrates

“Xthat the level of demand for Percodan during the

years 1977 through 1979 as measurad by new prescrip-

- tions has remained relatively ccnstant. There has

been a decrease in naw prescriptions for propoxyvhena
products from 17.9 million prescriptions in 1977 to

13.9 million prescriptions in 13973.

Opdate of 1975 Finkle Survey

Dr. Finkle and his colleagues have revisited and
have collected data from 17 of the 18 medical
examiner/coroner offices covered in his 1975
survey. Also, several additional medical examinei/

coroner offices have been covered.

It was not possible in late 1979 to secure infor-

mation from the medical examiner's office in Los

—
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such a survey be conducted by telephone contacts
with two hundred pharmacies appropriately distri-
buted througho;t the United States. The Consumer/
Industrial Research Service will conduct the
survey. Information from the survey will be

forwarded as a supplement to this report as soon

as it is available.

Survey of Consumers Receiving Darvon and Darvon-N
Prescriptions

patient infcrmation sheets have reviewed and are
aware of the precautionary information contained
in such sheets is currently being surveyed by the
Maedical Research Bureau. Although efforts on
this survey were initiatcd in late 1979, it was
not possible to secure the cooperation of pharia-
cists in the proper identiification of recipients
of Darvon and Darvon-N prescriptions because of
the pressure of business prior *to Christmas.
However, following the holidays, it was possible
to obtain the assistance of pharmacists and the
survey is now under way. Results of the survey
should be available in March and will be submitted

as a supplement to this report.
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addition, 91 percent of the physicians were aware
that caution should be used in emotionally dis-
turbed or depr;ssed patients. Nearly 90 percent
of the physicians felt that it was important to
screen patients for potential drug abusers prior

to prescribing Darvon products.

e

The results indicate that physicians have a very

\Eigh awareness level of precautions applicable to .

the prescribing of Darvon products. The results

dlso indicate that the physician was made aware
of these precautions primarily by the physician

mailings or by the salas representative.

Tnere was nc¢ statistical difference in thesa two
sources of information. To a much less degree,
physicians also indicated that newspapers, medical
journals, magazines, and television contributed
to their awareness of the precautions appliicable

to Darvon products.

Pharmacy Survey

Dr. Marion Finkel of the FDA has requested thaﬁ a
survey of pharmacists' distribution of Darvon
patient information sheets be conducted by Eli
Lilly and Company. A completion date of late

February was requested. Lilly has proposed that
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These percentages are particularly significant
because both questions required unaided responses.
As indicated by Lilly (prior to initiating this
study) such surveys sometimes prcduce disappoint-
ingly low affirmative response levels. This
survey exceeded the ccmpany's expectatiocns in
this regard, even though the survey was not
ccnducted until late 1979 in part due tc the
extensive discussions regarding its format and
composition. Undoubtaedly, this delay led in part
to a greaﬁer level of "can't recall® recponses

than might have been achieved otherwise,

Since the ultimate inteént of the Educaticn Progran
was to increase physician awareness of the precau-
tions, all physicians were surveyed with regards
to these precautions. This was asked even of
physicians not recalling being given information

on Darvon or any other oral analgesic.

The results showed that most physicians were

aware of the precautions associated with the use

of Darvon products. Over S7 percent of tue

e o e

ptysicians were aware that caution should be used

b s i e

when Darvon products are taken with alcohol, and

over 93 percent indicated that caution should be

used when taken with CNS depressant drugs. In
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In general, the survey results indicate a rela-
M
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~tively high level of awareness of the dissemi~

natlon of 1nformatlon obtalned through the mail

e e = e

and through detalllng on oral analge51c products

(see page 1 Statistical Tables). In addition, a
higher percentage of physicians recalled mailed
literature and detail efforts on Darvon and
Darvon-N products than on any other single cate-
gory of product on which they were questioned
(see page 2 Statistical Tébles). Although we
have no iﬂformation on the precise level of pro-
motion of other companies® products, the Darvon
physician recall level is remarkable considering
the extensive promotional activity on oral
analgesic products observed during the August
September period. Upjohn was providing infor-
mation to physicians on its new analgesic indi-~
cation of Motrin in August and introduced a new
dosage form of Motrin in September. Burroughs
Wellcome was advising physicians of a modified
formulation of Empirin Compound with Codeine.
Also, as indicated in the survey results, the
number of physicians who recalled Tylenol and
Talwin information suggests strong promotional

efforts on these products during this period.
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Insofar as Lilly is aware, other producers
of propoxyphene have only been "requested”
by FDA to\provide patient information sheets
on propoxyphene. As noted in the company's
last quarterly report, it would appear
desirzble for all producers to provide such

information.

Phvsician Sucvey

A telephone survey of physicians was conducted by
the Consumsr/Industrial Reseaxch Service of
Media, Pennsylvania. The survey was made to

determine the extent of physicians® awareness of

.

precautionary information en Darvon and barven~i
preducts recantly provided physiclans tarough

personal contacts with Lilly representatives or

by mailings from Eli Lilly and Ccmpany.

The format of the questionneire utilized and the

IJ-

number of physicians contacted had been previously
reviewed with FDA personnel. Exhibit I includes
a resume of the questions asked, the number of
physicians contacted in total and by medical

specialty, and an analysis of the results of the

survey.



During this same period over 2.9 million
refill prescriptions were filled with Darwvon
and Darvon~-N preducts, resulting in a monthly
refill prescription incidence of 580,000 pre-
scriptions (source, NPA). New and refilled
prescriptions filled with Darven and Darvon-N
products totaled 1,400,000 per month. Assum~
ing that prescriptions are filled with Parvon
and Darvon-N products at the same rate as
occuf;ed from August 1, 1979, until December 31,
1979, the quantities of patient information
sheets supplied through Deczamber of 197¢ would
be sufficient to provide a patient information
sheet with each such prescrigtion fqr ﬁéarly
ten months (13,844,000 péﬁient inforuation

sheets < 1,400,000 Rx's/month = 9.89 months).

If pharmacists were to distribute an infor-
mation sheet for only new prascripticns
filled with Darvon agd Darvon-N products,
the supply of information sheets made avail-
able from Lilly through December 31, 1979, .
for Darvon and Darvon-N prescriptions would
last for nearly 17 months (13,844,000 inforx-

mation sheetsle 820,000 new Rx's/month =

16.88 months) .



community and hospital pharmacies. Of
these, approximately 12,500,000 were

sent to cbmmunity pharmacies. During the
pefiod August 1, 1979, through December 31,
1979, approximately 1,344,000 additional
patient information sheets were distributad
to pharmacies on reorders (1,354,000 distxri-
buted through January 10, raduced by approxi-
mately 10,000 distributed in early January) -
Thus, during the fiﬁe-mcnth pericd august 1
through December 31, 1979, apprexinately
13,844,000 patient information shects were
distributed,-primarily to community pharma-

cles.

From August 1, 1979, through Dececwber 31,
1979, there were approximately 4.1 millicn
new prescriptions filled with Darven and
Darvon-N products (based on NPA data--after
prescription losses due to the substitution
of generic brands and the effect of the
Maximum Allowable Cost program). Thus, new
prescriptions filled with Darvon and Darvcn-N
products were occurring at the rate of

approximately 820,000 per month.



a)

Thesc reordcrs through January 10, 1980,
have resulted in the distribution of an
additional 1,354,000 Darvon patient infor-
mation sheets and 3,500,000 individual
Darvon prescription vial stickers to phar-

macies.

Availability of Darvon Patient Information
Sheets to Community Pharmacies

Interest has been expressed ir the quantity
of patient information sheets available for
distribution by community pharmacies. Lilly
estimates that the patient information sheets
initially distributed to community pharmacies
plus sheets reordered by pharmacies would
provide nearly a ten-month supply for pre-—
scriptions filled with Darvon and Darvon-ll
products. If patient information sheets

were utilized only with those new prescrip-
tions filled with Darvon and Darvon-N
products, an estimated 17-month supply has

been distributed.

These estimates are based on the following

premises:

In August of 1979, approximately 15 million

patient information shecets were provided to



c}

Note: The company's October 23, 1979,
report indicated that each patient infor-
mation sheet pad contained 25 individual
sheets (see page 2, paragraph 6). This was
incorrect. Each such pad contained 50

individual sheets.

Reorders

Since early August, 1979, physicians have
submitted approximately 5,000 regquests for
patient information sheets and prescription
Vial'stickers° In respancse to these reguests,
approximately 29,000 pads (50 each) of Darvon
patient information sheets and 3,8C0 rolls
{500 each) of larvon preécriptioﬁ-vial

stickers have been supplied.

During this same periocd, pharmacists have

submitted to Lilly approximately 3,600

requests for Darvon patient information
sheets and Darvon prescription wvial stickers.
(These requests may have been for one or
more pharmacies.) Approximately 27,000 pads
(50 each) of Darvon pafient information
sheets and 11,000 rolls (500 each) of pre-
scription vial stickers have been supplied

to pharmacies in response to these requests.



b)

and a business reply card to an additional

145,000 physicians in early AuguSt, 1979.
These same materials were sent to 25,000

psychiatrists.

In summary, Lilly-has to date distributed the
revised information on Darvon to the 125,000
physicians identified as significant pre-
scribers, to an additional 145,000 physicians,

and to approximately 25,000 psychiatrists.

Pharmacies

In early august, 1979, the company distributed
to approximately 60,000 pharmacies (50,000
community--13,000 hospiﬁai) a Darvon infor-
mation letter, brochure with revised labeling,
Darvon patient information sheets (5 pads--50
sheets per pad), Darvon prescription vial
stickers (1 zroll--500 stickers per roll), and
a business reply card to facilitate the
reordering of pads and stickers. These
shipments thus resulted in the initial
distribution to pharmacies of 15 million
individual Darvon patient information sheets
and 30 million individual Darvon prescription

vial stickers.




a)

Physicians

The company proposed to distribute revised
labeling, a Management of Overdosage booklet,
Darvon patient information sheets, prescrip-
tion vial stickers, aﬁd business reply cards
to the 125,000 physicians identified by Lilly
as significant prescribers of propoxyphene
products. By December 1, 1979, company
representatives had personally contacted in
excess of 75,000.physicians in this group.
The physicians in this group whom the

company had not contacted perscnally in a
reasonable period of time were toAbe provided

this information by mail.

In mid-November Lilly mailed the items noted
above to the approximately 5%,00C physicians
who had not been personally contacted.

This permitted those physicians who had been
identified as key prescribers to have, on a
reasonably timely basis,; the information
then available to other physicians, to

pharmacists, and to patients.

In addition, as noted in its report of
October 23, Lilly distributed a letter, the

brochure with revised physician labeling,



Special planning or effort:

source of lethal drugs.

unusual time and/or place of ingestion.
preparation of wills, notes, warnings.

Drug use-abuse history:

compliance with medical advice.

drug—-alcohol abuse, habituation, addiction
previous suicide attempt vs. accidental overdose.

Health factors:

acute and chronic physical illness.

acute and chrenic mental illness.

history of depressxon, confusion, anxiety, hopelessness.

Stress-crisis:
Recent loss or threat of loss (love, health, money, job,etc.}
Recent unusual behavior, perturbation.

Life style:

stable vs. unstable.

conscientiols, dependable vs. thrill seeking, lrresoons¢ble
no use of alcochol/drugs vs. excessive use of alcohol/drugs
"loner", "implementer” wvs “"socially involved" "acceptor”
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Tabulation Design

The data are tabulated in total and by medical specialty

within each of the methods employed to submit the warning label.

Data Collection

All interviewing was conducted from the centralized

WATS facility of the C/IRS located in suburban Philadelphia.

The interviewing commaznced on December 10 and was

completed December 20, 1979.
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ANALYSTS

The data provided below analyzes the differences,

if any, between the methods employed to alert the physicians

as well as the differences between medical specialty within

each of the campaigns.

Each matrix presents the study's findings in rank

order on the left column while the " 4i}§" and "‘%§}7“ indicates

the difference is significantly high- v or lower while the "NS"

reveals no significant difference exizts.

All statistical testing was performed at the .95

level,

IM
GPp
ORS

OB/GYN

QUESTION 1. DURING THE PAST THREE OR FOUR MONTHS, HAVE YOU BEEN
MADE AWARE OF ANY INFORMATION RELATING TO AN ORAL
ANALGESIC?

PHYSTICTIANS MAILED LITERATURE

PERCENT IM GP ORS OB/GYN GENERAL SURGEON

(68.0) - NS NS NS NS
(60.0) - NS NS NS
(56.0) - NS NS

(52.0) ' - NS

GENERAL SURGEON (48.0) : -



PHYSICIANS DETAILED

PERCENT
ORS : . (76.0)
™ - (72.0)
0B/GYN (6860)'
GP (66.0)

GENERAL SURGEOXN (56.0)

SPECIALTY

o))
O

TOTAL
GP
OB/GYN
M

ORS

GENERAL SURGEON

ORS  IM

PHYSICIANS
MAILED
L1TERATURE

57%
60%
52%
68%
56%

48%

NI DU TSI TAUADL T INSDTAU S L WL YIS ;;..!,__

OB/GYN
NS

NS

P

NS

NS

PHYSICIZNS
DETAILED

GENERAL SURGEON

67%*
66%
68%
72%
76%

56%

NS
NS
NS

NS

NS
NS
NS
NS
NS -

NS

* gignificantly higher when tested at the .90 level
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QUESTION 2. FOR WHICH ORAL ANALGESIC WERE YOU GIVEN

INFORMATION?

"* (Darvon/Darvon Compound/Darvocet)

PHYSICIANS

| MATLED PHYSICIANS
SPECIALTY . LITERATURE DETAILED
TOTAL 22% 30%
GP 23% 24%
OB/GYN ’ 8% 474
IM 35% | 33%
ORS 7% 21%
GENERAL SURGEON 33% . 29%

NS

NS

NS

NS

NS

NS

~ g

-

QUESTION 2/3. SUMMARY OF DARVON DETAIL AWARENESS. (Unaided plus

Aicded)

PHYSICIANS MATLED LITERATURE vs. PHYSICIANS DETAITED

TOTAL - 44.7 TOTAL - 48.0"
GP - 50.0 GP - 52.0
OB/GYN -~ 24.0 OB/GYN - 56.0
IM - 68.0 IM - 52.0

ORS - 20.0 ORS - 40.0
GS -~ 56.0 GS - 36.0

L[] NS "

L1 NS 11

1] NS 1%

L] NS L1

1 NS 114



MAILINGS
NEWSPAPER
DETAILMAN
TELEVISION

MED. JCURNAL

DETAILMAN
MATILINGS
MED. JOURNAL
NEWSPAPER

TELEVISION

C@n&nnedn,gandﬂfsﬁﬁd1>ew'x.:z

ll u

miclS
QUESTION 4. HOW DID YOU RECEIVE THIS INFORMATION ABOUT
DARVON?
PHYSICIANS MAILED LITERATURE
NEWS -~ DETAIL- TELE~- MEDICAL
PERCENT MATILINGS PAPER VISION JOURNAL

A S
(25.4) - NS . 4{}} 4{13,
(20.9) - NS 4{}5

(10 04' ) - - . NS A
(4.5) -

PHYSICIANS DETAILED

DETAIL- MEDICAL NEWS-
PERCENT MAN MATLINGS JOURNAL PAPER TELEVISIC

T
R

(16.7) ' | - NS
(6.9) | - NS

(1.4) | -




TOTAL
DETAIL-  NEWS-
PERCENT  MATILINGS MAN PAPER
MAILINGS "(46.8) - NS
DETAILMAN  (43.9)
NEWS PAPER (15.8) -

Consumerindustriai

Research Service ©

MEDICAL
JOURNAL

(s

TELEVISIC(

MEDICAL JOURNAL (10.8)

TELEVISION (5.8)

CAN'T

INFO.

INFO.

II\TFO ®

INFO.

INFO.

INFO.

n 4
B

NS

B QUESTION 5. WHAT DO YOU RECALL ABOUT THE INFOPRMATION ON

DARVON PRODUCTS (Unaided)?

PHYSICIANS MATILED LITERATURE

CAN'T

NS

NS

NS

NS

NS
SS
NS
NS

- NS

PERCENT  RECALL 1 5 8 6 4 2
- DODN NN D
PT. 1 (11.9) | - NS NS NS
PT. S (11.9) ~ - NS NS
PT. 8 (9.0) - NS
PT. 6 (7:5) -

PT. 4 (7.5)

PT. 2 (6.0)
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PHYSICIANS DETAILED

CAN'T
PERCENT RECALL

1 2 8 6 9 5 4 1
s s - HOOOBOLHO0
- NS NS NS NS NS NS NS

o« L (16.7)

o2 (12.5) - NS NS NS NS NS NS
. 8 (6.9) - Ns NS NS Ns NS
7. 6 (6.9) - NS NS NS = Ns
T. 9 (6.9) . _ - NS NS NS
r. 5 (5.6) ' . - NS NS
T. 4 (5.6) . - NS
T. 7 “(5.6) -
FO. PT. 1 - Caution should be used when taken with alcohol

TO. PT. 2 - Caution should be used when taken with CNS depressants
FO. PT. 3 - Use caution in emotionally disturbed/depressed patients
FO., PT. 4 - Safe when used as directed

FTO. PT. 5 - Should be taken as directed

FO. PT. 6 = May be addicting

FO. PT. 7 ~ Pain reliever/effective pain reliever

#0. PT. 8 - Be aware of over-use of drug

FO. PT. 9 - Government/FDA consider it dangerous/Want it off

market
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QUESTION 5/6. SUMMARY OF AWARENESS - (Unaided plus Aided)

PHYSICIANS MAILED LITERATURE

PERCENT 1 2 3
When taken with (86.7) - NS NS
alcohcl .
When taken with (94.0) - NS
CNS depressant
drugs
For emotionally (92.0) ' -
disturbed/de-
pressed patients -
PHYSICIANS DETAILED
PERCENT 1 2 3.
When taken with  (98.0) - ' NS NS
alcohcocl
Yhen taken with (93.3) - NS
CNS depressant '
drugs
For emotionally (90.0) -
disturbed/de-

pressed patients
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QUESTION 8. FOR WHICH TYPE OF PATIENT DO YOU FEEL PHYSICIANS
SHOULD UTILIZE GREATER CAUTION WHEN PRESCRIBING
DARVON - (Unaided)

PHYSICIANS MATLED LITERATURE

PERCENT 2 1 3 4 5 10 6 11
TYPE 2% (24.7) - NS NS NS Q {} QA G
TYPE 1 (24.7) '.- NS NS {} Q Q {}
TYPE 3 (17.3) ‘ - NS Q Q Q Q
TYPE 4 (16.7) | - Q {} {} {}

CTYPE 5 (5.3) - NS NS NS
TYPE 10 (5.3) | - NS NS
TYPE 6 (4.0) - NS
TYPE 11 (4.0) . -

* See last page for definitions.




TYPE

TYPE

TYPE

TYPE

TYPE

TYPE

2%

I

Consumerindustriai i*C3eartn >ovice .

PHYSICIANS DETATILED

PERCENT 2 1 3 4

3
o w50
(26.7) - NS NS <j}¥.

(24.0) | o NS
(20.0) -
- (8.0)

(8.0) -

(6.7)

(6.7)

* See last page for definitions.

NS

[~



" PATIENT
PATIENT
PATIENT
PATIENT
PATTENT
PATTIENT
PATIENT
PATIENT
PATTENT
PATIENT
PATIENT
PATIENT

PATIENT

TYPE

TYPE

TYPE

TYPE

TYPE

TYPE

TYPE

TYPE

TYPE

TYPE

TYPE

10

11

12

13

Consumanindustiia Research Sapvice I J
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Those who may use excessive alcohol
Are depressed or emotionally disturbed
Are taking other CNS deprassant drugs
Potential/Suspected drug abusers )
Every patient type/All patients
Patients wiith chronic pain/Illiness
Younger age groups

“Elderly patients/Over 65

Patients taking other-drugs
- Those asking for specific drugs bv name
- Those with drué addiction history
- Would not prescribe Darvon at all’

- Patients with liver damage




QUESTION 1.

TOTAL FLIG
PHYSICIANS
YES

NO

CAN'YT RECA~
LL/REFUSED

001

DURING THE PAST THREE OR FCUR MONTHS:
INFORMATION RELATING YO AN ORAL ANALGESIC

TOTAL

PHYS
LTI Y

300
100.0

187
623

88
29.3

25
8e3

PHYSICIANS MAILED LITERATURE

BEEEMIABBLETRIPAGUNRIAVNEISSIUMBASBEAITEN

GEN 08/ GEN
TOTAL PRACT GYN  IM'S OR'S SURG
IS X2 ER N ] 2 X ] w R L2 22 R Y

150 50 25 25 25 25
100.0 100.0 160,06 100,0 100.0 100,0

86 30 13 17 14 i2
5743 60,0 82,0 68,0 86.0 48,0

47 16 - il 5 8 7
313 3240 4440 20,0 32.0 28.0

17 &4 ) 3 3 6
113 8.0 480 1260 1260 2460

HAVE YOU BEEN MADE AWARE OF ANY

PHYSICIANS DETAILED

FPLELIRNIAAUNCKMNESLN SR ACNOINASUNABRRRED

GEN o8/ GEN
TOTAL PRACTY GYN I{M!S OR'S SURG
HRR N WRULE  Awe #aas  PEEE BANN

156G 50 25 25 2% 25
100,0 100,0 100.0 100.0 100,00 100.0

101 33 17 i8 19 14
67¢3 66,0 68s0 T2.0 7640 5640

[

4% 14 8 6 5 8
27e3 28.0 320 2440 2040 32,0
8 3 1 i 3
563 6.0 4¢0 4e0 120

TOTAL PHYSICIANS

HESEsSNAGESLLUSLRE RARA LSRN LESS

GEN on/ GEN
PRACT GYN IM'S OR'S SuUKG
LA LR R Han (2 2 X ] BEBE AXON

100 50 50 50 50
100.,0 100.0 100.0 100.0 300,0

63 30 35 33 26
63,0 60.0 70.0 66,0 52.0

30 19 11 13 15
3040 38.0 22.0 26.0 30.0

7 1 4 4 g
7.0 2.0 8e0 8.0 1840

o
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(PHYSICIANS WHO HAVE RECENTLY REEN MADE AWARE OF

QUESTION 2,

TOTAL ELIG
PHYSICIANS

DARVON (COM)
/DARVOCEY
CODEINE
MOTRIN
TYLENOL
TALWIN
PERCODAN
EMPIRIN
EMPIRIN W/
CODEINE
PONSTEL
NAPROSYN
VICODIN

OTHER

CAN'T RECA=~
LL/REFUSED

TOTAL
PHYS

e

187
10040

49
2602

32
1761

18
946

is
9.6

17
9.l

14
Te5

14
7.5

13
T.0

46
2446

3.2

INFORMATJON REGARDING AN ORAL ANALGESIC =~ 'YES'
FOR WHICH ORAL ANALGESIC WERE YOU GIVEN INFORMATION

PHYSICIANE MAILED LITERATURE

BRAeUC NG EUPBUNAMNJSUERSIIBUELSINDLIARNER ISR

TOTAL

N

86
100.0

19
22.1

14
1643

é
7.0

8
9.3

10
11,6

7
Bel

8
9.3

24
2749

4e7

GEN
PRACT

LR R 2.8 1

30
100.0

7
23.3

6
2040

i
3.3

5
16.7

3.3

beT

3.3

3.3

11
3647

6e7

08/
GYN Mt g
Y] . naw
13 17
100,0 10040
1 6
T:T7T 3543
2 2
15:4 11,8
5
3845
1 1
Te7 5.9
2 4
‘56“ 2305
1 2
T¢7 11.8
1
569
i 2
TeT 1168
2
1564
2
154
2 2
1964 17406
1
5.9

CR*S

o

14
100.0

PHYSICIANS DETAILED

GEN CEN
SURG TOTAL PRACT
L XX X HHEnE dRBuW

12 iol 33
100.0 100,0 100.0
4 30 8
3343 29«7 2642
2 138 [}
1647 1748 118.2
i2 5
11,9 15,2
10 2
9.9 el
7 1
8¢9 3.0

2 7

1647 649
3 6 3
25-0 5-9 901
i 8 3
B2 Te9 3.0

4

40

4

4.0

5

5.0
3 22 13
25.0 21,9 39.4
2 1
2.0 340

on/

GYN 1S
L 2 &3 LR K
17 18
100.,0 10040
8 é
47¢) 33.3
1 5
5.9 2748
i &
59 22.2
2 2
11.8 11,1

2

11.8
i 3
5¢9 1647
1 i
549 5.6
3 2
5.9 11la}

3

17.6
1 1
5.9 506
3
1647

1l

549

RS R R RS FLLEEYEREEEREERY LS ENE D]

GEN
OR!S SURG
BHaN NN
19 14
10040 100.0
4 &
2lel 2846
4 2
21a) 14,3
1 1
5.3 Te1
2 2
1045 1443
i 3
53 2144
1 2
53 14.3
1
Tel
2 2
105 1443
1
Tad
2
1045
5
2643
5 1
2643 Tel

IN Wed?

TOTAL PHYSICIARS

PRI SCH ATEERLALSEssaur Y

GEN og/
PRACT OYN
NEaNN  maE

63 30
1000 300.0
15 9
23o§ 30.0
12 3
19.0 10.0
3 [
965 2040
7 3
11.1 0.0
1 4
1e6 1343
1 2
16 6.7
-5 1
79 3.3
2 2
362 6ol
1 5
16 1647
3

10,90

24 2
3841 b7
3 1l
He8 3.3

j's

L XS]

35
3100.0

12
3443

7
20.0
4
114

3
Beb

4
1l.4

5
1443

2
?07

4
1le4

OR'S §

LR X B
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{PHYSTCIANS NOT MENTIONING DARVON/DARVOCET IM 0.2y OR

QUESTION 3,

YOTAL ELIG
PHYSICIANS
YES

NO

CAN'T RECA=
LL/REFUSED

603

RAVE YOU RECEIVED ANY INFORMATION RELATING TO THE ANALGESIC DARVON OR DARVOCET

TOTAL
PHYS
B U

163
100,40

90
5542

60
3668

i3
840

PHYSICIANS MATLED LITERATURE

FERAUUBSNIAIURPEUSAIEIIENIIRIUCS S AL KER

GEN o8/ GERN

TOTAL PRACT GYN IM'S  OR'S SURG
Beid #ARERE B Kot  REBE Bt
84 27 i3 14 156 14
100,0 100,0 100,0 100,0 300.,0 100.0

48 i8 5 il & 10
57al 66,7 38e5 7846 25.0 Tl.4

30 8 6 2 1T 3
35,7 29¢6 4be¢2 14e3 68.8 2144

6 1 2 1 1 i
Tel 3.7 15,4 Tel 603 Tsl

§CAN'T RECALLY [MFORMATION REGARDING AN ORAL ANALGESIC IN Q.1}

PHYSICIANS DETAILED

BEERLBSRLURORERERASEINUFESREIA333NAREX

GEN oB/ GEN
TOTAL PRACT GYN [1a'S OR'S SURG
Hw WX Wi kR o %t EE R ¥ NN BLwR
79 28 9 13 16 13
100,0 100.,0 100.0 1000 1C040 100,0
42 i8 6 7 ) 5
53,2 64e3 06627 5348 3765 3845
30 [ 3 4 9 8
38,0 21.4 3343 30.8 56e3 6145
7 4 2 i
. Be9 1443 154 &e3

TOTAL PHYSICIANS

EDEBKARBLKERSRILIICILINERDICAEDW S

GEN 08/ GEN
PRACY GYN IM!S  OR'S 5UKG
AARUE  RuR ERER RO LN

55 22 27 32 27
100.0 100,0 100.0 100.,0 100,0

36 11 18 10 15
65.5 50,0 66.7 31.3 55.6

14 9 6 20 11
2505 409 2242 6205 4047

5 2 3 2 1
9.1 9.1 1l.1l 6¢3 3.7

Consumer Industrial Research



ELT LILLY = DARVON AWAREHNESS STUDY

{PHYSTCIANS HAVING REC!D INFQ RELATING TO CARVON ~

QUESTION &,

TOTAL ELIG
PHYSICIANS

MATLINGS
DETAILMAN/
REP
NEWSPAPER
MED JOURNAL
/MAGAZINFS
TELEVISION

OTHER

CAN'T RECA=~
LL/REFUSED

004 .

YES)

R22

10/19

IN Qo> OR

HOW DID YOU RECFIVE THIS INFORMATION ARGUT DARVON

TOTAL

PHYS
[ X224

139
100.0

- 65
4648

61
4349

22
1548

79

PHYSTCIANS MATLED LITERATURE

RS AR ATE I N ARS R A SRS EIREESRENARADT

TOTAL
2232

&7
100.,0

39
5842

14
20.9

17
2564

3
bGe5

7
10.4

4 .

640

T
10.4

GEN

PRACT
23T

25
100.0

13
52,0

8
32.0

10
4040

1
440

4
16,0

3
12.0

2
80

os/

GYN
HER

6
10040

1
1647

3
5040

1
167

1647

IMeS
*

17
100.0

11
64407

2
11.8

3
1766

i1.8

5.9

11.8

OR'S
"

5
100.0

3
6040

1
2040

20.0

GEN
SURG
Rk

. 146
100.0

11
7846

3
2144

1
Tel

i
T.1

1
Tel

T}

TOTAL
Ry

12
100,0

25
3641

47 -

6543

DARVON

CONSUMER/IMDUSTRIAL RESSARCH SERVICE

PHYSICIAMS DETAILED

AR E RS Y I EADICALAINRRSTINCEHAREGUS

CEN
PRACT
HRAE

26
100.0

12
4602

15
5767

3
1Le5

3.8

OR/
GYN
#* % w

14
100.0
5
3547

io
Tle4

1
Tel

IM'S
Bk

13
1CJ.0

4
3043

-

{
53.8

1544

Te7

fCOMPOUNDY /I DARVOCLET?

GEN
OR'S SURG
HHAR AERN
10 9
100.0 100.0
2 3
20.0 33.3
] 7
80+0 77.8
1
111}
1
10.0
1
10,0
1

10.0

dee Y 10RED

Tie Ga2)

TOTAL PHYSICQIANS

LESTIVRILLELFSIINSTALATLI UL g

GEN ot/
PRACT GYN
LA R EE] LR R}

51 20
100.0 100.0
25 6
49.0 30.0
23 10
45,1 50.0
12 4
2545 2Q.0
7 4
13.7 20.0
4 1
7.8 5.0
4 1
Te8 500
2 3
3.9 15.0

LEA R

20
100.V

15
50,0

9
30.0

3
10.0

3

GiN
M!S CR*tS SunG
sdar usww
15 23
100.0 10040
5 14
33.3 60,9
9 10
600 43,5
2
27
1 1
XX} 4¢3
1
43
1
67
2 1
13.3 43

10.0




ELT LILLY = DARVOM AWARFNESS STUDY ' u22

{PHYSICIANS HAVING REC'D INFO RELATING TO DARVOHW)

QUESTICN 5,

TOTAL FLIG
PHYSICIANS

INFO PT. 1

INFO PYe 2

INFO PTs 5

INFO PTs 8

INFO PTe 6

INFO PT. 4

INFO PTe 7

INFO PTa 9

INFO PTe 3

OTHER

. NOTHING

CANIT RECA=~
LL/REFUSED

005

TOTAL

PHYS
$rurn

139

100.,0

20
1404

13
Qe

12
846

11
769

Q44

leb

62
bbeb

WHAT DO YOU RECALL ARBOUT THE INFCRMATION ON DARVON PRODUCTS

—~—— [NFO PTs DEFINITIONS AT BOTTOM OF PAGE =-—

PHYSICIANS MAILED LITERATURE

PHYSICIANS DETAILED

NSRRI EIJUNRRNEN IR AT ERARUBRI NSRS .-IBIIR-IBH-H”.DI.DIEK"IQUI---C.BE

GEN oB/ GEN
TOTAL PRACT GYN [MtS OR'S SIMG TOTAL
Buurn NHAKEH #H e L2 R & CEC R I B R 2 *hA AR
67 25 6 17 5 14 72
100,0 100,00 100,0 100,0 100.0 100.,0 100,0
8 5 1 i 1 12
119 20,0 1647 - 20.0 Tel 1667
4 1 2 1 9
660 4eQ 3363 20.0 12,5
8 4 1 3 4
11,9 16.0 1647 1746 5¢6
6 3 1 2 5
9.0 12.0 167 14.3 669
5 i i i 2 5
Teb 400 167 5.9 1463 62
5 i 2 2 &
Te5 16,7 11.8 14,3 566
1 1 4
1% 4.0 S5eb
2
6.9
i
. 144
5 2 i 1 i : 8
Te5 840 1667 569 20,0 11.1
2
2.0
34 io i 10 4 9 28

5007 4060 1667 5843 B80.0 6423 3849

ORt S

LI |

10

100.,0

1
10.0

i
10.0

100

10.0

10.0

2040

1G.0

5040

GEN

SURG

L RIR BN

£

100.0

i
1l.1

2.

2242

11,1

1161

11l

11lel

3
33.3

COMSUMER/INDUSTRIAL RELEARCGH LURVICE

TOTAL PHYSICIANS

ONNDUSANASRAWAEZIBURZIBTLEARR LAK

GER o/ GEN
PRACT OYH 1Mrs OR''S SUKG
RN PR LI ] EALE e¢xvy

51 20 30 15 23
100,0 100.0 100.0 100,0 '100.0

9 5 2 2 2
176 2540 67 13.3 Be?
3 6 2 2
5«9 3040 13,3 8.7
6 i & i
11.8 5.0 13.3 4e2
&4 2 i i 3
7!0 10‘0 3.3 617 13'0
2 -2 & 2
3.9 10.0 13.3 8a7
2 3 1 3
10,0 }0.0 6el 1340
A 1 i 1
3.9 363 6s7 4e3
3 1 1

363
5 3 2 3
98 150 67 2040
1 b
2.0 6e7
24 4 13 9 12

4T7s1 2040 43.3 60.0 52.2



1.
2.
3

')

Se

CAUTION SHLD GF USED WHEN TAKEN W/ALCOHOL

CAUTION SHD BE USED WHEN TAKEN W/ CNS DEPRESSANTS

USE CAUTION [N EMOTIONALLY DIST/DEPRESSED PATIENTS

SAFE WHEN USED AS DIRECTED

SHOULD BE TAKEN AS DIRECTED e

6s MAY BE ADDICTING
7o PAIN RELIEVER/EFFECTIVE PAIN RELIEVER
8¢ DE AWARE OF OVER-USE OF DRUG

9. GOV'IT/FDA CONSIDER IT DANGEROUS/WANT
1T OFF MARKET



8 )

13

i

FLT LILLY - DARVON AWARFNESS STUDY

{FHYSTCIANS NOT MENTIQONING (%}

QUZSTION 6,

INFO PTs 1
TERITENNEEN
YES

NO
INFO PTe 2
XS YR EER 3 % ]
YES
NO
INFO PTe 3
SmzIBDRIERE

YES

NO

006

TOTAL
PHYS
AR X N

280
1000

272
9701
2.9

287
100,0

268
934

19
6.6

299
100.0

272
91.0

27
9.0

IN 0-51

INCLUDING

¢ . : £ Y s . 5

822 10/79

THCSE KOT ANSWERING Qa5)
THINKING OF THE VARIOUS DARVON PRGDUCTS» ART YOU AWARE THATses

PHYSICIANS MAILED LITERATURE

SUFIBNIITIIMLAXICTIIRNT IS NI ARATII ARG

TOTAL

LA R X B

142
10040

137
9645

3
345

146
100,0

137
93.8

9
662

150
100,0

138
920

12
840

<a;E

GEN

PRAC
twe

45

100,
4
95
& oo

4
100,

A
93,

bo

5
100,

&
94 a

6o

T
"
0

3
[

2
4

9
o

6
9

3
1

0
0

7
0

3
0

o/
GYN
Nt

2%
100.0

24
100.0

23
100,0

‘21
91.3
8.7

25
100,0

22
8840

120

IM®S
Ewman

25
100.0

22
88.0

3
12.0

25
100,0

22
88.0

3
12.0

25
100,0

23
92.0

2
8.0

GEN

OR'S SURG
wEAE EREH
24 24
100.C 100.0
24 24
100.0 100.0
24 25
100,0 100,0
24 24
100.0 96.0
1
40
25 25
100.,0 100,0
24 22
96.0 B840
1 3
4.0 12.0

PHYSICIANS DETAILED

ROEEEANIOAUBRAIFEENTNHAIITEIFETIREEES T

GEN on/ GEN
TOTAL PRACT GYN IM'S OR'S SUNRG
kNUWE WARLR AE# BRRE  REux HERD

138 L6 2} 23 24 24
109,0 100.0 100.0 100.0 10G.0 1CU.0Q

135 45 21 23 23 23
97.8 97¢3 100.0 100.0 9548 95.0

3 1 i 1
2,2 2.2 4e2 4o2

143 48 21 25 24 23
100,0 100,0 100,0 100.0 100.0 100.0

131 45 21 23 21 21
92.9 93.8 100.0 92.0 B87.5 91.3

10 3 2 3 2
Tel 6s3 8.0 12.5 8+7
149 50 25 24 25 25

100,0 100.,0 100.0 100,0 100,0 100,0
134 4% 24 23 20 22
89.9 90,0 96.0 95.8 80.0 88.0
15 5 1 by 5 3
0,0 1240

10.1 10.0 4.0 be2 2

COMSUMER/INDUSTRIAL RESEARCH SERVICE

TJOTAL PHYSICIANS

BOR ATV AL CLISEAECEIELENAERSTETILES

GEN oo/ GEN
PRACT GYN IM*S OR!S SUKRG
LEE X E ] LR L EX R devt wiar

91 45 48 48 48

100,0 100.0 1000 1090.0 1000

86 45 45 47 47
96«7 10040 938 97.9 97.9

3 3 1 1
303 6.3 241 201
97 44 50 48 48

100,0 100.0 100,00 100,0 100.0

91 42 45 45 45
930“ 9545 90-0 9308 93.8

6 2 5 3 3

602 be5 10.0 6.3 6.2
100 50 49 50 40
100.,0 100,00 100,0 100.,0 100.0
92 Lo 46 44 &4
9200 9200 93.9 88.0 00.0
8 & 3 6 &

8«0 8.0 61 12,0 1240



ELT LILLY - DARVON AWARENESS STUDY 822 10/79 CONSUMER/INDUSTRIAL RESEARCH SERVICE
=== SUMMARY ~~=~ PHYSICIANS FEELING 'GREATER CAUTION! 15 NECESSARY IN PATIENT TYPES 1» Z AND 3 {Q.,8/UNAIDED & Q.9/A1DED)
PHYSICIANS MAILED LXTERATURE PHYSICIANS DETAJLED TOTAL PHYSICIANS
IR R L E RIS P ET R T Y T L g prpegeey AR RSN A NGNS A XTI ASRAE RN AR AT NS BTN ERANE MR AN R U SR A RARDOMER S
TOTAL GEN cn/s GEN GEN 0B/ GEN GEN Ccovs GEN
PHYS TOTAL PRACT GYN IM'S OR'S SURG TOTAL PRACT GYAN IM'S OR'S SURG PRACT GYH IMT5 OR'S LUKG
AR AR R S X KX ISR R * K % e LR 2 RSN Wt RN E LA X e§nE - ENFR WHUNN [ AR RN ] LE X' LE RN 4 o683 Luxd
TOTAL ELIG 300 150 50 25 25 25 25 150 50 25 25 25 25 100 50 50 50 50
PHYSICIANS 100.0 100.,0 100.0 100.,0 100.0 100.,0 100,0 100.,0 100.0 100,00 300.,0 100.,0 100.0 100,00 100,0 100.0 100.0 100,0
» TYPE 1 » 286 142 Y] 25 21 24 24 144 L8 25 25 23 25 96 50 46 45 49
suTQOTALu= 953 94,7 96,0 10040 84,0 96,0 96,0 96,0 96,0 100.0 '100.0 84.0 100,0 96.0 100.0 92.0 93.0 ¢93.0
UNAIDED 77 37 ia 5 5 5 8 40 i0o 6 9 7 8 24 11 i4 12 1¢
2547 2447 2840 2040 2060 20.0 3240 2647 20¢0 2440 3640 28608 32,0 24.0 22,0 28.0 24.0 32,0
AlDEC 209 105 34 20 16 19 16 104 38 19 ié is4 17 72 39 32 33 33
69¢7 7040 06840 B80¢0 6420 7640 6440 69.3 760 7T6¢0 6440 5640 68.0 72.0 T80 6440 66,0 66,2
* TYPF 2 # 280 143 49 26 24 23 PE 37 53 25 24 19 24 G4 49 48 42 o7
saTOT,\LII 93.3 95‘2 95»0 96:0 96:0 921) 92«0 91 3 90‘0 100.2 gl\)iU 76!0 9600 9%!0 QEOL) “'o-G 840 LT
UNAIDED 849 37 12 13 ¢ a S 48 16 8 - 10 7 7 28 12 14 15 L
28.3 2447 240G 160 32.9 523 2040 M 2.9 32.0 40 2840 23.0 23.0 264.0 3He 0 3J.0 Tk
A1DZD o5 104 17 LB 1y a5 1 G - 1T n 12 17 4 27 0 2
¢%a V06 TasC 3D.0 0 0 6240 (RIS AR 1e.0 LG DG LT.0 0 5B 8LLD TLL0 LY UL SN
¥ TYPE 3 * 263 143 49 22 71 24 2 142 1)) 2% 25 22 24 G5 £<¢ 4h 46 S
“‘HTOTAL“. GS .0 95.3 98.0 100;:) B4s0 964G 96.0 ’)i..f 92.0 ICOoQ 100-0 86.0 9600 95.0 lOO.U 92.0 9?40 PIT
UNATDED 2 24 19 2 3 g 5 28 ¢ 7 7 5 8 19 ° v W IE
20.7 17.72 JQC.. S 12.0 ZU.¢ 2440 24400 13.0 0 28.2 2940 22,0 22.0 0 15,0 igeQ 20.9 2.0 2d
AIDED 195 106 31 20 14 15 ¥ LT o2 17 14 i2 17 66 a7 30 27 “5
65-0 70-7 74&3 0090 6"*00 60-0 7200 J‘)g; 53¢0 l)3'0 5000 IJO 60:0 6!)-0 7”&.0 CJ(O 5";0 70."‘-
011
# NOTE # PATIENT TYYPES DEFINEOD IN QUESTION B8




EL] LILLY = DARVON AWARENESS STUDY

QUESTION 7,

TOTAL ELIG
PHYSICIANS
YES

NO

DON'T KNOW
/REFUSED

007

822 10/79 CONSUMER/INDUSTRIAL JAESEARCH SERVICE

0O YOU FEEL [T IS IMPORTANT FOR PHQSXC!ANS TO SCREEN THE PATICNTS WHC MAY BE OR ARE
POTENTIAL DRUG ABUSERS PRIOR TO PRESCRIBING DARVCH

TOTAL
PHYS
T2 2]

300

100,0

249
89.7

20
607

11
3.7

PHYSICIANS MAILED LITERATURE

ENRELYSCOREBUNNICNUTRSRNUESLUNCRANKEN

GEN 08/ GEN

TCTAL PRACY  GYH IMtS  OR'S SURG
RN WM Wk ot AR W
150 50 25 25 25 2
100,0 100,0 100,0 100.0 3100,0 1u0.

131 48 24 23 18 2

87.3 92.0 9600_ 92,0 72,0 B8O,
13 2 1 2 5

8.7 4a0 4.0 8.0 20.0 12.
6 2 2

440 44,0 Be0 B

5
0

0
0

3
0

2
0

PHYSICIANS DETAILED

BEUYETAXNETAICEI XN B ySsARUTVFERSURAND

GEN ony GEN
TOTAL PRACT GYN imts OR'S SURG
EHRER G REK AN AR BUdE  HANE A

150 50 25 25 25 25
100,0 100.0 300,00 100.0 100.0 100,0

138 45 25 . 25 21 22
92,0 90.0 100,0 100.,0 B84.0 88.0

7 3 i 3
407 6.0 4e0 1240
5 2 3
3.3 440 12.0

.
s

TOTAL PHYSICIANS

HMEEMWSACINARNEANQYMRREESETNBTNLEYE

GEN on/ GEN
PRACT OYN 1495 OR'S SUKG
L2 R R K] o [XE X ] [EX KR RE R

100 50 50 50 50
100,0 100,00 100.0 100.0 100.0

49 48 39 42
98,0 95.0 T65.0 34,0

1

(4]

9 i P4 .6 6
50 20 40 12.0 12.0

&

0

5 2
10,0 440



FLT LILLY = DARVON AWARENESS .STUDY

QUISTION A,

TOTAL ELIG
PHYSICIANS
TYPE 2
TYPE 1
TYPE 3
TYPE 4
TYPE §
TYPE 6
TYPE 7
TYPE 8 .
TYPE 10
TYPE 9
TYPE 11

TYPE 13

TYPE 12

1 AAGYIUIITAY

TOTAL
PHYS

#ERRE BEXEE FEALG

300

10040

85
28.3

717
2547

62
2047

55
1IR3

20
b7

18-

6.0

15
5.0

13
443

13
443

9
3.0

7
2.3

PHYSICIANS MAILED LITERATURE

TOTAL PRACT

150

10040

37

2467

37

24,47

26

17.3

25

167

8
53

o N
OWw O

BEEXNJUNEFCURITCESSREBITIORESESArIICSERACE N
08/ GEN
GYN OR'S SURG
=Y L2 R E 2R

25 25 25
100.0 100.0 100.0
4 8 5
1640 32,0 20.0
5 5 8
20.0 20.0 32,0
2 5 6
B0 20.0 24,0
7 3 3
2C«0 i12.0 112.0
2 4
8.0 1640
1 1
40 440
1 i
heO 440
1 1 1
440 440 440
1 2
440 840
3 1
12.0 4.0
1 1
440 4a0
1
“al

622

TOTAL
*iruuw

150
100.,0

48
32.0

40
2647

36
24.0

30
2040

12
840

12
8.0

10
6.7

i0
6.7
3.3

4
247

16779

PHYSICIANS DETAILED

RAEN AR I AR IS SN REN O EIANURENTI R SRR
OR/
GYN

GEM

PRACT

*H NN

50
10049

i6
32.0

io
20,.C
18.0

11
2240

LR R

25

100,0

8
32,0

6
24.0

7
28.0

s
2440

4
16,0
2
8.0

1
440

| AR

LE R &

25

100.0

10
4040

9
36.0

7
28.0

7
2840

1
460

4
160

&
16.0

[} &
L ] -
on [ o]

y-
*
O -

4.0

=== PATIENT TYPE DEFINITIONS AT BOTTOM OF PAGE —=~

GER GEN

OR'S SURG PRRACT
MR BEEE MAG NN
25 25 1co
100.0 100.0 100.,0
7 T 28
28,0 28,0 28.0
7 8 24
28.0 32.0 24.0
5 8 19
200 32.0 19.0
3 3 20
12.0 12.0 20.0
2 2 4
8.0 8.0 4.0
1 2 6
440 B840 6.0
1 7
4.0 7,0
1 10
4.0 10.0
2 5
8.0 5«0
1 3
440 3.0
2
2.0

2
260

3

3.0

&1 8

50

100.0

12
2440

11

22.0

9
18+.0

12
2640

6
12.0

IMtS

LR XN

50

100.0

18
36.0

14
26.0

190
20.0

10
20.0

2
440

5
10.0

CONSUMER/INDUSTRIAL RESEARCH SERVICC

FOR WHICH TYPE OF PATIENT DO YOU FEEL PHYSICIANS SHOULD UTILIZE GREATER CAUTION WHEN PRESCRIBING DARVGH

TOTAL PHYSICIANS

MAEIFNARADEANBYIREININRUUREDIN ISR
oB/
GyHh

GEN
OR'S SURG
‘W KX 2
50 50
100.,0 }00.0
15 12
30.0 24,0
12 1%
24,0 32.C
10 14
20'0 28-0
[ 6
1240 12.0
2 [}
4.0 i2.0
2 2
4.0 L0
2
40
1
2,0
3 1
60 240
3
&e0
1
2.0
1
2.0
1
200




ELT LILLY = DARVON AWARENESS STUDY

QUESTION A,

QTHER TYPE

NONE

DOH'T KNOW
/REFUSED

008

622 10/7%9

CONSUMER/INDUSTRIAL RESEARCH SERVICE

FOR WHICH TYPE OF PATIENT DO YOU FEEL PHYSICIANS SHOULD UTILIZE GREATER CAUTION WHEN PRESCRIBING DARVON

TCTAL
PHY'S
RN

39
13,0

1
¢3

41
13.7

PHYSICIANS MAILED LITERATURE

...Iﬂ"ﬂnﬂlﬁ"ﬂﬂ.:lﬂlﬂtﬂb’ﬂ‘ﬂI:lUﬂII

GEN

TOTAL PRACT
ERAUE HHWAR

18
12.0

26
17.3

7
14,0

3
640

=== PATIENT TYPE DEFINITIONS AT BOTTOM OF PAGE ~=-

08/
GYN  IMis
* ¥ L 2% X4

5 2
20,0 840

3 6
1240 2440

1, THOSE WHO MAY USE EXCESSIVE ALCOHOL

2. ARE DEPRESSED OR FMOTIONALLY DISTURBED

3¢ ARE TAKING OTHER CNS DEPRESSANT DRUGS

4, POTENTIAL/SUSPECTED DRUG ARUSERS

e EVERY PATIENT TYPE/ALL PATIENTS

PHYSTICIANS DETAILED

RN RSN R E R R I RERN SN I N ETIAINCABIRE W

GEN GEN 0B/ GEN GEN
OR'S SURG TOTAL PRACT OGYNH IM'S  ORtS SURG  PRACT
fA RN HINEN E R R X BRI Y * % LK R ¥ 3 EERE AR (& N X3 ]
4 21 & 3 & 3 3 13
1660 140 12,0 120 240 12,0 12,0 13,0
i 1
o7 400
9 S 15 é b 2 5 1 9
3660 2040 10,0 12.0 4.0 860 20.0 &40 9.0
6» PAT!ENTS_W/ CHRONIZ PAIN/JLLNESS 11,
T« YOUNGER AGE GROUPS 12,
AT ALL
Be ELDERLY PATIENTS/OVER 65
13,
9. PATIENTS TAXING OTHER DRUGS

10,

THOSE ASK'G FOR SPEC DRUGS BY NAME

TOTAL PHYSICIANS

o8/
GYN

e

g
1640

840

1S

LR 32

8
16.0

1640

ORt*s

L E R K]

7
14.0

1
2.0

14
20.0

WOULD NOT PRESCRIBE DARvVOH

PATIENTS WITH LIVER DAMAGE

CRENEEARISIESAICLADEONAETNIFIEAESERD

GEN
SURG

LA R R

3
640

12.0

THOSE W/ DRUG ADDICTION HISTORY



R

ELT LILLY ~ DARVON AWARENESS STUDY 822 10779 ‘CONSUMER/INDUSTRXAL RESCARCH SERVICE

[PHYSTCIANS NOT MENTIONING {TYPE} IN Q.3!}
QUESTION 9» DO YOU FEEL GREATER CAUTION SHOULD BE UTILIZED FORssoe

PHYSICIANS MAJLED LITERATURE PHYSICIANS DETAILED TOTAL PHYSICIANS 1
BERET AR FSFESIAFCFEOgRIERR T ENICRRICISNTUHIIR 2 R F F R AR RS EER RSN F-E RN AR R BEITDTRST R Q5w B UKl il M oa b ook il o o erTi“n
TOTAL GEN 0B/ GEN GEM 0B/ GEN GEN OB/ GEN b
"PHYS TOTAL PRACT GYN IMIS OR'S SURG TOTAL PRACT GYN IM!S ORtS SURG PRACT GYN IM1S ORt'S SUKG -
REFAR FTRENN WHE NN 3t & LER'E T EE X XX LR XX IS R % o ¢ R K% EE EX I X2 % 3 [ 2 XX X 1 LR 3 3 f*EPR HEER KA XN
TYPE 1 223 113 36 20 20 20 17 i10 40 Y 16 18 . 17 716 39 36 38 34
moExsw 100,0 100,0 106,0 109,0 100,0 1G0,0 100,0 100.9 100,0 100,0\100,0 100,0 100,0 1000 100.,0 100.0 100.0 100.0
YES ' 209 105 34 20 io 19 16 104 38 19j 186 14 17 72 39 32 33 33
9367 9249 9444 10040 8040 95.0 G441l 9445 95,0 100,0/100,0 7748 30040 94,7 100,00 £8.9 B86¢3 9741
NO 4 2 ’ 2 ‘ 2 1 i i 2 1
1.8 1.8 10.0 1.8 2¢5 5¢6 1.3 S5¢6 2¢6
DON'T XKNOW 10 & 2 4 1 1 I 1 ~ 3 3 2 4 1
4.5 543 566 ic.0 5.0 59 366 205 1667 3.9 56 10.5 2.9
TYPE 2 215 ° 113 3s. 21 17 17 20 102 34 17 15 is 18 72 38 32 35 33
mxazmx 100.0 100,0 100,0 100.0 100,0 00,0 100,0 3105,0 100,0 100,0 100.0 100,0 100.,0 3100,0 100,0 100.0 100.,0 100.0
YES 195 106 37 20 16 15 18 89 29 17 14 12 17 66 37 30 27 35
90+7 9348 9744 9542 94¢1 BB8e2 90¢0 8743 85¢3 1000 93,3 6647 Fhs4 9167 9744 9348 TTel 92.1%
NO ' [ 1 o1 5 3 )3 1 3 i 1 i
2.8 9 5.9 He9 8.8 56 540 bhe Jel 2.9 2.6
DON'T KNOW 14 6 i 1 2 2 8 2 i 5 3 i 1 7 2
6e5 543 2»6 4he8 11.8 1040 Ted 5.9 6.7 27.8 He2 2eb 3.1 20,0 $.3 .
TYPE 3 T 238 124 40 23 22 20 19 114 41 18 18 20 17 81 41 40 49 36 ¢
Kasmum 100,07 100,0 100,0 100,00 100,0 100,0 20Q,0 100,0 100.0 100,00 100,00 10040 10040 100.0 100.0 10040 100.0 i02.0 Egi
YES 223 117 39 23 18 19 18 106 37T 18 18 17 1% I6 41 36 36 34 o
93e7 G4e¢4 9705 1000 8le8 G5.0 9447 9340 9342 10040 100.0 B5¢0 944)1 93¢8 1000 -90.0 9040 94e4 g v
NO . 4 2 2 2 z _ 2 2 iy
1.7 1.6 9.1 ] 1.8 he? © 245 5.0 '(3 ¢
DON'T KNOW 11 5 3 2 1 1 6 2 3 1 3. 2 4 2 =
Leb 460 25 Qel 5.0 5s3 Se3 Hae9 1560 549 3.7 500 10,0 5.6

o4
YN A ey

009
# NOTE % PATIENT TYPES DEFINED IN GUESTION 8 ' .

‘unf--330dsy

-y e

T



ELT LILLY =~ DARVON AWARENESS STUDY

== SUMMARY === PHYSICIANS JAWARE OF*! INFORMATION POINTS }s 2 AND 3 {Q.5/UNAIDED FND Q46/AIDED])

TOTAL ELIG
PHYSICIANS

INFO PT 1
saTOTALaw
UNATDED
AIDED

INFO PT 2
wxTOTALwS
UNAIDED
AIDED
INFO PT 3
‘2 sTOTAL=®

UNAIDED

Al10ED

010

PHYSICIANS MAILED LITERATURE

BEBRAEC NI AT YCAXACEGABIXITHASITRED

JOTAL GEN 0B/ GEN GEN 08/
PHYS TOTAL PRACT GYN IM'S OR!'S SURG TOTAL PRACT GYN IM!S
[Z X2 2 AR 23 FEBETE XY X ] L X X #ARE Ru#H ARWHE RN % RR®
300 150 50 25 25 25 25 150 50 25 25
1000 10040 10040 3004,0 1000 10060 1000 100,0 100.0 100.0 100.0
292 145 48 25 22 28 25 147 49 23 25
9703 965? 9600 10000‘ 8330 100.0 10000 9530 9800 10090 10&:0
20 8 5 1 1 i 12 4 4 2
&7 543 10.0 4.0 4G 4.0 8.0 8.0 16.0 8.0
- 272 137 43 24 22 24 24 135 45 21 23
90«7 F1le3 BE.O 0640 BBeQ 96.0 96,0 90,0 90,0 84.0 92,0
281 141 47 23 22 25 26 140 4T 25 23
93,47 9440 9440 Q2.0 88.0 100.0 96.C 9343 94.0 100.,0 9290
13 4 1 2 1 9 2 &
Lel 27 2.0 840 . 400 6.0 e 1640
268 137 46 21 22 24 24 131 45 21 23
8943 9143 9240 8440 B8O 96,0 9640 B87.3 90,0 34-Q 920
273 138 47 22 23 24 22 135 45 24 24
910 92,0 9440 88.0 92,0 9640 83.0 90,0 90.0 96.0 96;0
1 j S | 1
3 o7 440
272 138 47 22 * 23 24 22 134 45 24 23
9Qc7_ 92,0 9440 '8860 92.0 96,0 8840 89.3 9C.0 96,0 92.0

822 10/79

" e——

CONSUMER/INDUSTRIAL RESEARCH SERVICE

PHYSICIANS DETAILED

WU EBNIV T I CPARUN IS ENESASKIRNEIECUNDEIRER

% NOTE # [INFORMATION POINTS DEFINED fN QUESTION 5
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Lgust:'
éptémbgf
ztober
Jvember
:cember

Totals

Total No,
Drugs Analyzed

562
455
561
480

" 550

530
547
504
480
504
375

257

.5,805

WISCONSIN CRIMY  BORATORY REPORTS

AN

Tdtal No. Identified

.

o New Berlin

Madison  New Berlin As Containing Madison

Lab ‘Lab . Propoxyphene Lab Lab

247 315 ‘ 1 3

133 3220 1 0 1

234 327 2 1 1

222 258 2 1 1

208 342 1 1 0

221 309 \ 2 2 o

195 352 . 3 1 2 -

125 379 0 0 0

132 348 1 0  1 o

185 319 2 0 ’ 2 E

177 198 ° 1 1 . 0 %
142 115 1 1 "o ;
2,221 3,584 20 9 BT

(

*urp--3xodsy ATzo3xend YAN ;f

T
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WISCONSIN CRIME LA2CRATORY REPGITS

Crime Laboratory Bureau, Division of Law Enforcement Services
Department of Justice, State af Wisconsin

Before July, 1975, all data came from the Crime Laboratory—Madison. From July, 1975, ¢n,
data were supplied by both the Crime Labaratory—Madison and the Crime Labaratory—-Nzw Beriin,

Total No. Identified

Total No, Madison  New Berlin as Cantaining Madisan Mew Serlin
Month Drugs Analyzed Lab Lab Propoxygchens Lab Lab
1975 .
April 344 0
May 305 0
June 276 -1
July 636 3385 241 0 (s} 0
- August 8040 : 267 833 2 1 1
Saptember 631 245 386 2 1 1
QOctober 642 257 385 2 0 2
Nevember 6399 342 . 397 1 0 1
December 519 178 24 4 2 2
Totals 4,852 1,684 2,243 12 4 7
1976 -
January 847 172 375 2 ] 1
February . 815 245 570 5 1 4
Mharch 579 167 408 1 4] 1
April 4539 197 262 3 1 2
May 473 173 302 1 o . 1
June 613 264 349 0 4} 4]
July 665 138 527 1 (4] i
August 661 283 378 7 ‘ 4 3
Septemoer 523 161 362 o 0 v
October 744 178 . 568 3 .0 3
November 752 158 594 4 0 4
December 626 174 462 _4 1 —2
Totals 7.465 2,310 5,155 31 8 23
18717 _
January 664 271 383 2 o] 2
- February 683 - 211 472 2 0 2
March 787 220 567 3 o 3
Aniil 613 129 484 3 0 3
May 675 217 458 7 1 6
June 510 17% 335 2 0 2
July 667 236 431 2 0 2
August 1,027 260 767 6 2 4
September 768 326 440 4 0 4
Ccrocer : 3€o 292 574 4 1 3
November 722 208 514 9 2 7
December £67 : 320 347 _5 X1 5
Totals 8,647 2.865 5,782 S0 7 43
1373
January 1,018 364 655 0 0 0
February 665 263 402 3 o 3
March . 779 313 466 4 0 4
April 646 234 412 3 a. 3
May 729 303 420 1 0 1
. dune 580 220 350 3 ) 3
July | : 604 233 kYA 0 0 0
August 752 298 454 6 4 2
September 49 225 324 3 0 3
October 741 300 441 2 1 1
Novemnber 474 198 276 4 0 4
Oeczember 438 203 235 i 1 _o
Totals 7.976 3.170 4.806 30 [ 24

!

i
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p
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7. Doctor, do you fcel it is important for pnysicians to screen
the patients who may ke or are potential drug abusers prior
to prescribing DARVON products?

]! Yes
(21) . No
@ Don‘t Know

8. For which type of patient do you feel physicians should utilize
greatci caution when prescribing DARVON? | DO NOT REXAD LIST |

[ FOR Z3cH PRELTSTFD TYPE NOT MENTIONED, ASK |

9. Do you feel greater cauticn should be utilizzd for . . . {READ LE

- ‘ | | 0.9

0.8 AIDED
UNMNIDED . DO
PLTIENT TYDE | YES ¥O KN
Thiosa 'bo rnay use excessive (24) @ {;E
glecho ' (22) - §
Those whe aze either depressed ‘ (25) O [E
or emotionally disturbed E
Those taking other CNS (central (26) @

nervous system) depressant drugs
(sece list '

- OTIER: [@
(specify) )

-Don't Know @

(23) _____ .

i
THANK YOU VER MUCH, DOCTOR. WE APPRECIATE YOUR TIME AND CCOPERATIOL
|
|



5.

Can you tell me what you recall about the information on DARVOY
products?

[ po ~oT READ LIST |

FOR EACII OF THE FIRST THREEZ PRELISTED STATLIMENTS KCOT
MENTIONED, ASK: ‘ ;

Thinking of the various DARVON products, are ycu aware
that . . .

| READ LIST |

0.5 Q.6
UNAIDED AIDED
INFORMATION POINTS YES NO

cantion should be used when (18) 2]
taken with alcohol

Caution should be used when (12) 9 P
taken with CNS depressant drugs

(central nervous system - saze

list)

Czution should be used in (20) T 2
emotionally disturked or '
Gepressed patients (1e)

Safe when used as directed @}

Should bz taken zs directsd [5)
.-OTHER: {©

(specify)

Can't Recall | (17) [d




;

(3] parvon, Darvon Compcund, Darvecet

(13)  [C ocher:

| [& can't Recall

-~

D Hav\,e }7:‘,!_1 recGi~‘;cd
DARVON or DARVOUZET

any information relating
5

2. Can you tell m: for which analgesic you were given information?

. . . lsxip 70 0.4 |

(14) 2 w»

s Lo the ansalgesic,

IN

{ DO NOT REZD LIST |
‘ Detailman/rep

(2 Mailings
(15)
3] Newspaper

[@ Television

[d other:

. How did wou receive this information about DARVCH?

~ ey .

[@ Can't Recall

(specify)




STUDY # (4-6) 8 2

STATE (7-8)
SAMPLE TYPE (9)
SPECIALTY (10)

(11) B L A N

CARVCON AWARENESS STUDY

Good morning/afternocn, Dr. . Th
calling long distance from Philadelphia
Services Department cf the Consumer/Industri

Docktor, we are conducting a national study among physicians
like yourself regarding ORAL zialgesics, and I would like to
ask you just a ccouple of brief questlong if I may.

Doctor, before we begin, I wculd 1like to wmention that this
data wilil rzmain anonymous.

1. During the wpast three or four months, have vcu bee :
aware of any information relating to an ORAIL. znalgesic

[ﬂ Yes

(12) No . . . |SKIP 70 0.6 |

@ can't Recall . . . | SKIP 70 0.3 |

&




Corsumerindustrial Research Service ﬁ

%

A copy of the interviewing document can be found

in the Appendix.

Sample Design’

- A total of 300 interviews was requested to be
distrib;ted among five medical specialties as follows:
QuoTA
GeneralIPractitioﬁers - 50

Obstetricians/Gynecologists 25

Internists 25
Orthopedic Surgeons 25
General Surgeons 25

The quota samples were equally distributed among

those physicians alerted by the mail and detail campaigns.

The physician listings were provided by Eli Lilly

<

and Company.




Consumer/industrial Research Service éiﬂ}l

INTRODUCTION

Study Objective

.The primary objective of this research investigation
was to evaluate the level of awareness of a recent DARVON

caution issued by Eli Lilly and Company.

The caution indications were submitted to physicians
via a mail campaign in August, 1879 or by a visit from the

company detailperson during September, 19789.
The key messages outlined for analysis were:

.se Caution should be used when taken with

alcohol.

.e.» Caution should be used when taken with

CNS depressant drugs.

... Caution should be used in emotionally

disturbed or depressed patients.



CNS DEPRESSANT DRUGS

1. MINOZ TRANQUILIZERS:
Valiumn
Librium
Meprobamate
Equanil
2. MAJTOR TRANQUILIZERS:
Thorazine
Comnazine
Mellaril
Vistaril
3. SLEEPING PILLSL
Seconal
Tuinal
~s»Phenokarbital
Placidyl
4. ANAILGESICS:
Talwin
Perccdan
Morphine

Codeine (codeine

(4 major categories)

Serax
Azene
Tranxene

Quaalude
Sineguan
Atarax
Dalrane

Nerbutal
Chloral Hydrate
Noctec

products)



FDA Comments on Eli-Lilly Report

[. Summary

As agreed in previous conversations with E£1i Lilly, the firm
pravided a report of its progress on its educational

programs as well as its surveys of physician and patient
attitudes and surveys af outcomes including abuse and death. A
copy of this report is attached.

Several members of the FDA staff representing several

disciplines reviewed the E17 Lilly report in detail. Previous
discussions in October of 1979 established the date of January 20
as the date for receipt of a number of efforts by Lilly. It was
the consensus of the FDA reviewers' of this report that Lilly had
failed to meet its proposed program in several respects. Some of
these problem areas include the following:

1. Studies of Prescription Data, DAWN Data and Prescription
Data Services and Orug Utilization Data. The Drug Use
Analysis Branch in the Division of Drug Experience reviewed
the data carefully. In general, there were several discrepan-
cies between information provided in the Lilly Report and
information summarized in the early part of this Quarterly
Report (Appendix II). ‘

2. El11 Lilly had promised in early conversations a general summary
of deaths reported in 18 coroner's offices throughout the

country. This survey as indicated was not completed by the time
of the report.

3. The remaining materials provided jncluding reports from the
Wisconsin Crime Laboratory Reports, the praoposed study by
Or. Dorsey and the proposed material from Dr. Lietman were
of interest but did not allow for adequate evaluation of the
overall magnitude of the problem. It is possible that in
future reports these data may be helpful.

4. Although Lilly indicated that the audiovisual film prepared
was available in 57 Lilly offices, no information was provided
as to how these films were being used so the meaning of this
particular ijtem in the report was unknown.

The substance.of these cusmments are also being communicated to Eli
Lilly. ,



New Propoxyphene rx’'s/Quarter (000)
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 (Table 18

Lilly Propoxyphene Products, Auqust 1 - December 31, 1979

NPA-Assuming

Prescriptions Dispensed Lilly Estimates-Adjusted |
as. Written Prescriptions Dispensed
New Rx's (million) . 4.8 4.1
Refill Rx's (mill{on) 3.7 2.9
Monthly New Rx's 960,000 820,000
Monthly Refill Rx's 740,000 580,000
Total Monthly Rx's 1,700,000 1,400,000
Patient Info. Sheet 8.14 months 9.89 months
Supply if givenwith - . o '
AlT Lilly Rx's.
Patient Info. Sheet  °  14.42 months 16.89 manths

Supply if ‘given with
New Lilly Rx's Only




4)

The manufacturer used new prescriptions, rather than total
prescriptions: throughout their "report. . . When comparing
DPX with codeine or oxycodone (both Schedule II drugs),
total DPX prescriptions should be used, since new Rx's for
codeine and oxycodone represent total Rx's dispensed. Hore
significantly, DAWN data, which is one measure of misuse or

abuse, should be compared to total exposure, ie, total Rx's

‘or total kilograms.

Patient-Profile Study

Lilly has purchased data from Prescription Data Services for the

study of propoxyphene. These data would be most useful if

compared with the study done previously by FDA. However,

because of the time frame selected, by Lilly, the two studies
will not be comparable. Furthermore, new users in 1979, will
be excluded because selecticn for Lilly's study will be based
on 1978 users only, even though their profileé extend

through June 1979.




3)

inf'lated estfmate of the months supply of patient information

, - -
0-—4“

sheets. See Table 18 . Although it is desirable for all
producers to supp‘ly patient information sheets, Lilly
pmpoxyphene_products accounted for 88% of the unadjusted
new prescription market far the year 1979. Thus, these
pmducts pmbab]y play the predominant role in the -
public health problem which results from the misuse of

propoxyphene.

Propoxyphene Prescription Volume

E ,Althoughs new prescr\‘pt’lons are the first values to reflect

chang_els;-.m-- prescribing behavior, total prescriptions or

total kilograms provide a better estimate of the extent of

~ drug prescribing.. In the case of propoxyphene (OPX) both

préscr‘iptions and kilograms dispensed have decreased markedly

over the past year. As noted on Tables _ 1 3.2 ,

comparison of 4th quarter 79 with 4th quarter 78 indicated
a 25% decrease in new DPX prescriptions but only a 20% decrease

in reﬁtﬂ oPX prescnptmns. Since total kilograms also reflect

: prescﬁptwn size and product strength, k1 Togram estimates

© are pgrhaps the best estimate- of exposure. Total DPX kﬂograms

decreased 214 for the same time period.




Comments on Lilly's Second Quarterly Darvon Report

Submitted to FDA January 24, 1980

Several concerns, with respect to thds report, have heen raised by members
of the Drug Use Analysis Branch of the Division of Drug Experience. These

include use of imprecise terminology, adjustment factors which lack clear

definition and the consistent use of new rather than total prescription

estimates. In addition, we are concerned with the design of the proposed

o e
/W PDS study. <
1) Terminology

We have assumed that "Darvon and Darvon-N products" includes all
strengths of the following products: Darvon, Darvon w/ASA,
Darvon Compound, Darvon N, Darvocet N, Darvon N w/ASA,
Propoxyohene N, Propoxyphene N w/ASA and Propoxyphene (Comp) -
Lilly. This definition of products is a prerequisite for data
comparison.

2) Adjustment Factars

According to our calculations, based on NPA data, 4.8 million
new prescriptions were dispensed for prescriptions written for
Lilly propoxyphene products during the period August 1979 -
December 1979. In the same time period 3.7 million prescriptions
originally written for Lilly propoxyphene products were
refilled. The manufacturer has adjusted these estimates for
prescription loses due to substitution and MAC effects, with
resultant estimates of 4.1 and 2.9 million for new and refill
prescriptions filled with Lilly products respectively. The
factors used for these adjustments were not included in the
LiTly report. The adjustments result in a substantially lower

monthly prescription volume for Lilly products, with a resultant



LILLY RCSEARCH LABORATORIES

DIVISION OF ELI LILLY AND COMPANY =+ |INDIANAPOLIS, INDIANA 402068 ° TELEZPHONE (317} 231-2000

January 24, 1980

Judith K. Jocnes, M.D., Ph.D., Director
Division of Drug Experience (EFD-210)
Office of Biometrics and Epidemiology
Bureau of Drugs '
Department of Health, Education,

and Welfare
Focd and Drug Administration
5600 Fishers Lane .
Rcckville. Maryland 20857

Re: Repoxrt to NDA Nos. 10-996, 10-997, 16-827, 16-929,

l6~-344, 16-861, 16-862, 16-8&2, 16-864, 17-122,
17-507 :

basis on the status of various programs for the dissemination
of information on Darvon and Darvon-N prcducts. We submit
herewith Lilly's second quarferly reporﬁ on these items.

Thi¢ report will supplement in part the ccompany’s report of

Octcker 23, 1979.

1) Preparation and Dissemination of Revised Informa<ion
Recarding Darvon and Darvon~N Products

-

As ncted in the company‘®s October 23 repoit,
following consultation with FDA, Lilly initiated

a program on August 1, 1979, to provide physiéians,
pharmacists, and patients with additional information
on Darvon products. This program included the

following elements:

74___________:_______________.....-----lIllIlllll-i
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Harell, M., Shea, J.J., Emmett, J.R. Total deafness with chronic
prapoxyphene abuse. Larynguoscope. 1978; 88 (Sep.); 1518-21.

Schuckit, M.D., Morrissey, E.R. Propoxyphene and phencyclidine
(PCP) use in adolescents. J Clin Psychiatr. 1978; 39 (Jan.):7-13.

Use of these is more likely to occur in people with more antisocial,
drug, and alcohol problems.



Table 16
DEATHS RELATIVE TO PRESCRIPTION (Rx) USE

January - March 1979

Cohparison of Propoxyphene with Qther Drugs (DAWN, MPA)
| ATl
Reported
Deaths** Deaths
Total Rx's* (Coroner MiTlion Group
(in milljons) Mentions) Rx's Rank
Drug Group
I. Barbiturates 1.5 221 147 1
(excluding phencbarbital)
II. Other Sedative/Hypnotics 4.4 115 26 2
flurazepam
methaqualone
glutethimide
ethchlorvynol
II. Benzodiazepines 15.9 117 7 6
(excluding flurazepam)
IV. Major tranquilizers 3.9 36 9 4
Chlorpromazine
Thioridazine
Amitriptyliné/Perphenazine
V. Analgesics '
Pentazocine 0.9 7 8 5
Codeine 13.0 81 6 7
VI. Propoxyphene 6.6 112 17 3

*Data from National Prescription Audit, IMS America

**Data from Drug Abuse Warning MNetwork, NIDA, unpublished data.




. Table 17
MEDLINE JOURNAL SEARCH

The following propoxyphene citations were found for the period January 1978
through February 1980 which relate to abuse, death, and toxicity: (This
search only included human stud1es in the English language.)

1. Vorhees, C.V., Brunner, R.L., Butcher, R.E., Psychotropic
?rugs as Behavioral Teratogens. Science. 1979; 205 (Sep):
220-5.

Propoxyphene-had no apparent effects on reproduction or growth,
but produced a variety of behavioral changes.

\Aﬁ Jasinski, D.R. Human pharmacology of narcotic antagonists.
: o Br J Clin Pharmacol. 1979; 7 Suppl 3: 287@-2908
| S1 narcotic antagonists developed in recent years appear to have
a/lesser abuse potential than codeine or propoxyphene. Pentazocine
o _/ébpears to be abused less than codeine or propoxyphene in the U.S.

3. Acute poisoning with Distalgesic (letter). Br Med J. 1979; 1 (Feb. 3)3
342-3.

4. Farrell, J, Brown A.W., Sturrock, R.D.. The use and abuse of Distalgesic
(letter). Br Med J. 1979; 1 (May 12): 1284.

5. Gumpel, J.M., Acute poisoning with Distalgesic (letter). Br Med J.
1979; 1 (Feb. 24): 551.

6. Hails F.G., Whittington, R.M., Distalgesic and paracetamol poisoning
(letter). Br Med J, 1978; 2 (Dec 2): 1569-70.

7.  Starkey, I.R., Lawson, A.A. Acute poisoning with Distalgesic.
Br Med J. 1978: 2 (Nov. 25): 1468.

8. Gennery, B., Lucas, R., Distalgesic and paracetamol poisoning (letter)
Br Med J. 1978; 2 (Oct. 28): 1226.

9. Maruta, T., Swanson, D.W., Finlayson, R.E., Drug abuse and dependency
in patients with chronic pain. Mayo Clin Proc. 1979; 54 (Apr.):241-4

144 patients with chronic pain of nonmalignant cause. Codeine and
oxycodone were most frequently abused.

Jain, N.C., Budd, R.D., Sneath, T.C., et al. A survey of drug use
among obat1oners in the Los Ange]es area in 1976. Int J Addict.
1978; j(Nov ):1319-25.

Ente, G., Mehra, M.C., Neonatal withdrawal from propoxyphene
hydrochloride. NY State J Med. 1978; 13(Nov.): 2084-5.

Fraser, H.F., Kay, D.C., Yeh, S.Y., et al. Possible effects of
nonmetabolites on the sub3ect1ve_and reinforcing characteristics of
oopioids in animals and man. Q‘Drug A]cohol Depend \1970, 3(Sep): 301-18.




The summation of all DPX-related deaths as reported to DAWN is
displayed in Figure 7 and the data for both Figures 6 and 7 are tabulated
| in Table 15. A continued trendline through 1979 is necessary before a
fina] conclusion can be reached as t6 the effect of the 1979 proceedings.
However, there was a 50% decrease in DPX-related deaths as reported to
DAWN between the second quarter of 1977 and the second quarter of 1979¥

with 30% of this decrease between the second quarters of 1978 and 1979.




Figure 7

PROPOXYPHENE DEATHS
DAWN-Consistently Reporting
Medical Examiners
1976-1979 llonthly
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DAWN DEATHS AS A PROPORTION QF USE

Deaths relative to prescription use for the first quarter of 1979 are

~ listed in Table 16. A comparison is made of DPX with other drugs that are

major causes of death per DAWN. This table updates the similar table which
appeared in previous DOPX surveillance reports. The rankings have remained
the same. Barbiturates still rank first. The sedative/hypnotics, as a group,
are next, and DPX falls third. The other analgesics, pentazoéine and codeine
fall below DPX in this ranking by the ratio of deaths per million Rx's dispensed.

REVIEW OF LITERATURE
A medline journal search was done for DPX literature published

between January 1978 and February 1980 1in the English language. The
articles pertaining to abuse, dependence, and cardiotoxicity are listed in

Table 17.




Table 15
PROPOXYPHENE
DAWN - Consistent Reporting Medical Examiners
January 1976 - June 1979 - Monthly

1976 1977 1978 1975 ‘
Suicide Other Total } Suicide Other To@a],7 Suicide Other Total | Suicide Other Total .o
' NG . 4
January 16 36 52 30 31 661l 16 31 U 47| W7 24 a1
February 19 26 45 35 30 % 65 | 20 28 ”(7! 48 | 17 24 41
March 13 29 42 27 31 .88 /| 25 28 ' 83| 14 23 37
April 17 31 48 24 34 5968 | 16 18 34 15 15 30
May 16 26 42 27 35 §3 62 | 22 15 37 15 8 23
June 28 26 254 16 24 5240 7 27 14 % 12 13 25
July 16 24 50 40 28 28 54 56 20 25 45
August 26 30 Mesp 29 . 38 g 67 | 21 18 39
September 23 19 it 42 24 27 8651 15 27 42 /
October 17 24 B4 26 23° 4s49 \} 15 21 36
November 21 24 4545 24 21 w945 b 16 22 38
December 19 38 54 57 23 26 4749 - 9 20 29/
U /fl‘ IT’;’
x\.u 3[ s .L



Table 14
Propoxyphene Products

Overdose Reports
Received at FDA Ouring 1979

Propoxyphene With With Qther With Othe

0D/Fatal Product Only Alcaohol Orugs Only - Drugs andr

- - Alcohol
Mapsylate - - 1 1
HC1 Cemcinaticn = a - i(') -
hapsylate Combination 1(]) -y : -
HC1 Single Entity 5(1) 500 5 2
OD/Recovered
Mapsyla.e Single Entity - b 1
HC1 Single Entity 1(]) : -
HC1 Comiination:. 1 -

( ) indicates the subset of total cases that involved a suicide attempt or

success )
a - second propoxyphene product used (DPX and acetaminophen

b - severe sequellae




MEDICAL EXAMINER MENTIONS

FIGURE 6

PROPOXYPHENE DEATHS
DRUG ABUSE WARNING NETWORK
CONSISTENTLY REPORTING MEDICAL EXAMINERS |
1976-1979-MONTHLY
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Table 13
PROPOXYPHENE
DANN«ER‘S Cons1stent Pane]

1977 !‘7‘-*7"1.637:8 e
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August o gg%}a§; % 321 é~§}@- - 287 : 221 .
September N33 288 o - 3027 0 - 225 -
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FATAL MEDICAL PROBLEMS

Deaths Reported to FDA

There were three reports of non-fatal DPX overdoses and 19 cases of
fatal overdoses reported to the FDA in 1979. (Table 14)0 Only 5 of these
specifica11y indicated a suicide attempt but some other cases were poorly

documented. Eight of the 22 cases involved DPX alone; the remainder

were associated with other drugs and/or alcchol.

Deaths Recorded by DAWN Medical Examiners

Deaths as reported by consistently reporting medical examiners to the
DAWM data base are depicted in Figure 6 for all DPX products. These data are
displayed monthly from January 1976 through June 1979, the last month for
which complete data are available. Deaths which were specifically reported

as suicide are graphed separately from other deaths. At first glance, it

.
—

appears that there has been a.precipitous drop-in non- su1c;de~&eaths B

assoqjg;gd’wi;b OPX from March to May 1979. However, a simi]ar decline

occurred in 1978 during the same months Therefore, this trend may be
1nd1cat1ve of seasonal variation rather than a reaction to DPX
publicity and warm’ngs~ Deaths as;gciateduwjthnﬁxw(both,5u1c3da1 and

nqn-SUi¢?§§)) seem to have decreased since 1977._ The deaths are

i

approximately equally distributed between suicideﬂandmngn:§u1clﬂe:

It is important to emphasize that the designation of suicide may vary

“ between reportors and the diagnosis of suicide is often difficult to make

in obscure cases. Accordingly these may. represent underestimates of actuai

proportion of ;suicides.
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Table 12
Propoxyphene Products

Reports of Addiction and Dependence
Received at FDA During 1979

with
oropoxyphene other with other
product with arugs  drugs anrd
Addict/Cependence only alcohol oniy  _alcoho.
Mapsylace Single Entity 4(1) - oo
HC1 Combination 62 1 -
; -

HC1 Single Entity 11 2

( ) indicates the subset of total cases that involved a suicide attempt or
success
a - mild neonatal withdrawal (mother - chronic user) for one case




III.

ACUTE, NONFATAL MEDICAL PROBLEMS

Drug Abuse or Addiction

There were 27 cases of addiction or dependence reported to the FDA in
1979. Twenty-one of the 27 involved DPX only. There was one case of mild
neonatal withdrawal reported where the mother was a chronic user of DPX.

These cases are tabulated in Table 12.

The DAWN emergency room (EP) panel estimates trends in drug abuse medical

‘"“»-mm»., S

o

problems severe enoﬁgh to br1ng the pat1ent to the ER. F1gure 5 d1sp1ays “the |
monthly trend ;;ngagistently reporting ER ment1ons for DPX from January 1976
through December 1979. A falrly substantial decrggse in ER mentions is seen
begxnn1ng 1n 1978 and cont1nu1ng through the erd of 1979. It is 1nterest1qgn
to note the peak of ER reports which occurred 1n January 1979 the monEg—of

initial DPX publicity and Serate hearings. It cannot be ascertained whether

this peak in drug abuse reporting can be attributed to these avents, however.

There was a 35% decrease in DPX ER mentions between the fourth quarter of
1977 and the fourth quarter of 1979. Twenty-five percent of this decrease
has occurred since the fourth quarter of 1978f The monthly data are

displayed in Table 13.
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Table 10
PROPOXYPHENE (DPX) MENTIONS
PRIMARY DIAGNOSES

July 1977-

June 1978
Surgical Aftercare 24%
Bone and Movement Diseases 18
Sprains, Strains, Fractures 12
Obstetrics, Post-partum 3

October 1978-
September 1979

20%

23

12
6

Data from National Disease and Therapeutic Index, IMS America




Table 9
PROPOXYPHENE MENTIONS
AGE AND SEX DEMOGRAPHICS OF USERS

July 1977- October 1978~
AGE June 1978 September 1979
0-19 ' 10% 5%
20-39 31 32
40-59 28 26
60+ 31 37
SEX
Male 34
Female 66

Data from National Disease and Therapeutic Index, IMS America




in the over 64 age groups, which can be ascribed in part to the sex
characteristics of the general population in this age group. The

most often mentioned diagnosis for the over 64 age groups was arthritis.

PHYSICIAN SPECIALTY

Prescribing of DPX by physician specialty has not changed appreciably
since 1978, according to the NDTI. Over half of DPX use is in general
practitioners, family practitioners, and internists. A substantial
amount of use is also seen in general surgery, obstetrics, and

orthopedics.
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Pentazocine is another Schedule IV analgesic. Monthly new Rx's were
graphed for these drugs in Figure 4. Ibuprofen has seen over 50% increase
in sales over 1979 while pentazocine has remained fairly constant in new

Rx use.

H. DEMOGRABHICS OF DPX USERS

Table 9 gives the age and sex demographics of DPX users for the year -
October 1978 through September 1979 compared to the year July 1977 through
June 1978, the iatter representing a time period before the DPX controversy
began. There has been a slight increase in DPX use in the 60-and-over age
r*””ﬁroup with a concomitant decrease in the under-20 age group. This decreased

use in the younger age group may be a favorable indicator of decreased abuse

!
_/“w S \ potential.

RN

I. INDICATION FOR USE

Table 10 compares primary diagnoses for the same time periods. This
indicates a slight decrease in DPX use for surgical aftercare and an increase
in ppx use for bone and movement diseases and in obstetrics (postpartum).

However, the significance of these changes is not known.

Because Darvocet-N is the most extensively prescribed DPX product, it
was passible to rank its use among the most often mentioned drugs by age
group. Then, the sex breakdown of this use, and the associated major
diagnoses for each age group was examined. Table 11 demonstrates these data
far the year October 1978 through September 1979. The age groups in which a
high proportion qf use was in women were 15-24 and 25-34, where 18% and 13% of

use, respectively, was postpartum. A high ratio of female users also occurred
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