
 

 

 

January 20, 2011 

 

 

 

Margaret A. Hamburg, M.D. 

DIVISION OF DOCKETS MANAGEMENT 

COMMISSIONER OF FOOD & DRUG ADMINISTRATION 

DEPARTMENT OF HEALTH & HUMAN SERVICES 

5630 Fishers Lane, Room 1061 

Rockville, MD  20852 

 

Re: Citizens’ Petition to Revoke and/or Vacate the Recall of Darvon/Darvocet and all 

 Propoxyphene Containing Products 

 

Dear Dr. Hamburg: 

 

 The undersigned, Barbara L. Maw, individually and as attorney for and representative of 

John and Jane Does 1-500 submits this Petition pursuant to the Federal Food, Drug and Cosmetic 

Act 21 U.S.C. §355(f), and 21 C.F.R. 10.30 requesting that the FDA immediately vacate and/or 

revoke the recall and removal of all Propoxyphene-containing products (Darvocet + 

Acetaminophen and Darvon). 

 

A. Action Requested. 

 

 Petitioner is requesting that the FDA vacate and/or revoke its request for the voluntary 

recall of the Propoxyphene-containing products.  Petitioner maintains that FDA’s request to 

voluntarily recall these produces was not based on substantial evidence
1
, was unlawful, arbitrary 

and capricious
2
. 

 

 The FDA abused its discretion and acted unlawfully, arbitrarily and capriciously in 

requesting that Propoxyphene-containing products be voluntarily recalled without conducting 

credible studies to determine whether it has cardiotoxic potential.  More specifically in issuing 

the voluntary recall the FDA acted unlawfully, abused its discretion and acted arbitrarily and 

capriciously in the following particulars: 

 

                                                 
1
 “Substantial evidence is such evidence that a reasonable mind might accept as adequate to support the conclusion 

reached by the [decision maker].  Substantial evidence required more than a scintilla but less than a preponderance.”  

T-Mobile Central, LLC v. Unified Government of Wyandotte County, 546 F.3d 1299 (10
th

 Cir. C.A. 2008). 
2
 “Whether the decision maker acted reasonably in recalling the project determines whether it acted arbitrarily and 

capriciously.”  Flinder v. Workforce Stabilization Plan of Phillips Petroleum Company, 491 F.3d 1190 (10
th

 Cir. 

C.A. 2007). 
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 1. Relying primarily on studies wherein Propoxyphene products were recalled 

because of the potential for dependency, accidental and intentional overdose and use in the 

elderly. 

 

 2. By failing to consider the effects this product has on individuals with chronic 

conditions and preserving their quality of life. 

 

 3. By failing to put into place a phased out recall procedure making it difficult for 

those individuals who have been using Propoxyphene products for a number of years to wean off 

of it. 

 

 4. Basing the recall of the Propoxyphene products on animal studies, when in fact 

the drug has been on the market since 1957 with no human evidence of cardiotoxicity at 

therapeutic doses. 

 

 5. Relying on inadequate epidemiological studies, either where the evidence did not 

support cardiotoxicity or the epidemiological studies dealt with accidental and intentional 

overdose, not cardiotoxicity, as basis for the recall. 

 

 6. Relying on various literature searches that do not support FDA’s position that 

there is a causal relationship between Propoxyphene and cardiotoxicity at therapeutic doses. 

 

 7. Acknowledging that most of the cardiotoxic studies are, in fact, anecdotal. 

 

 8. Requesting that the sponsor (manufacturer) Xanodyne of the product perform 

TQT studies involving a sample size so small as to question the credibility of the study and 

whether it has any statistical significance. 

 

 9. Basing part of its decision on the efficacy of Propoxyphene-containing products, 

when in fact efficacy is subjective, difficult to determine as demonstrated by Exhibit 1.  (Exhibit 

1:  Blogs of individuals for whom Propoxyphene is efficacious). 

 

 10. Comparing hydrocodone with Propoxyphene and concluding that hydrocodone 

was associated with increased deaths, yet recalling Propoxyphene products. 

 

 11. By suggesting that the use of Lortab, Percocet and Oxycodone are preferable to 

Propoxyphene when in fact these drugs tend to be more addictive, especially with respect to 

Oxycodone (“hillbilly heroin”). 
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 12. By not substituting another cost effective drug for the Darvocet that is well 

tolerated and efficacious.  There are many individuals who are unable to tolerate codeine based 

products or Tramadol. 

 

 13. By allowing a special interest group to force an immediate recall of the product, 

without conducting credible research, be it an epidemiological study or human studies and failing 

to implement a phased out use of the drug for those individuals who have been taking the drug 

for long periods of time. 

 

 Based on the above, the FDA abused its discretion when they requested a voluntary recall 

of Propoxyphene-containing products based on very little evidence, limited research and in face 

of research that showed no causable relationship between the use of Propoxyphene products at 

therapeutic doses and cardiotoxicity.  Further, FDA in initiating the voluntary recall did not 

follow its own statutory procedures and policies by failing to adequately research the products 

for cardiotoxic effects and not taking into consideration that Propoxyphene-containing products 

have been on the market since 1957 with no known toxic effects (except accidental and 

intentional overdose). 

 

B. Brief History. 

 

 The Propoxyphene-containing products, specifically Darvon and Darvocet, were placed 

on the market by Eli Lilly January 12, 1957.  Since that time and beginning in 1978, Public 

Citizen (Dr. Sidney Wolfe) sought to have the Propoxyphene-containing products banned or 

placed on a very restricted DEA Schedule 2 list, both of which were subsequently rejected.  

Public Citizen did not pursue this any further until 2005 when the United Kingdom (“UK”), on 

January 31, 2005, withdrew the Propoxyphene-containing products from the market. 

 

C. Statement of the Grounds. 
 

 The following documentation supports the Petitioners’ position that Propoxyphene-

containing products were wrongfully recalled from the market and in doing so the FDA abused 

its discretion, acted unlawfully, arbitrarily and capriciously. 

 

 1. UK Statement January 31, 2005. 

 

  Both the FDA and Public Citizen relied on a statement made in a British study at 

the time the British Government withdrew Propoxyphene from the market:  “the British 

Government stated that the efficacy of this product ‘is poorly established and the risk of toxicity 

in overdose, both accident and deliberate, is unacceptable’”.  Further, “it has not been possible to 

identify any patient group in whom the risk benefits [ratio] may be positive…in relation to 

safety, there is evidence that fatal toxicity may occur with a small multitude at the normal 
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therapeutic dose and a proportion of fatalities are caused by inadvertent overdose.  

Pharmacokinetic and pharmacodynamic interactions with alcohol further reduce the threshold for 

fatal toxicity.”  (Emphasis added). 

 

  The UK Statement did not address those individuals with chronic conditions using 

the Propoxyphene-containing products as instructed.  Rather, the British government’s 

justification for removing the products from the market is the risk of accidental and intentional 

overdose, risks inherent with any pain medication, antidepressant, anti-anxiety drugs, etc. 

 

  Further, evaluating efficacy of a particular product is always troublesome.  The 

Propoxyphene-containing products are used for pain management.  Pain is a subjective 

complaint, thus making it extremely difficult to evaluate efficacy.  For example, many healthcare 

providers use a scale of 0 to 10 to assist in evaluating a patient’s pain, 0 being no pain and 10 

being the most severe pain.  Without a reference point, it is difficult to determine how much pain 

the individual is in.  Furthermore, one person’s 4 may be another person’s 10.  Also, the studies 

don’t allow for drug seeking behavior.  There are multiple credibility problems associated with 

determining the efficacy of a product. 

 

  The attached blog taken from the Wall Street Journal site containing 250+ 

responses is a sampling of those for whom the Propoxyphene products are efficacious and for 

which there has been no replacement compromising these individuals’ quality of life.  Efficacy 

then, is really an individual determination.  Most of these individuals who have been using 

Darvon/Darvocet have underlying medical conditions requiring the use of other drugs and have 

worked closely with their physicians to establish a combination drug therapy that is both safe and 

efficacious, and provides for a good quality of life.  This includes the use of Propoxyphene-

containing pain medication.  Further, it appears that no research has been done which addresses 

chronic pain patients and the use of these products. 

 

 2. FDA Administration Center for Drug Evaluation and Research - July 25, 2005 

Re:  the Revision of the Review of Serious Adverse Events Reported in Association with 

Propoxyphene/Acetaminophen.  (Exhibit 2). 

 

  Following the UK’s withdrawal of the Propoxyphene plus Acetaminophen-

containing products, the FDA decided to evaluate the UK study.  Because of the statement by the 

British government that the efficacy of the product was poorly established and the risk of toxicity 

and overdose both accidental and deliberate “unacceptable”, FDA convened a committee and 

requested that Dr. Sharon Hertz from the Division of Anti-inflammatory, Analgesic and 

Opthalmic Drug Products (“DAAODP”) review the adverse events reports (“AERS”) concerning 

the use of these products looking specifically at deaths, suicides, overdoses, drug abuse and 

dependence (noteworthy not cardiotoxicity).  Dr. Hertz also requested the IMS prescription drug 

use for Propoxyphene as well as reviewing other national databases. 
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  Noteworthy, ODS agreed to provide the crude count analysis of all serious 

adverse events and a detailed review of the U.S. death cases for Darvocet.  However, they 

acknowledged that no attempt was made to match the duplicate reports or perform individual 

case reviews of adverse events.  Thus, since individual reviews were not performed, there is no 

information concerning dose, duration, onset, history of drug abuse, and causality could not be 

assessed.  (Emphasis added). 

 

  a. Adverse Events Reports (“AERS”). 
 

   The AERS database was reviewed from 1957 through February 2, 2005.  

161 adverse events were reported in 1999 and 319 in 2004.  The most commonly reported 

adverse event was suicide, drug dependence and overdoses, the co-ingestion of other medications 

including narcotics, alcohol, TCAs, SSRIs and benzodiazepines.  Because it was noted that the 

most commonly reported events with Propoxyphene products were drug overdoses, dependence 

and the observed suicides involving the co-ingestion of multiple drug products, the significance 

of the increase in Propoxyphene could not be established in this analysis. 

 

  b. IMS Data. 
 

   IMS data estimates the number of prescriptions in use.  The study looked 

at the number of prescriptions written from 1994 to 1996, which showed a steady use of 

Propoxyphene.  There was s light increase in 1997 followed by a slight decrease in 2004.  The 

IMS data indicated that Propoxyphene with Acetaminophen, Darvocet, was the most commonly 

dispensed product. 

 

   The study noted there were a total of 91 U.S. deaths from the use of 

Darvocet.  “The majority of the deaths were related to drug overdoses and suicides involving the 

co-ingestion of multiple medications.  There was no consistent trends of hepatic failure or 

cardiac disorders including arrhythmias in the death cases.”  (Emphasis added). 

 

   It was also noted that the increased reporting could not be explained from 

the IMS drug data since the total number of prescriptions had declined. 

 

  c. Drug Abuse Warning Network (“DAWN”). 
 

   DAWN measures the number of emergency department (“ED”) visits for 

both Propoxyphene products versus Hydrocodone.  As of 2004, the proportion of suicide 

attempts was slightly higher for Propoxyphene single drug only (13% of ED cases) then for 

Hydrocodone single drug only (4% of all ED cases) and the proportion of overmedication was 

higher for Propoxyphene single drug then it was Hydrocodone as well.  However, the proportion 
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of Propoxyphene only cases seen in the ED that required an ICU admission was similar in both 

Hydrocodone and Propoxyphene.  According to DAWN, the rate for ED admissions for 

Propoxyphene was stable and ranged from 1.8 per 10,000 prescriptions sold in 1999 to 1.6 per 

10,000 prescriptions sold in 2002. 

 

  d. Toxic Exposures Surveillance System (“TESS”). 
 

   The TESS database contains the number of calls to poison control centers 

concerning Propoxyphene as a single ingredient and in combination with Acetaminophen.  A 

five (5) year review of these calls was performed.  The study noted that while the total number of 

Propoxyphene associated exposure calls increased by about 11%, the total number of fatalities 

declined by half from 28 in 1999 to 14 in 2003.  Overall, Propoxyphene fatalities represented 

about 1% of the total 1,106 fatalities that were reported in 2003 in the TESS database. 

 

   Most of these Propoxyphene associated fatalities occurred in individuals 

who ingested multiple products.  The TESS database confirms that the Propoxyphene products 

remain an important cause of morbidity and mortality in the U.S.  From 1999 to 2003, there was 

an 11% increase in Propoxyphene associated exposure calls, but the number of fatal exposures 

with Propoxyphene products declined by 50%.  It noted that both the number of calls and 

number of deaths associated with hydrocodone products increased in the time frame that data 

was available.  From 2001 to 2003, it increased 29%.  Similarly, the number of fatal exposures 

with hydrocodone increased by 68%, from 47 in 1999 to 79 in 2003.  Again, the majority of 

these exposures occurred in individuals who reportedly took multiple products with the intent of 

committing suicide. 

 

   The overall conclusion from the ODS study was that Propoxyphene has 

been associated with serious adverse outcomes, often in relation to an intentional overdose.  The 

data available to review did not provide enough information to determine if deaths could be 

related to Propoxyphene alone, Acetaminophen in combination products, and/or co-ingestion of 

other psychoactive medications. 

 

 3. Public Citizen’s February 28, 2006 Petition.  (Exhibit 3). 

 

  On February 28, 2006, Public Citizen (Dr. Sidney Wolfe) filed a Petition with the 

FDA to have all Propoxyphene-containing products recalled, arguing cardiotoxicity.  However, 

the majority of the Petition addresses the problems with accidental and intentional overdose, 

dependency and use in the elderly.  The supporting studies also involved accidental or intentional 

overdose, not cardiotoxicity or any toxic effects at therapeutic doses. 

 

  This Petition is weak both on the data concerning efficacy and cardiotoxicity.  For 

example, to evaluate efficacy the Petition cited a 1970 published literature survey which 
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addressed post operative pain and was based on randomized review of clinical trials.  It appears 

that there have been no studies addressing chronic pain patients.  Further, there have been no 

peer reviewed studies addressing the association between cardiotoxicity and the use of 

Propoxyphene products at therapeutic doses.  To the contrary, the drug has been on the market 

since 1957 and the alleged cardiotoxic effects caused by the use of Propoxyphene products has 

never been reported and/or documented with any degree of credible evidence. 

 

  The toxicity studies relied on by Public Citizen primarily focused on accidental or 

intentional overdoses, suicides.  Their Petition cites no good studies relied on by Citizen’s 

Petition addressing the causal relationship between Propoxyphene-containing products and 

cardiotoxicity, a fact apparently noted by the FDA as discussed below.  Further, Dr. Randall 

Baselt’s opinion, the FDA’s expert toxicologist, during the April 6, 1979 hearings testified “this 

accumulation of drugs sets the stage for accidental overdosage; one or two additional anti-

depressant drugs, such as alcohol or Diazepam, may be sufficient even in normally used amounts 

to cause death in susceptible persons”.  This would be true of any pain medication, etc. 

 

  The Public Citizen’s Petition also ignores the current thoughts on treating chronic 

pain patients, such as those with autoimmune diseases.  The current trend is to use combination 

drug therapies which may include a pain medication to give the individual the best quality of life.  

The drug combinations used by the patient are a decision made between the doctor and the 

patient as they are in the best position to assess the correct combination of prescription drugs, the 

adequate doses for a particular patient, the efficacy and safety concerns, not the government. 

 

  Noteworthy, the Public Citizen’s Petition was never granted nor denied, which led 

Public Citizen to file a Complaint on June 19, 2008.  (Exhibit 4).  On July 7, 2009, FDA issued a 

decision on the Public Citizen’s Petition and the parties stipulated to a Dismissal of the action.  

That July 7, 2009 decision denied Public Citizen’s request for removal of the Darvocet.  (Exhibit 

5:  Stipulation). 

 

 4. FDA Center for Drug Evaluation and Research Office of Surveillance and 

Epidemiology December 15, 2008 Report Re:  Serious Adverse Affects.  Sponsor Xanodyne.  

(Exhibit 6). 

 

  This study consists of literature evaluating Propoxyphene use and its association 

with cardiotoxicity in the elderly population.  The literature review performed, looking for 

evidence of an association between Propoxyphene-containing products and cardiotoxicity, 

identified 16 publications for the final review, three of which described epidemiological studies.  

The remaining 13 consisted of case reports and case series. 

 

  Of the three epidemiological studies publications, two describe randomized 

controlled studies examining cardiac effect with therapeutic dose of Propoxyphene.  One 
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randomized study found no effect that could be attributed to Propoxyphene.  The other 

randomized study found a significant difference in one of the cardiac conduction abnormality 

measures.  However, this difference did not translate to clinically significant cardiac function 

defects. 

 

  The third publication described two separate observational studies evaluating 

cardiotoxicity outcomes in overdose patients.  (Emphasis added).  The perspective study found 

significant differences in cardiac conduction on echocardiogram.  The measures, however, were 

not clinically abnormal.  The retrospective study found a significant correlation between QRS 

duration and Propoxyphene concentration. 

 

  The FDA determined that the AERS data alone were insufficient to substantially  

initiate a phased out withdrawal of Propoxyphene-containing drugs as requested in the Public 

Citizen Petition.  In OSE’s opinion, the regulatory action recommended for FDA “should be 

based on clear clinical evidence of Propoxyphene’s efficacy satisfactory to form a robust 

discussion of the risk benefit profile for these drugs”. 

 

 5. Review of Adverse Events Associated with Propoxyphene Containing Products.  

Joint Meeting of the Anesthetic and Life Support Drugs Advisory Committee and Drug Safety 

and Risk Management January 30, 2009.  (Exhibit 7). 

 

  This was a study of the first AERS review of Darvocet from 1969 to 2005, which 

showed 91 deaths, of which 90% of the deaths were related to drug overdoses and suicides 

involving multiple drugs.  (Emphasis added).  A causal role of Darvocet could not be determined 

in any of the cases given the co-morbidities and polypharmacy.  There were no other notable 

trends or characteristics. 

 

  The second AERS review showed 65 fatalities of which 40% were elderly with 

psychiatric issues, 18% were accidental overdose and 17% cardiac of which 82% were 

confounded, in the presence of other drugs.  The conclusion was causality was questionable 

based on co-morbidities and multiple drug use.  (Emphasis added). 

 

  The overall conclusion of the literature review for cardiotoxicity showed that the 

studies were mostly anecdotal reports.  The FDA determined that the literature review lacked 

sufficient scientific evidence to support an association between Propoxyphene-containing 

products and cardiotoxicity.  (Emphasis added). 

 

  The Advisory Committee, even given the lack of sufficient evidence, voted 14 to 

12 to withdraw the drug from the market. 
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 6. FDA Center for Drug Evaluation and Research Office of Surveillance and 

Epidemiology February 27, 2009:  Review of Propoxyphene/Combinations Products Safety 

Issues and DAWN Data Analysis.  (Exhibit 8). 

 

  Significant in this report is the FDA’s footnote wherein it states “the 

cardiotoxicity review findings did not show a clinically significant association between 

Propoxyphene and cardiotoxicity”.  Id.  2.  In the recommendations it was noted that the risk 

benefit analysis for a select group of patients noted that there should be permitted use for a select 

group of patients with a tolerable risk-benefit balance.  However, the Division of Risk 

Management felt that Propoxyphene is not appropriate for the restricted distribution plan.  Citing 

to a February 23, 2009 memo from Dr. Mary E. Willy of the Division of Management.
3
  The 

basis for this decision is not clear, yet, the reviewers voted 14 to 12 to withdraw the drug. 

 

  It was also noted if the drug were to remain on the market the reviewers agreed 

that Propoxyphene labels should be strengthened to highlight the adverse effects.  Yet, the FDA,  

in their own report, concluded there was no correlation between cardiotoxicity and the use of 

Propoxyphene products and just based merely on an assumption recalled the drug claiming it had 

cardiotoxic effects, even though the drug had been on the market since 1957 and no cardiotoxic 

effects were ever reported. 

 

 7. Public Citizen’s Petition Asking FDA to Reconsider Banning Propoxyphene 

(Darvon) August 6, 2009.  (Exhibit 9). 

 

  In the August 6, 2009 Public Citizen’s Petition requested that Dr. Margaret A. 

Hamburg (then commissioner) reconsider banning Propoxyphene.  This was based on the 

supposition that the Public Citizen’s Petition had not yet been apprised of the Advisory 

Committee’s vote to recall Darvocet.  The disposition of the reconsideration is not addressed. 

 

 8. Food and Drug Administration Center for Drug Evaluation and Research Division 

of Cardiovascular and Renal Products January 21, 2010 Re:  DCRP Consult to Evaluate 

Nonclinical Cardiac Safety Date for Propoxyphene.  (Exhibit 10). 

 

  This is a request from Dr. John Koerner, Senior Pharmacologist, Division of 

Cardiovascular and Renal Products/CDER, to Ayanna Augustus, Regulatory Health Project 

Manager, Division of Anesthesia, Analgesia, and Rheumatology Products/CDER, for a consult 

to review nonclinical data, in essence animal studies.  The conclusion was that Propoxyphene’s 

effects on the cardiac sodium current may increase the mortality in patients with ischemic heart 

disease.  It was thought that the sponsor Xanodyne (manufacturer) could confirm this potential 

with clinical data on cardiac conduction and contractility in the nonclinical data in animal models 

                                                 
3
 I was unable to obtain this memo. 
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of sudden cardiac death with an appropriate positive control to assess assay sensitivity.  

Alternatively, this could be handled by labeling. 

 

 9. FDA Center for Drug Evaluation and Research Division of Anesthesia, Analgesia 

and Rheumatology Products January 25, 2010; Sponsor:  Xanodyne; Subject:  Synopsis of 

Cardiac Inotropic Effects of Propoxyphene and Its Major Metabolite Norpropoxyphene, and the 

Possibility of Similar Effects by Alternative Opiate Analgesics if Propoxyphene was 

Discontinued.  (Exhibit 11). 

 

  The study findings of cardiotoxicity were based on nonclinical studies, with the 

investigator noting that “since specific human information is not definitive although 

Propoxyphene has been marketed since 1957.  Interestingly, the investigator concluded based on 

nonclinical studies that they could support clinical findings in the hypothesis that deaths due to 

overdose of Propoxyphene could be due to cardiotoxicity from Propoxyphene and/or 

Norpropoxyphene.  Unfortunately, whether these effects occur at therapeutic dose levels is 

uncertain from the in vivo animal studies submitted to the various Propoxyphene NDAs.  There 

was insufficient animal toxicokinetic information with which to compare to human exposure. 

  

  Because of the possibility of the removal of Propoxyphene the effects of other 

opiates were reviewed. 

   

  Most of these studies have questionable significance, given that Propoxyphene, as 

pointed out by this investigator, has been on the market since 1957 and the most reported effects 

regarding mortality were abuse and/or accidental and intentional overdose.  Cardiotoxicity was 

not reported nor credibly evaluated. 

 

 10. Office of Surveillance and Epidemiology April 19, 2010 Memorandum Regarding 

Scientific Issues and Regulatory Considerations Concerning Propoxyphene.  (Exhibit 12). 

 

  This researcher noted that the accumulated data suggests that a subset of 

susceptible individuals may be prone to Propoxyphene-induced cardiotoxicity when treated with 

recommended or near recommended doses of this agent.  Concern that there is a wide inter-

individual variability in cardiotoxic threshold of Propoxyphene is driven by various measures 

alluded to in the memo.  The investigator noted that “unfortunately, a comprehensive comparison 

of Propoxyphene and Norpropoxyphene, side by side with other opiates (e.g., Tramadol, 

Codeine, Hydrocodone, etc.) and their principal active or toxic metabolites, measuring does-

related effects on human EKG profiles has not been done.  As such, the author proposed three 

options:  (1) the deferral of a decision concerning the U.S. marketing of Propoxyphene pending 

completion of a new epidemiological study, (2) the deferral of such a decision pending 

characterization of Propoxyphene’s cardiotoxic profile compared to other opioids, with a set of 

in vitro-preclinical and clinical EKG studies, and (3) the initiation of a phased withdrawal of 
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Propoxyphene from marketing in the U.S., without waiting for the complete and review of new 

studies. 

 

  The author was of the opinion that further studies were needed, or at the very least 

the Propoxyphene products phased off the market, neither of which occurred. 

 

 11. Multiple Ascending Does (MAD) Study Review dated September 3, 2010 by 

Xanodyne.  (Exhibit 13). 

 

  The study that was requested by FDA and performed by Xanodyne is limiting in 

many respects.  First, it is not statistically significant given that it used only 18 healthy subjects, 

randomized, who received Propoxyphene at 600mg and 900mg for 11 days.  Also, two 

individuals dropped out of the study for unrelated reasons and there were six controls leaving a 

study size of 12.  Second, the study is not peer reviewed.  Third, it’s deficient in that obtaining a 

QTC can be difficult to reproduce.  Fourth, the QT-IRT has not reviewed opiates other than 

Propoxyphene so it is not known whether a substitute exists or whether these drugs would 

behave the same and thus potentially require removal.  Fifth, the premise of the study was to 

determine whether there was cardiotoxicity associated with the use of Propoxyphene.  Sixth, the 

study also states that “cardiotoxicity, QRS prolongation, and cardiac depressant effects are 

reported in the literature and AERS database for Propoxyphene overdoses.  There is no clear 

evidence of adverse events at therapeutic doses.”  Seventh, the MAD test is deficient in that only 

two dose levels were tested, 600mg and a high of 900mg.  There were no studies citing to or 

performed at lower levels of the drug such as 200mg, suggesting the test was designed to prove 

cardiotoxicity.  The study also addressed hepatic and renal impairment in the elderly using six 

placebo subjects. 

 

  The sponsor only performed individual dose concentration - ∆∆QTcF analysis for 

Norpropoxyphene instead of pooling all available data.  The selection of only Norpropoxyphene 

is acceptable even though both Propoxyphene and Norpropoxyphene inhibit hERG channels as 

concentrations of Norpropoxyphene are 4 to 6 times greater than Propoxyphene. 

 

  A major deficiency in the analysis concerns include the concentrations - ∆∆QTcF 

observations across all three studies and is addressed in the reviewer’s analysis. 

 

 12. FDA Center for Drug Evaluation and Research Division of Analgesia and 

Anesthesia Produces November 18, 2010 Memorandum from Bob A. Rappaport, Director of 

Division of Analgesia and Anesthesia Products to Janet Woodcock, Director, Center for Drug 

Evaluation and Research.  (Exhibit 14). 

 

  This references the memos written by Drs. Hertz, Avigan and other reviewers 

noting that Dr. Rappaport concurs that the Propoxyphene-containing products should be removed 
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from the market based on a higher incidence of deaths compared to other similar products seen in 

some of the epidemiological data and the new clinical data documenting cardiotoxicity.  As 

demonstrated by the documents (Exhibits 1 through 13), there is no human data documenting 

cardiotoxicity, which is quite unusual given the drug has been on the market since 1957.  One 

would think that cardiotoxicity would have been reported in the last 50+ years.  Dr. Rappaport 

also concludes that the benefits no longer outweigh the risks although it is not clear what he is 

basing this on.  He also acknowledges that “[the] number of patients have been treated with these 

drugs successfully and without any obvious toxicity for years or even decades [is not an 

inconsequential number]”.  He is also of the opinion that the treatment of chronic pain is 

notoriously hampered by a paucity of analgesic drug products that are effective and do not have 

potentially serious toxicities and a high degree of variability in response and tolerability of these 

products which changes over time. 

 

  Most importantly he noted that “although the post-market data were suggestive of 

risk for death associated with Propoxyphene that was greater than for other analgesics there was 

insufficient information available to understand possible factors related to patient population and 

prescribing decisions that could account for those differences.  The nonclinical data were also 

suggestive of possible cardiotoxicity, but the data were incomplete and did not clearly associate 

risk with the human therapeutic range despite decades of use.”  (Emphasis added). 

  

 13. FDA Center for Drug Evaluation and Research November 18, 2010 

Recommendation on Regulatory Decision for Propoxyphene-Containing Products.  (Exhibit 15). 

 

  The FDA’s opinion after reviewing the MAD study and expanded 

epidemiological analysis concluded that Propoxyphene can have adverse cardiotoxic effects at 

therapeutic doses.  Based on this study all Propoxyphene-containing products were withdrawn 

from the market.  This is despite the limitations of the MAD and epidemiological study. 

 

 14. FDA Center for Drug Evaluation and Research Office of Surveillance and 

Epidemiology November 19, 2010; Subject:  Updated Epidemiological Review of Propoxyphene 

Safety.  (Exhibit 16). 

 

  That study confirms that Propoxyphene was more toxic due to overdose when 

compared to similar drugs.  It didn’t really add anything with respect to the cardiotoxicity.  It 

appears then that the real basis for the removal of Propoxyphene products was the possibility of 

accidental and intentional overdose and dependency, which is not unique to Propoxyphene but is 

seen in other classifications of drugs. 

 

 

 

 



Letter to Margaret A. Hamburg, M.D. 

DIVISION OF DOCKETS MANAGEMENT 

COMMISSIONER OF FOOD & DRUG ADMINISTRATION 

DEPARTMENT OF HEALTH & HUMAN SERVICES 

January 20, 2011 

Page 13 of 14 

 

 

D. Conclusions. 
 

 Based on the documents available there does not appear to be any credible evidence 

linking the use of Propoxyphene products (Darvon/Darvocet) and cardiotoxicity.  In fact, even 

though the Propoxyphene products have been on the market since 1957, the data used by FDA 

consisted of epidemiological and animal studies and the recent study performed by Xanodyne 

where cardiotoxicity was briefly addressed.  If, in fact, these products show severe cardiotoxicity 

(a prolonged QT), then it would be expected that there would be reports of these fatalities due to 

long QT syndrome given these products been on the market since 1957. 

 

 FDA acknowledges that there are no reports of human cardiotoxicity.  In fact, initially 

they indicated they could not show a connection between the use of Propoxyphene products and 

cardiotoxicity.  Subsequently, they relied on Florida epidemiological studies which are based on 

intentional or accidental overdose and don’t address cardiotoxicity, and the study performed by 

Xanodyne, which lacks statistical significance.  This is especially the case given that 

Propoxyphene-containing products have been on the market since 1957, with no reports of 

cardiotoxicity. 

 

 Common sense tells us that if, in fact, there had been reports of cardiotoxicity from using 

Propoxyphene products, that was statistically significant, or if there had been data reporting 

human toxicity from use of the drug in the last 48 years, this Petition requesting that the recall be 

revoked and/or vacated would not be necessary. 

 

 Efficacy should not form the basis for withdrawal of a particular product because the 

determination is too subjective.  For example, one person’s pain rating of 4 may be another 

person’s pain rating of 10.  Also there is no reference point to explain what a pain level of 10 

correlates with. 

 

 Finally, at the very least, these products should have been phased out to allow individuals 

to find substitute drugs while weaning off the Propoxyphene drugs. 

 

 FDA in requesting the voluntary recall acted arbitrarily, capriciously, unlawfully and 

abused their discretion in doing so without acknowledging the available data, using data that 

addressed only intentional and accidental overdose, dependency or involved the elderly, relying 

on evidence of cardiotoxicity which admittedly was based on anecdotal studies and also 

acknowledging that there have been no reports of human cardiotoxicity associated with these 

products at therapeutic doses since 1957. 

 

 For all of the above reasons, Petitioners request that FDA revoke and/or vacate the recall 

and that it do so expeditiously to allow individuals who have a need for these products to obtain 

them to continue to lead a good quality of life. 
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E. Certification. 
 

 The undersigned certifies, that, to the best knowledge and belief of the undersigned, this 

Petition includes all information and views on which the Petition relies, and that it includes  

representative data and information known to the Petitioner which are unfavorable to the 

Petition. 

 

 

 

Signature:            

 

Name of Petitioner:    Barbara L. Maw 

 

Mailing Address:    1413 Center Drive, Suite 250 

      Park City, UT  84098 

 

Telephone Number:    (435) 655-3818 

 

 


