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August 1, 2003

Dockets Management Branch

(HFA-305)

Food and Drug Administration

5630 Fishers Lane, Room 1061

Rockville, MD 20852

Re: Docket No. 03N-0143

Dear Sir/Madam:

Thank you for the opportunity to comment on the safety and efficacy of ipecac syrup, indicated for emergency use to cause vomiting in poisoning, for continued over-the-counter (OTC) status.  The American Pharmacists Association (APhA), founded in 1852 as the American Pharmaceutical Association, represents more than 50,000 practicing pharmacists, pharmaceutical scientists, student pharmacists, and pharmacy technicians.  APhA, dedicated to helping all pharmacists improve medication use and advance patient care, is the first-established and largest association of pharmacists in the U.S.
APhA appreciates the Food and Drug Administration’s (FDA) efforts to evaluate ipecac syrup and examine its risk-benefit ratio in the OTC environment.  Pharmacists, other health care providers, and patients rely on the FDA to regulate the safety of medications and ensure that all drug products have a reasonable assurance of safety and efficacy when used appropriately.  As with the FDA, ensuring the public’s health and safety, especially with respect to medication use, is the pharmacist’s, and APhA’s, highest priority.  

One safety issue in which pharmacists have a long history of activity is poison prevention.  Medications have the potential to harm the patient—and in some cases produce toxic effects—if used inappropriately or taken incorrectly.  Household products such as cleaning supplies, fuels, and pesticides also have toxic effects when ingested.  In recognition of these potential health dangers and their role as health care professionals, pharmacists provide educational information to the public about poison prevention and provide access to treatment aids such as ipecac syrup for emergency situations.   The APhA House of Delegates, the Association’s policy making body, formalized pharmacists’ commitment to poison control in 1967 when it adopted policy recommending “that pharmacists take a more active role in poison prevention and establishing poison information, poison treatment, and 
poison control centers where none exist.”
  Two years later, the Association adopted policy specific to 
ipecac syrup recommending “that pharmacists make distribution of Syrup of Ipecac, USP, part of their National Poison Prevention Week activities.  The committees urge all wholesalers to make one ounce 
containers of properly labeled Syrup of Ipecac, USP, available as a service to the profession of pharmacy and the public.”
  Because of pharmacy’s long-term interest and involvement in poison control, APhA would like to offer the following comments as the Agency re-evaluates ipecac syrup’s status as a nonprescription medication.  

On June 12, 2003, the FDA Nonprescription Drugs Advisory Committee met to discuss whether there is sufficient evidence of the benefits of ipecac syrup to outweigh the potential for misuse, abuse, and adverse effects associated with it as an OTC drug.
  At the conclusion of the meeting, the Committee recommended by a six-to-four vote that the FDA rescind ipecac’s OTC status.  The information contained in the background materials and presentations at the meeting, along with the narrow vote to rescind ipecac’s OTC status, appear to indicate that there are two very different and conflicting viewpoints on this issue.  An informal survey of APhA members with expertise in toxicology found very similar results.

One of the questions the Committee discussed was the role of ipecac in gastrointestinal decontamination.  Clinical studies have shown ipecac to be effective in inducing emesis and decreasing absorption of some toxins.
  However, the use of ipecac syrup has declined dramatically—falling from more than 140,000 recommendations by poison centers in 1986 to fewer than 20,000 recommendations in 2001.
  One must question why ipecac use has experienced such a dramatic decline.  Has ipecac syrup been replaced by a safer and more effective product?  Or has the poison control community recognized higher thresholds for toxic ingestion and used decontamination procedures less frequently?  Available literature does not provide a clear answer to these questions. 

The scientific literature also lacks a definitive answer on the risk-benefit ratio of ipecac syrup.  While the risks associated with ipecac administration are well-known—especially for certain populations with preexisting or underlying conditions—overall, ipecac has an impressive safety record.  A search by the FDA of the Adverse Event Reporting System (AERS) found just 17 adverse event reports that involved ipecac.  Of those 17, there were eight fatalities, four of which were due to ipecac abuse and two were due to a possible underlying medical condition.
  While one death from a drug product is one too many, it is important to recognize how low the adverse events are relative to the number of times ipecac has been administered.

Removing ipecac syrup from the OTC market because of safety concerns would be an easy decision if an existing alternative therapy possessed a better safety profile with the same or improved efficacy.  However, it is difficult to compare ipecac with alternative therapies such as activated charcoal, gastric 
lavage, whole-bowel irrigation, or some combination of treatments such as ipecac followed by charcoal.  All of these treatments have been found to be effective at removing a portion of the toxin through gastric emptying, absorption, or catharsis—and all of these methods have been found to 
possess risk.  For instance, ipecac syrup and activated charcoal have been associated with prolonged vomiting and aspiration, and activated charcoal administered in the emergency room has the additional 
risk associated with tracheal installation.
   When performed incorrectly, gastric lavage can injure the trachea or the esophagus or propel toxins into the duodenum; and catharsis can result in dehydration, vomiting, bloating, and abdominal cramping.
  Each of these potential risks can lead to serious patient harm.  It is difficult to measure the risks of each treatment against one another as the risks and benefits vary depending on the specifics of the situation—what poison is ingested, the amount of time between ingestion and treatment, physical characteristics of the poisoning victim, and the process by which the treatment is administered.   

There is no poison treatment that readily compares with ipecac syrup or its ease of administration.  Both gastric lavage and catharsis require access to an emergency room for administration, and while activated charcoal can be administered at home, charcoal may require repeated doses which should only be administered in an emergency setting and can be difficult to administer.  Administering charcoal can be a messy and therefore less appealing process, and “less than half of young children will voluntarily drink activated charcoal quickly enough for it to work optimally” which may require placement of a nasogastric tube.
  In contrast, ipecac syrup was designed for immediate in-home use, and as an OTC, ipecac is readily available.  Prompt access to treatment is critical to the success of poison control efforts.  For that reason, health care professionals—including pharmacists—for the past 30 years have promoted ipecac syrup as a required item in each household’s medicine cabinet.  If ipecac is removed from the OTC market, we must question what populations with limited access to other poison control methods that must be administered in the emergency room will do.  

The current controversy regarding ipecac syrup and the Advisory Committee’s narrow recommendation to rescind its OTC status makes clear that ipecac syrup’s status as an OTC is tenuous at best.  Unfortunately the available data on ipecac’s safety and efficacy is limited and often appears in conflict.  Because the evidence for revocation of ipecac’s OTC status does not appear conclusive at this time, APhA recommends that the Agency explore other alternatives such as revising ipecac’s labeling.  The addition of maximum dosage information and a toll-free number the public can call for poison control information may help reduce overdoses and inappropriate uses of the medication and improve the medication’s safety record.  After serving nearly 38 years for in-home use in poisoning emergencies, we feel confident that the Agency will not make a rushed decision to remove ipecac from the OTC market unless clear and convincing evidence demonstrates that it would serve the public’s interest to do so.    

In conclusion, I would like to reiterate APhA’s appreciation of the Agency’s efforts to re-examine ipecac syrup and its role in poison control.  Pharmacists play an important role in poison prevention and the promotion of the safe use of medications.  The Association and our members remain 
committed to the active provision of important poison prevention information and aids to assist in emergency treatment.  The informed pharmacist is in the ideal position to counsel patients on poison control and treatment matters, and refer patients to emergency treatment procedures when necessary.  

Pharmacists can also serve as a gateway to consumer access to ipecac.  Directing consumers to the pharmacist to obtain ipecac syrup will provide pharmacists with the opportunity to educate the consumer on proper use of the product—such as using only after consultation with a medical or poison control authority—and limiting the potential for abuse.  Pharmacists are committed to providing this important public health service.  

Thank you for your consideration of the views of the nation’s pharmacists.  Please contact Susan C. Winckler, Vice President, Policy & Communications and Staff Counsel, at 202-429-7533 or SWinckler@APhAnet.org, or Susan K. Bishop, Senior Manager, Regulatory Affairs & Political Action, at 202-429-7538 or SBishop@APhAnet.org with any questions.

Sincerely,
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John A. Gans, PharmD

Executive Vice President

Cc:
Susan C. Winckler, RPh, JD, Vice President, Policy & Communications and Staff Counsel


Susan K. Bishop, Senior Manager, Regulatory Affairs & Political Action
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