September 4, 2002

Sandra L. Titus, Ph.D.




Email:  tituss@cder.fda.gov

Advisors & Consultants Staff

FDA/CDER

5630 Fishers Lane

Rockville, MD 20857

Re:
FDA Review of Acetaminophen Labeling

Dear Dr. Titus,

I want to take this opportunity to comment on several matters which will undoubtedly be discussed at the FDA NDAC meeting on September 19 & 20, 2002 regarding acetaminophen labeling.  Based on my clinical experience and observations made in collaboration with the late Dr. Hyman Zimmerman, I am concerned that there is insufficient public awareness of the hepatic risks of acetaminophen.  Acetaminophen in low doses (1 to 2 grams per day) in most situations is a useful and safe analgesic agent.  However, particularly in patients who are regular users of alcohol, there needs to be heightened awareness of the potential for acetaminophen-induced hepatotoxicity.  

Throughout our work and a review of the literature, it has become apparent that 3 to 4 grams a day is the upper range of a safe dose for acetaminophen.  If the individual is a regular user of alcohol or is in a prolonged fasting state such as is found with a number of serious diseases and also in individuals who are undergoing rapid weight loss programs, the upper limit of a safe dose is unknown but likely does not exceed 2 grams.

The mechanism of hepatic toxicity from acetaminophen is well established and results from the generation of N-acetyl-p-benzoquinone imine (NAPQI).  The pathways by which this toxic intermediate is produced are established and in large measure result from the effects of P450 2E1 on the parent acetaminophen compound.  Both alcohol and acetaminophen utilize P450 2E1.  It is well established that alcohol induces P450 2E1 at the same time, decreasing glutathione levels which serve as the major hepatic defense system in limiting the effects of the injurious quinone.

In addition there are major concerns regarding inadvertent overdose because of the many compounds on the market that contain acetaminophen.  The many drugs 
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containing acetaminophen are a problem for patients who have acute febrile illnesses and take acetaminophen along with a number of daytime and nighttime cold remedies which contain acetaminophen as a non-emphasized ingredient.  Furthermore there is a heightened risk in patients who are regularly ingesting alcohol and take acetaminophen for a variety of alcohol-related symptoms.

The possibilities of a patient taking more than the 3 to 4 grams of acetaminophen becomes even more likely if a person is taking a tablet containing 650 mg of acetaminophen.  Studies in many hospitals including the Parkland Memorial Hospital in Dallas have concluded that the acetaminophen/alcohol interactions play a major role in many patients who present with acute hepatic toxicity.  

Thank you for considering the concerns raised in this letter.  We think the extent of the potential overdose problem is largely unrecognized by consumers.  I regret I will not be able to attend the meeting.  I look forward to reading the results of the proceedings.  

My best regards,

Willis C. Maddrey, MD
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