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Et tu, Tylenol?
On June 30th, a FDA advisory committee recommended restrictions on over-the-counter acetaminophen products, and a reduction in dose.  Acetaminophen is the generic drug in Tylenol, doubtless one of the most familiar names in the modern pharmacopeia.


The advisory committee recommended that the maximum adult dose of acetaminophen be reduced from 1,000 mg to 650mg at one time, and that the total daily maximum be reduced from 4 grams to 2.6 grams, four daily doses.  The committee also recommended, albeit based on a closely divided vote, that combination pain-killers containing acetaminophen be eliminated altogether.  This category includes such commonly prescribed products as Percocet and Darvocet; in both cases, the ‘cet’ at the end refers to a’cet’aminophen.

The FDA is not obligated to follow the guidance of its advisory committees, but it usually does.  In this case, whatever the FDA’s official response to the recommendations, they doubtless come as quite a surprise to the general public.

For if ever there was a drug widely regarded as safe and fairly innocuous, it's got to be Tylenol.  In fact, I bet if you had any concerns about Tylenol, they were the same as mine: does it actually do ANYTHING?  The times I've taken it, I must say I have never noticed much pain relief.  But toxicity?  Come on!


In fact, acetaminophen use is associated with over 50,000 ER visits, and over 400 deaths a year.  Does this mean this seemingly innocent old stand-by is a genuine hazard?  Et tu, Tylenol?
 
Yes, and no.   We have long known that acetaminophen has serious potential for liver toxicity.  This occurs, however, generally only at very high doses, or in people with underlying liver disease.  The potential liver toxicity of Tylenol at very high doses is so notorious, that every ER in the country has a nomogram for gauging the potential severity of acetaminophen overdose, and treating it accordingly.   Every one of us who has logged hours working in ERs has seen cases of acetaminophen toxicity, and on occasion, fulminant liver failure and death as a result.

 
But that doesn’t establish Tylenol as a clear and present danger.  As reported by WebMD, billions- with a ‘b’- of doses of acetaminophen-containing medications are taken in the US each year.  In epidemiology, among the early and oft-repeated lessons is “consider the denominator,” which I suppose translates in the vernacular to: compared to what?  Yes, acetaminophen use is associated with 400 deaths a year- but that’s out of many tens of millions of independent uses.  That puts the risks of Tylenol right up there with lightening strikes.

What the harms of acetaminophen tell us is not that this is a particularly dangerous drug, but rather, as famously stated by Paracelsus, the father of toxicology, the dose makes the poison.  High-dose oxygen is lethal.  Water overload can kill.  You get the idea.  Excessive doses of Tylenol, or use by those with underlying liver disease who should not take the drug in the first place, are dangerous.  
 
But this danger is vanishingly rare relative to the massive total exposure.  So I am rather inclined to agree in this case with the verdict of the Consumer Healthcare Products Association that if anything, the FDA advisory committee may have gone a step or two too far in their recommendations.   The very cautious recommendations may be symptomatic of the times we live in- trust in the FDA is at a relative ebb, and concerns about drug toxicity abound- often with good reason.  The famous Vioxx story comes to mind.

I have come neither to bury acetaminophen, nor praise it- but rather to note a need for balance.   As a Preventive Medicine specialist, I must note that we cannot prevent ALL potential harm if we want to do any potential good.

The use of any drug requires some responsibility on the part of the patient.  Any drug used badly or by the wrong person can do net harm and harm may occasionally occur for no obvious reason.  No medical treatment may be reasonably judged by only its harms, or benefits; all must be judged by the ratio of the one to the other.  Tylenol remains, all things considered, a remarkably safe medication.

 

Effective?  Well, that depends.  As noted, I have not found it to be all that helpful to me.  But for many it works fine, and with less potential risk than the alternative non-steroidal anti-inflammatory drugs.  Some who can't take NSAIDs at all are very grateful for the help they get from acetaminophen.
Even for Tylenol, the dose makes the poison.  But the FDA should think carefully about the risk/benefit trade-offs before deciding what to do with the very cautious recommendations they have received. At the doses now available, across a span of decades, acetaminophen has been friend to many, foe to few.   What we have to live with is that is as good as it gets.
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