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PPA: What’s on the Horizon?

Phenylpropanolamine (“PPA”) is a vasoconstrictor that has been used for half a century in dozens of over-the-counter medications, mainly cold preparations and appetite suppressants.  Its vasoconstricting properties enable it to relieve nasal congestion.  Its ability to suppress appetite is less well understood, but it is known that PPA increases heart rate and metabolism.  While there are no over-the-counter alternatives for diet pills, there are for cold symptom relievers.  Interestingly enough, PPA is also widely used among veterinarians for treating urinary incontinence in dogs.

On October 19, 2000, FDA’s Non-prescription Drug Advisory Committee, comprised of 14 experts, met to discuss safety issues relating to PPA.  The Committee reviewed Yale’s Hemorrhagic Stroke Project
 results and concluded that PPA could not be considered safe for continued use.  The Yale study, on which FDA’s panel based its conclusions, reported that those who had experienced hemorrhagic strokes were 50% more likely than others to have used PPA within 3 days of the onset of stroke symptoms.  The Committee concurred by vote that PPA’s small but significant risk rendered it no longer “generally recognized as safe.”  In this paper, we summarize the scientific data, review regulatory developments and report on the litigation to which the Yale study and the Committee’s recommendation has already given rise.  We argue that plaintiffs face significant obstacles in trying to achieve class status.

Epidemiology

The FDA’s Non-prescription Drug Advisory Committee’s conclusion must be put in perspective.  Six billion PPA doses are sold in the U.S. annually.  In comparison, there are only about 250,000 hemorrhagic strokes in the U.S. annually, most of which typically occur in the elderly.  Hemorrhagic strokes are relatively rare under age 50 -- only a few dozen PPA linked strokes have ever been uncovered.

The History of the Investigation

In the past 30 years, 44 cases of hemorrhagic stroke among PPA users have been reported to FDA.
  Most were women, and most occurred suddenly, within days of initiation of therapy.

To investigate these reports, the Consumer Healthcare Products Association, a trade group, put up $5M to fund a case-control study comparing 702 hemorrhagic stroke survivors under 50 with 1,376 controls who had never experienced a stroke.  The goals were: 1) to estimate, among women, the association between hemorrhagic stroke and the use of appetite suppressants containing PPA and any first use of products containing PPA; 2) to estimate, in both sexes, the association between PPA use in either appetite suppressants or cough or cold remedies and hemorrhagic stroke; and 3) to estimate, again in both sexes, the association between hemorrhagic stroke and the type of exposure to PPA.  The study lasted 8 years and recruited persons aged 18-49 from 43 U.S. hospitals.  The median age was 35.  

The study’s conclusions were based on a mere 13 dieters and first-time PPA users.  Nevertheless, the results were deemed statistically significant.  The writers reported that PPA increased stroke risk for young women, not men, under two circumstances: Within three days of taking PPA-containing appetite suppressants or within three days of taking the first-ever PPA dose for any reason.  The risk was highest, they reported, at the higher doses – more than 75 mg. daily – doses dieters were more likely to use.  First-time PPA use sometimes raised blood pressure temporarily, an effect that seemed to wane over time.  On the other hand, the stroke patients were more likely to smoke and have other stroke risks than the control group.  Extrapolating, the Yale investigators estimated PPA could ultimately cause 200 – 500 strokes per year in Americans under fifty.  They also concluded that those using PPA decongestants were about 23% more likely to have a stroke during the period of use.

The industry remained persuaded that PPA was safe, in part because an earlier epidemiologic study
 had found no association.  Nevertheless, manufacturers removed PPA-containing products from store shelves.  

Regulatory Developments

On November 7, 2000, FDA issued a public health advisory concerning the risk of hemorrhagic stroke associated with PPA, and asked manufacturers to refrain from marketing PPA products.  It also advised Americans to stop using drugs containing PPA immediately.  There are a few PPA-containing prescription decongestants, for which FDA requested a sales moratorium while the data were reviewed.  The agency acknowledged that the risk of PPA-related hemorrhagic stroke is very low, but the conditions for which these products are used did not appear to it to warrant accepting an increased risk of this serious event.  FDA has set up a PPA hotline at 1-888-463-6332.

The Industry
Some manufacturers emphasized that although billions of doses of PPA-containing preparation have been sold over the last several decades, the companies had not received any reports of PPA-related strokes.  A number of them nevertheless voluntarily discontinued marketing product lines containing PPA, and/or advised against using PPA-containing products.  Other companies stopped shipping PPA-containing compounds and replaced the old versions with PPA-free versions.  Some companies making alternative preparations containing pseudoephedrine
 specifically noted that this compound, has not been linked to hemorrhagic stroke.  A number of retail pharmacies voluntarily removed products containing PPA from their store shelves and from their online formularies.  Some posted consumer alerts on their websites.  Others offered to exchange or refund any unused portions of the products bought from their stores.  
Ephedra

Patients taking PPA-containing products to lose weight might switch to herbal supplements containing ephedra.  Sometimes called ma huang, ephedra is marketed as a diet aid or energy booster.  As stimulants sold as foods, ephedra products need not undergo pre-market clearance by FDA.  FDA regulates dietary supplements under regulations different from those governing “conventional” foods.  Under the Dietary Supplement Health & Education Act of 1994, Pub. Law 103-417, the manufacturer is to see that a dietary supplement is safe before it is marketed.  FDA is responsible for taking action against any unsafe dietary supplement product after it reaches the makers.  Manufacturers need not register with FDA nor get FDA approval before producing or selling dietary supplements.  In other words, makers need prove neither safety nor efficacy to market such products, and FDA can remove them from the market only if it can prove them dangerous.  


Ephedra’s manufacturers have opposed FDA efforts to impose dosage limits on the supplement.  FDA says that ephedra can cause adverse reactions ranging from nervousness and insomnia to hypertension, rapid heartbeats, heart attack, seizure and stroke.


Led by Hallern & Benowitz, scientists at UCSF studied ephedra.  Their study had been scheduled for publication in the December 21, 2000 issue of the New England Journal of Medicine.  Citing potential clinical and public health implications, the editors decided to release the paper early.  The researchers analyzed 140 adverse outcome reports on ephedra submitted to the FDA between 6/1/97 and 3/31/99.  The investigators concluded that 43 (31% of cases) adverse outcomes were “definitely” or “probably” caused by the supplement, among them three deaths, seven cases of permanent injury and four cases requiring ongoing treatment.  Among the adverse events that were deemed definitely, probably, or possibly related to the use of supplements containing ephedra alkaloids, 47% involved the cardiovascular system and 18% involved the central nervous system.  Hypertension was the single most frequent adverse effect (17) followed by palpitations, tachycardia, or both (13 reports); stroke (10); and seizures (7).  The writers concluded that the use of dietary supplements containing ephedra alkaloids can entail a health risk to some.  They interpreted their data to mean that there was a need for better understanding of individual susceptibility to the adverse affects of such dietary supplements.

FDA has proposed limits on the dose and duration of use of such supplements and has requested an independent review of reports of adverse events related to use of supplements containing ephedra alkaloids to assess causation and to estimate the level of risk. 

In another December report, the Council for Responsible Nutrition released an analysis, based on a review of 19 previous clinical trials, concluding that in doses of no more than 30 mg TID, ephedra was safe.

Litigation

Plaintiffs’ lawyers have not failed to notice these events.  At least one such firm has established a website to publicize both the problem and the firm’s interest in pursuing claims related to it.  A California man purporting to represent all other Californians who “used and paid for” any PPA product in the past 4 years has filed a state class action against five manufacturers of PPA-containing products.  Webster et al. v. Whitehall-Robins Healthcare et al., No. BC239853.  Interestingly, the Complaint does not allege personal injury nor does it identify which products plaintiff claims to have used or paid for PPA-containing products.  Instead, the plaintiff alleges the defendants engaged in unfair competition and deceptive advertising under the California Unfair Practices Act, Business & Professional Code subsections 17200 and 17500 et seq.  Plaintiff alleges that the defendants engaged in a pattern and practice of unfairly, deceptively, and unlawfully marketing, advertising and promoting PPA.  The Complaint also alleges that Californians “paid substantial amounts of money for a drug which did not have the characteristics advertised” and demands that the defendants “make restitution of all revenues it has derived in California from sales of PPA” and “attorneys’ fees.”  This suit, like so many others, appears to have greater potential to benefit counsel than plaintiffs.
It should be expected, however, that other cases will be filed in which personal injury is alleged.  If the Yale data are reliable, the total number of plaintiffs who could make a colorable claim that their hemorrhagic strokes were caused by ingestion of PPA should be exceedingly small.  The controversy could give rise to substantial numbers of claims, however, because in the population as a whole, hemorrhagic stroke is not rare, and PPA-containing products are widely used.  In many such cases, and quite likely a substantial majority, the occurrence of stroke and the use of PPA-containing compounds will be purely coincidental, but if history is instructive, plaintiffs will nevertheless assert a causal relationship.  The system will likely see at some point, sooner rather than later, individual “injury” claims being filed with demands for exorbitant amounts for the injuries alleged.

Class Action

Under Fed. R. Civ. P. 23, the criteria for edifying class actions can be summarized as commonality, typicality, numerosity, and adequacy of representation.  Applying these tests rigorously to PPA claims would tend to defeat class certification.  We cannot comment on adequacy, as that would require knowing more than we do about individual plaintiffs, their claims and their counsel.  We can consider the other tests, however.  


Commonality: There may be common questions of law, but fewer of fact.  The common questions of fact are likely to be outweighed by distinctions.  Not all companies in the industry may have been equally knowledgeable about the case reports of stroke.  There may be differences, for example, in the state of knowledge among manufacturers of cold preparations as opposed to those making appetite suppressants.  There will also be differences among plaintiffs with respect to states of knowledge and products used.  A question worth considering is whether, to the extent obesity may correlate with hypertension, those using PPA to suppress appetite were not already at higher risk for stroke as a result of excessive weight alone.


Typicality: Pre-existing conditions will likely be a problem here as well.  Whether or not a plaintiff smoked, had essential hypertension, abused cocaine and other illicit drugs, had a family history of stroke, had arteriovenous malformations, will tend to distinguish one plaintiff from another as other issues undoubtedly will as well.


Numerosity: When they try to define their class, the plaintiffs may be on the horns of a dilemma.  If to overcome typicality problems they limit this class to young women, in whom hemorrhagic stroke is generally uncommon, they will have very few plaintiffs nationwide to create their class.  If plaintiffs’ counsel try to beef up the numbers by attempting to define the class as: all who have had hemorrhagic stroke and who have taken either appetite suppressants or cold preparations containing PPA, then the cases will indeed grow in numbers, but in inverse proportion to their typicality.  Plaintiffs’ counsel, we anticipate, would attempt to resolve typicality issues through the use of subclasses, but those may be so numerous as to make them impracticable. 


Industry typically tends to oppose class certification and may well do so here.  If may be worth questioning, though, whether it should.  If the plaintiffs define the class narrowly and precisely enough, it may be preferable to deal with a class and have done with it than to face a whole series of individual claims.
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