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Scylla and Charybdis

by Ray Fersko
 

As if they were on a trip between Scylla and Charybdis, public biotechnology companies chart a course between securities-law requirements to disclose material information and the U.S. Food and Drug Administration's prohibition against promotion of pre-approval drugs. 

There is a huge failure rate in clinical trials, particularly early phases, and most biotechs have burn rates, not profits. This results in increased pressure on companies' management to comment publicly about the status of their interactions with the FDA. 

An additional complicating factor is that biotech shares often move across the board because of general market sentiment for the sector as a whole, regardless of individual company fundamentals. News of a success or failure of a much-anticipated clinical trial — particularly when high expectations have been met or set back — triggers sharp movements in stock prices. 

To fully appreciate the disclosure dilemma of drug developers, one needs to understand the process. 

There is a research, development and principal valuation phase that takes one to three years, followed by the investigational new-drug application, which involves clinical development through Phases 1, 2 and 3. This can take two to 10 years or more. 

After Phase 3, a company applies for a license to sell the product, which takes between two months and three years. Post-market surveillance goes on as long as a product is marketed. 

The FDA does not give guidance about what is material under securities law. It prohibits representing in a promotional context that an investigational new drug is safe or effective for the purposes for which it is under investigation. And it prohibits promoting the drug. Nevertheless, the agency does not restrict an exchange of scientific information concerning the drug in scientific or lay media. Its intent is to preclude commercialization before approval for commercial distribution. 

The FDA cannot police every company with an investigational new drug, but it gathers information by monitoring conferences, publications, the Internet and communications from drug manufacturers themselves. It also gets a lot of information from competitors. 

The FDA issues guidance documents and speeches by high-level officials to help telegraph the agency's thinking. The FDA also has enforcement powers that range from preliminary warning letters to injunctions, from seizure to criminal prosecutions. 

The most common violations of the FDA's bar on promotion before approval are a lack of fair balance; unsubstantiated safety and efficacy claims or superiority claims; promotion of unapproved uses; and failure to file the product license. 

Recent agency warning letters set forth prohibited activities. AstraZeneca was warned on the basis of abstracts, posters and materials displayed at a trade show describing the safety or effectiveness of investigational drugs. The Lilly ICOS Web site was found to contain misleading information promoting the joint venture's investigational new drug as safe and effective for the uses that were under investigation (erectile dysfunction) when the treatment was still investigational. Similarly, PharmaMar U.S.A. was ordered to discontinue use of a brochure promoting efficacy. 

What should the biotech company disclose? As early as Phase 1, it is appropriate to give a general indication of what the data shows without commenting on efficacy. Companies often publish Phase 2 and 3 data in peer-reviewed journals to enhance credence within the medical community. 

Companies may respond to bona-fide unsolicited requests for information prior to approval, but the response must be fairly balanced and not false or misleading. Within a reasonable time before product licensure — for example, two or three months — it is acceptable for a company to advertise its research efforts in a general area, or the impending availability of a product, without the medical indication or dosing information. 

Companies may also provide a factual description of the development process, stating the phase that an investigational drug is in, the study design — for example, double-blind — and naming the institutional and principal investigators. 

If a company presents data, the presentation must be consistent with the precise objectives of the trial and not in a form that argues the case for safety or efficacy. 

Inappropriate formats — such as a summary graph that does not give raw figures or that is complex or confusing, or formats that use only selected portions of data — should be avoided. 

No conclusions about the prognosis for trial results should be disseminated until a product is approved. Any claims that can be misinterpreted as to safety or efficacy should not be made. 

However, investigators and sponsors want clinical trials to significantly affect medical practice if they are successful. A plan to disseminate results should be made early. 

It could include press releases and conferences, a medical-group lecture tour by principal investigators, editorials in major medical journals and other publications dealing with the data. 

But the plan must balance the securities law requirements to disclose material facts and the FDA's prohibitions against promotion. 

