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FDA Pushes Back On So-Called Legacy Drugs

By Shannon Henson, shannon.henson@portfoliomedia.com

Tuesday, Oct 30, 2007 --- Earlier this fall, a spotlight brightened on a larger
issue as the U.S. Food and Drug Administration banned prescription cold
and cough medications: Thousands of drugs are on the market that have
never gone through proper approval channels.

The recent scrutiny of unapproved prescription drug products containing
hydrocodone, a narcotic widely used to treat pain and suppress coughs, was
the latest in an FDA crackdown of unapproved drugs.

"Companies marketing these unapproved products have not demonstrated
the safety and efficacy of these drugs," said Steven K. Galson, M.D., M.P.H.,
director of the FDA's Center for Drug Evaluation and Research. "A case in
point — no hydrocodone cough suppressant has been established as safe
and effective for children under 6 years of age and some of these
unapproved products carry labels with dosing instructions for children as
young as 2 years of age."

Unapproved drugs, which reached and remain on market for a variety of
reasons, will continue to cause headaches for manufacturers who have to
deal with the expensive and time-consuming issue of gaining FDA approval
of their products and for consumers who face the prospect of the drugs they
count on no longer being available.

Saul Perloff, a partner with Fulbright & Jaworski LLP, said the enforcement of
hydrocodone will have an “obvious direct impact on consumers because
there are going to be a lot fewer choices. It's going to have a direct and
detrimental impact on what | would call the mom and pop pharmaceutical
companies, who have been producing these for years.”

The issue of unapproved drugs has been percolating for some time, and the
FDA has taken action previously, notably with unapproved thyroid
medications or levothyroxine sodium products in 2001. Last year, the agency
announced that eliminating unapproved drugs was a priority and released a
compliance guide.

“‘Right now, many unapproved drugs represent a public health threat
because consumers wrongly assume that these widely marketed and
available drugs are approved and have been found to be safe and effective
by the FDA," said FDA Commissioner Dr. Andrew von Eschenbach at that
time. "While we want to ensure continued patient access to necessary
treatments, as a physician | feel strongly that patients expect and deserve all
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their prescription medicines to be FDA approved.”

Robert Nicholas, head of McDermott Will & Emery LLP's FDA practice, said
the initiative came to the fore as the agency was being drubbed by Congress
and the public over safety issues. “This is one way they can respond,” he
said. “Here is somebody (von Eschenbach) who is hearing a lot about safety.
This is an issue that it may be easier to focus on, something they can show
progress on.”

Unapproved drugs are likely out on the market because of changes to the
law regarding drug approvals. Prior to 1962, the law only required drug
manufacturers to prove their products were safe. The rule was later changed
to force makers to also prove their drugs were effective. A number of drugs
were grandfathered in and stayed on the market without having to prove that
they worked.

The drugs that are unapproved are a diverse lot, being sold by prescription
and over-the-counter and used to treat a litany of ailments. The FDA has said
that even health care providers are often unaware the medications are
unapproved.

“It's amazing, and in some cases, scary too,” said Natasha Leskovsek,
special counsel with Heller Ehrman LLP. “There's a myriad of reasons these
drugs are not approved so it's hard to generalize.”

But many manufacturers of unapproved drugs are likely considering how to
proceed and whether the FDA will come after them.

In the compliance guide released last year, the FDA laid out its enforcement
priorities. It said it was most interested in drugs with potential safety risks,
ones that lack evidence of effectiveness, health fraud drugs and those with
direct challenges to the new drug approval and over-the-counter monograph
systems.

If the FDA decides to act, it could request voluntary compliance, issue a
warning letter or seize the products. “Recognizing that we are unable to take
action immediately against all of these illegally marketed products and that
we need to make the best use of scarce agency resources, we have had to
prioritize our enforcement efforts and exercise enforcement discretion with
regard to products that remain on the market,” the compliance policy guide
said.

John Manthei, a partner with Latham & Watkins LLP, said, “I think FDA has
had enough time where if companies were going to forward, they would have
come forward. Over the next year or two, FDA is going to be a little more
aggressive.”

Faced with the thorny issue of approval, the Branded Pharmaceutical
Association, which represents small- to medium-size pharmaceutical
companies, jumped into the fray. It asked Congress earlier this year to pass
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legislation that would create an easier and less expensive approval pathway
for drugs that have been on the market for more than 25 years.

As it stands, most unapproved drugs likely have to file a New Drug
Application for their products to win approval, meaning they have to conduct
clinical studies, among other things. The process could take years and cost
millions — which could be prohibitive for small drug makers.

Some other avenues may be available, though, like the so-called paper NDA
process, which allows the submission of published literature and other
evidence, Nicholas said.

A possible expedited or cheaper pathway to approval, though, will come with
its own conundrums. “The question is: Is that fair?” said McKenna Long &
Aldridge LLP partner Peggy Binzer. “Is it fair to those who have been good
players and following the system? Is it fair to those who have been on the
market forever?”

Perloff said that for small companies that only make a few million dollars on a
product, filing an NDA could be the “death knell.” And, he said, it remains to
be seen what will happen when one manufacturer gets the green light for its
product and leaves a slew of companies without approval in its wake.

At a workshop earlier this year, FDA officials mentioned granting some
period of exclusivity to the companies that came forward and went through
the process, he said.

“But if you look at it at as a practical matter, if you are the first to get
approval, FDA would have to take enforcement action against all the other
(companies marketing the product) and get those products off the market,”
he said. “If others are selling it, the exclusivity has no meaning.”

No matter the issue of exclusivity, it's likely in the best interest of a drug
maker to talk to the FDA about its unapproved product. Binzer said. “If | was
advising a client, I'd advise them to work with FDA and see what
opportunities they have to become a licensed product. If they become
approved, the folks who are keeping their head down might have problems
later.”

Manufacturers can also insulate themselves from product liability suits and
damage awards if they go through the process, said Peter Goss, a partner
with Faegre & Benson LLP. “If you have an unapproved product, you can't
raise a preemption defense, and you don't have a thorough assessment by
the agency,” he said. “It's really in your best interest. And a jury will think
better of you if you have invested in the safety and efficacy of your product.”

Leskovsek seconded the thought. “You don't want to be out there selling a
product and not have FDA approval if your drug has toxic side effects,” she
said. “That would be a nightmare.”

All Content Copyright 2007, Portfolio Media, Inc. 3



