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I
n almost all cases, generics work as well as their brand-
name siblings, and often cost considerably less,” says one
online pharmacy. “If your prescription is for a name-
brand medication, ask your doctor to recommend a
generic alternative,” suggests Wal-Mart’s famed $4 pre-

scription plan. The FDA has even run public service announce-
ments plugging the efficacy of generics. But with some concern
over the FDA’s guidelines for bioequivalence—most notably
for generic AEDs—and issues that arise when a patient is
switched from brand name to generic, should neurologists feel
the same fervency? As they continue to become even more
prevalent, how should they affect your clinical practice? Can
Congress speed up their arrival?

Beginning in 2008, several brand name drugs will be forced
to share the prescription pad with their newborn generic
brethren. Neurologic mainstays like Depakote, Topamax,
Lamictal, Risperdal and Imitrex are predicted to lose their mar-
ket exclusivity in one or more major markets around the globe
in 2008, according to according to IMS Health, a provider of
market information to pharmaceutical and healthcare indus-
tries. “This is a huge issue and for a lot of patients it’s going to
be welcoming to have more generic drugs,” says Randolph
Evans, MD and Chief of Neurology at Park Plaza Hospital and
Clinical Professor of Neurology at Baylor College of Medicine

in Houston. IMS Health is also predicting this will lead to an
increase of generics sales by 14 to 15 percent next

year, to the tune of more than $70 billion. More
than two-thirds of all prescriptions written in
the US are anticipated to be for generics next
year.

The road map to where the drug market is
today—63 percent of all US prescription drugs

were generics this year1—started inside the beltway in
Washington, DC circa 1984 when the Drug Price Competition
and Patent Restoration Act, or the Hatch-Waxman act was
passed. At a time when only 18.6 percent of U.S. prescriptions
were for generics, the Hatch-Waxman act sought to tilt the
playing field to encourage competition while not impeding on
drug company’s right to recoup research and development dol-
lars, and of course, profit.

But in the spirit of competition, each side has tried to cir-
cumvent roadblocks and finagle their way through any open
loophole. One popular move for a drug’s manufacturer is to
create reformations of key revenue products that use a different
delivery method. “Usually companies come up with minor
variations on the drugs, such as sustained-release versions,” says
Marc Nuwer, MD, PhD and Professor of Neurology at UCLA
School of Medicine and chair of the AAN Medical Economics
and Management Committee. “Then they market those newly
patented versions.” Risperdal received FDA approval in
December of 1993, while in June of 1996 and April of 2003
Janssen released the oral solution of Risperdal and the orally
disintegrating tablet, respectively. Companies will often unveil
their new products in hopes patients will switch to their drug
with a later patent expiration. Each of the drugs going generic
next year have followed a similar path as Risperdal’s reforma-
tion.

Prior to 1984 the safety and efficacy tests conducted by the
original brand name drug makers were also expected to be car-
ried out by generic drug makers. These prerequisites often
defeated the purpose of generic drugs, making it too expensive
to reach patients’ hands. The Hatch-Waxman act changed sev-
eral significant things. The path to FDA approval was truncat-
ed so drugs that established bioequivalence to the active ingre-



dients of brand name drug and showed adherence to FDA-
approved manufacturing processes could receive FDA
approval.1 With this condition in place, conducting clinical tri-
als was negated. A second significant arm of the law gives
generic companies a head start on developing their version.
They were now allowed to conduct tests of bioequivalence for
FDA approval before the applicable patents had expired.

The makers of the new generic drugs should take heed of
mistakes made by prior manufacturers, one neurologist says. “If
the first producers of the generics are not careful, they will sour
the field just like what happened with the epilepsy drugs,” says
Rob Cowan, MD, Medical Director at the Keeler Center for
the Study of Headache in Ojai, California and Vice President
of the Headache Cooperative of the Pacific. “Hopefully they
will have learned from their mistakes and not cut corners.”

Hatch-Waxman Redux?
When both brand name and generic drug manufacturers have
started lining up to get through a loophole, Congress has been
forced to revisit the issue and tie up the loose end, when nec-
essary. Most recently, legislation in November seeking to open
the market gates wider for generics has stalled despite, and pos-
sibly because of, the drug industry.

A Senate bill would stop most forms of the practice called
“reverse payments,” a process that allows brand-name compa-
nies to pay a generic manufacturer to delay the launch of the
generic formulation. The Federal Trade Commission has
described the process as anticompetitive and says these settle-
ments could cost patients billions of dollars. The progression of
the legislation has opened up the checkbooks of both generic
and brand name manufacturers.

A review of lobbying reports from July 1, 2006 through
June 30, 2007 by the Associated Press found that $38.8 million
was paid out by at least 12 generic and brand name drug back-
ers, including companies and their trade associations. The
reports don’t specify how much of the money was used specif-
ic to reverse payments, however. What is known is that more
than half of that tab was billed to the Pharmaceutical Research
& Manufacturers of America (PhRMA), which represents
brand names. As more drugs are becoming generic, PhRMA
has increased in-house lobbying expenses, to the tune of $19.5
million during the 12-month period ending June 30th, an
escalation of roughly $3 million from the previous one-year
period. The Generic Pharmaceutical Association, on the other
hand, tallied a lobbying expense total of nearly $420,000 for
the first half of the current 12-month period. Various drug
companies accounted for the remaining $19 million.

The reverse payment legislation, which remains in commit-
tee, is not new to the Capitol Hill way of business. Sen. Herb
Kohl (D-Wisconsin) has tendered the legislation in the previ-

ous two sessions of Congress. But Kohl’s legislation has been
modified since its inception, which most recently would per-
mit some reverse payments if the FTC concludes it would ben-
efit patients. Today, all drug companies must file their settle-
ments with the FTC and two federal appeals courts in 2005
have backed their practice of reverse settlements.

AEDs and Beyond
While generics are typically regarded as safe, the generic coun-
terparts of antiepileptic drugs fall into a gray area. Special cau-
tion is needed in epilepsy care, due to the narrow therapeutic
range of AEDs, the importance of maintaining serum drug lev-
els to ensure seizure control, the medical and socioeconomic
impact of breakthrough seizures or toxicity, and the long-term
need for consistency of drug supply, all of which are jeopard-
ized by switching patients to generic formulations. 

Though not as widespread as in other drug classes, generic
substitution of AEDs is becoming more common, and prob-
lematic. Physicians are not always notified of a substitution by
the pharmacist that would prompt them to check serum AED
levels after the switch for patients with tenuous seizure control.
This would allow for informed adjustment of the generic drug
dose and potentially prevent breakthrough seizures. If you
adhere to this logic, you’re in the company of the majority. A
2004 study showed that 90 percent of 287 neurologists disap-
proved of generic AED substitution without being consulted,
and 82 percent felt the FDA standards for bioavailability were
not sufficiently narrow.2

Because of the narrow therapeutic range, many physicians’
assurances have not been met by the FDA’s current 80 to 125
percent standard for bioequivalence between brand name and
generic drugs. When compared to the innovating brand name
drug, the generic drug must demonstrate an ACU and Cmax
that is at least 80 percent but not more than 125 percent of the
innovator to be considered bioequivalent. However, generic
drugs are not compared to each other, meaning generic drug A
can be 85 percent bioequivalent to brand name drug B and be
certified as bioequivalent. Generic drug C can be 120 percent
bioequivalent to drug B and be certified as bioequivalent. And
with that, neurologists are forced to work a peculiar equation
where A = B and B = C but A does not equal C, frustrated
epilepsy specialists point out.

The out of order semblance of the formula raises the issue
of whether each new generic drug should be compared to each
of the other generic formulations available and not just to the
innovator before it hits pharmacy shelves. The disparity in
bioequivalence leads to fluctuating drug levels. If there are
higher peaks, there would be a greater chance of side effects. If
there are lower troughs, the risk of breakthrough seizures
increases.

Generic Drugs in 2008

30 Practical Neurology December  2007



Substituting a generic AED may offer monetary savings that
outweigh risk to patient safety, but no cost-benefit analyses
have been done that weigh the financial savings of generics
against sacrifices in seizure control efficacy.3 In lieu of such a
benchmark study, clinical experience will have to be the pri-
mary prescription gauge. The established average bioequiva-
lence approach is sufficient to evaluate the prescribability of
generics, but doesn’t guarantee the switchability between for-
mulations.3 And to properly measure the costs incurred by
switching from one AED to another, all direct and indirect
costs should be considered. “Multiple clinical factors can influ-
ence clinical decisions regarding switching AEDs,” writes Jobst
et al.5 “The economic cost of poorly controlled epilepsy is enor-
mous and the most cost-effective intervention is an AED that
provides total seizure control.”

Outside of epilepsy patients, generics can be as welcome a
sight to patients as an envelope stamped “Reimbursement
Enclosed” is to neurologists. But after getting the assurance to
make the switch, a patient is subjected to trial and error. “To be
honest, its probably more of a retrospective phenomenon,” says
Dr. Cowan. “We all try generics when they come out because
it’s so much easier on the patients financially. Once you get
burned a couple times, you tend go back [to brand name for-
mulations] and you’re kind of gun shy.”

But switching to generics in migraine generally doesn’t cause
the issues seen in epilepsy patients, and the FDA bioequiva-
lence rates are not an issue, Dr. Cowan says, only that “I’ve seen
differences between Midrin and generic isometheptene. I’ve
switched people from the generic to the trade.”

As with generic AEDs, there’s no guarantee any of the neu-
rology drugs losing patent protection will lower the out-of-
pocket cost of medication regimens, but informed patients will
almost certainly inquire about them. “Certainly when Imitrex
goes generic I have many, many patients who will insist on try-
ing it regardless of what my concerns are,” Dr. Cowan says.

However, AED generics certainly give the patient and insur-
ance company savings at face value. One online drug store sells
a 125mg/5ml Suspension 237ml bottle of Dilantin for $49.98,
while a phenytoin bottle goes for $28.99. What is “saved” by
dispensing a generic is often lost in additional clinic visits for
assessment of problems and additional serum drug levels nec-
essary to diagnose the problem and make adjustments. This
usually means, economically, the ends don’t justify the means,
because it typically requires at least two more drug levels, one
to confirm the diagnosis of too much or too little drug and
another after dose adjustment to confirm restoration of the
proper level.

The adage that you don’t switch horses in the middle of a
race can be properly applied to AED regimens. An aforemen-
tioned study2 found that 68 percent of neurologists had

patients with breakthrough seizures and 56 percent had
patients with increased side effects when they switched to a
generic. Despite this, the patient’s care can be dictated by out-
side forces. “I have patients on Medicare with epilepsy,” Dr.
Evans says. “They can’t afford the brand name because of the
‘doughnut hole’ in coverage so I’ve had to switch patients with
epilepsy who were covered with Medicare to generics because
they can’t afford [the brand names].”

A recent study by Andermann et al. warns against switching
medications without proper caution. The study6 used a public-
payer pharmacy-claims database from Ontario, Canada so
switchback rates from generic to branded AEDs were com-
pared with non-AED long-term therapies, antihyperlipidemics
and antidepressants. The researchers then assessed pharmacy
utilization and AED dosage amid LTG patients switching back
to brand name Lamictal compared with those sticking with
generic formulation. The 1,354 patients (403 monotherapy,
951 polytherapy) were prescribed generic lamotrigine, of
whom 12.9 percent changed back to Lamictal (11.7 percent
monotherapy, 13.4 percent polytherapy). Switchback rates of
other AEDs were approximately 20 percent for CLB and VPA.
The switchback rates for AEDs were substantially higher than
for non-AEDs (1.5 to 2.9 percent). Significant increases in
LTG doses were observed after generic substitution for those
who did not switch back (6.2 percent; p<0.0001). “These
results reflect poor acceptance of switching AEDs to generic
compounds,” the researchers concluded. “They may also indi-
cate increased toxicity and/or loss of seizure control associated
with generic AED use.”

Generics, though, remain a piece of good fortune wrapped
in yellow caution tape. They do require greater vigilance on the
part of the neurologist to ensure efficacy and to stay alert for
adverse effects. However, in some cases the prudence necessary
to guarantee safety can be offset by what generics bring to the
table. For patients who need it, they offer the potential of cost
savings and—by virtue of their popularity with insurers—the
prospect of greater access to care for patients who might not
otherwise obtain coverage. And with generics steadily increas-
ing in prevalence each year, they motivate brand-name drug
manufacturers to continually improve their proprietary formu-
lations. PN
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