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Introduction
ubstitution of generic for brand-name drugs is a popular cost-saving
strategy strongly encouraged by government and private insurance
companies.! Generic drugs accounted for approximately two thirds of

total prescription doses in the United States in 2004.2 According to the

Congressional Budget Office, consumers save $8 billion to $10 billion per year

at retail pharmacies by purchasing generics. Additional savings occur when

generic drugs are used at hospitals.

Applications for new generic drugs are increasing.?
In the United States, at least 1 generic preparation is
available for carbamazepine, phenobarbital, pheny-
toin, wvalproic acid, and zonisamide?® Generic
lamotrigine is available in chewable tablets, and addi-
tional dosage formulations are likely to be available in
the near future.S
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More than 1 generic preparation may be available for
a brand-name drug. For example, there are 18 different
manufacturers of zonisamide® Generic versions of
oxcarbazepine (Trileptal) from 3 manufacturers have
very recently received FDA approval.” In the future, as
the patents of the "new" antiepileptic drugs (AEDs)
expire, the number of generic drugs for the treatment
of epilepsy will continue to increase. However, survey |
data indicate that neurclogists grossly underestimate |
the frequency of generic substitution® and that
patients are often ill-informed about whether they are
taking a generic AED.®?

To qualify for FDA approval, a generic drug must
contain the same active ingredients as the brand-name
drug; have identical strength, dosage form, indications,
raoute of administration, bioequivalence, batch require- |
rments for identity, strength, purity and quality; and be
manufactured to the same standards as the brand-
name product.* To achieve bicequivalence, the FDA
requires “90% confidence intervals of geometric mean
area under the curve [AUC], and Cyas test/reference
[T/R] ratics must fall within 0.8 to 1.25"° These stan-
dards for bioequivalence are not evidence based, but
derive from "opinions of FDA medical experts.”s

Although generic drugs must be biceguivalent,
there have been indications that all generic AEDs are
not therapeutically equivalent." Generic drugs that ful-
fill and exceed FDA criteria are illustrated in Figure 1.2
Switching from a brand-name to a generic drug, froma |
generic to a brand-name drug, or from a generic to |
another generic may all be problematic scenarios for
the patient because of the changes in bioeguivalence
that may occur. For example, one can envision that 2
generic drugs, one at the low end of biceguivalence |
(80%) and one at the high end (125%)—although |
hiceguivalent to the brand-name drug—might result in
subtherapeutic drug levels (in the first case) or toxicity
(in the second case) in susceptible patients. Switching
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from 1 of these generics to another at the time of a pre-
scription refill could provide the worst of both worlds.

A survey of 301 neurologists revealed that 67.8%
reported breakthrough seizures in their patients after a
switch from a brand-name to a generic AED and 56%
reported increased side effects in their patients after a
switch from a brand-name to a generic drug® Only
18.4% agreed that the FDA standards for AED bioavail-
ability were sufficiently narrow, and 90.2% disapproved
of generic substitution of AEDs by pharmacists without
consulting the prescribing physician. These findings
were echoed in a recent survey by the American
Epilepsy Society Access to Continuity of Supply Task
Force, which revealed that 85% of physicians had at
least 1 patient who experienced a seizure because of a
change of his or her AED from a brand name to a
generic or from 1 generic to another™ Among the par-
ticipants, 68% had at least 1 patient who experienced
excessive side effects because of a change of AED from
a brand name to a generic or from 1 generic to another.
Importantly, 93% of respondents did not believe the
FDA's position that a generic AED is always therapeuti-
cally equivalent to the brand-name drug. In addition,
only 45% were aware of the FDA MedWatch voluntary
reporting system and only 13% had ever used it.™®

Two Internet-based guestionnaires sent to members
of the Austrian, German, and 5wiss sections of the
International League Against Epilepsy identified similar
problems, with approximately half of the physicians
reporting problems with generic AEDS.® The most
common repercussions were additional telephone con-
tacts, followed by office wisits, hospital admissions,
calls to emergency doctors, emergency department
visits, disturbances of the physician-patient relation-
ship, sick certificates, or injuries. Like their US counter-
parts, 90% of these physicians considered it unaccept-
able that pharmacists make generic substitutions
without consulting the prescribing physician.
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