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Pfizer Response To FDA Alert On Suicidality And Antiepileptic Drugs

In response to a request from the U.S. Food and Drug Administration in
2005, Pfizer conducted an extensive review of controlled clinical trials and
post marketing reports for both Neurontin® (gabapentin) and Lyrica®
(pregabalin) Capsules CV. . Based on this review, we have identified no
evidence of an increased risk of suicide-related events in either product.

Neurontin and Lyrica are important medicines that help patients with serious
conditions who may have limited treatment options. We are committed to
ensuring our labels include relevant safety information and look forward to a
thoughtful, objective review of the scientific evidence.

It’s worth noting, these 11 different anticonvulsants that FDA reviewed act
through widely different targets in the brain. We hope these individual
differences will be considered when evaluating potential effects.

Pfizer is confident in the safety and efficacy of Neurontin and Lyrica. We look
forward to the opportunity to present the data to the advisory committee.

LYRICA Important Safety Information

LYRICA is indicated for the management of Fibromyalgia, neuropathic pain associated with
Diabetic Peripheral Neuropathy, Postherpetic Neuralgia, and as adjunctive therapy for adults with
Partial Onset Seizures.

LYRICA is contraindicated in patients with known hypersensitivity to pregabalin or any of its
components.

The most common adverse reactions occurring during Fibromyalgia and/or other controlled
clinical trials for patients taking LYRICA vs those taking a placebo were dizziness, somnolence,
dry mouth, edema, blurred vision, weight gain, constipation, euphoric mood, balance disorder,
increased appetite, and thinking abnormal (primarily difficulty with concentration/attention).

There have been postmarketing reports of angioedema in patients during initial and chronic
treatment with LYRICA. Specific symptoms included swelling of the face, mouth (tongue, lips, and
gums), and neck (throat and larynx). There were reports of life-threatening angioedema with
respiratory compromise requiring emergency treatment. LYRICA should be discontinued
immediately in patients with these symptoms.

There have been postmarketing reports of hypersensitivity in patients shortly after initiation of
treatment with LYRICA. Adverse reactions included skin redness, blisters, hives, rash, dyspnea,
and wheezing. LYRICA should be discontinued immediately in patients with these symptoms.



Patients taking LYRICA should be counseled that dizziness and somnolence may impair their
ability to perform potentially hazardous tasks such as driving or operating complex machinery
until they have sufficient experience with LYRICA to determine its effect on cognitive and motor
function.

In controlled studies, a higher proportion of patients treated with LYRICA reported blurred vision
(7%) than did patients treated with placebo (2%), which resolved in a majority of cases with
continued dosing. More frequent assessment should be considered for patients who are already
routinely monitored for ocular conditions.

Higher frequency of weight gain and edema was observed in patients taking both LYRICA and
thiazolidinedione antidiabetic drugs. Caution should be exercised when coadministering these
drugs.

Patients who are taking other drugs associated with angioedema such as angiotensin-converting
enzyme inhibitors (ACE inhibitors) may be at increased risk of developing angioedema. LYRICA
should be used with caution in patients who have had a previous episode of angioedema.

LYRICA may exacerbate the effects of oxycodone, lorazepam, or ethanol on cognitive and gross
motor functioning.

In controlled clinical studies of LYRICA in Fibromyalgia, 106 patients were 65 years of age or
older. Although the adverse reaction profile was similar between the 2 age groups, the following
neurological adverse reactions were more frequent in patients 65 years of age or older: dizziness,
vision blurred, balance disorder, tremor, confusional state, coordination abnormal, and lethargy.

In standard, preclinical in vivo lifetime carcinogenicity studies of LYRICA, an unexpectedly high
incidence of hemangiosarcoma was identified in 2 different strains of mice. The clinical
significance of this finding is unknown. Clinical experience during LYRICA's premarketing
development provides no direct means to assess its potential for inducing tumors in humans.

In clinical studies across various patient populations comprising 6396 patient-years of exposure in
patients >12 years of age, new or worsening preexisting tumors were reported in 57 patients.
Without knowledge of the background incidence and recurrence in similar populations not treated
with LYRICA, it is impossible to know whether the incidence seen in these cohorts is or is not
affected by treatment.

A dose-dependent increase in the incidence of hemangiosarcomas was observed in 2 strains of
mice given LYRICA for 2 years. Plasma LYRICA exposure (AUC) in mice receiving the lowest
dose that increased hemangiosarcomas was approximately equal to the human exposure of 600
mg/day. A no-effect dose for induction of hemangiosarcomas in mice was not established. No
evidence of carcinogenicity was seen in 2 studies in Wistar rats following dietary administration of
LYRICA for 2 years at doses that were associated with plasma exposures up to 24 times human
exposure.

Patients with a creatinine clearance of 30 to 60 mL/min had a greater incidence of discontinuation
due to adverse reactions than patients with normal creatinine clearance.

LYRICA should be discontinued gradually over a minimum of 1 week.

As with all antiepileptic drugs (AEDs), if LYRICA is discontinued it should be withdrawn gradually
over a minimum of 1 week to lessen the potential of increased seizure frequency in patients with
seizure disorders.



Patients with a history of drug or alcohol abuse may have a higher chance of misuse or abuse of
LYRICA.

Please click here for full prescribing information

NEURONTIN Important Safety Information

NEURONTIN is indicated for the management of postherpetic neuralgia in adults.

NEURONTIN is indicated as adjunctive therapy in the treatment of partial seizures with and
without secondary generalization in patients over 12 years of age with epilepsy. Neurontin is also
indicated as adjunctive therapy in the treatment of partial seizures in pediatric patients age 3 — 12
years.

NEURONTIN is contraindicated in patients who have demonstrated hypersensitivity to the drug or
its ingredients.

The most commonly observed adverse events associated with the use of NEURONTIN in adults
compared with placebo were dizziness (28.0% vs 7.5%), somnolence (21.4% vs 5.3%),
peripheral edema (8.3% vs 2.2%), asthenia (5.7% vs 4.8%), and diarrhea (5.7% vs 3.1%).

NEURONTIN should be discontinued gradually over a period of at least 1 week.

Please click here for full prescribing information



http://www.pfizer.com/files/products/uspi_lyrica.pdf
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