Therapeutic Class Overview
Anticonvulsants

Therapeutic Class

Overview/Summary: The anticonvulsants are Food and Drug Administration (FDA)-approved for the
prevention and/or treatment of various seizure disorders either as monotherapy or adjunctive therapy.
Some anticonvulsants are also FDA-approved for the prevention of migraines, and management of
bipolar disorders, fiboromyalgia, neuropathic pain and other non-seizure related conditions. The specific
FDA-approved indications for each of these agents are outlined in Table 1."** Seizure disorders are
classified into four major categories: partial seizures (seizures beginning locally), generalized seizures
(bilaterally symmetrical and without local onset), unilateral seizures (seizures that are predominantly
unilateral) and unclassified epileptic seizures (seizures that are unclassifiable because of incomplete
data). Partial seizures are subdivided into those with elementary symptomatology, those with complex
symptomatology, and those that are secondarily generalized. Partial seizures with elementary
symptomatology include those with motor symptoms (e.g., Jacksonian seizures) or with autonomic
symptoms. Partial seizures with complex symptomatology are also known as temporal lobe or
psychomotor seizures. Generalized seizures include tonic-clonic (grand mal) seizures, absence (petit
mal) seizures, myoclonic seizures and akinetic seizures. Two or more seizures that occur sequentially
without full recovery of consciousness between the seizures or seizures that last more than 30 minutes
are known as status epilepticus.

Pharmacologic management of epilepsy should be individualized, and focused on controlling seizures,
avoiding treatment-related adverse events and maintaining or restoring quality of life.*® Prior to 1990, six
major antiepileptic drugs were available for the treatment of various forms of epilepsy, including
carbamazepine, ethosuximide, phenobarbital, phenytoin, primidone and valproic acid. Over the past
decade, many new chemical entities have become available in the United States. The newer antiepileptic
drugs have better adverse event and drug interaction profiles, and they do not require serum
concentration monitoring.*”** All of the anticonvulsants are FDA-approved for the treatment of various
seizure disorders; however, these agents are primarily utilized in the treatment of partial, or focal,
seizures and generalized tonic-clonic seizures. Currently there are several generic anticonvulsants
available, and at least one generic agent is available within each anticonvulsant subclass.!

Table 1. Current Medications Available in Therapeutic Class™™

Generic Food and Drug Administration Approved Dosage Generic
(Trade Name) Indications Form/Strength | Availability
Barbiturates
Phenobarbital Anticonvulsant (tablet), emergency control of | Elixir:
certain acute convulsive episodes (injection), | 20 mg/5 mL
long term anticonvulsant for the treatment of
generalized tonic-clonic and cortical focal Injection:
seizures (injection), treatment of generalized | 65 mg/mL
and partial seizures (elixir), hypnotic, for 130 mg/mL
short term treatment of insomnia (injection),
preanesthetic (injection), sedative Tablet: N
15 mg
16.2 mg
30 mg
32.4mg
60 mg
64.8 mg
97.2 mg
100 mg
Primidone Control of grand mal, psychomotor, and focal | Tablet: N
(Mysoline®®) epileptic seizures, used alone or 50 mg
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Generic Food and Drug Administration Approved Dosage Generic
(Trade Name) Indications Form/Strength | Availability
concomitantly with other anticonvulsants 250 mg
Benzodiazepines
Clobazam (Onfi®) Adjunctive treatment of seizures associated Tablet:
with Lennox-Gastaut Syndrome in patients 5mg
two years of age or older 10 mg i
20 mg
Clonazepam Treatment of Lennox-Gastaut Syndrome Orally
(Klonopin®*) (petit mal variant), akinetic, and myoclonic disintegrating
seizures, alone or as adjunct therapy, tablet:
treatment of panic disorder, with or without 0.125 mg
agoraphobia 0.25 mg
0.5mg
1 mg \
2mg
Tablet:
0.5 mg
1mg
2 mg
Diazepam (Diastat®*) Management of selected, refractory, patients | Rectal gel:
with epilepsy, on stable regimens of 2.5mg
antiepileptic drugs, who require intermittent 10 mg \
use of diazepam to control bouts of 20 mg
increased seizure activity
Hydantoins
Ethotoin (Peganone®) Control of generalized tonic-clonic and Tablet:
complex partial seizures 250 mg i
Phenytoin Control of status epilepticus of the grand mal | Chewable
(Phenytek®, type (injection), control of generalized tonic- | tablet:
Dilantin®¥) clonic and complex partial seizures 50 mg
(chewable tablet, extended-release capsule,
suspension), prevention and treatment of Extended-
seizures occurring during or following release
neurosurgery capsule:
30 mg
100 mg \
200 mg
300 mg
Injection:
50 mg/mL
Suspension:
125 mg/5 mL
Succinimides
Ethosuximide Control of absence epilepsy Capsule:
(Zarontin®*) 250 mg
\/
Syrup:
250 mg/5 mL
Methsuximide Control of absence seizures that are Capsule:
(Celontin®) refractory to other drugs 300 mg i
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Generic Food and Drug Administration Approved Dosage Generic
(Trade Name) Indications Form/Strength | Availability
Anticonvulsants, Miscellaneous
Carbamazepine Generalized tonic-clonic seizures, mixed Chewable
(Carbatrol®, Epitol®, | seizure patterns, partial seizures with tablet:
Equetro®, Tegretol®™, | complex symptomatology, acute treatment of | 100 mg
Tegretol XR®*) manic or mixed episodes associated with
bipolar disorder (Equetro®), trigeminal Extended-
neuralgia release
capsule:
100 mg
200 mg
300 mg
Extended- v
release tablet:
100 mg
200 mg
400 mg
Suspension:
100 mg/5 mL
Tablet:
200 mg
Divalproex Adjunctive therapy in patients with multiple Capsule
(Depakote®* seizure types, that include absence seizures | (sprinkle):
Depakote ER®*) (extended-release, delayed-release), 125 mg
monotherapy and adjunctive therapy of
complex partial seizures and simple and Delayed-
complex absence seizures, acute treatment release tablet:
of the manic episodes associated with 125 mg N
bipolar disorder (delayed-release), acute 250 mg
treatment of manic or mixed episodes 500 mg
associated with bipolar disorder (extended-
release), prophylaxis of migraine headaches | Extended-
(extended-release, delayed-release) release tablet:
250 mg
500 mg
Ezogabine (Potiga®) Adjunctive therapy in the treatment of partial | Tablet:
onset seizures 50 mg
200 mg -
300 mg
400 mg
Felbamate Patients who respond inadequately to Suspension:
(Felbatol®*) alternative treatments and whose epilepsy is | 600 mg/5 mL
S0 severe that a substantial risk of aplastic N
anemia and/or liver failure is deemed Tablet:
acceptable in light of the benefits conferred 400 mg
by its use 600 mg
Gabapentin Adjunctive therapy in the treatment of partial | Capsule:
(Neurontin®) seizures, postherpetic neuralgia 100 mg
300 mg Y
400 mg
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Generic Food and Drug Administration Approved Dosage Generic
(Trade Name) Indications Form/Strength | Availability
Solution:
250 mg/5 mL
Tablet:
600 mg
800 mg
Lacosamide Adjunctive therapy in the treatment of partial | Injection:
(Vimpat®) seizures 200 mg/20 mL
Solution:
10 mg/mL
Tablet:
50 mg
100 mg
150 mg
200 mg
Lamotrigine Adjunctive therapy in the treatment of partial | Chewable
(Lamictal®*, Lamictal | seizures, adjunctive therapy in the treatment | tablet:
CD®*, Lamictal ODT® | of primary generalized tonic-clonic seizures, | 2 mg
Lamictal XR®*) adjunctive therapy for seizures associated 5mg
with Lennox—Gastaut syndrome (chewable 25 mg
and orally disintegrating tablets),
monotherapy in patients with partial seizures | Extended-
who are receiving treatment with release tablet;
carbamazepine, phenobarbital, phenytoin, 25 mg
primidone, or valproate as the single 50 mg
antiepileptic drugs, maintenance treatment of | 100 mg
bipolar disorder to delay the time to 200 mg
occurrence of mood episodes in patients 250 mg
treated for acute mood episodes with 300 mg
standard therapy (chewable and orally N
disintegrating tablets) Orally
disintegrating
tablet:
25 mg
50 mg
100 mg
200 mg
Tablet:
25mg
50 mg
100 mg
150 mg
200 mg
250 mg
Levetiracetam Adjunctive therapy in the treatment of Extended-
(Ke@gpra®*, Keppra myoclonic seizures in patients with juvenile release tablet:
XR™¥) myoclonic epilepsy (injection, tablets), 500 mg N
adjunctive therapy in the treatment of partial | 750 mg
seizures, adjunctive therapy in the treatment
of primary generalized tonic-clonic seizures Injection:
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Generic

(Trade Name)

Food and Drug Administration Approved
Indications

Dosage
Form/Strength

Generic
Availability

(injection, tablets),

500 mg/5 mL

Solution:
100 mg/mL

Tablet:
250 mg
500 mg
750 mg
1,000 mg

Oxcarbazepine
(Oxtellar XR®,
Trileptal®®)

Monotherapy and adjunctive therapy in the
treatment of partial seizures

Extended-
release tablet:
150 mg

300 mg

600 mg

Suspension:
300 mg/5 mL

Tablet:
150 mg
300 mg
600 mg

Perampanel
(Fycompa®)

Adjunctive therapy in the treatment of partial
onset seizures

Tablet:
2 mg
4 mg
6 mg
8 mg
10 mg
12 mg

Pregabalin (Lyrica®)

Adjunctive therapy in the treatment of partial
seizures, fibromyalgia, neuropathic pain
associated with diabetic peripheral
neuropathy, neuropathic pain associated with
spinal cord injury, postherpetic neuralgia

Capsule:
25 mg
50 mg
75 mg
100 mg
150 mg
200 mg
225 mg
300 mg

Solution:
20 mg/mL

Rufinamide (Banzel®)

Adjunctive therapy for seizures associated
with Lennox—Gastaut syndrome

Suspension:
40 mg/mL

Tablet:
200 mg
400 mg

Tiagabine (Gabitril™)

Adjunctive therapy in the treatment of partial
seizures

Tablet:
2 mg
4 mg
12 mg
16 mg
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Generic Food and Drug Administration Approved Dosage Generic
(Trade Name) Indications Form/Strength | Availability
Topiramate Adjunctive therapy in patients with partial Capsule
(Topamax®*) onset or primary generalized tonic-clonic (sprinkle):
seizures, adjunctive therapy for seizures 15 mg
associated with Lennox—Gastaut syndrome, 25 mg
monotherapy (initial) in patients with partial N
onset or primary generalized tonic-clonic Tablet:
seizures, prophylaxis of migraine headaches | 25 mg
50 mg
100 mg
200 mg
Valproic acid Adjunctive therapy in patients with multiple Capsule:
(Depakene® seizure types, that include absence seizures, | 250 mg
Stavzor®) monotherapy and adjunctive therapy of
complex partial seizures and simple and Delayed-
complex absence seizures, acute treatment release
of the manic episodes associated with capsule: N
bipolar disorder (delayed-release), 125 mg
prophylaxis of migraine headaches (delayed- | 250 mg
release) 500 mg
Solution:
250 mg/5 mL
Vigabatrin (Sabril®) Adjunctive therapy for adult patients with Solution
refractory complex partial seizures who have | (powder):
inadequately responded to several 500 mg
alternative treatments and for whom the
potential benefits outweigh the risk of vision Tablet:
loss (tablet), monotherapy for pediatric 500 mg i
patients (one month to two years of age) with
infantile spasms for whom the potential
benefits outweigh the potential risk of vision
loss (solution)
Zonisamide Adjunctive therapy in the treatment of partial | Capsule:
(Zonegran®*) seizures 25mg N
50 mg
100 mg

*Generic available in at least one dosage form or strength.
T With or without secondarily generalized seizures in patients with epilepsy aged 12 years and older.

Evidence-based Medicine

e Hancock et al conducted a meta-analysis of 14 randomized controlled trials which included infants
and children with infantile spasms. Treatment with vigabatrin was associated with a complete
cessation of spasms in 7/20 (35%) patients compared to 2/20 (10%) patients treated with placebo. A
>70% reduction in the number of spasms was reported in 40% of patients treated with vigabatrin
compared to 15% of patients treated with placebo.>

e Another meta-analysis by Hancock et al included trials that evaluated the safety and efficacy of
felbamate, lamotrigine, rufinamide and topiramate in the treatment of Lennox-Gastaut Syndrome
(LGS). While all of these agents demonstrated some efficacy, the optimum treatment of LGS

remained uncertain as no single drug was highly efficacious. Felbamate, lamotrigine, rufinamide and
topiramate may be helpful as add-on therapy.51

The results of a study by Ng et al demonstrated that the mean percent reduction in weekly drop
seizures was 41.2% with clobazam 0.25 mg/kg/day (P=0.0120), 49.4% with clobazam 0.5 mg/kg/day
(P=0.0015) and 68.3% with clobazam 1.0 mg/kg/day (P<0.0001) compared to 12.1% for placebo.52
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e In a study by Porter et al, treatment with ezogabine 600, 900 and 1,200 mg reduced the total monthly
seizure frequency from baseline by 23, 29 and 35% compared to 13% with placebo (P<0.001 for
aII).53 In a second study of patients with drug-resistant partial epilepsy, ezogabine 1,200 mg daily
reduced the total monthly seizure frequency from baseline by 44.3% compared to 17.5% with placebo
(P<0.001).>*

e Perampanel is approved as adjunctive therapy in patients with partial onset seizures. In one study
perampanel 8 mg or 12 mg significantly reduced seizure frequency compared to placebo (P=0.0261
and P=0.0158 for 8 mg and 12 mg, respectively); however, there was no significant difference in the
proportion of patients who achieved a seizure reduction of >50% from baseline compared to the
placebo group.55 Similar results were reported in a second study (P<0.001 and P=0.011 for 8 mg and
12 mg, respectively); however, more patients treated with perampanel 8 mg or 12 mg had a reduced
seizure frequency of >50% from baseline compared to placebo (P=0.002 and P<0.001 for 8 mg and
12 mgq, respectively).56 In a third study, treatment with perampanel 4 mg or 8 mg significantly reduced
seizure frequency compared to placebo (P=0.003 and P<0.001 for 4 mg and 8 mg, respectively).
Moreover, a greater proportion of patients treated with perampanel 4 mg or 8 mg achieved a
reduction in seizure frequency of >50% from baseline compared to placebo (P=0.013 and P<0.001
for 4 mg and 8 mg, respectively). >’

Key Points within the Medication Class
e According to Current Clinical Guidelines:

0 The 2012 National Institute for Clinical Excellence guideline recommends carbamazepine
and lamotrigine as first-line treatment of children, young people, and adults with newly
diagnosed focal seizures (partial seizures). Levetiracetam, oxcarbazepine or sodium
valproate should be offered if first-line therapies prove inadequate, and adjunctive therapy
should be considered if a second well-tolerated antiepileptic also proves inadequate. Sodium
valproate is recommended first-line for the treatment of children, young people, and adults
with newly diagnosed generalized tonic-clonic focal seizures. Lamotrigine should be offered if
sodium valproate proves inadequate, and carbamazepine and oxcarbazepine should be
considered. Adjunctive therapy with clobazam, lamotrigine, levetiracetam, sodium valproate,
or topiramate should be offered to all patients if first-line therapies are inadequate.45

o Vigabatrin (oral solution) is Food and Drug Administration (FDA)-approved for the
management of infantile spasm. According to the 2012 American Academy of Neurology
medical management of infantile spasms guideline, there is insufficient evidence to support
the use of agents other than adrenocorticotropic hormone (ACTH) and vigabatrin. Evidence
suggests that ACTH may be preferred over vigabatrin for short-term management.58

o Clobazam, clonazepam, lamotrigine, rufinamide and topiramate are FDA-approved for the
management of Lennox Gastaut Syndrome. Sodium valproate is recognized as first-line, with
lamotrigine recommended as adjunctive therapy if needed.*

o Treatment guidelines recommend valproate and carbamazepine as potential beneficial
options for the management of adults with a manic or mixed bipolar episode. Lamotrigine,
topiramate, or gabapentin are unlikely beneficial in this clinical situation and oxcarbazepine
may be considered for treatment. With regard to bipolar depression in adults, lamotrigine
should be considered as a potential first-line option, and patients who do not respond to initial
monotherapy should receive combination therapy with lithium.>***

o Divalproex, topiramate and valproic acid are FDA-approved for the prophylaxis of migraine
headaches, and all should be offered for migraine prevention according to the 2012
guidelines from the American Academy of Neurology/American Headache Society.
Furthermore, carbamazepine may be considered for migraine prevention as it is a possibly
effective treatment, and lamotrigine is ineffective.®

o According to the American Academy of Neurology, anticonvulsants, antidepressants, opioids
and other pharmacologic agents (capsaicin, isosorbide dinitrate spray, and lidocaine patch)
are potential treatment options for painful diabetic neuropathy. If clinically appropriate,
pregabalin should be offered for treatment. Gabapentin and sodium valproate are other
anticonvulsants that should be considered for treatment.®®
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According to the American Academy of Neurology, first-line therapies for the management of
postherpetic neuralgia include tricyclic antidepressants, gabapentin, pregabalin, opioids, and
topical lidocaine. At this time the use of these therapies for long-term management remains

. 66
uncertain.
The use of anticonvulsants in the management of fibromyalgia is not addressed in the
European League Against Rheumatism guidelines.67

Key Facts:
The majority of anticonvulsants are available in a generic formulation, and there is at least
one generic agent available within each pharmacologic class.
Clobazam was most recently approved by the FDA in 2011; however, this agent has been
available internationally for several years for the treatment of anxiety and epilepsy.
Ezogabine has a unique mechanism of action in that it may act as an anticonvulsant by
reducing excitability through the stabilization of neuronal potassium channels in an “open”
position.**
Perampanel is a first-in-class anticonvulsant that works as a highly selective, non-competitive
AMPA-type glutamate receptor antagonist.68
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Therapeutic Class Review
Anticonvulsants

Overview/Summary

The anticonvulsants encompass over 20 different chemical entities including barbiturates,
benzodiazepines, hydantoins, succinimides and miscellaneous anticonvulsants. These agents are Food
and Drug Administration (FDA)-approved for the prevention and/or treatment of various seizure disorders
either as monotherapy or adjunctive therapy. Some anticonvulsants are also FDA-approved for the
prevention of migraines, and management of bipolar disorder, fiboromyalgia, neuropathic pain and other
non-seizure related conditions. The speC|f|c FDA-approved indications for each of these agents are
outlined in Table 2a, 2b, 2c, 2d, and 2e.™* Seizure disorders are classified into four major categories:
partial seizures (seizures beginning locally), generalized seizures (bilaterally symmetrical and without
local onset), unilateral seizures (seizures that are predominantly unilateral) and unclassified epileptic
seizures (seizures that are unclassifiable because of incomplete data). Partial seizures are subdivided
into those with elementary symptomatology, those with complex symptomatology and those that are
secondarily generalized. Partial seizures with elementary symptomatology include those with motor
symptoms (e.g., Jacksonian seizures) or with autonomic symptoms. Partial seizures with complex
symptomatology are also known as temporal lobe or psychomotor seizures. Generalized seizures include
tonic-clonic (grand mal) seizures, absence (petit mal) seizures, myoclonic seizures and akinetic seizures.
Two or more seizures that occur sequentially without full recovery of consciousness between the seizures
or seizures that last more than 30 minutes are known as status epilepticus.

Pharmacologic management of epilepsy should be individualized, and focused on controlling seizures,
avoiding treatment-related adverse events and maintaining or restoring quality of life.® Prior to 1990, six
major antiepileptic drugs were available for the treatment of various forms of epilepsy, including
carbamazepine, ethosuximide, phenobarbital, phenytoin, primidone (metabolized to phenobarbital) and
valproic acid. Over the past decade, many new chemical entities have become available in the United
States. Some advantages of the newer antiepileptic drugs are better adverse event and drug interaction
profiles, and they do not require serum concentration monltormg ® All of the anticonvulsants are FDA-
approved for the treatment of various seizure disorders; however, these agents are primarily utilized in
the treatment of partial, or focal, seizures and generalized tonic-clonic seizures.

The 2012 National Institute for Clinical Excellence guideline recommends carbamazepine and lamotrigine
as first-line treatment of children, young people and adults with newly diagnosed focal seizures (partial
seizures). Levetiracetam, oxcarbazepine or sodium valproate should be offered if first-line therapies prove
inadequate, and adjunctive therapy should be considered if a second well-tolerated antiepileptic also
proves inadequate. Furthermore, sodium valproate is recommended first-line for the treatment of children,
young people, and adults with newly diagnosed generalized tonic-clonic focal seizures. Lamotrigine
should be offered if sodium valproate proves inadequate, and carbamazepine and oxcarbazepine should
be considered. Adjunctive therapy with clobazam, lamotrigine, levetiracetam, sodlum valproate, or
topiramate should be offered to all patients if first-line therapies are inadequate.” The roles of ezogabine
and perampanel, the two newest anticonvulsants to be approved by the FDA, are not addressed within
the most recent guidelines. Two clinically unique seizure disorders are infantile spasms and Lennox-
Gastaut Syndrome (LGS). Infantile spasms is an age-specific convulsive disorder of infancy and early
childhood that is typically assomated with electroencephalographic pattern of hypsarrhythmia, and also
developmental regression.? Typically, LGS is an ill-defined syndrome that is associated with severe
seizures in childhood. Patients with LGS present in the first seven years of life, with some experiencing
seizures prior to the age of one.’ Vigabatrin (oral solution) is FDA-approved for the management of
infantile spasm. According to the 2012 American Academy of Neurology medical management of infantile
spasms guideline, there is insufficient evidence to support the use of agents other than
adrenocorticotropic hormone (ACTH) and vigabatrin. Furthermore evidence suggests that ACTH may be
preferred over V|gabatr|n for short-term management % Previous guidelines support these
recommendations.*! Clobazam, clonazepam, lamotrigine, rufinamide and topiramate are FDA-approved
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Therapeutic Class Review: anticonvulsants

for the management of LGS. Sodium valproate is recognized as first-line, with lamotrigine recommended
as adjunctive therapy if needed.’

Carbamazepine, divalproex and valproic acid are FDA-approved for the treatment of acute manic and/or
mixed episodes associated with bipolar disorders. Lamotrigine is FDA-approved for maintenance therapy
of bipolar disorder, specifically to delay the time to occurrence of mood episodes in patients treated for
acute mood episodes with standard therapy. Treatment guidelines recommend valproate and
carbamazepine as potential beneficial options for the management of adults with a manic or mixed bipolar
episode. Lamotrigine, topiramate or gabapentin are unlikely beneficial in this clinical situation and
oxcarbazepine may be considered for treatment. Lamotrigine should be considered as a potential first-line
option for the treatment of bipolar depression in adults. For patients who do not respond to initial
monotherapy, combination therapy with lithium is recommended.***®

Divalproex, topiramate, and valproic acid are FDA-approved for the prophylaxis of migraine headaches,
and all should be offered for migraine prevention according to the 2012 guidelines from the American
Academy of Neurology/American Headache Society. Furthermore, carbamazepine may be considered for
migraine prevention as it is a possibly effective treatment, while lamotrigine is ineffective."’ Pregabalin is
the only anticonvulsant FDA-approved for the management of diabetic peripheral neuropathy (DPN).
According to the American Academy of Neurology, anticonvulsants, antidepressants, opioids and other
pharmacologic agents (capsaicin, isosorbide dinitrate spray and lidocaine patch) are potential treatment
options for painful diabetic neuropathy. If clinically appropriate, pregabalin should be offered for
treatment. Gabapentin and sodium valproate are other anticonvulsants that should be considered for
treatment."® Pregabalin, and gabapentin, are the only anticonvulsants FDA-approved for the management
of postherpetic neuralgia (PHN). According to the American Academy of Neurology, first-line therapies for
the management of PHN include tricyclic antidepressants, gabapentin, pregabalin, opioids, and topical
lidocaine. At this time the use of these therapies for long-term management remains uncertain.*®
Pregabalin is also the only anticonvulsant FDA-approved for the management of fibromyalgia.

The use of anticonvulsants in the management of fibromyalgia is not addressed in the European League
Against Rheumatism guidelines.20 Carbamazepine is the only anticonvulsant FDA-approved for the
management of trigeminal neuralgia. Carbamazepine should be offered to patients experiencing pain
associated with trigeminal neuralgia. Oxcarbazepine and lamotrigine are also potential treatment options
to consider.? Included in the review are certain anticonvulsants from the following pharmacologic classes:
barbiturates, benzodiazepines, hydantoins, succinimides, and miscellaneous anticonvulsants. Currently
there are several generic agents available, and at least one (generic agent is available within each
subclass of anticonvulsant. Of note, the barbiturate Mebaral™ (mephobarbital) was discontinued in March

2012.%

Medications

Table 1. Medications Included Within Class Review"**®

Generic Name (Trade name) | Medication Class | Generic Availability
Barbiturates
Phenobarbital Barbiturates \
Primidone (Mysoline®*) Barbiturates \
Benzodiazepines
Clobazam (Onfi®) Benzodiazepine -
Clonazepam (Klonopin®*) Benzodiazepine \
Diazepam (Diastat®*) Benzodiazepine \
Hydantoins
Ethotoin (Peganone®% Hydantoins -
Phenytoin (Phenytek ™, Dilantin®*) Hydantoins \
Succinimides
Ethosuximide (Zarontin®*) | Succinimides \
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Therapeutic Class Review: anticonvulsants

Generic Name (Trade name)

Medication Class

Generic Availability

Methsuximide (Celontin®)

Succinimides

Anticonvulsants, Miscellaneous

Carbamazepine (Carbatrol™*, Epitol™, Equetro®,

Anticonvulsants

Tegretol®™, Tegretol XR® v
Divalproex (Depakote™, Depakote ER™*) Anticonvulsants \
Ezogabine (Potiga®) Anticonvulsants -
Felbamate (Felbatol®*) Anticonvulsants \
Gabapentin (Neurontin®*) Anticonvulsants \
Lacosamide (Vimpat®) Anticonvulsants -
Lamotrigine (Lamictal™, Lamictal CD®*, Lamictal ODT" Anticonvulsants J
Lamictal XR")

Levetiracetam (Keppra®*, Keppra XR®*) Anticonvulsants \
Oxcarbazepine (Oxtellar XR®, Trileptal™) Anticonvulsants \
Perampanel (chompa®) Anticonvulsants -
Pregabalin (Lyrica®) Anticonvulsants

Rufinamide (Banzel®) Anticonvulsants -
Tiagabine (Gabitril®*) Anticonvulsants \
Topiramate (Topamax®*) Anticonvulsants \
Valproic acid (Depakene®™, Stavzor®) Anticonvulsants \
Vigabatrin (Sabril®) Anticonvulsants -
Zonisamide (Zonegran®*) Anticonvulsants \

*Generic available in at least one dosage form or strength.

Indications

Table 2a. Food and Drug Administration-Approved Indications-Barbiturates

1,48-50,56

Indication

| Phenobarbital | Primidone

Seizure-related Indications

Anticonvulsant

\ (tablet)

Control of grand mal, psychomotor, and focal epileptic seizures, used
alone or concomitantly with other anticonvulsants

Emergency control of certain acute convulsive episodes

\ (injection)

Long term anticonvulsant for the treatment of generalized tonic-clonic
and cortical focal seizures

\ (injection)

Treatment of generalized and partial seizures

\ (elixir)

Other

Hypnotic, for short term treatment of insomnia

\ (injection)

Preanesthetic

\ (injection)

Sedative

Table 2b. Food and Drug Administration-Approved Indications-Benzodiazepines

1,25,28,45

Indication(s)

| Clobazam | Clonazepam | Diazepam

Seizure-related Indications

Adjunctive treatment of seizures associated with Lennox- N
Gastaut Syndrome in patients two years of age or older

Management of selected, refractory, patients with epilepsy,
on stable regimens of antiepileptic drugs, who require
intermittent use of diazepam to control bouts of increased
seizure activity

Treatment of Lennox-Gastaut Syndrome (petit mal variant),
akinetic, and myoclonic seizures, alone or as adjunct therapy
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Therapeutic Class Review: anticonvulsants

Indication(s) | Clobazam | Clonazepam | Diazepam
Other
Treatment of panic disorder, with or without agoraphobia | | \ |
Table 2c. Food and Drug Administration-Approved Indications-Hydantoinsl"”'Sl'54
Indication(s) | Ethotoin | Phenytoin
Seizure-related Indications
Control of status epilepticus of the grand mal type v (injection)
Control of generalized tonic-clonic and complex partial N \ (chewable tablet, extended-
seizures release capsule, suspension)
Prevention and treatment of seizures occurring during or \ (chewable tablet, extended-
following neurosurgery release capsule, injection)
Table 2d. Food and Drug Administration-Approved Indications-Succinimides**%*%
Indication(s) | Ethosuximide | Methsuximide
Seizure-related Indications
Control of absence epilepsy \
Control of absence seizures that are refractory to other drugs \
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Table 2e. Food and Drug Administration-Approved Indications-Anticonvulsants, Miscellaneous

1,23,26,27,31,32,35-44,46,55, 57-65

Indication(s)

Carbamazepine

Divalproex

Ezogabine

Felbamate

Lacosamide
Lamotrigine

Gabapentin
Levetiracetam

Oxcarbazepine

Perampanel

Pregabalin

Rufinamide

Tiagabine

Topiramate

Valproic acid

Vigabatrin

Zonisamide

Seizure-related Indications

Adjunctive therapy for adult
patients with refractory
complex partial seizures who
have inadequately responded
to several alternative
treatments and for whom the
potential benefits outweigh the
risk of vision loss

(tab)

Adjunctive therapy in patients
with multiple seizure types,
that include absence seizures

(ER,
DR)

Adjunctive therapy in patients
with partial onset or primary
generalized tonic-clonic
seizures

Adjunctive therapy in the
treatment of myoclonic
seizures in patients with
juvenile myoclonic epilepsy

\ (inj,
tab)

Adjunctive therapy in the
treatment of partial seizures

Adjunctive therapy in the
treatment of partial onset
seizures

\/T

Adjunctive therapy in the
treatment of primary
generalized tonic-clonic
seizures

\ (inj,
v soln,
tab)

Adjunctive therapy for seizures
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Therapeutic Class Review: anticonvulsants

Indication(s)

Carbamazepine
Divalproex
Ezogabine
Felbamate

Gabapentin
Lacosamide
Lamotrigine
Levetiracetam
Oxcarbazepine
Perampanel
Pregabalin
Rufinamide
Tiagabine
Topiramate
Valproic acid
Vigabatrin

associated with Lennox- (chew,
Gastaut syndrome ODT)

Generalized tonic-clonic
seizures

Mixed seizure patterns \

Monotherapy and adjunctive
therapy in the treatment of \
partial seizures

Monotherapy and adjunctive
therapy of complex partial N N
seizures and simple and

complex absence seizures

Monotherapy for pediatric
patients (one month to two
years of age) with infantile \
spasms for whom the potential (soln)
benefits outweigh the potential
risk of vision loss

Monotherapy (initial) in
patients with partial onset or N
primary generalized tonic-
clonic seizures

Monotherapy in patients with
partial seizures who are
receiving treatment with
carbamazepine, phenobarbital, \
phenytoin, primidone, or
valproate as the single
antiepileptic drugs

Patients who respond N
inadequately to alternative

P S Page 6 of 223 ~
! University of Copyright 2013 « Review Completed on 04/11/2013 (}

Massachusetts
UMASS Medical School AEta maran

Zonisamide




Therapeutic Class Review: anticonvulsants

Indication(s)

Carbamazepine

Divalproex

Ezogabine

Felbamate

Gabapentin
Lacosamide
Lamotrigine
Levetiracetam
Oxcarbazepine
Perampanel

Pregabalin

Rufinamide

Tiagabine

Topiramate

Valproic acid

Vigabatrin

Zonisamide

treatments and whose
epilepsy is so severe that a
substantial risk of aplastic
anemia and/or liver failure is
deemed acceptable in light of
the benefits conferred by its
use

Partial seizures with complex
symptomatology

Other

Acute treatment of the manic
episodes associated with
bipolar disorder

(DR)

(DR)

Acute treatment of manic or
mixed episodes associated
with bipolar disorder

\/*

(ER)

Fibromyalgia

Maintenance treatment of
bipolar disorder to delay the
time to occurrence of mood
episodes in patients treated for
acute mood episodes with
standard therapy

(chew,
ODT)

Neuropathic pain associated
with diabetic peripheral
neuropathy

Neuropathic pain associated
with spinal cord injury

Postherpetic neuralgia

Prophylaxis of migraine
headaches

(OR,
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Trigeminal neuralgia \

*This is the sole indication of Equetro®. No other carbamazepine-containing products have this indication.
T With or without secondarily generalized seizures in patients with epilepsy aged 12 years and older.

Cap=capsule, Chew=chewable tablet, DR=delayed-release, ER=extended release, Inj= injection, ODT=orally disintegrating tablet, Soln=oral solution, Tab=tablet
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Pharmacokinet

ics

Table 3a. Pharmacokinetics-Barbiturates**°%%

Generic Name Absorption Distribution Metabolism Elimination
Phenobarbital Bioavailability: Vd: nd Method: liver Route: renal (Percent not
nd (food: nd) Protein Metabolites: inactive reported)
Cmax: nd binding: nd metabolites not fecal (percent not
Tmax: nd specified reported)
Half-life: 53 to 118 hours
(adults), 60 to 180 hours
(pediatrics)
Cl: nd
Primidone Bioavailability: Vd: 0.4 to Method: liver Route: renal (minimal)
90 to 100% 1.0 L/kg Metabolites (active): Half-life: 3.3 to 7.0 hours
(food: nd) Protein phenobarbital, (29 to 150 hours for
Cmax: nd binding: 20 phenylethyl- metabolites)
Tmax: nd to 30% malonamide Cl: nd

Table 3b. Pharmacokinetics-Benzodiz;lzepinesl'zs’za’45

Cl=clearance, Cmax=maximum concentration, nd=no data, Tmax=time to maximum concentration, Vd=volume of distribution

methyloxazepam

Generic Name Absorption Distribution Metabolism Elimination
Clobazam Bioavailability: Vd: 100 L Method: liver Route: renal (82%)
87% Protein (extensive) fecal (11%)
(food: no effect) binding: 80 to Metabolites Half-life: 36 to 42
Cmax: nd 90% (active): N-des- hours (71 to 82 hours
Tmax: 0.5to0 4.0 methylclobazam for metabolites)
hours (norclobazam) Cl: nd
Clonazepam Bioavailability: Vd: 3.2 L/kg Method: liver Route: renal (0.5 to
90% Protein (extensive) 1.0%)
(food: nd ) binding: 85% Metabolites: none Half-life: 30 to 40
Cmax: nd hours
Tmax: 1to 4 hours Cl:nd
Diazepam Bioavailability: Vd: 1 L/kg Method: liver Route: renal (75%)
90% (relative to Protein (extensive) Half-life: 0.83 to 2.25
injection) binding: 95 to Metabolites days (40 to 194 hours
(food:) 98% (active): N- for metabolites)
Cmax: desmethyl- Cl:nd
Tmax: 1.5 hours diazepam, N-

Cl=clearance, Cmax=maximum concentration, nd=no data, Tmax=time to maximum concentration, Vd=volume of distribution

Table 3c. Pharmacokinetics-Hydantoinsl"”'Sl'54

Generic Name Absorption Distribution Metabolism Elimination
Ethotoin Bioavailability: Vd: nd Method: liver Route: renal (percent
extent unknown Protein (extensive) not reported)
(food: nd) binding: Metabolites Half-life: 2 to 12 hours
Cmax: 15to 50 minimal (inactive): A 5- Cl:nd
pg/mL (adult) (percent not hydroxy-5-
14.4 to 34 pg/mL reported) phenylhydantoin
(pediatric) metabolite, N-
Tmax: 2 hours deethyl, P-
(oral) hydroylethotoin
Phenytoin Bioavailability: 20 | Vvd: 0.5t0 1.0 Method: liver Route: bile (extensive)
to 90% L/kg Metabolites: none renal (extent unknown)
(food: increased Protein Half-life: 14 hours
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Tmax: 1.5to 3.0
hours (oral)

Generic Name Absorption Distribution Metabolism Elimination
absorption) binding: 88 to (chewable tablet)
Cmax: nd 93% 22 hour (suspension)

Cl: nd

Cl=clearance, Cmax=maximum concentration, nd=

no data, Tmax=time to maximum concentration, Vd=volume of distribution

Table 3d. Pharmacokinetics-Succinimides®?***3

Generic Name Absorption Distribution Metabolism Elimination

Ethosuximide Bioavailability: nd Vd: nd Method: nd Route: nd
(food: nd) Protein Metabolites: nd Half-life: nd
Cmax: nd binding: nd Cl:nd
Tmax: nd

Methsuximide Bioavailability: nd Vd: nd Method: nd Route: nd
(food: nd) Protein Metabolites Half-life: 1.4 hours
Cmax: nd binding: nd (active): N- (25.6 to 38 hours for
Tmax: nd desmethylsuximide metabolite)

Cl:nd

Cl=clearance, Cmax=maximum concentration, nd=no data, Tmax=time to maximum concentration, Vd=volume of distribution

Table 3e. Pharmacokinetics-Anticonvulsants, Miscellaneous

1,23,26,27,31,32,35-44,46,55, 57-65

Generic Name Absorption Distribution Metabolism Elimination
Carbamazepine | Bioavailability: 70 | Vd: 0.8to 2 | Method: liver (98%) Route: renal (72%)
to 79% (tablet) L/kg Metabolites fecal (28%)
95.9% (solution) Protein (active): 9 Half-life: 12 to 17 hours
(food: increased binding: hydroxymethyl-10- (6.1 hours for
bioavailability) 76% carbamoyl acridan, metabolites)
Cmax: nd carbamazepine- Cl: 3.85 L/hour
Tmax: 4 to 5 hours 10,11-epoxide
(IR)
6 hours (chewable
tablet)
3to0 12 hours (ER)
1.5 hours
(suspension)
Divalproex Bioavailability: Vd: 0.14 to Method: nd Route: renal (70 to 80%)
90% (ER) 0.23 L/kg Metabolites: nd bile (7%)
(food: no Protein Half-life: nd
significant effect) binding: nd Cl: 0.9 L/hour
Cmax: nd
Tmax: 4 to 8 hours
(IR)
3.3t0 4.8 hours
(sprinkle capsule)
4t0 17 hours (ER)
Ezogabine Bioavailability: Vd: 2to 3 Method: liver Route: renal (85%)
60% (food: none) L/kg (extensive) Half-life: 7 to 11 hours
Cmax: nd Protein Metabolites: NAMR Cl: 0.4 to 0.6 L/kg/hour
Tmax: 0.5to0 2.0 binding: (active)
hours 80%
Felbamate Bioavailability: nd Vd: 0.7 to Method: nd Route: renal (90%)
(food: none) 1.0 L/kg Metabolites: nd Half-life: 20 to 23 hours
Cmax: nd Protein CIl: 2.75 L/hour
Tmax: nd binding: 22
to 25%
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Therapeutic Class Review: anticonvulsants

Tmax: 1 hour (IR)
4 hours (ER)

Generic Name Absorption Distribution Metabolism Elimination
Gabapentin Bioavailability: Vd: 58 L Method: not Route: 76 to 81% (renal)
60% (food: 14% Protein metabolized 10 to 23% (fecal)*
increase in AUC binding: Metabolites: not Half-life: 5 to 7 hours
and Cmax) <3% applicable Cl: nd
Cmax: 8,536
ng/mL (600 mg
TID)
Tmax: 2 hours
Lacosamide Bioavailability: Vd: 0.6 L/kg Method: nd Route: renal (95%)
100% Protein Metabolites fecal (<0.5%)
(food: none) binding: (inactive): O- Half-life: 13 hours (15 to
Cmax: nd <15% desmethyl- 23 hours for metabolites)
Tmax: 1 to 4 hours lacosamide Cl: nd
Lamotrigine Bioavailability: Vd: 0.9 to Method: liver Route: renal (94%)
98% (IR) 1.3 L/kg (extensive) fecal (2%)
(food: none) (adults) Metabolites: nd Half-life: 12.6 to 58.8
Cmax: 0.58 to 1.5 L/kg hours (adults)
4.63 mg/L (oral) (pediatrics) Cl:nd
Tmax: 1.4t0 4.8 Protein
hours (adults; IR) binding:
4 to 11 hours 55%
(adults; ER)
1.6 to 5.2 hours
(pediatrics; IR)
Levetiracetam Bioavailability: Vd: 0.7 L/kg Method: liver Route: renal (66%)
100% Protein (insignificant) Half-life: 6 to 8 hours (8.4
(food: minor) binding: Metabolites hours for metabolites)
Cmax: 23.1 ug/L <10% (inactive): ucb LO57 Cl: 0.96 mL/min/kg
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Oxcarbazepine Bioavailability: Vd: 49 L Method: liver (rapid | Route: renal (95 to 96%)
percent not Protein and extensive) fecal (<4%)
reported (rapid) binding: 40 Metabolites: 10- Half-life: 1 to 2.5 hours (8
(food: none) to 60% monohydroxy- to 11 hours for
Cmax: nd carbazepine metabolites)
Tmax: 4.5 hours (active), two Cl: nd
(tablet) isomeric 10,11-
6 hours diols (inactive)
(suspension)
Perampanel Bioavailability: Vd: nd Method: oxidation Route: fecal (48%)
100% (food: Protein and sequential renal (22%)
decrease in Cmax | binding: 95 glucuronidation Half-life:105 hours
by 28 to 40% and Metabolites: nd Cl: 12 mL/min
approximately 2 to
3 hour increase in
Tmax)
Cmax: nd
Tmax: <2.5 hours
Pregabalin Bioavailability: Vd: 0.5 L/kg Method: minor Route: 90.0 to 99.0%
290% (food: Protein metabolism to an (renal)
decrease in Cmax binding: N-methylated <0.1% (fecal)
by 25 to 30% and none derivative and an Half-life: 5.0 to 6.5 hours
approximately 3 unidentified Cl:nd
hour increase in metabolite
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Generic Name Absorption Distribution Metabolism Elimination
Tmax) Metabolites: activity
Cmax: nd unknown
Tmax: 1.5 hours
Rufinamide Bioavailability: Vd: 50 L Method: liver Route: renal (85%)
85% Protein (extensive) Half-life: 6 to 10 hours
(food: 34% binding: Metabolites Cl: nd
increase) 34% (inactive): CGP
Cmax: nd 47292
Tmax: 4 to 6 hours
Tiagabine Bioavailability: Vd: nd Method: liver Route: renal (25%)
90% Protein Metabolites fecal (63%)
(food: slows binding: (inactive): 5-oxo- Half-life: 7 to 9 hours
absorption rate but 96% tigabine Cl: 109 mL/minute
not extent)
Cmax: nd
Tmax: 45 minutes
Topiramate Bioavailability: Vd: 0.6 to Method: liver (not Route: renal (70%)
80% 0.8 L/lg extensive) Half-life: 21 hours
(food: none) Protein Metabolites: Cl: 20 to 30 mL/min
Cmax: 1.7, 3.7, binding: 9 to | inactive metabolites
and 8 pyg/mL 41% not specified
following 100, 200,
and 400 mg doses
Tmax: 1.5t0 4
hours
Valproic acid Bioavailability: Vd: 0.14 to Method: liver Route: renal (70 to 80%)
(food:) 0.23 L/kg (extensive) bile (7%)
Cmax: nd Protein Metabolites (activity | Half-life: 6 to 17 (hours)
Tmax: 2.0t0 4.8 binding: unknown): 2- CIl: 0.9 L/hour
hours (DR 90% propyl-3-keto-
capsule) pentanoic acid, 2-
1to 4 hours (IR propyl-
capsules) hydroxypentanoic
1.2 hours acids
(solution)
3.1 hours (rectal
syrup)
Vigabatrin Bioavailability: 50 | Vvd: 1.1 L/kg Method: liver Route: renal (95%)
% Protein (minimal) Half-life: 7.0 to 7.5 hours
(food: none) binding: not | Metabolites: none (adults)
Cmax: nd bound 5.7 hours (infants)
Tmax: 1 hour CIl: 0.74 mL/min/kg
(tablet)
1.0 to 2.5 hours
(solution)
Zonisamide Bioavailability: nd Vd: 0.8 to Method: nd Route: renal (62%)
(food: no 1.6 L/kg Metabolites (activity fecal (3%)
significant effect) Protein not reported): 2- Half-life: 63 hours
Cmax:2to5 binding: 40 sulfamoylacetyl (plasma)
pMg/mL to 60% phenol, N-acetyl 105 hours (erythrocytes)
Tmax: 2 to 6 hours zonisamide Cl: 2.34 L/hour
*Animal data.

AUC=area under the curve, Cl=clearance, Cmax=maximum concentration, DR=delayed-release, ER=extended-release,

IR=immediate-release, nd=no data, Tmax=time to maximum concentration, Vd=volume of distribution
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Clinical Trials
Clinical trials evaluating the anticonvulsants in their respective Food and Drug Administration (FDA)-
approved indications are outlined in Table 4.°°*%

Several clinical trials support the safety and efficacy of the anticonvulsant agents in the management of
seizure disorders. At this time, there is insufficient evidence to suggest that one agent is more efficacious
than another.®®**

Vigabatrin is the only anticonvulsant that is FDA-approved for the treatment of infantile spasms. Data
from clinical trials support the role of vigabatrin and steroids as first-line drugs for the treatment of infantile
spasms. Hancock et al conducted a meta-analysis of 14 randomized controlled trials which included
infants and children with infantile spasms. Treatment with vigabatrin was associated with a complete
cessation of spasms in 7/20 (35%) patients compared to 2/20 (10%) patients treated with placebo. A
>70% reduction in the number of spasms was reported in 40% of patients treated with vigabatrin
compared to 15% of patients treated with placebo.®” Another meta-analysis by Hancock et al included
trials that evaluated the safety and efficacy of felbamate, lamotrigine, rufinamide and topiramate in the
treatment of Lennox-Gastaut Syndrome (LGS). While all of these agents demonstrated some efficacy,
authors concluded that the optimum treatment of LGS remained uncertain as no trial demonstrated that
treatment with any one drug was highly efficacious. Authors concluded that felbamate, lamotrigine,
rufinamide, and topiramate may be helpful as add-on therapy.**°

Clobazam was FDA-approved for adjunctive therapy of seizures associated with LGS in 2011. The results
of a study by Ng et al demonstrated that the mean percentage decrease in average weekly rate of drop
seizures was 41.2% for clobazam 0.25 mg/kg/day (P=0.0120), 49.4% for clobazam 0.5 mg/kg/daz/
(P=0.0015) and 68.3% for clobazam 1.0 mg/kg/day (P<0.0001) compared to 12.1% for placebo.'*” In
another study of patients two to 26 years of age with LGS, the number of weekly drop seizures was
reduced from 141 to 91 with low-dose clobazam (0.25 mg/kg/day) and from 207 to 32 with high-dose
clobazam (1.0 mg/kg/day). The percent change from baseline was significant in both the low-dose (12%;
P=0.0162) and high-dose treatment groups (85%; P<0.0001). Moreover, the reduction in drop seizure
rates was significantly greater in the high-dose group compared to the low-dose group (P=0.0001).
Significantly more patients in the high-dose group compared to the low-dose group had a reduction in
weekly drop seizure rates of 225% (89 vs 56%; P=0.0025), =250% (83 vs 38%; P=0.0001), and 275% (67
Vs 25%; P:0.0006).128 In an open-label, extension study of patients enrolled in either of the above
studies, the median percent reduction from baseline in weekly drop seizures was 71.1% at three months
and 91.6% at 24 months of continued treatment. The median percent decreases in total seizures in these
patients were 64.8% and 81.5% at three and 24 months, respectively.'?’

Another recently approved agent, ezogabine, has demonstrated improvements in seizure frequency in
patients with partial-onset seizures. In a study by Porter et al, treatment with ezogabine 600, 900 and
1,200 mg reduced the total monthly seizure frequency from baseline by 23, 29 and 35% compared to
13% with placebo (P<0.001 for overall difference across all treatment arms).’? In a second study of
patients with drug resistant partial epilepsy, ezogabine 1,200 mg daily (divided in three daily doses)
reduced th7e3 total monthly seizure frequency from baseline by 44.3% compared to 17.5% with placebo
(P<0.001).

Perampanel has been evaluated as adjunctive therapy in patients with partial onset seizures. In study
304, treatment with perampanel 8 mg or 12 mg resulted in a statistically significant reduction in seizure
frequency when compared to placebo (P=0.0261 and P=0.0158 for 8 mg and 12 mg, respectively);
however, there was no significant difference in the proportion of patients who achieved a seizure
reduction of >50% from baseline compared to the placebo group.” In study 305, there was a similar
reduction in seizure frequency compared to study 304 (P<0.001 and P=0.011 for 8 mg and 12 mg,
respectively). In addition, a greater proportion of patients treated with perampanel 8 mg or 12 mg had a
reduction in seizure frequency of >50% from baseline (P=0.002 and P<0.001 for 8 mg and 12 mg,
respectively).91 In study 306, patients treated with perampanel 4 mg or 8 mg once daily experienced a
significant reduction in seizure frequency compared to placebo (P=0.003 and P<0.001 for 4 mg and 8 mg,
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respectively). Moreover, a greater proportion of patients treated with perampanel 4 mg or 8 mg achieved
a reduction in seizure frequency of >50% from baseline compared to placebo (P=0.013 and P<0.001 for 4
and 8 mg, respectively). Treatment with perampanel 2 mg did not result in a significant decrease in either
endpoint compared to placebo. (P=0.420 and P not reported, respectively).” In an extension study,
patients who completed the double-blinded phases of studies 304, 305 and 306 could receive
perampanel titrated up to 12 mg daily. Of the patients who had six months of data, 8.9% were seizure-
free for the entire six months and 7.1% of patients with 12 months of data, remained seizure-free for the
entire year. %

A meta-analysis of 23 clinical trials (n=2,927) demonstrated that anticonvulsants were effective in
reducing the frequency of migraine attacks by approximately one to two attacks per month (weighted
mean difference [WMD], -1.31; 95% confidence interval [CI], -1.99 to -0.63; P value not reported). In
addition, patients receiving anticonvulsants were also more than twice as likely to reduce the number of
their migraine attacks by 250% compared to placebo (relative risk [RR], 2.25; 95% ClI, 1.79 to 2.84;
number needed to treat [NNT], 3.9; 95% ClI, 3.4 to 4.7; P value not reported). The majority of the trials
involved topiramate or valproic acid.""

Clinical trials and meta-analyses demonstrated that carbamazepine, glabapentin, and pregabalin were
effective in the management of chronic neuropathic pain.les'm’”l’”z'1 *1%n a meta-analysis of three
head-to-head trials (n=120), there was no difference between gabapentin and tricyclic antidepressants for
achieving pain relief for diabetic peripheral neuropathy and postherpetic neuralgia. Indirect analyses
reported that gabapentin was worse than tricyclic antidepressants for achieving pain relief.’®® In a meta-
analysis of five clinical trials, gabapentin and pregabalin reduced pain and improved sleep in patients with
fibromyalgia. The pooled number-needed-to-treat to achieve 230% reduction in pain was 8.5. Anxiety,
depressed mood and fatigue were not improved with gabapentin or pregabalin treatment.*”*

Macritchie et al conducted a meta-analysis of ten clinical trials (n=932) comparing valproic acid to
placebo, carbamazepine, haloperidol, lithium and olanzapine for the treatment of acute manic episodes in
patients with bipolar disorders. Valproic acid was significantly more effective than placebo (relative risk
reduction, [RRR] 38%; RR, 0.62; 95% ClI, 0.51 to 0.77) in the treatment of mania and comparable to
carbamazepine, haloperidol, and lithium (RRR, 34%; RR, 0.66; 95% ClI, 0.38 to 1.16). Valproic acid was
not as effective as olanzapine (failure to achieve clinical response; relative risk increase, 25%; RR, 1.25;
95% ClI, 1.01 to 1.54; average of 2.8 point less change on the Mania Rating Scale; 95% CI, 0.83 to 4.79),
but was associated with less sedation and weight gain."®

The antiepileptic drugs are available in many dosage forms, including immediate release, delayed-
release, and extended-release capsules or tablets; sprinkle capsules; chewable tablets; orally
disintegrating tablets; solutions or suspensions; and injections. There are limited studies comparing the
efficacy and safety of one dosage form to another.”*#%%*
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Table 4. Clinical Trials

adolescents with

Duration not

free, proportion

. Sample
Study Design .
Stucy. apd DAL, )::md : Sl End Points Results
Regimen Demographics and Study

Duration
Treatment of Generalized Seizures
Posner et al*® MA (5 RCTs) N=total not | Primary: Primary:

reported Proportion of Five small trials were found of which four were of poor methodological quality.
Ethosuximide Children and patients seizure

One short trial (n=29) compared lamotrigine with placebo using a response

trial)

Vigabatrin vs hormonal
treatment (ACTH,
tetracosactide
[synthetic ACTH*] or
prednisolone) (3 trials)

rates, effects on
resolution of
EEG, effect on
subsequent
epilepsy rates,
adverse events
and death

VS absence seizures reported with 250% conditional design. Individual taking lamotrigine were significantly more likely to be
reduction in seizure free than participants taking placebo.
lamotrigine seizure
frequency, Another trial compared lamotrigine with sodium valproate; however, the study
VS normalization of | lacked power to detect differences in efficacy.
EEG and/or
sodium valproate negative hyper- | Three studies compared ethosuximide, but because of diverse study designs and
ventilation test, populations studied, the results were not pooled in a MA. None of these studies
VS safety found a difference between valproate and ethosuximide with respect to seizure
control, but Cl were wide and the existence of important differences could not be
placebo Secondary: excluded.
Not reported
Trials compared study Secondary:
drug as monotherapy Not reported
or add-on therapy.
Hancock et al°’ MA (14 RCTs) N=681 Primary: Primary:
Cessation of Complete cessation of spasms was reported in 7/20 (35%) patients treated with
Vigabatrin vs placebo Infants and Duration spasms, vigabatrin compared to 2/20 (10%) patients treated with placebo. A >70%
(1 trial) children (mean varied reduction in reduction in the number of spasms was reported in 40% of patients treated with
age 15to 41 number of vigabatrin compared to 15% of patients treated with placebo. Of the seven patients
Vigabatrin low dose vs | weeks) with spasms, effects | who responded to vigabatrin, four patients relapsed. Both patients who were
vigabatrin high dose (1 | infantile spasms on relapse successfully treated with placebo relapsed. Overall, only three patients treated with

vigabatrin and no patient treated with placebo remained spasm free within the four
week study period. Resolution of EEG was noted in 5/7 patients who had
responded to vigabatrin, and 1/2 patients who had responded to placebo. Other
primary end points were not reported in this study. No adverse events severe
enough to warrant stopping treatment and no deaths were reported in this study (P
values were not reported).
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. Sample
Study Design .
Stucy. apd DAL, )::md : Sl End Points Results
Regimen Demographics and Study
Duration
In a study comparing low vs high doses of vigabatrin, 8/75 patients receiving low-
Vigabatrin vs Secondary: dose vigabatrin were spasm free and had resolution of their EEG as compared to

hydrocortisone (1 trial)

Valproate vs placebo (1
trial)

MA also evaluated
various corticosteroid
regimens (4 trials),
nitrazepam* vs ACTH
(1 trial), sulthiame* vs
placebo (1 trial) and
methysergide vs a-
methylparatyrosine* (1
trial).

Only the results for
studies evaluating the
anticonvulsants were
included in this
summary.

Not reported

24/67 patients treated with high-dose vigabatrin. A large number of patients were
lost to follow-up (15 in the low-dose group and 22 in the high-dose group; P values
were not reported).

Combining results from three studies, 45/81 patients randomized to vigabatrin had
cessation of their spasms compared to 57/77 patients randomized to hormonal
treatment. In one study, the median time to achieve cessation of spasms was 11.5
days for vigabatrin and three days for hormonal treatment. Another study reported
a range of one to 14 days for vigabatrin and two to 12 days for ACTH for complete
cessation of spasms. Overall 19/52 patients receiving vigabatrin remained spasm
free compared to 22/55 patients receiving hormonal treatment. Resolution of EEG
occurred in 30/45 patients responding to vigabatrin and 40/49 patients responding
to ACTH. For the subgroup of infants with no identified underlying etiology for
infantile spasms, mean composite scores for psychomotor development were
higher in infants receiving hormone treatment than in those receiving vigabatrin
(P=0.025). Seizures at follow-up were reported in 27/81 patients receiving
vigabatrin compared to 33/77 patients receiving hormonal treatment. Therapy was
stopped in three patients in each group due to adverse events while deaths
occurred in three patients receiving vigabatrin and two patients receiving hormonal
treatment. Unless noted; P values were not reported.

When vigabatrin was compared to hydrocortisone in 22 infants with infantile
spasms due to tuberous sclerosis, 11/11 patients treated with vigabatrin were
spasm free as compared to 5/11 patients treated with hydrocortisone. The average
time to cessation of spasms was 4/13 days in the vigabatrin and hydrocortisone
arms, respectively; P values were not reported).

In a small crossover study comparing valproate to placebo (n=17), patients
receiving valproate had a lower mean spasm index compared to placebo when
valproate was administered first (P<0.04). There was no significant difference
between valproate and placebo during the second levels of treatment. No other
outcomes were reported.
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. Sample
Study Design .
Stucy. apd L, )::md ° Sl End Points Results
Regimen Demographics and Study
Duration

Secondary:
Not reported

Treatment of Partial Seizures

Koch et al®® MA (3 RCT) N=723 Primary: Primary:

Time to Only one trial used adequate outcome measures of efficacy; therefore, the results
Carbamazepine Adults with Duration not | treatment pertaining to efficacy are based on a single trial, whereas the results pertaining to
monotherapy partial-onset reported withdrawal and adverse events are based on all three trials.
seizures safety
VS There was no overall difference in time to treatment withdrawal between
Secondary: oxcarbazepine and carbamazepine (HR, 1.04; 95% ClI, 0.78 to 1.39). Further

oxcarbazepine Not reported analyses showed no significant difference in treatment withdrawal for

monotherapy unacceptable adverse events between oxcarbazepine and carbamazepine (HR,
0.85; 95% ClI, 0.59 to 1.24). There was no significant difference in treatment
withdrawal for inadequate seizure control for oxcarbazepine vs carbamazepine
(HR, 1.33; 95% CI, 0.82 to 2.15; P values were not reported).
Oxcarbazepine ad carbamazepine appeared to be similarly effective and well
tolerated although the Cl around estimates were wide and did not rule out the
possibility of important differences. Significantly more patients on oxcarbazepine
than carbamazepine developed nausea and/or vomiting (HR, 1.33; 95% CI, 0.82 to
2.15; P value not reported).
Secondary:
Not reported

Mattson et al> DB, MC, RCT N=480 Primary: Primary:

(abstract) Total number of | For the control of secondarily generalized tonic-clonic seizures, carbamazepine

Adults with 1to 5 years | seizures, and valproate were comparably effective (P values not reported).
Carbamazepine, dosing | complex partial number of

and frequency not
specified

VS

valproate (divalproex
sodium), dosing and

seizures and
secondarily
generalized
tonic-clonic
seizures

seizures per
month, time to
first seizure,
seizure rating
score (not
specified) and
safety

For complex partial seizures carbamazepine was favored over valproate with
regards to the total number of seizures (2.7 vs 7.6; P=0.05), the number of
seizures per month (0.9 vs 2.2; P=0.01), the time to first seizure (P<0.02), and the
seizure-rating score (P=0.04).

Carbamazepine was also “superior” according to a composite score that combined
scores for the control of seizures and for adverse effects (P<0.001). Valproate was
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. Sample
Study Design .
Stucy. apd L, )::md ° Sl End Points Results
Regimen Demographics and Study
Duration
frequency not specified associated more frequently than carbamazepine with weight gain >5.5 kg (20 vs
Secondary: 8%; P<0.001), with hair loss or change in texture (12 vs 6%; P=0.02), and with
Not reported tremor (45 vs 22%; P<0.001). Rash was more often associated with
carbamazepine (11 vs 1%; P<0.001).
Secondary:
Not reported
Mattson et al” DB, MC, RCT N=622 Primary: Primary:
(abstract) Overall Overall treatment success was highest with carbamazepine or phenytoin,
Adults with new 2 years treatment intermediate with phenobarbital, and lowest with primidone (P<0.002). Other P
Carbamazepine, dosing | onset partial and success (not values were not reported.
and frequency not secondarily defined), control
specified generalized of partial or Differences in failure rates of the drugs were explained primarily by the fact that
tonic-clonic tonic-clonic primidone caused more intolerable acute toxic effects, such as dizziness, sedation,
VS seizures seizures and nausea and vomiting. In addition, decreased libido and impotence were more
safety common in patients given primidone. Phenytoin caused more dysmorphic effects
phenobarbital, dosing and hypersensitivity; P values were not reported.
and frequency not Secondary:
specified Not reported Control of tonic-clonic seizures did not differ significantly with the various drugs.
Carbamazepine provided complete control of partial seizures more often than
VS primidone or phenobarbital (P<0.03; other P values were not reported).
phenytoin, dosing and Secondary:
frequency not specified Not reported
VS
primidone, dosing and
frequency not specified
Ficker et al’” OL, PRO N=466 Primary: Primary:
Safety and In adults the switch from carbamazepine IR to ER significantly improved nervous
Carbamazepine IR Adults and 3 months change in system adverse events (P<0.0001). The total score for adverse events also
(mean dose 759 mg at | adolescents (>12 seizure improved from baseline to end point (37.2 vs 31.7; P<0.0001), with the number of
baseline) as years of age) frequency adults with toxic scores decreasing from 101 (24.1%) at baseline to 54 (12.9%) at

monotherapy or with 1

with partial

end point (P<0.0001).
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. Sample
Study Design .
Stucy. apd DAL, )::md : Sl End Points Results
Regimen Demographics and Study
Duration
additional AED epilepsy with or Secondary:
switched to without Not reported In adolescents, significant improvements in sedation and confusion were noted
carbamazepine ER secondary after the switch from carbamazepine IR to ER (P<0.01). The total adverse event
(mean dose 781 mg at | generalization score also improved from baseline to end point (26.7 vs 22.6; P<0.01).
end point) (Carbatrol®)
Switching from carbamazepine IR to ER resulted in a reduction in mean monthly
seizure count in observed cases at month three (-0.36; P=0.015; n=387) and at
end point (-0.34; P=0.017; n=447).
Secondary:
Not reported
Porter et al” DB, MC, PC, PG, N=399 Primary: Primary:
RCT Percentage The median percent change in monthly total seizure frequency from baseline was -
Ezogabine 600, 900 or 16 weeks change from 23, -29 and -35% with ezogabine 600, 900 and 1,200 mg/day compared to -13%
1,200 mg/day, Patients 16 to 70 | (8 weeks of | baseline in with placebo (P<0.001 for overall difference across all treatment arms).
administered in 3 equal | years of age who forced monthly seizure
doses/day had inadequately titration, frequency Secondary:
controlled partial- | followed by Responder rates with ezogabine were 23, 32 and 33% for 600 (P value not
VS onset seizures, 8 weeks of | Secondary: reported), 900 (P=0.021) and 1,200 mg/day (P=0.016) compared to 16% with
24 partial-onset main- Proportion of placebo.
placebo seizures/month tenance patients
during an 8 week therapy) experiencing Treatment with ezogabine was not associated with newly occurring seizure type(s)

baseline phase

250% reduction

compared to treatment with placebo.

with no 30 day in seizure
seizure free frequency At the end of the trial, no change in clinical global improvement score was
period, while (responder observed with placebo; however, there was a progressive improvement observed
maintained on rate), with all doses of ezogabine, with significant differences vs placebo with 600
stable doses of 1 emergence of (P=0.015), 900 (P=0.004) and 1,200 mg/day (P=0.005), respectively.
or2 new seizure
anticonvulsants types, physician | The most common treatment-emergent adverse events were somnolence,
(valproate, assessment of dizziness, confusion, speech disorder, vertigo, tremor, amnesia, abnormal
carbamazepine, global clinical thinking, abnormal gait, paresthesia and diplopia.
phenytoin, improvement,
topiramate, safety and
lamotrigine, tolerability

) . -
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. Sample
Study Design .
Stucy. apd L, )::md ° Sl End Points Results
Regimen Demographics and Study
Duration
gabapentin,
oxcarbazepine,
benzodiazepines
or barbiturates)
French et al”™ DB, MC, PC, PG, N=306 Primary: Primary:
RCT Percentage The median change in monthly total seizure frequency from baseline was -44.3%
Ezogabine 1,200 18 weeks change from with ezogabine compared to -17.5% with placebo (P<0.001).
mg/day, administered Patients 18to 75 | (6 weeks of | baseline in
in 3 equal doses/day years of age with forced monthly seizure | In the 256 patients entering the 12 week maintenance therapy phase, responder
drug resistant titration, frequency, rates were 55.5 and 22.6% with ezogabine and placebo (P<0.001).
VS partial epilepsy followed by | proportion of
characterized by | 12 weeks of | patients Secondary:
placebo simple or main- experiencing Distribution across seizure frequency reduction categories significantly favored
complex partial- tenance =50% reduction | ezogabine over placebo (P<0.001). A larger proportion of ezogabine-treated
onset seizures, a therapy) in seizure patients were in the 50 to <75% or 75 to 100% seizure free reduction categories,
28 day partial frequency while a larger proportion of placebo-treated patients were in the no seizure
seizure (responder rate) | reduction, <25% or 25 to <50% reduction categories.
frequency of 24
seizures over 8 Secondary: For those patients who completed the trial, more ezogabine-treated patients were
weeks and Distribution of seizure free during the entire maintenance phase (5.2 vs 0.8%; P=0.087).
currently patients across
receiving a stable seizure Median percentage of seizure free days was significantly greater with ezogabine
doseof 1t0 3 frequency compared to placebo (P<0.001).
background reduction
anticonvulsants categories, Mean scores for CGI-l were better with ezogabine (2.7 vs 3.2; P=0.002), while
with or without proportion of both treatments achieved a mean score of 2.9 for PGI-I scores.
vagus nerve seizure free
stimulator patients, percent | The proportion of patients discontinuing treatment due to a treatment-emergent
of treatment adverse event was 26.8 vs 8.6% (P value not reported). The most commonly
days without reported adverse events were dizziness, somnolence, fatigue, confusion,
seizures, CGI-l, | dysarthria, urinary tract infection, ataxia and blurred vision.
PGI-I, safety
Brodie et al” DB, MC, PC, PG, N=538 Primary: Primary:
RCT Percentage The median percent change in monthly total seizure frequency from baseline was -
Ezogabine 600 or 900 16 weeks [ change from 27.9 and -39.9% with ezogabine 600 (P=0.007) and 900 mg/day (P<0.001)
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. Sample
Study Design .
Stucy. apd L, )::md ° Sl End Points Results
Regimen Demographics and Study
Duration
mg/day, administered Patients 18to 75 | (4 weeks of | baseline in compared to placebo (-15.9%).
in 3 equal doses/day years of age forced monthly seizure
diagnosed with titration, frequency, Responder rates were significantly greater with ezogabine (600 mg/day, 38.6%;
VS localization- followed by | proportion of P<0.001, 900 mg/day, 47.0%; P<0.001) compared to placebo (18.9%).
related epilepsy, 12 weeks of | patients
placebo which was main- experiencing Secondary:
refractory to tenance 250% reduction | The most commonly reported adverse events (>10%) were dizziness,
stable doses of 1 therapy) in seizure somnolence, headache and fatigue.
to 3 frequency
anticonvulsants, (responder rate)
experiencing =24
qualifying Secondary:
seizures/28 days Safety
without a seizure
free period >21
days during an 8
week baseline
phase
Marson et al”™ MA (5 RCTs) N=997 Primary: Primary:

(abstract)

Gabapentin, in addition
to current AED therapy

VS

placebo, in addition to
current AED therapy

Patients with
drug-resistant
partial epilepsy

Duration not
reported

Proportion with
250% reduction
in seizure
frequency,
treatment
withdrawal for
any reason and
safety

Secondary:
Not reported

The overall OR for 250% reduction in seizure frequency with gabapentin compared
to placebo was 1.93 (95% CI, 1.37 to 2.71; P value not reported), indicating that
gabapentin was significantly more effective than placebo in reducing seizure
frequency. Dose regression analysis showed increasing efficacy with increasing
dose, with 28.5% of patients responding to 1,800 mg of gabapentin compared to
placebo (NNT, 6.7; 95% CI, 3.0 to 10.5; P value not reported).

The overall OR for treatment withdrawal for any reason for gabapentin compared
to placebo was 1.05 (95% CI, 0.68 to 1.61; P value not reported).

Gabapentin was associated with significantly more dizziness, fatigue, and
somnolence than placebo (P values not reported).

Secondary:
Not reported
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Chung et al™ DB, MC, PC, PG, N=405 Primary: Primary:

RCT Change in An ANCOVA analysis revealed a statistically significant median percent reduction
Lacosamide 400 26 weeks seizure in seizure frequency in both the lacosamide 400 mg/day (37%; P=0.008) and 600
mg/day in 2 divided Patients 18 to 65 (8-week frequency mg/day (38%; P=0.006) groups compared to the placebo group (21%).
doses plus 1to 3 years of age with baseline (analyzed by
marketed concomitant simple or monitoring | reduction in Statistically significant differences in 50% responder rates vs placebo (18%) were
AEDs complex partial- plus 6-week | seizure seen in the lacosamide 400 mg/day (38%; P<0.001) and 600 mg/day (41%;

onset seizures, dose frequency per P<0.001) groups.
VS with or without titration 28 days from

secondary period plus | baseline to Secondary:
lacosamide 600 mg/day | generalization; 12-week maintenance) For patients who completed the maintenance phase, nine patients were seizure
in 2 divided doses plus | history of partial- main- and responder free throughout the 12-week period: 4/160 (2.5%) in the lacosamide 400 mg/day
1 to 3 marketed onset seizures tenance rate (250% group and 5/62 (8.1%) in the lacosamide 600 mg/day group; no placebo group
concomitant AEDs for at least the period) reduction in patients were seizure free during this period.

last 2 years seizure
VS despite prior (Patients frequency from Both the 400 and 600 mg/day lacosamide groups had reported significant and

therapy with 22 who baseline to clinically relevant increases in the percentage of seizure-free days during the
placebo in 2 divided AEDs; during the completed | maintenance) maintenance phase compared to placebo, but details were not described at length.
doses plus 1to 3 8-week baseline the main-
marketed concomitant period, patients tenance Secondary:
AEDs must have had period had | Proportion of

24 partial-onset the option to | patients

seizures per 28 enter a achieving

days on average, long-term seizure-free

with no seizure- oL status

free period =21 extension throughout the

days; in the 4 trial of study for

weeks before lacos- patients

enrollment, amide.) completing the

patients must
have been on a
stable dosage
regimen of 1 or 2
AEDs, with or
without VNS

maintenance
period and
proportion of
seizure-free
days during the
maintenance
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Halasz et al”’ DB, MC, PC, PG, N=485 Primary: Primary:
RCT Change in The ANCOVA analysis showed statistically significant reductions in seizure
Lacosamide 200 24 weeks seizure frequency over placebo in the lacosamide 200 mg/day (14.4%; 95% ClI, 2.2 to
mg/day in 2 divided Patients18 to 65 (8-week frequency 25.1; P=0.02) and lacosamide 400 mg/day (15.0%; 95% CI, 1.4 to 26.8; P=0.03)
doses plus 1to 3 years of age with baseline (analyzed by treatment groups.
marketed concomitant simple or monitoring | reduction in
AEDs complex partial- plus 4-week | seizure PP analysis showed a greater median percent reduction in seizure frequency per
onset seizures, titration frequency per 28 days from baseline to the maintenance period for lacosamide 200 mg/day
VS with or without period plus | 28 days from (35.3%; P=0.04), and lacosamide 400 mg/day (44.9%; P=0.01) compared to
secondary 12-week baseline to placebo (25.4%).
lacosamide 400 mg/day | generalization; maint- maintenance)
in 2 divided doses plus | history of partial- enance and responder The 50% responder rate for lacosamide 400 mg/day (40.5%) was statistically
1 to 3 marketed onset seizures period) rate (250% significant (P=0.01) over placebo (25.8%); the rate for lacosamide 200 mg/day
concomitant AEDs for at least the reduction in (35.0%) was numerically higher than placebo, but not statistically significant
last 2 years (Patients seizure (P=0.07).
Vs despite prior who frequency from
therapy with 22 completed | baseline to In the PP population, compared to placebo (27.5%), the 50% responder rates were
placebo in 2 divided AEDs; during the the main- maintenance) 35.0% for lacosamide 200 mg/day (P=0.19) and 46.3% for lacosamide 400 mg/day
doses plus 1to 3 8-week baseline tenance (P<0.01).
marketed concomitant period, patients period had | Secondary:
AEDs must have had the option to | Percent change | Secondary:
24 partial-onset enter a in seizure In completers of the maintenance period, 5 (36.7%) of 137 patients in the
seizures per 28 long-term frequency per lacosamide 200 mg/day group and 3 (2.4%) of 123 patients in the lacosamide 400
days on average, OL, ES of | 28 days, mg/day group were seizure free throughout the 12 weeks, compared to 3 (2.1%) of
with no seizure- lacos- number and 143 patients in the placebo group.
free period =21 amide.) proportion of
days; in the 4 patients A 5% increase in the percentage of seizure-free days during the maintenance
weeks before achieving period over placebo was observed for lacosamide 400 mg/day (95% CI 1.5 to 8.5;
enrollment, seizure-free P=0.01).

patients must
have been on a
stable dosage
regimen of 1 or 2
AEDs, with or

status
throughout the
study for
patients
completing the
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without VNS maintenance
period and
proportion of
seizure-free
days during the
maintenance
period
Ben-Menachem etal™ | DB, MC, PC, PG, N=418 Primary: Primary:
RCT Change in The ANCOVA analysis showed statistically significant reductions in seizure
Lacosamide 200 26 weeks | seizure frequency over placebo in the lacosamide 400 mg/day (28.4%; P=0.0023) and
mg/day in 2 divided Patients 18 to 65 (8-week frequency lacosamide 600 mg/day (21.3%; P=0.0084) treatment groups; the reduction in the
doses plus 1 or 2 years of age with baseline (analyzed by lacosamide 200 mg/day group was 14.6% and not significant (P=0.1010).
marketed concomitant simple or monitoring | reduction in
AEDs complex partial- plus 6-week | seizure PP analysis showed a greater treatment difference between placebo and all
onset seizures, dose frequency per lacosamide treatment groups with reductions in seizure frequency over placebo for
VS with or without titration 28 days from lacosamide 200 mg/day (21.5%; P=0.0112), 400 mg/day (39.3%; P<0.0001) and
secondary period plus | baseline to 600 mg/day (31.6%; P=0.0002).
lacosamide 400 mg/day | generalization; 12-week maintenance)
in 2 divided doses plus | history of partial- main- and responder From the logistic regression analysis, the proportion of patients with at least a 50%
1 or 2 marketed onset seizures 22 tenance rate (250% reduction of seizure frequency during maintenance (and statistically significant
concomitant AEDs years despite period) reduction in when compared to placebo at 21.9%) was 41.1% for lacosamide 400 mg/day
prior therapy with seizure (P=0.0038) and 38.1% for lacosamide 600 mg/day (P=0.0141); the 50% responder
VS =22 AEDs; during (Patients frequency from rate in the lacosamide 200 mg/day group was 32.7% and not significant
the 8-week who baseline to (P=0.0899).
lacosamide 600 mg/day | baseline period, completed | maintenance)
in 2 divided doses plus | patients must the main- PP analysis showed a greater treatment difference between placebo and all
1 or 2 marketed have had =24 tenance Secondary: lacosamide treatment groups with respect to the 50% responder rate: 21.2% for
concomitant AEDs partial-onset period had | Percent change | placebo, 38.1% for lacosamide 200 mg/day (P=0.0214), 49.4% for lacosamide 400
seizures per 28 the option to | in seizure mg/day (P=0.0002) and 49.2% for lacosamide 600 mg/day(P=0.0004).
S days on average, enter a frequency,
with no seizure- long-term achievement of | Secondary:
placebo in 2 divided free period =21 oL seizure-free Some patients experienced an increase in seizure frequency during the trial;
doses plus 1 or 2 days; in the 4 extension status, however, lacosamide did not appear to increase seizure frequency defined as
marketed concomitant weeks before trial of proportion of >25% overall as compared to placebo (20% for placebo, 15% for lacosamide 200
AEDs enroliment, lacos- seizure-free mg/day, 21% for 400 mg/day, 20% for 600 mg/day).
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patients must amide). days and CGIC
have been on a score At the end of the maintenance phase, the median change from baseline in the
stable dosage percentage of seizure-free days was 3% for the placebo group, 6% for the
regimen of 1 or 2 lacosamide 200 mg/day group, 12% for the lacosamide 400 mg/day group and 12
AEDs, with or % for the lacosamide 600 mg/day group.
without VNS
The CGIC analysis showed an improvement (by ratings of “very much improved”
or “much improved”) from baseline to maintenance in a greater percentage of
patients in the treatment groups compared to the placebo group: lacosamide 200
mg/day (35%), 400 mg/day (40%) and 600 mg/day (38%) vs placebo (25%).
Ramaratnam et al” MA (11 RCTs; 8 N=1,243 | Primary: Primary:

Lamotrigine, in addition

of which were
X0)

Duration not

Proportion with
250% reduction

The overall OR for 250% reduction in seizure frequency with lamotrigine compared
to placebo was 2.71 (95% ClI, 1.87 to 3.91; P value not reported), indicating that

to current AED therapy reported in seizure lamotrigine was significantly more effective than placebo in reducing seizure
Patients of any frequency, frequency.
VS age with drug- treatment
resistant partial withdrawal for The overall OR for treatment withdrawal for any reason for lamotrigine compared
placebo, in addition to epilepsy (n=199 any reason, to placebo was 1.12 (95% CI, 0.78 to 1.61; P value not reported).
current AED therapy children and safety and
n=1,044 adults) effects on Lamotrigine was associated with significantly more ataxia, diplopia, dizziness, and
cognition nausea than placebo (P values not reported).
Secondary: The limited data available precludes any conclusions about effects on cognition.
Not reported
Secondary:
Not reported
Naritoku et al*™ DB, PG, RCT N=239 Primary: Primary:
Change in Lamotrigine XR was more effective than placebo with respect to median percent
Lamotrigine XR QD, Patients >12 Treatment | weekly partial reduction from baseline in weekly partial seizure frequency (46.6 vs 24.5% for the
dosing not specified, in | years of age with | duration 19 | seizure entire 19-week treatment phase; 29.8 vs 15.6% for the seven-week escalation
addition to current AED | partial epilepsy weeks frequency phase; and 58.4 vs 26.8% for the 12-week treatment phase; all P<0.05).
therapy and taking 1 to 2
baseline AEDs Secondary: Secondary:

VS

Proportion of
patients with

The proportion of patients with 250% reduction in partial seizure frequency (44.0
vs 20.8%; P=0.0002) and time to 250% reduction in partial seizure frequency
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placebo, in addition to 250% reduction | (P<0.0001) also favored lamotrigine XR over placebo.
current AED therapy in partial seizure
frequency, time | A similar pattern of results was observed for secondarily generalized seizures.
to 250%
reduction in The most common adverse events were headache (16 vs18%) and dizziness (19
partial seizure vs 5%) (P values were not reported).
frequency and
safety
Biton et al** DB, PC, PG, N=153 Primary: Primary:
RCT Percent change | Median percent reduction from baseline in weekly frequency of primary
Lamotrigine XR 200 19 weeks | from baseline in | generalized tonic-clonic seizures during DB treatment was 75.4% in the
mg, 300 mg or 500 mg | Patients >13 weekly primary lamotrigine XR group compared to 32.1% in the placebo group (median difference
daily (dose based on years of age with All patients | generalized 31.6%; P<0.0001).
coadministration with a confident completing | tonic-clonic
other AEDS) diagnosis of the mainten- | seizure Secondary:
epilepsy with ance phase | frequency A significant reduction from baseline in weekly frequency of primary generalized
Vs primary had the during DB tonic-clonic seizures during the escalation phase was observed (25.7% difference
generalized option of treatment between groups; P=0.0016).
placebo tonic-clonic entering a | (escalation and
seizures for >24 52 week OL | maintenance) A significant reduction from baseline in weekly frequency of primary generalized
weeks before continua- tonic-clonic seizures during the maintenance phase was observed (35.8%
baseline phase, tion phase | Secondary: difference between groups; P=0.0016).
historical or PRO during Percent change
electro- which they | from baseline in | Lamotrigine XR reduced the median frequency of primary generalized tonic-clonic
encephalo- received weekly primary seizures during DB treatment regardless of concomitant AED.
graphic evidence lamotrigine | generalized
of either spike- XR tonic-clonic A significantly higher proportion of patients in the lamotrigine XR group had a
and-wave seizure >50% reduction in primary generalized tonic-clonic seizure frequency during DB
discharges frequency treatment (69.6 and 31.9% respectively; P<0.0001).
consistent with during
primary escalation A significantly higher proportion of patients in the lamotrigine XR group had a
generalized phase only and | >50% reduction in primary generalized tonic-clonic seizure frequency during the
tonic-clonic maintenance escalation phase (55.1 and 31.9% respectively, P<0.0001).
seizures or at phase only,
least 2 EEGs percent of A significantly higher proportion of patients in the lamotrigine XR group had a
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Size
and Study
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End Points

Results

with no indication
of focal
abnormalities,
documented
history of primary
generalized
tonic-clonic
seizures with or
without other
generalized
seizure types
with no focal
onset and at
least one primary
generalized
tonic-clonic
seizure during
the 8 consecutive
weeks prior to
the baseline
phase, and at
least 3 primary
generalized
tonic-clonic
seizures during
the 8-week
baseline phase;
patients had to
be receiving a
stable regimen of
one or two AEDs
for at least 4
weeks before the
beginning of the
baseline phase

patients with
>50% reduction
and 100%
reduction in
primary
generalized
tonic-clonic
seizure
frequency
during
escalation and
maintenance
phases
combined, the
escalation
phase alone and
the maintenance
phase alone,
time to >50%
reduction in
primary
generalized
tonic-clonic
seizure
frequency
during DB
treatment,
percentage of
patients with
improvement in
investigator- and
patient-rated
status, safety

>50% reduction in primary generalized tonic-clonic seizure frequency during the
maintenance phase (75.0% and 41.4% respectively; P<0.0001).

The time (weeks) to 250% reduction in primary generalized tonic-clonic seizure
frequency during DB treatment was significantly shorter in the lamotrigine XR
group compared to the placebo group (P<0.0001), beginning on day eight of the
escalation phase.

The percent of patients with 100% reduction in primary generalized tonic-clonic
seizure frequency was 20.3% for lamotrigine XR and 9.7% for placebo (P=0.0989)
during the escalation plus maintenance phase, 21.7 and 12.5% respectively
(P=0.1805) during the escalation phase only and 45.6 and 14.3% respectively
(P<0.0001) during the maintenance phase only.

Significantly more patients in the lamotrigine XR group showed improvement in
investigator-rated clinical status during DB treatment compared to placebo (84 and
51% respectively; P=0.0002).

Significant differences in responses in favor of lamotrigine XR were observed in
seizure frequency (87 and 69% respectively; P=0.0420), seizure duration (82 and
54% respectively; P=0.0005) seizure intensity (85 and 58% respectively;
P=0.0012), and adverse experiences (41 and 23% respectively; P=0.0197).

No significant differences between lamotrigine XR and placebo were observed for
social, intellectual or motor functioning.

No significant difference in patient-reported improvement in clinical status was
observed (87 and 74% respectively; P value not reported).

The proportion of patients with at least one adverse event during the study was
54% in the lamotrigine XR group and 57% in the placebo group.

Non-serious rash was reported in two patients in the lamotrigine XR group and
four patients in the placebo group. No serious rashes were reported in either
group. Adverse events of seizures were reported in one patient in the placebo
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group (convulsion) and two patients in the lamotrigine XR group (absence seizure
in one patient and simple partial seizures on days one and seven of treatment in
one patient with no history or electrographic evidence of partial seizures).
Adverse events led to premature withdrawal in one patient in the lamotrigine XR
group and two patients in the placebo group. Two adverse events that led to
premature withdrawal (non-serious rash in lamotrigine XR and placebo groups)
were considered to be caused by study medication.
The only serious adverse event was confusional state in the lamotrigine XR group.
This was not thought to be caused by study medication and lamotrigine XR was
not discontinued.
Rosenow et al** DB, MC, PG, N=409 Primary: Primary:
RCT Proportion of In the ITT population, the proportion of patients who were seizure-free at six weeks
Lamotrigine 200 26 weeks patients seizure- | was not significantly different between the lamotrigine and levetiracetam treatment
mg/day Patients newly free at six groups (64.0 vs 67.5%, respectively; P=0.47). Similar results were reported in the
diagnosed weeks PP population (79.8 vs 83.6%; P=0.51).
VS with focal,
generalized or Secondary: Secondary:
levetiracetam 2,000 unclassified Proportion of During the 16-week maintenance period, there was no statistically significant

mg/day

In patients <50 kg,
target daily doses were
reduced to 1,500 mg of
levetiracetam and 150
mg of lamotrigine. After
reaching the target
dose, 2 dose
adjustments by 500 mg
(levetiracetam) or 50
mg (lamotrigine) were
allowed depending on
seizure control and
tolerability.

epilepsy (2 or
more unprovoked
seizures or first
seizure with high
risk for
recurrence)

Patients already
receiving 1 AED
at enrolment
were included
and the AED was
tapered over 3
weeks.

patients seizure-
free at during
the 16-week
maintenance
period, seizure-
free time,
QOLIE and
safety

difference between the lamotrigine and levetiracetam treatment groups with regard
to the proportion of seizure-free patients (55.7 vs 51.9%, respectively; P=0.49).

Over the complete 26-week study 47.8% of patients treated with lamotrigine
remained seizure-free compared to 45.2% of patients treated with levetiracetam
(P=0.62).

There was no statistically significant difference between the treatment groups with
regard to the median time to first seizure (HR, 0.86; 95% CI, 0.61 to 1.22; P=0.40).

The change from baseline in QOLIE scores between the treatment groups was not
statistically significant (P=0.69).

Adverse events were reported in a similar number of patients treated with
lamotrigine or levetiracetam (70.6 vs 74.5%, respectively; P=0.38). Tiredness and
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aggression occurred significantly more frequently with levetiracetam (32.8 and
8.8%, respectively) compared to lamotrigine (16.4 and 2.5%, respectively;
P<0.001 for both). There were 17 serious adverse events in the lamotrigine group
compared to 24 serious adverse events in the levetiracetam group; however, the
difference was not statistically significant (P=0.40).
Chaisewikul et al*® MA of 4 PC, RCT N=1,023 | Primary: Primary:
(abstract) (Cochrane Proportion with The overall OR for 250% reduction in total seizure frequency with levetiracetam
Review 2001) 16to 24 250% reduction | compared to placebo was 3.81 (95% Cl, 2.78 to 5.22; P value not reported).
Levetiracetam, in weeks in total seizure Higher levetiracetam doses were associated with greater reductions in seizure
addition to current AED | Patients with frequency, frequency (~15% of patients taking 1,000 mg/day and 20 to 30% of patients taking
therapy drug-resistant treatment 3,000 mg/day had a 250% reduction in seizure frequency).
localization withdrawal for
VS related (partial) any reason, Patients were not significantly more likely to have levetiracetam withdrawn
epilepsy safety and compared to placebo (OR, 1.25; 95% CI, 0.87 to 1.80; P value not reported).
placebo, in addition to effects on
current AED therapy cognition Levetiracetam was associated with significantly more dizziness and infection,
whereas placebo was associated with significantly more accidental injury (P values
Secondary: not reported).
Not reported
Cognitive effect outcomes suggest that levetiracetam had a positive effect on
cognition (additional information not reported).
Secondary:
Not reported
Peltola et al** DB, MC, PC, PG, N=158 Primary: Primary:
Frequency of The reduction in median partial-onset seizures per week was 46.1% on
Levetiracetam XR Patients 12 to 10 Treatment | partial-onset levetiracetam XR and 33.4% on placebo. The estimated reduction with
1,000 mg QD, in years of age with | duration 12 | seizures per levetiracetam XR over placebo was 14.4% (P=0.038).
addition to current AED | partial-onset weeks week

therapy
VS

placebo, in addition to
current AED therapy

seizures
refractory to 1 to
3 AEDs

Secondary:
Proportion of
responders
(=50% reduction
in partial-onset

Secondary:

Thirty-four (43%) levetiracetam XR and 23 (29%) placebo patients experienced
=250% reduction in partial-onset seizures per week. Eight (10.1%) patients
receiving levetiracetam XR and one (1.3%) patient receiving placebo were free of
partial-onset seizures during the 12-week treatment period.
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seizures per Forty-one (53%) levetiracetam XR and 43 (54%) placebo patients reported =1
week), adverse event. Adverse events reported with an incidence >5% and seen more
proportion of often with levetiracetam XR than with placebo were dizziness, influenza, irritability,
patients who nasopharyngitis, nausea and somnolence.
were seizure-
free and safety
Otoul et al™ MA of PC, RCT N=not Primary: Primary:
(studies identified reported Responder rate | A fixed-effects model was used to estimate responder and withdrawal rate of
Levetiracetam, in in the Cochrane (efficacy levetiracetam and other new AEDSs vs placebo. Because no head-to-head clinical

addition to current AED

Library 2002,

Duration not

measure) and

trials comparing these new AEDs were found, adjusted indirect comparisons were

therapy number of trials reported withdrawal rate made between levetiracetam and other AEDs using the MA results.
not reported) (mainly
VS tolerability At doses tested, levetiracetam was more effective in terms of responder rate than
Patients with measure) gabapentin (OR, 2.64; 95% ClI, 1.51 to 4.63) and lamotrigine (OR, 1.86; 95% ClI,
gabapentin, refractory partial 1.04 to 3.34) and equally well tolerated; P values were not reported.
lamotrigine, epilepsy Secondary:
oxcarbazepine, Not reported Levetiracetam had a significantly lower withdrawal rate than topiramate (OR, 0.52;
tiagabine, topiramate or 95% CI, 0.29 to 0.93) and oxcarbazepine (OR, 0.55; 95% CI, 0.33 to 0.92), with
zonisamide, in addition comparable efficacy; P values were not reported.
to current AED therapy
Although levetiracetam did not differ significantly from tiagabine and zonisamide,
numerical trends favoring levetiracetam were obtained in response rate and in
withdrawal rate.
Indirect comparisons based on MAs suggest that add-on therapy with
levetiracetam has a favorable responder and/or withdrawal rate relative to several
AEDs in patients with partial epilepsy with doses used in clinical trials. These MAs
give only short-term efficacy and safety data.
Secondary:
Not reported
Cumbo et al” Case control, N=95 Primary: Primary:
PG, PRO, Efficacy At 12 months, 71% (27/38) of levetiracetam-treated patients were responders, 11
Levetiracetam 500 RETRO 12 months | (percentage of of whom (29%) had become seizure-free, 7/11 were seizure-free from the start of

mg/day

patients who

therapy and the other four became seizure free after two months. Forty two

(IA University of
& Massachusetts

UMASS. Medical School

Page 30 of 223
Copyright 2013 « Review Completed on 04/11/2013

B
(}"‘

catamaran




Therapeutic Class Review: anticonvulsants

. Sample
Study Design .
Stucy. apd L, )::md ° Sl End Points Results
Regimen Demographics and Study
Duration
Patients 60 to 90 became seizure | percent (16/38) had a >50% reduction in seizure frequency, and 16% (6/38) had
VS years of age free or no significant change from baseline. Five (13%) patients had no change in seizure
meeting the experienced a frequency.
lamotrigine 25 mg/day diagnostic criteria >50% decrease
for probably in seizure Fifty nine percent (17/29) of lamotrigine-treated patients were responders. Twenty
VS Alzheimer’s frequency over four percent (7/29) became seizure-free, and there was a 50 to 99% decrease in
disease with mild 12 months) seizure frequency was observed in 34% (10/29) patients. Three of the seven
phenobarbital 50 to moderate patients were seizure-free from the start of therapy, and four became seizure-free
mg/day disease, Secondary: two months later.
educational level Change from
All patients were AED- | =5 years, a baseline in The majority of phenobarbital-treated patients responded (64% [18/28]), with eight
naive and had diagnosis of MMSE score, (29%) patients being seizure-free from the start of therapy. Thirty six percent
concomitant partial epilepsy ADAS-Cog (10/28) of patients had a 50 to 99% decrease in seizure frequency, and 11% (3/28)
cholinesterase inhibitor | and a caregiver score and had a <50% reduction and six (21%) patients did not respond.
therapy for Alzheimer’s | who can ensure Cornell scale
disease. compliance to score There was no significant difference in responder rate between the levetiracetam
treatment (71%), lamotrigine (59%) and phenobarbital (64%) (P=0.34). No patient
experienced an increase in seizures.
Secondary:
Levetiracetam-treated patients had an improvement by a mean of +0.23 points
compared to baseline, with a similar improvement observed in ADAS-Cog scores
(-0.23). Phenaobarbital-treated patients showed a significant worsening cognitive
performance. Patients treated with lamotrigine showed a slight decline in MMSE
and ADAS-Cog scores.
Schiemann-Delgado et | ES, MC, OL N=103 Primary: Primary:
al®’ Cognitive and The increased mean change from baseline in Leiter-R AM Memory Screen
Children 4 to 16 48 weeks behavioral composite score (week 24: 4.8 points; 95% ClI, 2.1 to 4.5; week 48: 4.5 points;
Levetiracetam 20 to years of age with measures 95% CI, 1.1 to 7.9) indicated stability in cognitive functioning during long term
100 mg/kg/day partial-onset administration, as these changes were similar to the changes observed at the end
epilepsy, Secondary: of the evaluation in the prior short term trial (levetiracetam, 5.2; placebo, 5.4). Of

Levetiracetam was
administered as
adjunctive therapy.

receiving a stable
regimen of 1 or 2
AEDs

Seizure control,
safety

the other mean composite scores, Attention Score, Associated Memory score,
Memory Span score, and Memory process score also increased from baseline to
week 24 and 48.
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Child Behavior Checklist Syndrome scores improved from baseline at week 24 and
48 (change, -9.3+22.2 and -10.4+23.4).
Secondary:
Treatment provided in good and sustained seizure control (median percentage
reduction from baseline in partial-onset seizure frequency per week during
maintenance treatment, 86.4%). In addition, 24.7% of patients had continuous
seizure freedom from all seizure types for 240 weeks.
Treatment was well tolerated; the most frequently reported CNS-related treatment-
emergent adverse events included headache (24.3%), aggression (7.8%), and
irritability (7.8%). Overall, 4.9% of patients discontinued because of treatment-
emergent adverse events.
Castillo et al™® MA (2 RCTs) N=961 Primary: Primary:
Proportion with The overall OR for 250% reduction in seizure frequency with oxcarbazepine
Oxcarbazepine, in Patients of any Treatment | 250% reduction | compared to placebo was 2.96 (95% ClI, 2.20 to 4.00; P value not reported),
addition to current AED | age with drug- duration 16- | in seizure indicating that oxcarbazepine was significantly more effective than placebo in
therapy resistant partial 26 weeks | frequency, reducing seizure frequency.
epilepsy (n=267 treatment
VS children ages 4 withdrawal for The overall OR for treatment withdrawal for any reason for oxcarbazepine
to 17 years and any reason and | compared to placebo was 2.17 (95% ClI, 1.59 to 2.97; P value not reported).
placebo, in addition to n=694 adults safety
current AED therapy ages 15 to 65 Oxcarbazepine was associated with significantly more ataxia, diplopia, dizziness,
years) Secondary: fatigue, nausea, and somnolence than placebo (P values not reported).
Not reported
Secondary:
Not reported
Costa et al™ MA (71 RCTs) N=14,272 | Primary: Primary:
Responder rate | AEDs vs placebo:
Oxcarbazepine, Patients >2 years >8 weeks (>50% reduction | Responder rates for each AED was significantly higher compared to placebo with

lamotrigine, topiramate,
gabapentin, pregabalin,
levetiracetam,
tiagabine, zonisamide,
eslicarbazepine* or

of age with drug-
refractory partial

epilepsy

in seizure
frequency) in
the treatment
period
compared to

ORs between 2.08 (gabapentin) and 4.31 (topiramate). Significant heterogeneity
was found only for oxcarbazepine and pregabalin.

Significant differences were found in the dose-subgroup analysis for
oxcarbazepine and eslicarbazepine (P=0.02 and P=0.03 respectively) suggesting
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lacosamide baseline, a dose-response relationship for those AEDs. However, the data in the trials did

VS

matched placebo or
other AED control

withdrawal rate

Secondary:
Proportion of
patients seizure-
free during
treatment
period,
withdrawal rate
due to adverse
events,
proportion of
patients
experiencing
ataxia,
dizziness,
fatigue,
headache,
nausea, or
somnolence

not allow for a dose-response regression analysis.

Withdrawal rate from any cause was higher with oxcarbazepine, topiramate,
pregabalin, zonisamide, tiagabine and lacosamide in comparison with placebo but
not with lamotrigine, gabapentin, levetiracetam and eslicarbazepine. Significant
heterogeneity was observed only with eslicarbazepine.

Significant differences were found in the dose-subgroup analysis for
oxcarbazepine, gabapentin and zonisamide (P<0.01, P=0.04 and P<0.01
respectively).

Each AED and other AEDs:

Significant differences were found in the analysis of the responder rate based on
relative measurements of treatment effects favoring topiramate in comparison to
all other AEDs. Gabapentin and lacosamide were less efficacious compared other
AEDs. A trend was found for eslicarbazepine. For eslicarbazepine, significant
differences were found in the dose-subgroup analysis (P=0.03).

Significant differences were observed in the analysis of responder rate based on
absolute estimates (NNT) adjusted for baseline risk. Topiramate and levetiracetam
were more efficacious and gabapentin and tiagabine were less efficacious. This
demonstrates the importance of considering baseline risk in the analysis. In
particular, the OR for lacosamide was significantly difference from other AEDs but
not the NNT, because responder rates in the placebo arm were higher in the
lacosamide trials. Similar results were seen in the eslicarbazepine trials.

Oxcarbazepine and topiramate were associated with more withdrawals and
gabapentin and levetiracetam with fewer withdrawals.

Secondary:

AEDs vs placebo

Significant differences on the percent of patients seizure-free were not found for
topiramate, levetiracetam and eslicarbazepine, without evidence of heterogeneity.
Data for this outcome was only available in 32 of the 63 studies.
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Withdrawal rate due to adverse events was higher for lamotrigine, topiramate,
gabapentin, pregabalin, zonisamide, eslicarbazepine and lacosamide but not for
tiagabine and levetiracetam. Data for this outcome was only available in 15 of 63
studies. Significant heterogeneity was found for lamotrigine, tiagabine and
eslicarbazepine.

The incidence of the six pre-specified adverse events were higher among all
AED’s compared to placebo in general.

Each AED and other AEDs
No significant differences were observed between AEDs in the proportion of
patients that were seizure-free. The data for this comparison is sparse.

Withdrawal rate due to adverse events was significantly less with levetiracetam
compared to all other AEDs. There were no significant differences observed
between other AEDs.

Comparisons between the AEDs for the six pre-specified events showed few
differences. There were no significant differences for ataxia, headache was more
frequent with lacosamide, dizziness was more frequent with pregabalin, fatigue
was more frequent with topiramate and less frequent with lamotrigine, nausea was
more frequent with oxcarbazepine and less frequent with gabapentin and
levetiracetam, and somnolence was more frequent with oxcarbazepine and less
frequent with tiagabine.

Combined evidence from indirect and direct comparisons:

Combined results for indirect and direct comparisons showed no difference in
responder rate withdrawal rate or seizure-free rate between lamotrigine and
gabapentin.

Combined analyses favored topiramate for responder rate and seizure free rate
compared to lamotrigine and favored lamotrigine for withdrawal rate.

Combined analyses favored pregabalin for responder rate compared to
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lamotrigine. There were no differences observed in seizure-free rate or withdrawal
rate.
Combined analyses showed no difference between lamotrigine and levetiracetam
in responder rate, seizure-free rate or withdrawal rate.
French et al” DB, MC, PC, N=388 Primary: Primary:
Study 304 RCT Percent change | The median percent change in seizure frequency over the double-blind phase was
19 weeks in seizure -26.3 and -34.5% in the perampanel 8 mg (P=0.0261) and 12 mg (P=0.0158)
Perampanel 8 mg QD Patients 212 (6-week frequency, treatment groups compared to -21.0% in the placebo group. The median
years of age with titration responder rate differences compared to placebo were -13.5% (95% ClI, -26.3 to -1.9) and -14.2%
VS partial-onset phase defined (95% ClI, -25.0 to -2.7) for the perampanel 8 mg and 12 mg treatment groups,
seizures with or followed by | (percentage of respectively.
perampanel 12 mg QD | without 13-week patients with
secondary mainten- >50% reduction | The 50% responder rates were 37.6 (95% ClI, 29.4 to 45.8; P=0.0760), 36.1 (95%

VS

placebo

generalization

who had failed =2

AEDs and were
receiving 1 to 3
AEDs at baseline

ance phase)

in seizure
frequency from
baseline

Secondary:
Percent change
in frequency of
complex

partial seizures
plus secondary
generalized
seizures and
safety

Cl, 27.9 to 44.3; P=0.0914) and 26.4% (95% CI, 18.6 to 34.3) for the perampanel
8 mg, 12 mg and placebo treatment groups, respectively. The NNT were nine and
10 patients for a response, and the absolute risks were 11.2 (95% ClI, -0.2 to 22.5)
and 9.7% (95% Cl, -1.7 to 21.0) for the perampanel 8 mg and 12 mg treatment
groups, respectively.

Secondary:

The percent change in complex partial plus secondary generalized seizures were
-33.0 and -33.1% for the perampanel 8 mg (P=0.0020) and 12 mg (P=0.0081)
groups compared to -17.9% in the placebo group.

Treatment-emergent adverse events occurred in 88.0, 91.8 and 82.6% of patients
treated with perampanel 8 mg, 12 mg or placebo, respectively. Treatment-related
adverse events occurred in 74.4, 80.6 and 47.9% of patients treated with
perampanel 8 mg, 12 mg or placebo, respectively. The most commonly reported
adverse events occurring more frequently with perampanel treatment compared to
placebo were dizziness, somnolence, headache, ataxia and irritability. The
incidence of treatment-emergent adverse events leading to dose reduction or
interruption was highest in the perampanel 12 mg (33.6%) and 8 mg (22.6%)
groups compared to the placebo group (5.0%). More patients discontinued
treatment due to treatment-emergent adverse events in the perampanel 12 mg
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group (19.4%) compared to the perampanel 8 mg (6.8%) and placebo (6.6%)
groups. Among all treatment groups, one death occurred during baseline following
a convulsion. The investigators did not report which group the death occurred in.
Secondary:
None reported
French et al” DB, MC, PC, N=386 Primary: Primary:
Study 305 RCT Responder rate | The responder rates were 33.3 (P=0.002), 33.9 (P<0.001) and 14.7% for the
19 weeks (percentage of perampanel 8 mg, 12 mg and placebo groups, respectively.
Perampanel 8 mg QD Patients 212 (6-week patients with
years of age with titration >50% reduction | The median percent change in seizure frequency over the double-blind phase was
VS simple or phase in seizure -30.5 (P<0.001), -17.6 (P=0.011) and -9.7% for the perampanel 8 mg, 12 mg and
complex partial- followed by | frequency from placebo groups, respectively. The median difference in percent change in seizure
perampanel 12 mg QD | onset seizures, 13-week baseline) and frequency compared to placebo was -19.1 (95% Cl, -29.2 to -8.4) and -13.7 (95%
with or without mainten- percent change | Cl, -25.2 to -2.3) for the perampanel 8 mg and 12 mg groups, respectively.

VS

placebo

secondary
generalization
despite 2
different AEDs in
the previous 2
years and current
regimenof 1to 3
AEDs

ance phase)

in seizure
frequency

Secondary:
Percent change
in the frequency
of complex
partial plus
secondarily
generalized
seizures

Secondary:

The median percent change in seizure frequency per 28 days was -32.7%
(P<0.001), -21.9% (P=0.005) and -8.1 for perampanel 8 mg, 12 mg and placebo,
respectively.

The proportion of patients that achieved a 75 to 100% reduction in seizure
frequency was 15.5 and 16.5% for the perampanel 8 mg and 12 mg groups,
respectively, compared to 4.4% of the placebo group (P value not reported).

Treatment-related adverse events occurred in 69.0, 77.7 and 47.8% of the
perampanel 8 mg, 12 mg and placebo groups, respectively. Serious treatment-
emergent adverse events occurred in 7.8, 9.9 and 5.1% of the perampanel 8 mg,
12 mg and placebo groups, respectively. The most common adverse events that
occurred more frequently in the perampanel groups compared to placebo were
dizziness, somnolence and fatigue. The proportion of patients that experienced a
treatment-emergent adverse event leading to discontinuation was higher in the
perampanel 8 mg and 12 mg groups (9.3% and 19.0%, respectively) compared to
the placebo group (4.4%). No deaths occurred during the study.
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Krauss et al*” DB, MC, PC, N=706 Primary: Primary:
Study 306 RCT Percent change | The percent change in seizure frequency was -13.6 (P=0.420), -23.3 (P=0.003)
19 weeks in seizure and -30.8% (P<0.001) for the perampanel 2 mg, 4 mg and 8 mg groups,
Perampanel 2 mg QD Patients 212 (6-week frequency, respectively, compared to -10.7% in the placebo group.
years of age with titration responder rate
VS simple or phase (percentage of The responder rates were 20.6 (P value not significant), 28.5 (P=0.013) and 34.9%
complex partial- followed by | patients with (P<0.001) for patients treated with perampanel 2 mg, 4 mg and 8 mg, respectively,
perampanel 4 mg QD onset seizures, 13-week >50% reduction | compared to 17.9% in the placebo group.
with or without mainten- in seizure
VS secondary ance phase) | frequency from Secondary:
generalization, baseline) The percent change in frequency of complex partial seizures plus secondarily
perampanel 8 mg QD with uncontrolled generalized seizures was -20.5 (P value not reported), -31.2 (P=0.007) and -
partial-onset Secondary: 38.7% (P<0.001) for the perampanel 2 mg, 4 mg and 8 mg groups, respectively,

VS

placebo

seizures despite

treatment with 2

different AEDs in
the previous 2

Percent change
in frequency of

complex partial

seizures plus

compared to -17.6% in the placebo group.

Of patients who completed the maintenance period, the proportion of patients who
were seizure-free during the maintenance period was 1.9, 4.4 and 4.8% for the

years and current secondarily perampanel 2 mg, 4 mg and 8 mg groups, compared to 1.2% for the placebo
regimen of one to generalized group (P values not reported).
three AEDs seizures, dose-
response Treatment-related adverse events were reported in 37.2, 44.8, 56.8 and 31.9% of
analysis of the the perampanel 2 mg, 4 mg, 8 mg and placebo groups, respectively. Serious
percent change | treatment-related adverse events occurred in 3.3, 3.5, 3.6 and 4.9% of the
in seizure perampanel 2 mg, 4 mg, 8 mg and placebo groups, respectively. Adverse events
frequency that occurred more frequently in the perampanel compared to placebo included
dizziness and somnolence.
Krauss et al™ ES N=1,218 | Primary: Primary:
Extension study 307 Change in The percent change in seizure frequency was measured for each 13-week interval.
Patients who Upto 276 | seizure In patients that had at least one year of treatment with perampanel (n=588), the
Perampanel titrated to completed the weeks frequency, median percent change in seizure frequency observed in the last 13-week interval

a maximum of 12 mg
QD in 2 mg increments
every 2 weeks

double-blind
phase of studies
304, 305 and 306

responder rate
(percentage of
patients with
>50% reduction
from baseline in

was -47.2%. In patients with at least two years of treatment with perampanel
(n=19), the median percent change in seizure frequency observed in the last 13-
week interval was -56.0%.

The overall median percent changes in seizure frequency for weeks one to 13
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seizure (n=1,207), weeks 40 to 52 (n=731) and weeks 92 to 104 (n=59) were -29.1,
frequency) and 46.5% and -58.1%, respectively.
safety
In patients that had received at least one year of treatment with perampanel, the
Secondary: responder rate at the end of one year was 47.6%. In patients that had received at
None reported least two years of treatment with perampanel, the responder rate at the end of two
years was 63.2%.
The responder rates for weeks one to 13, weeks 40 to 52 and weeks 92 to 104
were 31.1, 46.9 and 62.7%, respectively. Of the patients that had six months of
data, 16.4% were seizure-free for the last three months and 8.9% were seizure-
free for all six months. Of the patients that had nine and 12 months of data, 7.6
and 7.1% were seizure-free for all nine and 12 month period, respectively.
The most commonly reported treatment-emergent adverse events included
dizziness, somnolence, headache and fatigue. The proportion of patients with
treatment-emergent adverse events was similar among patients taking one, two or
three AEDs at baseline. Adverse events leading to withdrawal, dose reduction or
dose interruption occurred in 13.2, 36.1 and 3.3% patients, respectively. Three
deaths occurred during the study, none of which were determined to be related to
study treatment.
Secondary:
Not reported
French et al™ DB, MC, PC, PG, N=453 Primary: Primary:
RCT Seizure Seizure frequency reductions from baseline were dose-related and as follows: 7%
Pregabalin 50, 150, 12 weeks | frequency with placebo, 12% with 50 mg/day, 34% with 150 mg/day, 44% with 300 mg/day
300 or 600 mg/day BID; | Patients with and 54% with 600 mg/day (P<0.0001 for all pregabalin doses compared to
in addition to current refractory partial Secondary: placebo).
AED therapy seizures while on Responder rates
1to 3 AEDs; (defined as Secondary:
Vs median baseline 250% reduction | Responder rates were dose-related and as follows: 14% with placebo, 15% with
seizure rate was in seizure 50 mg/day, 31% with 150 mg/day, 40% with 300 mg/day and 51% with 600

placebo, in addition to
current AED therapy

10/month

frequency) and

adverse events

mg/day (P<0.006 for all pregabalin doses compared to placebo).
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Discontinuation rates due to adverse events were 5% with placebo, 7% with 50
mg/day, 1% with 150 mg/day, 14% with 300 mg/day and 24% with 600 mg/day.
Incidences of CNS adverse events were dose-related. Most common adverse
events were dizziness (9 to 43% vs 9% with placebo) and somnolence (10 to 28%
vs 11% with placebo).
Arroyo et al” DB, MC, PC, N=287 Primary: Primary:
RCT Seizure Seizure reduction from baseline was greater with both doses of pregabalin
Pregabalin 150 or 600 12 weeks | frequency compared to placebo (P=0.0007 with 150 mg/day and P<0.0001 with 600 mg/day).
mg/day TID, in addition | Patients with
to current AED therapy | refractory partial Secondary: Seizure frequency was reduced by 20.6% with pregabalin 150 mg/day (-12.4; 95%
seizures (defined Responder rate, | Cl, -20.5 to -4.3) and 47.8% with 600 mg/day (-32.3; 95% ClI, -40.6 to -24.0) and
VS as failed at least percentage of increased by 1.8% with placebo.
one AED at patients free of
placebo, in addition to maximally seizures during Seizure frequency was significantly improved with pregabalin 600 mg/day
current AED therapy tolerated doses) the last 28 days | compared to 150 mg/day (P<0.0001).

and currently and median

receiving 1 to 3 percentage Secondary:

AEDs change in Responder rate was significantly greater in the pregabalin 600 mg/day group
seizure (P=<0.001), but not in the 150 mg/day group (P=0.087) compared to placebo.
frequency

Median percentage of seizure frequency was reduced by 16.5% in the pregabalin
150 mg/day group and 42.6% in the 600 mg/day group, but increased by 1.3% in
the placebo group.
Percentage of patients free of seizures during the last 28 days of the study was
higher with pregabalin 600 mg/day (12% vs 1% with placebo; P=0.002) than 150
mg/day (7 vs 1% with placebo; P=0.065).
Dizziness (6.0 to 29.0% vs 7.3%) and somnolence (19.0 to 26.0% vs 8.0%) were
reported with higher frequency in the pregabalin groups vs the placebo group.
Beydoun et al”® DB, MC, PC, PG, N=312 Primary: Primary:
RCT Seizure Both regimens of pregabalin were more efficacious in reducing the frequency of
Pregabalin 600 mg/day 12 weeks | frequency partial-onset seizures compared to placebo (P<0.0001).

BID or TID, in addition

Patients with
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to current AED therapy | medically Secondary: The percentages of reduction in seizure frequency from baseline were as follows:
refractory partial Responder rate, | 53.0% reduction for TID dosing, 44.3% reduction for BID dosing and 1.2%
VS epilepsy, who adverse events increase for placebo (RR, -7.7; 95% ClI, -17.4 to 1.9 for the two pregabalin groups).
have failed 22
placebo, in addition to AEDs at Secondary:
current AED therapy maximally Responder rate was significantly higher in the pregabalin groups compared to
tolerated doses placebo (49% for TID vs 43% for BID vs 9% for placebo; P<0.001 for both
compared to placebo), but not significantly different from one another (no P value
reported).
Commonly reported adverse events include: dizziness (38 to 42% with pregabalin
vs 12% with placebo), somnolence (23 to 30% vs 12%), ataxia (17 to 27% vs 6%),
weight gain (15 to 20% vs 2%), amblyopia (10 to 17% vs 4%), asthenia (12 to 14%
vs 5%), diplopia (10 to 14% vs 4%) and abnormal thinking (9 to 11% vs 1%).
Elger et al’’ DB, MC, PC, PG, N=341 Primary: Primary:
RCT Partial seizure Pregabalin fixed-dose (49.3%; P=0.0001) and flexible-dose (35.4%; P=0.0091)
Pregabalin fixed-dose 12 weeks | frequency regimen resulted in greater percentage reduction in partial seizure frequency from
of 600 mg/day BID, in Patients baseline compared to placebo (10.6%).
addition to current AED | receiving 21 AED Secondary:

therapy
Vs

pregabalin flexible-dose
regimen of 150 and 300
mg/day for 2 weeks
each, followed by 450
and 600 mg/day for 4
weeks each BID, in
addition to current AED
therapy

'S

placebo, in addition to

and experiencing
24 partial
seizures during
6-week baseline
period and no 4-
week seizure-
free interval

Responder rate,
percentage of
patients free of
seizures during
the last 28 days,
adverse events

Pregabalin fixed-dose was more effective than pregabalin flexible-dose in reducing
the frequency of partial seizures (P=0.0337).

Secondary:
Responder rate was higher in the pregabalin fixed-dose group than in the
pregabalin flexible-dose group (45.3 vs 31.3%; P=0.016).

No difference was observed between pregabalin treatment groups in percentages
of patients free of seizures during the last 28 days (12.4% of fixed-dose group vs
12.2% of flexible-dose group vs 8.2% of placebo group).

Five most frequently reported treatment-related adverse events were dizziness,
ataxia, weight gain, asthenia and somnolence.
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current AED therapy
Lozsadi et al*® MA (4 RCTs) N=1,397 | Primary: Primary:
Proportion with The overall OR for 250% reduction in seizure frequency with pregabalin compared
Pregabalin 50 to 600 Patients 12 to 82 Treatment | 250% reduction | to placebo was 3.56 (95% ClI, 2.60 to 4.87; P value not reported), indicating that
mg/day, in addition to years of age with | duration 12 | in seizure pregabalin was significantly more effective than placebo in reducing seizure
current AED therapy drug-resistant weeks frequency frequency. A dose response analysis suggested increasing effect with increasing
partial epilepsy dose.
VS Secondary:
Proportion of Secondary:
placebo, in addition to patients with a Pregabalin was not significantly associated with seizure freedom (RR, 2.73; 95%
current AED therapy complete Cl, 0.72 to 10.33; P value not reported).
cessation of
seizures, Patients were significantly more likely to have pregabalin withdrawn for any reason
treatment (RR, 1.43; 95% CI, 1.11 to 1.85; P value not reported) or due to adverse effects
withdrawal for (RR, 2.47; 95% CI, 1.80 to 4.17; P value not reported) than placebo.
any reason or
due to adverse Pregabalin was associated with significantly more ataxia, dizziness, somnolence
effects and and weight gain than placebo (P values not reported).
safety
Baulac et al” DB, MC, PC, PG, N=434 Primary: Primary:
RCT Change in Pregabalin did not achieve statistically significant superiority against placebo
Pregabalin 300 mg/day 17 weeks seizure during phase | or against lamotrigine in phase | and II.
Patients >18 frequency

Vs
lamotrigine 300 mg/day
Vs

placebo

Patients in the
pregabalin group who

had seizures during
phase | (titration) had

years of age and
>40 kg with a
diagnosis of
epilepsy with
partial seizures
refractory to
treatment (i.e.
failed treatment
with at least 3
AEDs from at
least 2 different
AED classes

(assessed by
response ratios
in the pregabalin
and placebo
groups during
phase I, change
in seizure
frequency in the
pregabalin and
lamotrigine
groups in phase
I and Il

During phase I, response ratios and corresponding percent changes from baseline
for pregabalin showed a non-significant trend toward greater reduction in seizures
compared to placebo in the ITT population (P=0.052).

Over the full DB period, treatment differences favored pregabalin vs placebo
(P=0.0008) and vs lamotrigine (P=0.0825).

Lamotrigine did not achieve a significantly better response than placebo during
phase | (P=0.12).

Pregabalin showed clinically relevant improvements vs placebo regarding
response ratio and percent change from baseline during phase Il and during fixed-
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their dose titrated over | each at or above combined doses phases | and Il combined (P<0.001).
1 week to 600 mg/day the lowest
and patients in the recommended Secondary: Lamotrigine showed clinically relevant improvement vs placebo during phase I
lamotrigine group dose or the 28-day seizure and during fixed-dose phases | and Il combined (P=0.023)
having seizures in lowest adequate rates, proportion
phase | had their dose plasma of responders There were non-significant treatment differences favoring pregabalin over

increased to 400
mg/day without titration.

Patients were allowed
to take one to 3 AEDs
concurrently, one which
must be an enzyme
inducer.

concentration for
a minimum of 3
months), and
having at least 4
partial seizures
during the 6-
week baseline
period and no 28-
day period free of
partial seizures

(>50% reduction
in 28-day
seizure rates),
patients seizure-
free for specified
intervals, mean
number of
seizure-free
days per 28-day
period;
response ratios
were calculated
by dividing the
difference
between 28-day
seizure rates
during DB
treatment and
baseline period
by the sum of
the baseline and
treatment
seizure rates,
safety

lamotrigine during phase Il (P=0.091) and fixed-dose phases | and Il combined
(P=0.08) in the ITT analysis and in the PP analysis (P=0.10).

Secondary:

During phase I, pregabalin showed a median percent change treatment difference
vs placebo of -13.6% in percent change from baseline in seizure frequency
(P=0.024).

During all DB phases, the median percent change form baseline in seizure
frequency with pregabalin compared to placebo and lamotrigine was -20.0%
(P=0.001) and -9.7% (P=0.082) respectively.

For all ITT patients during phase | and Il, the percentage of pregabalin responders
was significantly greater than placebo (35.5 and 21.4% respectively, P=0.0069)
and statistically greater than lamotrigine (35.5 and 24.1% respectively, P=0.041).
Lamotrigine was not significantly better than placebo (P=0.66).

A 225% and 275% reduction in all partial seizures occurred in more patients in the
pregabalin group (58% and 17% respectively) compared to placebo (43 and 6%
respectively; P<0.01) but not for lamotrigine (50 and 9% respectively, P=0.284 vs
placebo).

Seizure-free rates for phases | and || combined were 1, 3, and 4% for placebo,
lamotrigine and pregabalin respectively. Seizure-free rates for the last 28 days of
treatment during phases | and Il combined were 11, 11, and 12% for placebo,
lamotrigine and pregabalin respectively. No significant differences between
treatment groups were observed during any study period.

Most adverse effects were mild to moderate and consistent with known safety
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profiles of the study medications. Dizziness and headache were among the most
common adverse events reported with pregabalin and lamotrigine.

The incidence of serious adverse effects ranged from 3 to 5% per treatment group.
Sixteen patients experienced serious adverse events: four in the placebo group,
five in the pregabalin group and seven in the lamotrigine group.

Investigators considered four serious adverse events to be related to a study drug:
peripheral edema and ataxia/encephalopathy reported by pregabalin patients and
two cases of grand mal seizures reported by lamotrigine patients.

There was one death during the study: a possible suicide in the pregabalin group.
This was not considered to be related to study treatment.

In the pregabalin group, the most frequent adverse event-attributed withdrawals
were due to dizziness, asthenia and abnormal thinking. In the lamotrigine group,
the most frequent adverse event-attributed withdrawals were due to dizziness,
asthenia and headache.

The frequency of spontaneously reported weight gain was higher in pregabalin
patients (9%) compared to lamotrigine (2%) and placebo (1%). The percentage of
patients with clinically significant weight gain (=7% per the Food and Drug
Administration) was higher for pregabalin (23%) than placebo (3%) or lamotrigine
(1%). Three pregabalin patients withdrew due to weight gain.

Delahoy et al™

Pregabalin low-dose

(150 mg/day), mid-dose
(300 mg/day) or high-

dose (600 mg/day

VS

gabapentin low-dose

(900 mg/day), mid-dose

MA (8 RCTs)

Patients with
partial epilepsy
refractory to up to
3 established
AEDs

N=1,911

12 weeks

Primary:
Responder rate
(>50% reduction
from baseline in
the number of
seizures),
change from
baseline in
seizure-free
days over the

past 28 days

Primary:

Analysis using LOCF in ITT population:

Each dose of pregabalin was significantly different from placebo in responder rate
(P value not reported).

Patients who received adjunctive high-dose pregabalin were at least four times
more likely to attain >50% reduction in baseline seizures compared to patients
receiving placebo (RR, 4.63; 95% Cl, 3.72 to 5.58).

Each dose of gabapentin was significantly different from placebo in responder rate
(P value not reported) with the magnitude of difference increasing with dose.
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(1,200 mg/day) or high-
dose (1,800 mg/day) Secondary: The risk for patients attaining a >50% reduction in seizures with gabapentin 2,400

The analysis also
estimated the efficacy
of gabapentin at 2,400
mg/day by
extrapolating the dose
response equations.

Not reported

mg was 2.82 times that of placebo, though a greater gradient for the dose-
response curve was observed with pregabalin.

Overlapping 95% CI's were observed between pregabalin 300 mg and gabapentin
1,200 mg dose levels and between pregabalin 600 mg and gabapentin 1,800 mg
dose level, statistical significance in favor of pregabalin at these levels for
responder rate was indicated.

Analysis of completers:
Each dose of pregabalin and gabapentin was significantly different from placebo in
responder rate with magnitude of effects increasing with dose.

The magnitude of effect in favor of pregabalin over gabapentin at all doses in the
LOCF analysis of responder rate is only retained for the high-dose comparison
(pregabalin 600 mg/day and gabapentin 1,800 mg/day) in the completer analysis.

Analysis of responders:
Each dose of gabapentin was significantly different compared to placebo in
responder rate.

When the responder data are subject to indirect comparison using placebo as the
common comparator, there were no significant differences between the pregabalin
and gabapentin and any dose.

Change from baseline in seizure-free days:
Pregabalin and gabapentin were associated with a change from baseline in
seizure-free days relative to placebo at all dose levels.

On average, patients receiving pregabalin experienced at least a two day increase
in seizure-free days compared to placebo. Patients receiving gabapentin
experienced at most a 1.5-day increase in seizure-free days compared to placebo.
The dose-response curve is steeper for pregabalin with respect to mean difference
in seizure-free days.
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Secondary:
Not reported
Kwan et al'”* (abstract) | DB, MC, NI, PC, N=660 Primary: Primary:
RCT Proportion of Fewer patients receiving pregabalin compared to patients receiving lamotrigine
Pregabalin 75 mg BID 52 weeks patients who became seizure free for six or more continuous months (162 [52%] vs 209 [68%];
Adults with newly remained difference, -0-16, 95% CI, -0.24 to -0.09).
Vs diagnosed partial seizure free for
seizures six or more Secondary:
lamotrigine 50 mg BID continuous The overall incidence of adverse events was similar between the two treatments
months and consistent with that in previous trials; dizziness (55 [17%] vs 45 [14%]
patients), somnolence (29 [9%)] vs 14 [4%)]), fatigue (27 [8%] vs 19 [6%]), and
Secondary: weight increase (21 [6%] vs 7 [2%]) were numerically more common with
Safety pregabalin compared to lamotrigine.
Uthman et al'™ Analysis of 6 ES, N=2,061 | Primary: Primary:
oL Seizure control Overall, 43% had a 250% reduction in the 28 day seizure frequency from baseline
Pregabalin 75 to 600 3.5t08 and safety during their last three months of pregabalin treatment. The percentage of patients
mg/day BID or TID, in Patients with years who were 50% responders in the first three and last three months of treatment,
addition to current AED | partial onset Secondary: irrespective of the duration between these periods, was 24%.
therapy epilepsy Not reported
refractory to Overall, 27.3% of patients became seizure-free for any three months and 6.2% for
multiple any year.
antiepileptic
agents In total, 1,891 (91.7%) patients experienced at least one adverse event and 262
patients (12.7%) discontinued treatment due to an adverse event. Most were mild
or moderate in intensity; only 386 (18.7%) patients experienced adverse events
that were rated as severe in intensity. The most common adverse events generally
affected the CNS.
Secondary:
Not reported
Pereiraetal - MA of 5 PC, RCT N=781 Primary: Primary:
(3 PG, 2 XO) Proportion with The overall OR for 250% reduction in seizure frequency with tiagabine compared
Tiagabine, in addition (literature search Minimum 250% reduction | to placebo was 3.16 (95% ClI, 1.97 to 5.07; P value not reported), indicating that
to current AED therapy | included Medline treatment in seizure tiagabine was significantly more effective than placebo in reducing seizure
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to January 2008) duration 8 | frequency, frequency.
Vs weeks treatment
Patients 12 to 71 withdrawal for The overall RR for treatment withdrawal for any reason for tiagabine compared to
placebo, in addition to years of age with any reason, placebo was 1.81 (95% ClI, 1.25 to 2.62; P value not reported).
current AED therapy drug-resistant safety and
localization effects on Tiagabine was associated with significantly more dizziness, fatigue, nervousness
related (partial) cognition and tremor than placebo (P values not reported).
epilepsy
Secondary: The limited data suggested that tiagabine had no significant effects on cognition (P
Not reported values not reported).
Secondary:
Not reported
Jette etal'" (abstract) | MA of 10 RCT N=1,312 | Primary: Primary:
(Cochrane Proportion with The overall RR for 250% reduction in seizure frequency for topiramate was 2.85
Topiramate, in addition | Review 2008) Treatment | 250% reduction | compared to placebo (95% CI, 2.27 to 3.59; P value not reported). Dose
to current AED therapy duration 11 | in seizure regression analysis showed increasing effect with increasing dose, but found no
Patients with to 19 weeks | frequency in the | advantage for doses over 300 or 400 mg per day.
VS drug-resistant treatment period
partial epilepsy compared to The RR for treatment withdrawal was 2.26 for topiramate compared to placebo
placebo, in addition to baseline, (95% CI, 1.55 to 3.31; P value not reported).
current AED therapy proportion of
participants Topiramate was associated with significantly higher risks of ataxia, dizziness,
having fatigue, nausea, somnolence and “thinking abnormality”; P values were not
treatment reported.
withdrawn and
adverse effects Secondary:
Not reported
Secondary:
Not reported
Zhang et al™> DB, PC, RCT N=86 Primary: Primary:
(abstract) Seizure Overall, 47.8 and 7.5% of patients receiving topiramate and placebo reached
Patients with 20 weeks | frequency 250% reduction in complex partial seizures.
Topiramate 200 refractory partial
mg/day, target dose epilepsy; at least Secondary: Secondary:
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four seizures per Safety With topiramate, the most common adverse events were dizziness, somnolence,
Concomitant AEDs four weeks fatigue, headache, and difficulty with memory. Most events were transient and mild
continued at original during an eight or moderate in severity.
dosages. week baseline
period, despite
medication with
up to three
standard AED
Puri et al™ Pooled analysis N=284 Primary: Primary:
of 2 trials Safety The most common treatment-emergent adverse events (230%) were fever (52%),
Topiramate, adjunctive Upto 1 year respiratory tract infections (51%), anorexia (35%), and acidosis (31%). Most
therapy Infants <2 years Secondary: events were mild to moderate in severity. Treatment-emergent adverse events
of age with Seizure leading to discontinuation were reported in 17 (6%) infants and the most common
refractory partial- frequency event was “convulsions aggravated” in six infants.
onset seizures
Overall, eight deaths were reported.
Changes from pretreatment baseline to endpoint Z scores for growth parameters
were as follows: -1.82+1.19 (body weight), -0.45+1.60 (body length), and -
0.36+1.02 (head circumference).
Secondary:
In both trials, the median monthly seizure rates for both partial-onset seizures and
“all seizure types” decreased substantially from pretreatment baseline to OL
extension endpoint, although this analysis was not powered to demonstrate
significant differences. More than 50% of infants were free of partial-onset seizures
from the eighth month onward until the OL extension endpoint.
Hemming et al™*’ MA (11 PG or XO N=747 Primary: Primary:
RCTs) Proportion with Patients treated with vigabatrin were significantly more likely to obtain a 250%
Vigabatrin 1,000 to Duration 250% reduction | reduction in seizure frequency compared to those treated with placebo (RR, 2.58;
6,000 mg/day, in Patients 10 to 65 varied in seizure 95% ClI, 1.87 to 3.57; P value not reported).

addition to current AED
therapy

VS

years of age with
drug-resistant
partial epilepsy
(simple patrtial,

frequency in the
treatment period
compared to

baseline,

Those treated with vigabatrin were also significantly more likely to have treatment
withdrawn (RR, 2.49; 95% ClI, 1.05 to 5.88; P value not reported).
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complex partial proportion of Patients treated with vigabatrin were more likely to experience a number of
placebo, in addition to or secondary participants adverse events, significantly so for fatigue or drowsiness (P values not reported).
current AED therapy generalized having
tonic-clonic treatment The authors noted that there was some evidence of small study effect bias, with
seizures) withdrawn and smaller studies tending to report greater estimates of RR than larger studies.
adverse effects
Secondary:
Secondary: Not reported
Not reported
Lu et al™° (abstract) DB, PC, RCT N=104 Primary: Primary:
Seizure Zonisamide resulted in significantly greater efficacy compared to placebo
Zonisamide 300 or 400 | Adults with 16 weeks | frequency (responder rate, 55.8 vs 36.0%; P<0.05), including 55.2% (16/29) with zonisamide
mg/day refractory partial- 300 mg/day and 56.5% (13/23) with zonisamide 400 mg/day. There was no
onset epilepsy Secondary: difference between zonisamide 300 and 400 mg/day (P>0.05).
VS Safety
Similar efficacy of zonisamide was found in the control of complex partial seizures,
placebo simple partial seizures, and secondary generalized seizures.
Treatments were added Secondary:
on to existing AED There was no difference in the incidence of adverse effects between the two
therapies. treatments. Reported adverse effects with zonisamide were related to the digestive
system (32.5%), weight changes (30.2%), the hematological system (15.1%),
neurological/psychiatric effects (10.3%), the urinary system (7.9%), and the
cardiovascular system (4.0%). Only digestive system adverse effects constituted a
significantly higher proportion of adverse effects with zonisamide compared to
placebo (32.5 vs 30.2%; P<0.05).
Chadwick et al™™” MA (4 RCTs) N=850 Primary: Primary:
Proportion with The overall RR for 250% reduction in seizure frequency for zonisamide 300 to 500
Zonisamide 100 to 500 | Patients 12 to 77 12 or 24 250% reduction | mg/day was 2.44 compared to placebo (95% ClI, 1.81 to 3.30). The RR for
mg/day plus years of age with weeks in seizure zonisamide 100 to 500 mg/day was 2.35 (95% Cl, 1.74 to 3.17). Two trials
conventional AED drug-resistant frequency in the | provided evidence of a dose-response relationship for this outcome; P values were
treatment partial epilepsy treatment period | not reported.
(simple patrtial, compared to
VS complex partial baseline, The RR for treatment withdrawal was 1.64 for zonisamide 300 to 500 mg/day

or secondary

proportion of

compared to placebo (95% CI, 1.20 to 2.26), and 1.47 for zonisamide 100 to 500

(IA University of
& Massachusetts

UMASS. Medical School

Page 48 of 223
Copyright 2013 « Review Completed on 04/11/2013

(}"‘

catamaran




Therapeutic Class Review: anticonvulsants

. Sample
Study Design .
Stucy. apd L, )::md ° Sl End Points Results
Regimen Demographics and Study
Duration
placebo plus generalized participants mg/day compared to placebo (95% CI, 1.07 to 2.02; P values were not reported).
conventional AED tonic-clonic having
treatment seizures) treatment Zonisamide was associated with significantly higher risks of agitation, anorexia,
withdrawn and ataxia, dizziness and somnolence than placebo. P values were not reported.
adverse effects
Secondary:
Secondary: Not reported
Not reported
Baulac et al"™ DB, MC, RCT N=583 Primary: Primary:
Proportion of In the PP population, 79.4% of patients treated with zonisamide were seizure-free
Zonisamide 200 to 500 | Patients 18 to 75 Up to 110 patients for 26 weeks during the maintenance period compared to 83.7% of patients
mg/day years of age, weeks (4- | remaining treated with carbamazepine. The absolute treatment difference, adjusted for
who were newly week seizure-free country group, was -4.5% (95% ClI, -12.2 to 3.1). The lower limit of the CI for the
VS diagnosed with titration, 26-, | during the 26- absolute difference (-12.2%) narrowly exceeded the -12% prespecified
epilepsy (22 52-or 78- | week noninferiority margin. The relative treatment difference was -5.4% (95% ClI, -14.7
carbamazepine ER partial seizures week maintenance to 3.7). The lower limit of the 95% CI was above the relative -20% margin for
400 to 1,200 mg/day with or without flexible period demonstrating noninferiority.
secondary dosing and
generalization or 26-week Secondary: Secondary:
generalized mainten- Proportion of The proportion of patients in the PP population remaining seizure-free for 52
tonic-clonic ance period) | patients weeks was 67.6% of zonisamide-treated patients compared to 74.7% of
seizures without remaining carbamazepine-treated patients. The absolute treatment difference, adjusted for

clear focal origin)
in the previous
12 months and
were treatment
naive or received
1 AED for <2
weeks

seizure-free for
=52 weeks, time
to start of a 26-
week and 52-
week seizure-
free period, and
time to
withdrawal
because of
absence of
efficacy or
adverse event

country, was -7.9% (95% CI, -17.2 to 1.5). In the ITT population, 55.9% of patients
did not have a seizure for 52 weeks in the zonisamide group compared to 62.3% in
the carbamazepine group. The absolute treatment difference between groups was
-7.7% (95% ClI, 16.1 to 0.7).

For the PP population, the median time to become seizure-free for 26 weeks was
204 days in both treatment groups (HR, 0.92; 95% ClI, 0.75 to 1.14). The median
time to become seizure-free for 52 weeks was 381 days for both treatment groups
(HR, 0.88; 95% CI, 0.70 to 1.11). Similar results were reported in the ITT
population.

Withdrawal rates due to lack of efficacy or adverse events were low in both groups
and did not differ significantly between treatments.
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Treatment of Generalized or Partial Seizures
Gamble et al'™" MA (5 RCTs) N=1,384 | Primary: Primary:
Time to Time to treatment withdrawal was significantly improved with lamotrigine
Carbamazepine Children or adults | Duration not | withdrawal of compared to carbamazepine (HR, 0.55; 95% CI, 0.35 to 0.84). Seizure freedom at
monotherapy with generalized- reported treatment, six months (HR, 0.92; 95% ClI, 0.81 to 1.04) and time to first seizure (HR, 1.14;
onset tonic-clonic seizure freedom | 95% ClI, 0.92 to 1.43) favored carbamazepine although the results were not
VS or partial-onset at six months statistically significant. (HR >1 indicated an event was more likely on lamotrigine
seizures and time to first | than carbamazepine; P values were not reported).
lamotrigine seizure
monotherapy Secondary:
Secondary: Not reported
Not reported
Tudur Smith et al"™* MA (4 RCTs) N=684 Primary: Primary:
(abstract) Time to Time to withdrawal was significantly improved with carbamazepine over

Children or adults

Duration not

withdrawal of

phenobarbital (HR, 1.63; 95% ClI, 1.23 to 2.15), which indicates that

Carbamazepine with generalized- reported treatment, time carbamazepine was better tolerated than phenobarbital. There was no significant
monotherapy onset tonic-clonic to 12-month difference between treatment groups for the time to 12-month remission and time
or partial-onset remission, time | to first seizure (HR, 0.87; 95% CI, 0.65 to 1.17 and HR, 0.85; 95% CI, 0.68 to 1.05,

VS seizures to first seizure respectively). HR >1 indicated an event was more likely on phenobarbital than
carbamazepine; P values were not reported.

phenobarbital Secondary:

monotherapy Not reported Further analysis of each type of seizure indicated that phenobarbital provided
statistical benefit over carbamazepine for time to first partial-onset seizure,
whereas carbamazepine demonstrated benefit over phenobarbital in patients for
time to first generalized-onset tonic-clonic seizures.
Secondary:
Not reported

Tudur Smith et al"™ MA (3 RCTs) N=551 Primary: Primary:

(abstract) Time to There was no overall difference between carbamazepine and phenytoin with

Carbamazepine
monotherapy

VS

Children or adults
with partial-onset
seizures or
generalized-
onset tonic-clonic

Duration not
reported

withdrawal of
treatment, time
to 12-month and
six-month
remission, time

regards to time to withdrawal of allocated treatment (HR, 0.97; 95% CI, 0.74 to
1.28), time to 12-month remission (HR, 1.00; 95% ClI, 0.78 to 1.29), time to six-
month remission (HR, 1.10; 95% CI, 0.87 to 1.39) and time to first seizure (HR,
0.91; 95% ClI, 0.74 to 1.12). HR >1 indicated an event was more likely on
phenytoin than carbamazepine. P values were not reported.
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seizures to first seizure
phenytoin monotherapy Secondary:
Secondary: Not reported
Not reported
Marson et al"" MA of 5 RCT N=1,265 | Primary: Primary:
(abstract) (included Time to There was no overall difference between carbamazepine and valproate with
literature search Duration not | withdrawal of regards to time to withdrawal of allocated treatment (HR, 0.97; 95% CI, 0.79 to
Carbamazepine of Medline reported treatment, time 1.18), time to 12-month remission (HR, 0.87; 95% ClI, 0.74 to 1.02), and time to
monotherapy through 2000) to 12-month first seizure (HR, 1.09; 95% CI, 0.96 to 1.25). HR >1 indicated an event was more
remission, time likely on valproate. P values were not reported. A test for an interaction between
VS Patients with to first seizure treatment and seizure type was significant for time to first seizure, but not the other
partial-onset outcomes.
valproate monotherapy | seizures or Secondary:
generalized- Not reported There was some evidence to support the preference of carbamazepine for partial-
onset tonic-clonic onset seizures, but no evidence to support the preference of valproate for
seizures generalized-onset seizures. Cls were too wide to infer equivalence. The age
distribution of adults classified as having generalized seizures indicated that
significant numbers of patients may have had their seizures misclassified.
Secondary:
Not reported
Marson et al'™ MC, PG, RCT N=2,437 | Primary: Primary:
(abstract) Time to Arm A recruited 88% of patients with symptomatic or cryptogenic partial epilepsy
Patients >5 years | 24 months | treatment failure | and 10% with unclassified epilepsy. Arm B recruited 63% of patients with

Carbamazepine vs
gabapentin vs
lamotrigine vs
oxcarbazepine vs
topiramate (Arm A,
n=1,721)

Valproate vs
lamotrigine vs
topiramate (Arm B,
n=716)

of age with partial
or generalized
seizures

(withdrawal of
the study drug
for reasons of
unacceptable
adverse events
or inadequate
seizure control
or both) and
time to 12-
month remission
of seizures

idiopathic generalized epilepsy and 25% with unclassified epilepsy.

For Arm A, lamotrigine had the lowest incidence of treatment failure and was
statistically better than carbamazepine, gabapentin, and topiramate (but not
oxcarbazepine). At one and two years after randomization, 12 and 8% fewer
patients experienced treatment failure on lamotrigine than carbamazepine. The
“superiority” of lamotrigine over carbamazepine was due to its better tolerability but
there was satisfactory evidence indicating that lamotrigine was not clinically
“inferior” to carbamazepine for measures of its efficacy (treatment failure due to
inadequate seizure control and time to achieving a 12-month remission; P values
were not reported.)
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When clinicians felt Secondary: For time to treatment failure, valproate was preferred to both lamotrigine and
carbamazepine was the Not reported topiramate. Valproate was the drug least likely to be associated with treatment
optimal standard drug, failure for inadequate seizure control and was the preferred drug for time to
patients were allocated achieving a 12-month remission; P values were not reported.)
to Arm A, and when
valproate was the Secondary:
optimal drug, patients Not reported
were allocated to Arm
B.
Cereghino et al™™° DB, MC, PC, PG, N=158 Primary: Primary:

Diazepam 5 to 20 mg
rectally

VS

placebo

RCT

Outpatients or
institutionalized
patients

=2 years of age
with a history of
acute repetitive
seizures (primary
generalized,
complex partial
with or without
becoming
secondarily
generalized, or
simple partial
with a motor
component) with
at least two
seizure episodes
within the
previous year
and at least one
seizure in

Duration not
reported

Seizure count
following drug
administration

Secondary:
Time to next
seizure, time
elapsed
between
administration
plus 15 minutes
to the
occurrence of
the next seizure
within the 12-
hour
observation
period,
caregiver and
investigator
global
assessments
and safety

Patients receiving treatment with diazepam experienced fewer post-treatment
seizures compared to patients receiving placebo (0 vs 2; P=0.029).

Secondary:

The time to next seizure was significantly prolonged with diazepam administration
compared to placebo (P=0.007). More patients who received diazepam were
seizure-free in the 12-hour post-treatment observation period compared to placebo
(55 vs 34%; P=0.031).

The mean caregiver global assessment score was higher in the diazepam
treatment group compared to the placebo group (6.73 vs 5.60; P=0.018). Similarly,
the mean investigator global assessment score was higher with diazepam
compared to the placebo-treated group (7.55 vs 5.57; P=0.001).

There was a trend toward a higher incidence of adverse events in the diazepam
group compared to the placebo group (46 vs 28%); however, the difference was
not statistically significant. The most frequently reported adverse events were
somnolence, headache and diarrhea. There were no episodes of respiratory
depression reported. No changes in laboratory parameters were observed.
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previous six
months
Lippa et al'*’ OL, PRO N=24 Primary: Primary:
Efficacy for Eleven of the 16 (68.8%) patients who completed the trial were seizure-free for the
Levetiracetam 250 to Patients =250 12 weeks seizure control duration of the study. Five patients reported 21 seizures during the three month
1,500 mg BID years of age with and impact on trial period (mean number of seizures, 0.5; median, 0.0; maximum, 3). Four of
Alzheimer’s cognition these patients were on a dose of 750 mg BID; the fifth was on 1,000 mg BID.
disease, mixed
dementia or mild Secondary: MMSE scores improved an average of 2.2 points (SD, 3.0; P=0.1) from baseline at
cognitive Safety and 12 weeks, representing a substantial improvement. Improvements were noted
impairment; impact on specifically for the delayed recall portion of the MMSE, with an average
seizures of partial behavioral improvement of 0.6 (SD, 0.7; P=0.01) on the three word recall. The ADAS-Cog
onset with or measures scores improved by an average of 4.3 points (SD, 6.4; P=0.02) from baseline at 12
without weeks.
secondary
generalization, Secondary:
stable general The most commonly reported adverse event was fatigue (20.8%). A total of 4/5
medical condition patients experiencing fatigue discontinued treatment within the first week due to
and seizure this adverse event.
frequency of <4
per month Little change was seen in caregiver reported behavior and function. No substantial
changes were seen for the activities of daily living scale (mean change, 1.5 out of
possible 100 points; P=0.8), Tariot's Behavior Ratings scale (mean change, -2.7
out of 52; P=0.8) or the CMAI (mean change, -1.2 out of 203; P=0.9). There was
also no trend for incident behavioral disturbances, such as irritability or aggression,
as reported on these scales.
Sake et al"™ (abstract) | Post hoc N=1,308 | Primary: Primary:
exploratory Change in The majority of patients (82%) were utilizing at least one 'traditional' sodium
Lacosamide analyses were 16to 18 seizure channel-blocking concomitant AED. In this subgroup of patients, adjunctive
performed on weeks frequency per lacosamide showed significant reductions in seizure frequency (P<0.01 for all
pooled data in 28 days, dosages) and significantly greater 50% and 75% responder rates (P<0.01 for
which patients proportion of 400 mg/day; P<0.01 [50% responder rate] and P<0.05 [75% responder rate] for
were grouped patients 600 mg/day) compared to placebo.

based upon
inclusion or non-

experiencing

250% reduction

Secondary:
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inclusion of at in seizure Treatment-emergent adverse events and discontinuations due to such events in
least one frequency, this subgroup were dose related and similar to the general population. In the
‘traditional’ proportion of remaining subgroup of patients, i.e. those not taking 'traditional’ sodium channel-
sodium channel- patients blocking AEDs as part of their concomitant AED regimen (n=231; 18%), a
blocking AED experiencing pronounced, dose-related seizure reduction was observed with lacosamide
(carbamazepine, 275% reduction | (P<0.01, 400 and 600 mg/day for median percent seizure reduction and 50% or
lamotrigine, in seizure 75% responder rates). Also in this group of patients, incidences of treatment-
oxcarbazepine, frequency emergent adverse events were low, and discontinuations due to such events did
and phenytoin not appear to increase with dose. Analyses of ECG, laboratory and vital sign
derivatives) as Secondary: assessments did not identify abnormalities in either subgroup that were outside of
part of their Safety the known safety profile of lacosamide observed in the pooled phase I/l
concomitant AED population.
regimen; adults
with partial-onset
seizures with or
without
secondary
generalization
Dasheiff etal™ OL, PRO N=66 Primary: Primary:
Change in The seizure frequency was determined to be decreased in six eight and fifteen
Clorazepate 15 to 120 Patients with 3 years seizure patients treated with clorazepate, methsuximide and valproate, respectively. None
mg daily (frequency not | complex partial frequency, of the anticonvulsant treatments were shown to reduce seizure frequency during
specified) epilepsy with or number of treatment compared to baseline values (P>0.05 for all).
without patients who
VS secondary were seizure- Seven patients tolerated the medications and became seizure-free for up to six

methsuximide 600 to

2,700 mg daily
(frequency not
specified)

VS

valproate 500 to 4,000
mg daily (frequency not

generalization,
with or without
simple partial
seizures
(“auras”), and
who had failed
phenytoin,
carbamazepine
and
phenobarbital

free and safety

Secondary:
Not reported

months with treatment (three patients each in the clorazepate and valproate
groups and one patient receiving methsuximide). Only the patient receiving
clorazepate was seizure-free at one year.

The most frequently reported adverse events were gastrointestinal in nature,
followed by mental status changes and problems with coordination. Valproate
produced various adverse events including nausea, dysphagia, weight gain, or
weight loss but significant elevation of liver function tests occurred only once and
was reversible.
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specified) Secondary:
Not reported
Patients usually
remained on at least
one of the first-line
AEDs.
Muller et al**° MA (2 RCTs) N=480 Primary: Primary:
Time to The overall results indicate that oxcarbazepine is significantly better than
Oxcarbazepine Adults and Duration not | withdrawal of phenytoin for time to treatment withdrawal (HR, 1.64; 95% ClI, 1.09 to 2.47). There
monotherapy children with reported treatment; time was no overall difference between oxcarbazepine and phenytoin in time to six-
partial-onset to achieve six-, month remission (HR, 0.89; 95% CI, 0.66 to 1.22), time to 12-month remission
VS seizures or 12- and 24- (HR, 0.92; 95% ClI, 0.62 to 1.37), and time to first seizure (HR, 1.07; 95% CI, 0.83
generalized- month remission | to 1.39). HR >1 indicated an event was more likely on phenytoin than
phenytoin monotherapy | onset tonic-clonic and time to first | oxcarbazepine. P values were not reported.
seizures seizure
Results stratified by seizure type indicate no significant advantage for either drug
Secondary: for patients with generalized-onset seizures, but a potentially important advantage
Not reported in time to withdrawal for oxcarbazepine for patients with partial-onset seizures
(HR, 1.92; 95% CI, 1.17 to 3.16; P value not reported).
The authors noted that the age distribution of adults classified as having
generalized epilepsy suggested a significant number of patients may have had
their epilepsy misclassified.
Secondary:
Not reported
Taylor et al*** MA (4 RCTs) N=599 Primary: Primary:
(represents | Time to The results indicated a statistically significant clinical advantage for phenytoin
Phenobarbital Adults and 65% of withdrawal of compared to phenobarbital with regards to time to treatment withdrawal (HR, 1.62;
monotherapy children with potential treatment, time 95% CI, 1.22 to 2.14) and a nonsignificant advantage in terms of 12-month
partial-onset data) to 12-month remission (HR, 93; 95% CI, 0.70 to 1.23). Results for time to first seizure suggest a
VS seizures or remission and nonsignificant clinical advantage for phenobarbital compared to phenytoin (HR,
generalized- Duration not | time to first 0.84; 95% ClI, 0.68 to 1.05). HR >1 indicated an event was more likely on
phenytoin monotherapy | onset tonic-clonic reported seizure phenobarbital than phenytoin; P values were not reported.

seizures
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Secondary: The authors noted that since there were no significant differences for seizure
Not reported outcomes, the higher withdrawal rate with phenobarbital may be due to adverse
effects.
Secondary:
Not reported
Tudur Smith et al*** MA (5 RCTs) N=669 Primary: Primary:
(represents | Time to The overall results suggest no overall difference between phenytoin and valproate
Phenytoin monotherapy | Adults and 60% of withdrawal of with regards to time to treatment withdrawal (HR, 1.10; 95% ClI, 0.79 to 1.54), time
children with potential treatment, time to 12-month remission (HR, 1.04; 95% CI, 0.78 to 1.38), time to six-month
VS partial-onset data) to achieve 12- remission (HR, 0.89; 95% CI, 0.71 to 1.11) and time to first seizure (HR, 0.92; 95%
seizures or month remission | ClI, 0.74 to 1.14). (HR >1 indicated an event was more likely on phenytoin than
valproate monotherapy | generalized- Duration not | and time to first | valproate; P values were not reported.)
onset tonic-clonic reported seizure
seizures No statistical interaction between treatment and seizure type was found.
Secondary:
Not reported Secondary:
Not reported
Novotny et al** DB, PC, PG, N=149 Primary: Primary:
RCT Median There was no difference (P=0.97) in median percentage reduction from baseline in
Topiramate 5, 15 or 25 20 days percentage daily partial onset seizure rate between topiramate 25 mg/kg/day and placebo
mg/kg/day BID, in Infants 1 to 24 reductions in (20.4 vs 13.1%). Lower doses of topiramate were not significantly different from
addition to current AED | months with a daily partial placebo.
therapy diagnosis of onset seizures
partial onset Secondary:
VS seizures with or Secondary: The percentages of treatment responders in the topiramate groups (5 mg/kg/day,
without Percentage of 27%; 15 mg/kg/day, 38%; 25 mg/kg/day, 44%) were not different from placebo
placebo, in addition to secondary treatment (36%; P>0.4 for all).
current AED therapy generalization, responders
241 weeks (defined as The median percentage reduction in seizure rate for all seizure types based on

gestational age,
weighing 23.2 kg
and <15.5 kg,
length 249 cm
are receiving

250% reduction
in seizure rate
for partial onset
seizure and all
seizure types as

VEEG data, or for partial onset seizure or all seizure types based on infant take-
home records, was also not different between any of the topiramate groups and
placebo (P>0.2 for all).

The incidence of treatment emergent adverse events was higher in the combined
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uration
regular enteral recorded on a topiramate groups (81%) compared to placebo (51%).
feeding 48 hour VEEG),
percentage
reduction in
seizure rates for
all seizure types
as recorded on
48 hour VEEG
and for partial
onset seizure
and all seizure
types as
recorded on
infant take home
records and
safety
Ramsay et al*** DB, NI, RCT N=261 Primary: Primary:
Time to first At trial end, the estimated seizure-free rate was 81.1 vs 90.3% with topiramate and
Topiramate 100 Patients 12 to 65 28 days complex partial phenytoin. NI of topiramate to phenytoin could not be established (HR, 2.0; 95%
mg/day, target dose years of age, 250 or generalized Cl, 0.98 to 4.12; P=0.366), the phenytoin could not be shown to be superior to
kg, and 1 to 20 tonic-clonic topiramate.
VS unprovoked, seizure
complex partial Secondary:
phenytoin 300 mg/day, | or primary/ Secondary: Results on covariates were obtained when generalized tonic-clonic seizures and
target dose secondarily Time to first complex partial seizures were analyzed separately (data not reported).
generalized complex partial
tonic-clonic and time to first | A higher proportion discontinued treatment with phenytoin compared to topiramate
seizures within generalized for all reasons (21.1 vs 12.8%), and due to adverse events (13.4 vs 6.8%). The
the past three tonic-clonic most common treatment-related adverse events with both treatments were
months seizure, safety dizziness, paresthesia and somnolence.
Ben-Menachem et al™> | MA of 3 DB, RCT N=1,335 | Primary: Primary:
(literature search Six- or 12-month | In a comparison of topiramate 50 and 500 mg/day, the higher dose was associated
Topiramate 25 or 50 included Medline Median seizure with significantly greater freedom from partial seizures at six months compared to
mg/day vs 200 or 500 to January 2008) duration freedom, time to | the lower dose (54 vs 39%, respectively; P=0.02). In a comparison of topiramate
mg/day as 181days to | first seizure, 50 and 400 mg/day, the time to first seizure was significantly longer with the higher
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monotherapy Adults and 9 months time to study dose compared to the lower dose (P<0.001), and the probability of 12-month
children with new exit and safety seizure freedom was significantly higher (76 vs 59%, respectively; P=0.001).
Topiramate 50 mg/day | or recently
vs 400 mg/day as diagnoses partial Secondary: In a comparative study of three AEDs, there was no significant difference in rates
monotherapy or generalized Not reported of six month seizure freedom with topiramate (44 to 49%), carbamazepine (44%)
epilepsy and valproate (44%). Time to first seizure and time to study exit were also not
Topiramate 100 mg/day significantly different between treatment arms (P values not reported).
or 200 mg/day vs
carbamazepine 600 Adverse events in the three studies were similar between topiramate dose groups,
mg/day (patients with although the incidence generally increased with increasing doses, occurred earlier
partial seizures) or in treatment, and decreased with prolonged therapy. In a pooled analysis of the
valproate 1,250 mg/day three trials, the most commonly occurring adverse events during dose titration
(patients with were paresthesia (25%), fatigue (16%), dizziness (13%), somnolence (13%) and
generalized epilepsy). nausea (10%); the most frequent adverse events during maintenance therapy
were headache (20%), decreased appetite (11%) and weight loss (11%).
Secondary:
Not reported
Dupont et al**° oL N=274 Primary: Primary:
Change in Patients had a median reduction in seizure frequency from baseline to fixed-dose
Zonisamide 200 to 500 | Patients 18 to 75 19 weeks monthly seizure | period 2 of 33.3% (95% ClI, 23.1 to 42.9).

mg/day BID, in addition
to current AED therapy

Patients entered 2
fixed-dose periods
where doses could not
be up or down titrated
(Period 1: weeks 10 to
13 and Period 2: weeks

years of age with
partial onset
seizures (simple
or complex) with
or without
secondary
generalization

frequency from
baseline to
fixed-dose
period 2

Secondary:
Change in
monthly seizure
frequency from

Secondary:
There was a similar reduction in seizure frequency from baseline to fixed-dose
period 1 of 32.1% (95% ClI, 20.0 to 46.2).

From baseline to fixed-dose period 2, over 40% of patients achieved a =250%
reduction in seizure frequency and 215.0% of patients achieved seizure freedom.
Data regarding fixed-dose period 1 is not reported.

16 to 19). baseline to A total of 124 patients (74.3%) demonstrated an improvement in their illness from
fixed-dose baseline to the end of week 19. There was a trend towards an improvement in
period 1; quality of life scores on the QOLIE-31 scale between baseline and the end of week
responder rate 19 (mean improvement, 1.95 points; 95% ClI, -0.09 to 3.99). Statistically significant
(patients improvements in seizure severity scores, as measured by the LSSS, were
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achieving 250%, | observed between baseline and the end of week 19, with a mean change of -2.40
275% or 100% (95% ClI, -3.24 to -1.57).
reduction in
seizure In 209 patients, 74.4% reported adverse events, most commonly fatigue (16.7%),
frequency from somnolence (15.3%) and headache (8.9%).
baseline to both
fixed-dose
periods);
change in CGl,
QOLIE-31 and
LSSS and
safety

Treatment of Other Seizures

Ng et al**’ DB, MC, PC, N=238 Primary: Primary:

RCT Percentage The mean percentage decrease in average weekly rate of drop seizures was
Clobazam low-dosage 15 weeks | decrease in 12.1% for placebo compared to 41.2% for the 0.25 mg/kg/day (P=0.0120), 49.4%

(target 0.25 mg/kg/day)
VS

clobazam medium-
dosage (target 0.5
mg/kg/day)

VS

clobazam high-dosage
(target 1 mg/kg/day)

VS

placebo

Patients 2 to 60
years of age
weighing 212.5
kg with an onset
of LGS before
age 11

mean weekly
drop seizure
rates

Secondary:
Percentage
decreases in
average weekly
rate of nondrop
seizures and
total (drop and
nondrop)
seizures;
responder rates;
and physicians’
and caregivers’
global
evaluations of
the patients’

for clobazam 0.5 mg/kg/day (P=0.0015), and 68.3% for clobazam 1.0 mg/kg/day
(P<0.0001).

Secondary:

The mean percentage decrease in average weekly rate of total seizures was 9.3%
for placebo compared to 34.8% for clobazam 0.25 mg/kg/day (P=0.0414), 45.3%
for clobazam 0.5 mg/kg/day (P=0.0044), and 65.3% for clobazam 1.0 mg/kg/day
(P=0.0001). There was no significant difference in the average weekly rates of
nondrop seizures.

The percentage of patients with 250% decreases in average weekly rate of drop
seizures was 31.6% for placebo compared to 43.4% for clobazam 0.25 mg/kg/day,
58.6% for clobazam 0.5 mg/kg/day, and 77.6% for clobazam 1.0 mg/kg/day. The
likelihood of achieving 250% response was greater for the medium-dosage (OR,
2.8; 95% ClI, 1.2 to 6.5; P=0.0159) and high-dosage (OR, 7.5; 95% ClI, 3.0 to 18.5;
P=0.0001) clobazam groups compared to the placebo group.

The percentages of patients who were at least minimally improved ranged from
71.2 to 80.7% (physicians’ assessments) and 79.2 to 81.6% (caregivers’
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overall changes | assessments) for clobazam vs 47.3% (physicians’ assessments) and 45.5%

in symptoms (caregivers’ assessments) for placebo.

over time
The percentages of patients who were much improved or very much improved
ranged from 46.2 to 64.9% (physicians’ assessments) and 41.5 to 59.2%
(caregivers’ assessments) for clobazam vs 23.6% (physicians’ assessments) and
25.5% (caregivers’ assessments) for placebo.
The percentages of patients with at least one adverse event were 67.8% for
placebo, 72.4% for the low-dosage group, 88.7% for the medium-dosage group,
and 76.3% for the high-dosage group. Adverse events with 210% difference
between placebo and any clobazam group were somnolence, pyrexia, lethargy,
drooling, and constipation.

Conry et al'*® RCT, DB, MC N=68 Primary: Primary:
Percent The mean drop seizure rate was reduced in the low-dose from 141 to 91 drop
Clobazam low-dosage Patients 2 to 26 7 weeks reduction seizures per week and in the high-dose group from 207 to 32 drop seizures per

(target 0.25 mg/kg/day)
Vs

clobazam high-dosage
(target 1.0 mg/kg/day)

years of age with
LGS

in drop seizure
rates (average
per week)

Secondary:
Responder
rates, percent
reduction in
weekly nondrop
seizures,
physicians’ and
caregivers’
global
evaluations

week. The percent change from baseline was significant in the low-dose group
(12%; P=0.0162) and the high-dose group (85%; P<0.0001). The reduction in drop
seizure rates was significantly greater in the high-dose group compared to the low-
dose group (P=0.0001).

Secondary:

Significantly more patients in the high-dose group compared to the low-dose group
had a reduction in weekly drop seizure rates of 225% (89 vs 56%; P=0.0025),
250% (83 vs 38%; P=0.0001), and =275% (67 vs 25%; P=0.0006).

In the low-dose group, the percent change from baseline in nondrop seizures was
not significant (9%; P=0.1466). In the high-dose group, the percent change from
baseline in nondrop seizures was significant (59%; P<0.0001). The reduction in
nondrop seizure rates was significantly greater in the high-dose group compared
to the low-dose group (P=0.0222).

In the parent/caregiver global evaluations, patients in the high-dose group were
more likely to show significant improvements in overall symptoms compared to the
low-dose group. A total of 94% of patients in the high-dose group compared to
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55% of patients in the low-dose group were much improved or very much
improved at week three compared to baseline. At week seven, the percentage of
patients considered to be much improved or very much improved increased in the
high-dose group (93%), but decreased in the low-dose group (43%). The high-
dose group showed significantly lower scores than the low-dose group at three
weeks (1.7 vs 2.4; P=0.0024) and at seven weeks (1.6 vs 2.6; P=0.0002).

In the investigator global evaluations, patients in the high-dose group were more
likely to show significant improvements in overall symptoms compared to the low-
dose group. At week three, 94% of patients in the high-dose group compared to
45% of patients in the low-dose group were much improved or very much
improved. At week seven, 90% of patients in the high dose group and 41% of
patients in the low-dose group were much improved or very much improved. The
high-dose group showed significantly lower scores than the low-dose group at
three weeks (1.8 vs 2.7; P=0.0001) and at seven weeks (1.8 vs 2.8; P<0.0001).

The most common adverse events with clobazam were somnolence, lethargy,
sedation, salivary hypersecretion, constipation, aggression, hypomania, and
insomnia. The incidence of treatment-emergent adverse events, regardless of
relation to therapy, was similar between the low-dose group (84%) and the high-
dose group (86%). The low dose group and high dose group were also similar in
incidence of mild (47 vs 44%), moderate (34 vs 36%), and severe (3 vs 6%)
adverse events.

Ng et al'®

Clobazam 0.5
mg/kg/day and

adjusted per clinical
need (maximum 40

mg/day)

MC, OL, ES

previously

et al

Patients 2 to 60
years of age with
LGS who were

enrolled in either
Ng et al or Conry

N=267

Up to 60
months

Primary:
Percent
reduction

in drop seizure
rates (average
per week) and
percent
reduction in
weekly rate of
total seizures

Secondary:

Primary:

The median percentage decreases from baseline in average weekly rate of drop
seizures for total patients, regardless of duration of clobazam treatment, were
71.1% at three months and 91.6% at 24 months.

The median percentage decreases in total seizures in these patients were 64.8%
at three months and 81.5% at 24 months.

The proportion of patients with a 225%, 250%, 275% or 100% decrease in
average weekly seizure rate from baseline increased from over 24 months for both
drop and total seizures. The proportion of patients with a 250% reduction drop
seizures was 61.5% at three months (n=252) and 79.5% at 24 months (n=88). The
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Time to proportion of patients with a 250% reduction in total seizures was 61.5% at three
discontinuation months and 70.3% at 24 months (n=91).
of treatment,
proportion of Secondary:
treatment The time to discontinuation of clobazam ranged from 17 to 1317 days, with 75% of
responders, patients discontinuing treatment by around 38 months.
physicians’ and
caregivers’ Most patients were considered by the physician to be “very much improved” or
global “much improved” at all time points (range, 66.3 to 82.3%). Similarly, the majority of
evaluations of patients were “very much improved” or “much improved” at all time points as
the patients’ evaluated by parent/caregiver (range, 61.5 to 80.5%).
overall changes
in symptoms Overall, 219 (82.0%) patients reported at least one treatment-emergent adverse
and safety event during the study, with 140 (52.4%) patients reporting more than one
treatment-related adverse event. The most common treatment-emergent adverse
events (210% of patients) were upper respiratory tract infection (18.4%), fall
(14.2%), pneumonia (13.9%), somnolence (12.7%), otitis media (12.0%), pyrexia
(10.5%) and constipation (10.1%). Upper respiratory tract infections and
pneumonia events occurred mostly in pediatric patients.
One hundred and sixty patients (59.9%) reported mild or moderate adverse
events, while severe adverse events occurred in 59 patients (22.1%). Severe
treatment-emergent adverse events reported for 21.0% of patients were
pneumonia and convulsion (4.1% each), status epilepticus and pneumonia
aspiration (1.5% each), and lobar pneumonia, sepsis, septic shock, urinary tract
infection, dehydration, sedation, somnolence and aggression (1.1% each).
Lee etal™ RETRO N=46 Primary: Primary:
Proportion of The proportions of patients who became seizure-free following treatment with
Clobazam 5to 10 Patients with 35 months | patients who clobazam were 32.6, 16.6, 14.1 and 16.1% after one, three, six and 12 months,
mg/day titrated to LGS (mean age, (mean) remained respectively (P values not reported). Five patients (10.8%) remained seizure-free
clinical response 91 months) seizure-free, for more than 12 months following initiation of clobazam.
(ranged from 0.16 to proportion of
1.60 mg/kg/day) treatment The proportions of responders to clobazam treatment were 21.7% at one month,
responders 11.9% at three months, 11.4% at six months and 3.2% at 12 months (P values not
The selection of (=50% reduction | reported).
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concomitant AEDs was from baseline in

dependent on the seizure The non-responder rate remained fairly consistent, ranging from 12.9 to 17.9%

expertise of a frequency), over 12 months of treatment (P values not reported).

physician. proportion of
patients who Of the 25 patients who achieved a 250% reduction in seizures after one month of
were non- clobazam treatment and 12 developed tolerance (48%). The mean time to
responders tolerance development was 4.6 months.
(=50% reduction
from baseline in | Seven patients reported adverse events (15.2%), including six patients with
seizure excessive sleeping or drowsiness and one who developed behavioral changes.
frequency) and Most adverse events were transient and mild. One patient who had behavioral
proportion of changes had discontinued the medication and recovered following discontinuation
patients who of clobazam. During the study period 10 patients discontinued the drug (loss of
developed efficacy in five patients, epilepsy surgery in one patient and death in one patient).
tolerance
(increase in Secondary:
seizure Not reported
frequency to a
level of 250%
pre-clobazam
after an initial
response for a
minimum of one
month) and
safety
Secondary:
Not reported

Bensch et al™>" DB, MC, PRO, N=20 Primary: Primary:

XO Improvements in | Clonazepam was determined to be significantly more effective than placebo in

Clonazepam up to 0.25 2 months seizure reducing seizure frequency in 14 patients compared to four patients who

mg/kg divided BID or Children of all frequency, experienced greater seizure improvements with placebo (P<0.05). In the

TID ages with all patient remaining two cases there was no difference in seizure frequency between

types of seizures preference, clonazepam and placebo.
VS who had tried all percentage
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available AEDs reduction in There was no difference in patient/caregiver treatment preference between
placebo and continued to seizure clonazepam and placebo with 12 cases preferring clonazepam over placebo, while
experience at frequency and eight patients preferred placebo over clonazepam (P value not significant).
The maximum dose least one fit per adverse events
was 10 mg daily. week Compared to baseline, significantly more patients experienced a decrease in
Secondary: seizure frequency when treated with clonazepam compared to placebo (9 vs 3 and
Clonazepam was Not reported 7 vs 4 in both XO periods, respectively; P<0.05 for both).
administered in addition
to the patient’s Five patients were seizure-free following clonazepam treatment, while five others
background experienced at least a 75% reduction in seizure frequency and three had
anticonvulsant therapy reductions of more than 50%. Two patients were seizure-free when receiving
that remained placebo, while one patient had a reduction of more than 75% and two had a
unchanged through the reduction of more than 50%.
evaluation period.
Adverse events were reported during the clonazepam period by 18 of 20 parents
of patients completing the trial. Only sleep disorder was reported during the
placebo period. The most common adverse events were tiredness, vertigo and
psychiatric disturbances, mainly aggressiveness. Five patients withdrew from the
study due to adverse events.
Secondary:
Not reported
Mikkelsen et al™>* SB, XO N=20 Primary: Primary:
Change in In patients with simple absence seizures (n=10), clonazepam was significantly
Clonazepam up to 6 Patients who 8 weeks seizure more effective at reducing seizure frequency compared to placebo (P<0.05).
mg daily based on age | experienced at frequency, Clonazepam was more effective in seven cases, while clonazepam and placebo

(frequency not
reported)

VS
placebo

Patients less than six
years of age received a

least six seizures
every four weeks
in spite of
adequate
traditional
treatment with
AEDs

proportion of
seizure-free
patients and
adverse events

Secondary:
Not reported

were equally effective in three cases.

During clonazepam treatment, eight patients became seizure-free and one had
more than a 75% reduction in the daily number of seizures. The maximal efficacy
of treatment was obtained within the first two weeks. No patients developed grand
mal seizures during the trial.

Nine of ten patients with absence seizures experienced adverse events during
treatment with clonazepam, mostly varying degrees of sedation. In four patients,

(A University of
& Massachusetts

UMASS. Medical School

P
Page 64 of 223 ( P
Copyright 2013 « Review Completed on 04/11/2013 S




Therapeutic Class Review: anticonvulsants

. Sample
Study Design .
Stucy. apd L, )::md ° Sl End Points Results
Regimen Demographics and Study
Duration
0.25% clonazepam the adverse events of clonazepam subsided within one week. Five patients had
solution or placebo. lasting side-effects.
Of patients with myoclonic atonic epilepsy (n=10), clonazepam was more effective
than placebo in seven cases, and treatments were equal in three cases (P<0.05).
Seven patients became free or nearly free from seizures while receiving
clonazepam. The maximum efficacy of clonazepam was obtained within the first
three weeks. One patient with concomitant grand mal epilepsy had no change in
seizure frequency with clonazepam.
Five patients reported no side-effects with clonazepam, while two had transient
and three had lasting adverse events. Most consisted of varying degrees of
sedation.
Secondary:
Not reported
Mikkelsen et al™** DB, RCT N=36 Primary: Primary:
Changes in Both clonazepam and carbamazepine were associated with significant reductions
Clonazepam 6 mg Previously 6 months seizure from baseline in seizure activity (P<0.01); however, no difference were reported
divided TID untreated frequency, between the two treatments (P>0.10). For patients receiving treatment for at least
patients with proportion of one month, the number monthly seizures was 0.2 for carbamazepine and zero for
VS recently seizure-free clonazepam (difference, 0.2; 95% ClI, -0.3 to 0.4).
diagnosed patients at six
carbamazepine 900 mg | psychomotor months, adverse | The proportion of seizure-free patients during the six months of treatment was
divided TID epilepsy events and 49% of those treated with carbamazepine and 46% on clonazepam (P value not

In patients <18 years of
age and with a body
weight of less <60 kg,
carbamazepine was
administered at a dose
corresponding to 15
mg/kg.

serum levels

Secondary:
Not reported

reported).

Only one patient did not experience adverse events during treatment. Overall,
adverse events were brief and no differences were observed between the two
groups with regard to sedation, headache, dizziness, impaired memory, marital
relations, irritability or complaints (P>0.05).

Carbamazepine plasma levels were within the range of 16 to 40 umoles/L. The
plasma clonazepam levels were higher and had greater variations between

(IA University of
& Massachusetts

UMASS. Medical School

Page 65 of 223
Copyright 2013 « Review Completed on 04/11/2013

B
(}"‘

catamaran




Therapeutic Class Review: anticonvulsants

. Sample
Study Design ;
Stucy. apd L, )::md ° Sl End Points Results
Regimen Demographics and Study
Duration
patients (20 to 685 nmoles/L).
Secondary:
Not reported
Vasella et al™* PRO N=37 Primary: Primary:
Response to Seizures were considerably improved or completely controlled in eight patients
Clonazepam 0.1 mg/kg | Infants and Up to 16 treatment and treated with clonazepam (five patients with infantile spasms and three with LGS).
divided TID or QID and | children with months adverse events | Spasms ceased within one to two weeks in three patients by the third week of

titrated weekly until
seizures were
controlled on until a
dose of 0.3 mg/kg was
reached

infantile spasms
or LGS

Secondary:
Not reported

treatment in one patient.

After six months of treatment, six patients remained seizure-free and two patients
had significantly fewer seizures. Improvement in the EEG was observed in four of
these patients, while four patients had transient or no improvements in EEG.

Temporary remission of seizures occurred in six patients (three with infantile
spasms and three with LGS) treated with clonazepam. Seizures disappeared
within two to four weeks in five patients but reoccurred within three weeks to seven
months. In the other patient the number of seizures was reduced for one year.

Seven patients received ACTH in addition to clonazepam and achieved lasting
improvements. Five patients received ACTH because seizures recurred despite a
good initial response to clonazepam therapy. Two of these patients received
ACTH because clonazepam did not sufficiently improve seizures. Five patients
receiving ACTH in addition to clonazepam remained seizure-free for one to 17
months following therapy. Six of the seven patients who received ACTH had
marked improvements in their EEGs.

Five patients received ACTH one to four weeks after clonazepam was started and
achieved a temporary response to treatment. In four patients, seizures
disappeared initially but recurred in less than eight months despite continued
clonazepam therapy. Improvement in the EEG was less marked than in the group
with lasting improvement after ACTH.

Eight patients experienced minimal or no change in seizure activity, despite
clonazepam treatment.
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One or more adverse events were reported in 19 patients treated with
clonazepam, with the most common being mucous obstruction of hasopharynx,
increased salivation and difficulty swallowing (eight patients). Other adverse
events included drowsiness (five patients), constipation (three patients), ataxia
(three patients), muscular weakness and hypotonia (two patients) and
hyperexcitability (one patient).
Secondary:
Not reported
livanainen et al™* OL, PRO N=26 Primary: Primary:
Change from After four months of treatment with clonazepam and valproate sodium, mean
Clonazepam 1 mg daily | Patients with 18 Upto 72 baseline scores | clinical variable scores were significantly improved for myoclonus (P<0.001),
plus valproate sodium years of age or months for grand mal general performance (P<0.001), locomotor ability (P<0.01) and speech (P<0.05).
300 mg daily both older with seizures, Scores for alertness and grand mal seizures improved; however, the difference
divided BID progressive myoclonus, was not statistically significant (P=NS). The most dramatic improvement occurred
myoclonic locomotion, in locomotor ability. Five patients "learned" to walk again during the new therapy
Clonazepam was epilepsy who did general after being bedridden for three to five years.
titrated to a maximum not benefit from performance,
of 6 to 10 mg daily and | treatment with speech, At the 72 month evaluation (n=19), median clinical scores remained significantly
valproate was titrate to | combinations of alertness and improved compared to baseline values for myoclonus (P<0.01), locomotion
a maximum dose of phenytoin, adverse events (P<0.05), and general performance (P<0.05). Although improved compared to
1,500 to 1,800 mg carbamazepine, baseline values, scores for grand mal seizures and speech were not significantly
daily. phenobarbital, Secondary: different after 72 months (P value not significant).
primidone and Not reported
diazepam Fourteen patients reported mild fatigue and slight vertigo following the initiation of
clonazepam. All adverse events were temporary and there were no abnormalities
in the results of blood and urine tests during the study that were attributed to the
medication.
Secondary:
Not reported
Nanda et al™° 2 OL, PRO N=30 and | Primary: Primary:
N=36 Improvements in | In the initial DB study, 12 of 15 patients with frequent myoclonic jerks (12 of whom

Clonazepam up to 3

Patients aged 11

seizure

also had tonic-clonic seizures), experienced a reduction in seizure frequency and
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mg daily divided BID to 40 with 12 and 16 | frequency and myoclonic jerks by 100%. Three patients had reductions of 80%. Tonic-clonic
epilepsy were months adverse events | seizures were ceased in eight patients and four other patients experienced a

included in a one
year OL, ES
following nine
weeks of DB
treatment with
clonazepam or
placebo

In the second OL
study patients
were aged 11 to
44 with a
diagnosis
epilepsy who
were taking a
combination of
phenytoin,
phenol-barbitone
and primidone

Secondary:
Not reported

reduction of seizures of 50%. The effectiveness of clonazepam therapy in the
patients who improved was maintained for the following year. In the present OL
study, the clonazepam dose was increased to maintain effectiveness in four
patients. Four patients were able to reduce the doses of their other anticonvulsants
or stop therapy altogether while taking clonazepam.

In the DB trial four patients had atypical absences with tonic-clonic seizures, of
which, clonazepam reduced seizure frequency by 100% in three of these patients.
In the other patient, clonazepam had no effect on seizure frequency. Two of the
three patients with absence seizures were still benefiting from clonazepam
throughout the one-year OL study.

Eleven patients in the DB trial experienced focal attacks and tonic-clonic seizures.
Only four patients experienced a 50% reduction in tonic-clonic seizures during DB
treatment with clonazepam, and only two patients continued to experience a 50%
improvement one year later.

In the second (16 month) OL study, seven patients with myoclonic epilepsy and
tonic-clonic seizures experienced a 100% reduction in seizure activity and were
seizure-free at one year. Of seven patients with photosensitive epilepsy, six
experienced a cessation of seizures and the seventh patient experienced a
reduction in seizures of 80%.

In patients with only tonic-clonic seizures, clonazepam was less effective, as only
two of six patients experienced an improvement of 50%, while one patient had
improvements of less than 50% and one other patient experienced worsening of
seizures on clonazepam. Sixteen patients with frontotemporal epilepsy received
clonazepam although only nine patients experienced a reduction in attacks of 50%
and continued to remain on the drug.

Drowsiness was reported in 66% of patients within the first week of clonazepam
treatment, but generally improved after the first week. After week one, only six
patients (all in the OL trial) continued to experience drowsiness. These patients
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were also ataxic, with hypotonicity of trunk and lower limb muscles. One patient in
the OL trial became depressed while on clonazepam. A change of personality, with
irritability and violent behavior was reported in one patient. After one year, no
patients on treatment (45 patients) complained of any adverse events.
Secondary:
Not reported
Pavlidou et al™’ PRO, RCT N=139 Primary: Primary:
Recurrence The 36-month seizure recurrence rates were significantly higher in high-risk
Intermittent rectal Children aged 6 3 years rates patients who received no treatment compared to patients who received diazepam
diazepam 0.33 mg/kg months to 3 (83 vs 38%; P=0.005). No significant difference in seizure recurrence rate was
every eight hours (first | years who Secondary: reported between diazepam and no treatment for children considered intermediate
day) followed by every | experienced a Not reported risk (55 vs 35%; P=0.341) or low risk (46 vs 33%; P=0.412).
12 hours on the next first febrile
day (maximum 7.5 seizure Secondary:
mg/dose) Not reported
VS
no treatment
Dreifuss et al™>° DB, MC, PC, PG, N=125 Primary: Primary:
NINDS RCT Seizure Diazepam was significantly more effective compared to placebo both for reducing
Duration not | frequency and seizure frequency and for improving the care giver's global assessment of the
Diazepam 0.2 t0 0.5 Patient 2 to 60 reported global treatment outcome (P<0.001 for both).
mg/kg rectally years of age who assessment of
weighted <100 kg treatment The frequency of seizures was significantly lower in children receiving diazepam
VS with at least four outcome compared to placebo (P<0.001) and for adults receiving diazepam compared to
episodes of acute by the caregiver | placebo (P=0.02).
placebo repetitive

Children received one
dose at the onset of
acute repetitive
seizures and a second
dose four hours later.

seizures during
the preceding
year and at least
one in the
preceding three
months; despite

Secondary:
Time to first
recurrence of
seizures after
the initial

treatment and

The caregiver’s global assessment of treatment outcome was significantly
improved for children receiving diazepam compared to placebo (P<0.001). No
significant difference was reported for global assessment among adults treated
with diazepam or placebo (P=0.09).

Secondary:
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Adults received three a stable AED safety The time to the first seizure recurrence was significantly prolonged in the
doses, one dose at regimen diazepam group compared to placebo (P<0.001).
onset, and two more
doses four and 12 There were no reports of respiratory difficulty in patients receiving diazepam.
hours after onset. Thirty-five patients reported at least one adverse effect, but the difference between
the diazepam and placebo groups was not significant (46.7 vs 30.4%, respectively;
P=0.13).
Kriel et al™ 2 DB, PC, PRO, N=185 Primary: Primary:
RCT Seizure There was a significant reduction in seizure frequency among children

Diazepam 2.5 to 20 mg

Duration not

frequency, time

administered diazepam compared to placebo (0.00 vs 0.25; P=0.001). In addition,

rectally (Study 1) Children 2 to 17 reported to next seizure, significantly more diazepam-treated children remained seizure-free during the 12-

years of age and caregiver's | hour observation period compared to placebo (59 vs 31%; P=0.001).
or previously global

enrolled in either evaluation of The time to the next seizure was significantly longer in diazepam-treated children
diazepam 5 to 20 mg the NINDS outcome and compared to children who received placebo (P=0.0002).
rectally (Study 2) (Study 1) or safety

Athena Compared to placebo, children receiving diazepam had greater improvements in
VS Neuroscience Secondary: the caretaker’s global evaluation in Study 1 (P<0.001), but not in Study 2

study (Study 2) Not reported (P=0.053).
placebo with multiple

seizures Somnolence was the only adverse event that occurred significantly more
In Study 1, children (complex partial frequently in the diazepam group (P=0.0095). The most frequently reported
received a second dose | or generalized adverse events were somnolence, headache, diarrhea, ataxia, incoordination, skin
four hours after the type [tonic, reactions and rectal pain. There were no reports of respiratory depression in either
initial treatment. clonic, tonic- treatment group.

clonic, atypical

absence, or Secondary:

myoclonic]) Not reported

despite a stable

AED regimen
Cereghino et al™™ 2 DB, PC, PRO, N=96 Primary: Primary:

RCT Seizure The median number of seizures per hour was significantly lower with diazepam

Diazepam 2.5 to 20 mg
rectally (Study 1)

Patients 18 years
of age or older

Duration not
reported

frequency, time
to next seizure,
and caregiver's

administration compared to placebo (0 vs 0.13; P=0.001). In addition, a higher
proportion of patients in the diazepam group were seizure-free 12 hours following
administration compared to the placebo group (71 vs 28%; P<0.001).
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or previously global

enrolled in either evaluation of Following rectal administration of diazepam, the time to next seizure was
diazepam 5 to 20 mg the NINDS outcome and significantly prolonged compared to patients receiving placebo (P<0.001).
rectally (Study 2) (Study 1) or safety

Athena Global assessment as provided by the patient’s caregiver was significantly
VS Neuroscience Secondary: improved in Study 1 (P=0.02), but not in Study 2 (P=0.17).

study (Study 2) Not reported
placebo with multiple The proportion of patients experience at least one adverse event was 32% of the

seizures diazepam group and 23% of the placebo group. The most frequently adverse
In Study 1, adults (complex partial events were somnolence (13%) and dizziness (6%). The median respiratory rates
received three doses: or generalized did not differ between the two treatment groups.
at onset, four hours type [tonic,
later and 12 hours clonic, tonic- Secondary:
following initial clonic, atypical Not reported
treatment. absence, or

myoclonic])

despite a stable

AED regimen
Mitchell et al*** OL, PRO N=149 Primary: Primary:

Seizure In the 12 hours following diazepam administration, the median seizure frequency

Diazepam 0.2t0 0.5 Patients 22 years | 24 months | frequency and was zero for all 149 patients. Seventy seven percent of diazepam administrations

mg/kg rectally once

Patients previously
enrolled in the NINDS
study were allowed two
doses four hours apart.
The remaining patients
were administered
once dose no more
frequent than every five
days and no more than
five times per month.

of age with
seizure clusters
or prolonged
seizures who
were enrolled in
one of two
previous double-
blind, PC trials or
a single-dose
safety trial

adverse events
and respiratory
rates following
administration,
caregiver and
physician global
ratings at 24
months,
hospitalize-
tions,
emergency
room visits and
paramedic calls
for treatment

prevented seizures in the 12 hours after treatment.

In patients receiving at least two doses of diazepam (n=125), the median number
of seizures was zero for both first and last administrations, with 63% of subjects
having no subsequent seizures after the first administration, and 69% having none
after the last administration. (P value not reported).

There was no difference in the number of seizures that occurred in the 12 hour
post-administration period among high utilizers of diazepam (two to seven
administrations) and the high utilizers (eight to 78 administrations).

After first administration of diazepam, three of 149 subjects received additional
medical treatment, and six were treated in emergency room. After the second
administration (n=125), one patient received medical treatment at home, and four
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were treated in the emergency room. Following a third administration (n=110) two
Secondary: patients received medical treatment in the home and six were treated in the
Not reported emergency room.
Somnolence was the most frequently reported adverse event, occurring in 17% of
subjects. Somnolence due to diazepam was difficult to differentiate from that due
to postictal sleep, but was considered to be related to medication in 9% of reports.
Hypoventilation was transient in two subjects, neither of which required treatment.
No serious adverse events, as defined by the Food and Drug Administration, were
attributed to diazepam treatment
Caregivers and investigators rated diazepam treatment positively at both 12 and
24 months.
Secondary:
Not reported
Prasad et al** MA (11 RCTs) N=2,017 | Primary: Primary:
(abstract) Risk of Diazepam was better than placebo in reducing the risk of noncessation of seizures
Patients with Duration not | noncessation of | (RR, 0.73; 95% CI, 0.57 to 0.92), requirement for ventilatory support (RR, 0.39;
Diazepam vs placebo status epilepticus reported seizures, 95% CI, 0.16 to 0.94) or continuation of status epilepticus requiring use of a
requirement for | different drug or general anesthesia (RR, 0.73; 95% CI, 0.57 to 0.92; P values
Lorazepam vs placebo ventilator were not reported.)

Lorazepam vs
diazepam

Lorazepam vs
phenytoin

Diazepam 30 vs 20 mg
intrarectal gel

support and
continuation of
status
epilepticus

Secondary:
Not reported

Lorazepam was better than placebo for risk of noncessation of seizures (RR, 0.52;
95% CI, 0.38 to 0.71) and risk for continuation of status epilepticus requiring a
different drug or general anesthesia (RR, 0.52; 95% CI, 0.38 to 0.71; P values
were not reported.)

Lorazepam was better than diazepam for reducing risk of noncessation of seizures
(RR, 0.64; 95% ClI, 0.45 to 0.90) and had a lower risk for continuation of status
epilepticus requiring a different drug or general anesthesia (RR, 0.63; 95% ClI,
0.45 to 0.88; P values were not reported.)

Lorazepam was better than phenytoin for risk of noncessation of seizures (RR,
0.62; 95% ClI, 0.45 to 0.86; P values were not reported.)
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Diazepam (30 mg intrarectal gel) was better than a lower dose (20 mg intrarectal
gel) in premonitory status epilepticus for the risk of seizure continuation (RR, 0.39;
95% CI, 0.18 to 0.86; P values were not reported.)
Secondary:
Not reported
Treimaneta DB, MC, RCT N=518 Primary: Primary:
Success (when For treatment success in overt status epilepticus, a significant difference in
Diazepam 0.15 mg/kg Adults with overt 5 years all motor and success rates was reported: lorazepam, 64.9%; phenobarbital, 58.2%;
followed by phenytoin or subtle electrical diazepam/phenytoin, 55.8%; and phenytoin, 43.6% (P<0.02). For subtle status
18 mg/kg generalized seizure activity epilepticus, there were no significant differences between the treatment groups
convulsive status stopped within (P<0.18).
VS epilepticus 20 minutes of
start of drug Lorazepam showed significantly higher treatment success compared to phenytoin
lorazepam 0.1 mg/kg infusion and no in pair wise comparison of overt status epilepticus (P<0.002).
recurrence of
VS seizure activity There were no significant differences among any of the treatment groups with
within the next respect to adverse effects or 30 day outcomes.
phenobarbital 15 mg/kg 40 minutes) and
adverse events | Secondary:
VS Not reported
Secondary:
phenytoin 18 mg/kg Not reported
Glauser et al™™ DB, RCT N=453 Primary: Primary:
Freedom from Forty seven percent (n=209) children were free from treatment failure.
Ethosuximide 60 mg/kg | Children 2.5 to 16 or 20 treatment failure | Ethosuximide- and valproic acid-treated patients had higher freedom from failure
(highest allowable daily | 13 years of age weeks rates (53 and 58%, respectively) than those given lamotrigine (29%; OR with

dose), frequency not
specified

VS

valproic acid 60 mg/kg
(highest allowable daily

who had
childhood
absence epilepsy
of new onset;
with bilateral
synchronous,
symmetric spike

Secondary:
Evidence of
attentional

dysfunction

ethosuximide vs lamotrigine, 2.66; 95% ClI, 1.65 to 4.28; OR with valproic acid vs
lamotrigine, 3.34; 95% ClI, 2.06 to 5.42; P<0.001 for both comparisons).

The two most common reasons for treatment failure were lack of seizure control
(24%) and intolerable adverse events (22%). The majority of children who had
ongoing seizures were in the lamotrigine cohort. There were no significant
differences among the treatment groups in the frequency of treatment failures due
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dose), frequency not waves on a to either intolerable adverse events or withdrawal from the study. In eight patients,
specified normal treatment was discontinued owing to generalized tonic-clonic seizures: three

background with subjects in the ethosuximide group, four in the valproic acid group and one in the
VS 21 lamotrigine group.

electrographically
lamotrigine 600 to recorded seizure Secondary:
2,000 mg/day, lasting 23 second Attentional dysfunction was more common with valproic acid than with
frequency not specified | on a 1 hour, ethosuximide (49 vs 33%; OR, 1.95; 95% ClI, 1.12 to 3.41; P=0.03).

awake video

EEG; weight of

210 kg; BMI <99™

percentile and

had a normal

CBC, ALT, AST

and bilirubin
Biton et al*® (abstract) | RETRO N=46 Primary: Primary:

Proportion with Overall, ~51% of patients had a reduction of 250% in overall seizure frequency

Ethotoin, in addition to Patients 17 to 51 Mean 250% reduction | one month after initiation of ethotoin. This was reduced to ~25% for the last three
current AED therapy years of age with follow-up in overall months of follow-up.

intractable 10.6 months | seizure

seizures (not frequency Tonic seizure frequency was reduced most dramatically, by >50%, in 60% of

specified) who patients at one month and in 35% of patients for the last three months of follow-up.

had been treated Secondary:

with ethotoin as Not reported Secondary:

adjunctive Not reported

therapy
Hancock et al"*® MA (7 RCTs) N=694 Primary: Primary:

Compare the A MA of the seven RCTs was not performed because each trial looked at different

Felbamate vs placebo Patients (mean Duration effects of single | populations, therapies and outcomes. Results from the individual studies are
(1 trial, n=73) age of 10 to 13 varied agents, either as | summarized below. Note: patients had various seizure types.

Lamotrigine vs placebo

years) with LGS

first- or second-
line adjunctive

In one study, patients receiving felbamate experienced an overall decrease in all

(2 trials, n=195) therapy, on seizure types by 19% compared to an overall increase of 4% on placebo
cessation of all (P=0.002). Five of 28 patients receiving felbamate compared to 0/22 patients
Rufinamide vs placebo and specific receiving placebo had total cessation of atonic seizures (RR, 5.7; 95% ClI, 0.5 to
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(1 trial, n=138) types of 149.8; P value not reported), for an overall reduction of 44 and 9%, respectively
seizures; safety | (P=0.02). Seven of 16 patients receiving felbamate compared to 1/13 patients
Topiramate vs placebo and deaths receiving placebo had total cessation of tonic-clonic seizures (RR, 5.7; 95% CI, 0.8
(1 trial, n=98) to 40.5; P value not reported). One patient in the felbamate arm stopped because
Secondary: of somnolence and ataxia, and one in the placebo arm because of pancreatitis.

The MA also included 1
trial each for cinromide*
and thyrotropin
releasing hormone The
results of these trials
were not included in the
summary.

Not reported

There were no deaths reported.

Two studies compared lamotrigine to placebo. One trial reported that 7/13 children
showed improvement in the lamotrigine phase compared to the placebo phase,
with one child showing a 100% reduction in seizures. Additional results from this
study were not reported. Another study reported an overall decrease of 32% in
seizures with lamotrigine vs an overall increase of 9% for placebo. Patients
receiving lamotrigine compared to placebo also experienced reductions in the
following seizure types: 34 vs 9% in drop attacks and 13 vs 38% in absence
seizures. Lamotrigine also decreased tonic-clonic seizures by 36% compared to a
10% increase for placebo. Three participants on lamotrigine had treatment
withdrawn (one due to deterioration in seizure control and two due to rash)
compared to seven participants receiving placebo (six due to deterioration in
seizure control and one due to rash). There were no deaths reported; P values
were not reported.

One study reported a 33% reduction in all seizures types in patients receiving
rufinamide compared to a 12% increase for placebo. Patients receiving rufinamide
compared to placebo also experienced reductions in the following seizure types:
28 vs 2% in tonic seizures, 46 vs 18% in tonic-clonic seizures, 43 vs 1% in atonic-
clonic seizures, 30 vs 14% in myoclonic seizures, 51 vs 30% in absence seizures
and 70 vs 11% in partial-onset seizures. Rufinamide also decreased atonic
seizures by 45% compared to a 21% increase for placebo; P values were not
reported.

In one study, patients receiving topiramate experienced a decrease in total
seizures by 21% compared to 9% for placebo (P=0.037). One of 46 patients
receiving topiramate compared to 0/50 patients receiving placebo had complete
cessation of drop attacks (RR, 3.3; 95% CI, 0.1 to 7.8; P value not reported), for an
overall decrease of 15% for topiramate compared to an increase of five percent for
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placebo (P=0.041). No participant was reported as having had treatment stopped
due to adverse effects and no deaths were reported.
Secondary:
Not reported
Fattore et al™*’ DB, MC, PC, N=59 Primary: Primary:
RCT Responder rate | Nine of 38 and one of 21 patients receiving levetiracetam and placebo were
Levetiracetam, up to 30 2 weeks (freedom from responders (23.7 vs 4.8%; P=0.08). Seven of 38 patients
mg/kg/day Patients 4 to 16 (followed by | clinical seizures
years of age with OL follow- | ondays 13 and | Secondary:
VS newly diagnosed up) 14 from EEG Differences between the two treatments were not observed for any of the
childhood or seizures during | secondary outcomes evaluated.
placebo juvenile absence a standard EEG

epilepsy

recording with
hyper-ventilation
and intermittent
photic
stimulation on
day 14)

Secondary:
Patients free
from clinical and
EEG seizures
on days 11 to
14, four to
seven, and one
to 14; patients
with at least a
50% reduction
in total duration
of EEG seizures
during the 24
hour EEG on

day 14;

Of the 38 patients receiving levetiracetam, 12 continued on therapy and were
seizure free for at least 267 days at the last follow-up.

No serious adverse events were reported, and treatment was generally well
tolerated. Seven patients receiving levetiracetam and three receiving placebo
reported adverse events. Treatment-emergent adverse events were somnolence,
irritability, dysphoria, dizziness, and drowsiness.
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percentage
change in
number of EEG
discharges
during 24 hour
EEG on day 14
vs baseline;
percentage
change in
duration of EEG
discharges
during 24 hour
EEG on day 14
vs baseline,
safety

Lo et al™™

Levetiracetam
S
placebo

Levetiracetam was
evaluated as
monotherapy and as
adjunctive therapy.
Eight trials investigated
adjunctive
levetiracetam for
refractory seizures, one
as monotherapy for
newly diagnosed
seizures, and one as
monotherapy for

MA (10 RCTs)

Adult patients
with epilepsy

N=Not
reported

Duration
varied

Primary:
Greater than
50% reduction
in seizure
frequency

Secondary:
Safety

Primary:

Adjunctive levetiracetam was more effective compared to placebo in achieving
250% reduction of seizure frequency, when added to baseline antiepileptic
regimen (pooled RR, 2.15; 95% CI, 1.65 to 2.82; P<0.01).

Secondary:

Treatment-emergent adverse events include somnolence, irritability, headaches,
dizziness, respiratory tract infections, and nausea. Incidences of these events are
not significantly more frequent compared to those seen in patients with baseline
regimen of several AEDs. Likelihood of serious adverse events necessitating
withdrawal from trial was not significantly different between levetiracetam and
control (pooled RR, 1.37; 95% CI, 0.88 to 2.13; P=0.17). Subgroup analyses
suggested similar effects across different dosages.
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prophylaxis.
Tennison et al™™ RETRO N=25 Primary: Primary:
Reduction in In 15/25 children, the addition of methsuximide resulted in a 250 reduction in
Methsuximide, in Children 0.8 to Duration not | seizure seizure frequency. Only 1/15 responders experienced an eventual increase in
addition to current AED | 21 years of age reported frequency, seizures leading to the discontinuation of methsuximide. Neither increased
therapy with intractable safety seizures nor complete control was observed in any patient; P values were not
epilepsy despite reported.
maximally Secondary:
tolerated doses Not reported Methsuximide was well tolerated with no serious or irreversible adverse effects
of multiple AEDs; reported.
seizure types
included Secondary:
absence, Not reported
myoclonic, tonic,
complex partial
and secondarily
generalized
Painter et al™" RCT, SB N=59 Primary: Primary:
Complete Phenobarbital controlled seizures completely in 43% of patients, while phenytoin
Phenobarbital 25 Neonates with 5 years seizure control controlled seizures in 45% of patients (P=1.00).
pa/mL, frequency not seizures determined by
specified EEG Secondary:
Not reported
VS Secondary:
Not reported
phenytoin 3 pg/mL,
frequency not specified
The alternate drug was
added if initial
treatment failed.
Bondarenko et al™" RETRO N=100 Primary: Primary:
Frequency of At the end of the first month, among patients receiving combination therapy with
Pregabalin 300 or 600 Patients with 6 months seizures pregabalin 300 mg/day, the total number of seizures decreased by 39% as
mg/day, in addition to symptomatic compared to the period of carbamazepine monotherapy (P<0.001). At three
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current AED therapy focal epilepsy Secondary: months, the total number of seizures in this group decreased by 45% (P<0.001),
(carbamazepine) with frequent Safety with a 48% reduction after six months of combination therapy, as compared to
polymorphous baseline (P<0.001). Among the patients receiving combination therapy with

VS seizures pregabalin 600 mg/day, reductions in seizures were somewhat greater than in the
preceding group: by 56, 59 and 61%, respectively (P<0.001).

pregabalin 300 or 600

mg/day, in addition to Smaller reductions in seizures were seen in the group of patients receiving

current AED therapy valproic acid derivatives with pregabalin 300 mg/day: by 32, 34 and 37%,

(valproate) respectively (P<0.01). The combination of valproates with pregabalin 600 mg/day
was more effective, with reduction by 51, 53 and 56%, respectively (P<0.005).
Secondary:
Overall, patients showed good tolerance to pregabalin. Adverse events included
transient drowsiness and vertigo, which was seen during the pregabalin titration
period in eight patients.

Glauser et al™>* DB, MC, PG, PC, N=138 Primary: Primary:

RCT Percent change | The rufinamide group experienced a significantly greater median percentage

Rufinamide titrated 84 days (14- | in total seizure reduction in total seizure frequency compared to patients receiving placebo (32.7

(over 14 days) up to a Patients 4 to 30 day titration | frequency, tonic- | vs 11.7%; P=0.0015).

maximum of 45 years of age with phase plus | atonic seizure

mg/kg/day (3,200 mg in | LGS, weighing 70-day frequency and While patients in the rufinamide group experienced a 42.5% median decrease in

adults >70 kg) BID =218 kg, with a mainten- seizure severity | the frequency of tonic-atonic seizures, patients receiving placebo experienced an

'S

placebo

history of multiple
seizure types, a
minimum of 90
seizures in the
month before
enroliment, an
EEG within 6
months of study
entry showing a
pattern of slow
spike-and-wave
complexes, on a
fixed dose of 1 to

ance period)

(based on the
global
evaluation of the
patient’s
condition)

Secondary:
Treatment
response
(percentage of
patients with
250% reduction

in seizure

increase of 1.4% (P<0.0001).

The percentage of rufinamide patients that experienced 250% reduction in tonic-
atonic seizure frequency was greater than that in the placebo group (42.5 vs
16.7%; P=0.002).

A significantly greater percentage of rufinamide -treated patients reported an
improvement in seizure severity compared to placebo-treated patients (53.4 vs
30.6%; P=0.0041).

Secondary:
The percentage of rufinamide patients that experienced 250% reduction in total
seizure frequency was greater than that in the placebo group (31.1 vs 10.9%;
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3 concomitant frequency), P=0.0045).
AEDs percent change
in seizure Rufinamide adjunctive treatment reduced the frequency of absence and atypical
frequency (for absence seizures (50.6 vs 29.8%; P=0.022), myoclonic seizures (30 vs 13%;
each seizure P=0.57) and tonic-clonic seizures (45.6 vs 18%; P=0.33) compared to placebo.
type other than
tonic-atonic There was no significant difference between the two treatment groups in the mean
seizures), composite score of the parent/guardian global evaluation of the patient’'s condition
parental global at the end of the DB phase (P value not reported). All individual items were similar
evaluation and between treatment groups (P>0.2) except for seizure severity, which improved
adverse events | more with rufinamide (P=0.0041).
There were no significant differences between the treatment groups in the
incidence of adverse events, except for somnolence and vomiting which were
more common in the rufinamide group (P value not reported).
Kluger et al™>” ES, OL N=124 Primary: Primary:
Seizure A reduction in median total seizure frequency compared to baseline was observed
Rufinamide 25 to 60 Patients 4 to 37 Duration not | frequency, tonic- | at every time point in all patients. During the first nine months, a progressive
mg/kg/day years of age with specified atonic seizure decrease in seizure frequency was observed, which continued at similar levels for
inadequately (trial was frequency the rest of the treatment period. A continued reduction in total seizure frequency
Patients were receiving | controlled LGS open ended,; was observed in the 63 patients who received rufinamide during the DB study.
a fixed-dose regimen of | who had trial was Secondary: Patients treated with placebo during the DB study (n=59), achieved a 1.5%
1 to 3 concomitant previously terminated | Safety decrease in total seizure frequency during the DB study, but after two weeks of
AEDs. completed a 12 at 44 rufinamide treatment, the same patients achieved a 22% median reduction in total
week, DB trial months) seizures compared to baseline.

Similar to total seizure frequency, the frequency of tonic-atonic seizures also
decreased at every time point for each cohort during the ES. There was a
progressive decrease in the frequency of tonic-atonic seizures over the first nine
months, with reductions continuing for all cohorts during the rest of the study.
Within the final six months of treatment, 56 patients reached =50% reduction in
tonic-atonic seizures, 42 patients reached =75% reduction in tonic-atonic seizures,
and 11 patients became seizure free.

Secondary:
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Overall, 91.1% of patients reported an adverse vent during the study, with 70.2%
being considered to be drug-related. Events reported in the ES were similar to
those observed in the DB study. Rash was reported in four patients. No clinically
significant changes in laboratory values, vital signs, or ECG were observed. There
were more serious adverse events reported in the ES compared to the DB study.
Kim et al™* oL N=128 Primary: Primary:
Reduction in Treatment with rufinamide reduced the overall seizure frequency by 31.7%.
Rufinamide 20 to 40 Patients <20 16 weeks seizure- Overall, 7.8% of patients treated with adjunctive rufinamide remained seizure-free
mg/kg/day years of age with frequency (n=10) while 18.0% of patients (h=23) experienced a reduction in seizures by
LGS experienced (4-week following 12 >75%. Adjunctive rufinamide treatment reduced seizures by 50 to 75% in 10.2% of
The target dose was =4 convulsive titration, 12 | weeks of patients (n=13), and by <50% in 8.6% of patients (n=11). Of note, 39.1% (n=50) of
modified according to seizures and week treatment, patients experienced no change in seizure frequency and 16.4% (n=21) reported
the patient’s tolerability | several other mainten- safety and >25% increase in seizure frequency. Patients with a 250% reduction in seizure
and the treatment types of seizures ance) tolerability frequency were defined as responders.
efficacy. in the previous
month Secondary: A treatment response to adjunctive rufinamide occurred in 39.4% of patients with

Not reported

convulsive seizures, 36.4% of patients with drop attacks, 33.3% of patients with
myoclonic seizures and 20.0% of patients with spasms. Among ten patients who
became seizure-free after adjunctive rufinamide treatment, six (60.0%) had
convulsive seizures, three had drop attacks, and only one had epileptic spasms as
the primary seizure type.

The causes of premature discontinuation of rufinamide included inadequate
seizure control in 11 patients (8.6%), adverse effects in 4 patients (3.1%), and loss
to follow-up of 1 patient (0.8%).

Adverse events were reported in 32.8% patients (n=42). The most commonly
reported adverse events were fatigue (n=15), poor appetite (n=9), as well as
somnolence, rash, hyperactivity, poor quality of sleep, and vomiting. Adverse
events that lead to premature discontinuation of rufinamide were fatigue, vomiting,
menorrhagia, and eye blinking, (one patient each). All of these symptoms resolved
spontaneously after discontinuing treatment.

Secondary:
Not reported
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Pulman et al*™ SR (5 RCTs) N=not Primary: Primary:

reported 50% or greater Tiagabine vs placebo
Tiagabine plus Patients with reduction in 50% or greater reduction in seizure frequency (PG trials):
conventional AED drug resistant Duration seizure The overall RR for a response to tiagabine is 3.16 (95% CI, 1.97 to 5.07),
treatment localization varied frequency, indicating that patients are significantly more likely to respond to tiagabine

related seizures treatment compared to placebo. The RR for the worst case and best case scenario are 2.70
Vs withdrawal, (95% ClI, 1.75 to 4.19) and 3.32 (95% Cl, 2.08 to 5.32), respectively.
cognitive

placebo or a different
add-on AED plus
conventional AED
treatment

effects, quality
of life

Secondary:
Safety

50% or greater reduction in seizure frequency (XO trials):

From two trials, of the 46 people randomized in one trial, eleven (24%) had a 50%
reduction in seizure frequency in the tiagabine compared to the placebo phase. Of
the 44 patients randomized in the other trial, twelve (27%) had a 50% reduction in
seizure frequency in the tiagabine compared to the placebo phase. Pooling these
data, weighted according to the inverse variance gives an estimate of the
proportion of responders of 0.25 (95% ClI, 0.16 to 0.34).

Treatment withdrawal:

Treatment withdrawal data were only available for the PG trials. The overall RR for
discontinuation for any reason is 1.81 (95% CI, 1.25 to 2.62) indicating that people
are significantly more likely to withdraw from tiagabine compared to placebo.

Cognitive effects:
There is insufficient evidence to conclude that tiagabine has an effect on cognition.

Quality of life:

From two trials, neither found a significant difference between tiagabine and
placebo; therefore, there is insufficient evidence to conclude that tiagabine has an
effect on quality of life.

Tiagabine vs topiramate

50% or greater reduction in frequency:

Within this trial, there was no significant differences between the two add-on
therapies (RR, 0.54; 95% CI, 0.19 to 1.58).

Treatment withdrawal:
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No significant differences were found between the two treatments from withdrawal
from the trial (RR, 1.43; 95% CI, 0.74 to 2.74).
Cognitive effects:
Authors did not compare the two add-on treatments for this outcome.
Quality of life:
Authors did not compare the two add-on treatments for this outcome.
Secondary:
Tiagabine vs placebo
Analysis of PG trials demonstrated the following adverse events are significantly
associated with tiagabine (RR): dizziness, 1.69% (99% CI, 1.31 to 2.51); fatigue,
1.38 (99% ClI, 0.89 to 2.14); nervousness, 10.65 (99% ClI, 0.78 to 146.08); tremor,
4.56 (99% CI, 1.00 to 20.94). For the XO trials, one trial reported that eight and 10
patients reported adverse events when receiving tiagabine (dizziness and
incoordination) and placebo (accidental injury).
Tiagabine vs topiramate
Not reported

Elterman et al™° MC, RCT, SB N=221 Primary: Primary:

Spasm Overall, 11.3% (25/221) of patients were spasm free, with a significant difference
Vigabatrin 100 to 148 Patients <2 years 14t0 21 cessation between treatment groups in the first 14 days of treatment. In the high dose group,
mg/kg/day (high dose) of age with newly days (seven 15.9% (17/107) were spasm free vs 7.0% (8/114) in the low dose group
diagnosed (<3 (followed by | consecutive (P=0.0375).
VS months) infantile 3years of | days of spasm
spasms, oL freedom Secondary:
vigabatrin 18 to 36 weighing 23.5 kg treatment) | beginning within | A significantly greater number of patients attained spasm freedom in the high dose

mg/kg/day (low dose)

Patients could be on
stable doses of non-
infantile spasm AEDs
such as phenobarbital
or clonazepam.

the first 14 days)

Secondary:
Proportion of
patients who
were spasm free
for seven

group (73/107; 68.2%) compared to 51.8% (59/114) in the low dose group
(P=0.0126). Analyses show a separation between treatment groups within one
week of vigabatrin therapy initiation, with a greater response occurring in the high
dose group (P=0.0016). The median time to spasm cessation was six weeks in the
high dose group and 13 weeks in the low dose group.

For the primary responders, the mean time to relapse was 162 days (range, 53 to

(A University of
& Massachusetts

UMASS. Medical School

P
Page 83 of 223 ( "
Copyright 2013 « Review Completed on 04/11/2013 S




Therapeutic Class Review: anticonvulsants

. Sample
Study Design ;
Stucy. apd L, )::md ° Sl End Points Results
Regimen Demographics and Study
Duration
consecutive 270) in the high dose group and 45 days (range, 31 to 58 days) in the low dose
days at any time | group. Of the 171 patients who became spasm free for seven consecutive days,
during the trial 39 (22.8%) relapsed, and 28 of 39 (71.8%) became spasm free again.
and remained
spasm free for Throughout the trial, 115/222 patients (51.8%) experienced at least one adverse
the duration of event considered to be related to treatment. Of the 1,587 unique events reported,
the trial, 219 (13.8%) were considered to be related treatment. Of these events, 219 unique
relapses, safety | events, five were severe, 64 were moderate, and 150 were mild, and two were
unknown. The most common vigabatrin-related events were sedation (16.7%),
somnolence (13.5%), irritability (9.9%), sleep disorder (4.5%), constipation (3.6%),
lethargy (3.6%), decreased appetite (3.2%), and hypotonia (2.3%).
Lee et al™’ RETRO N=163 Primary: Primary:
Efficacy (seizure | Seventy nine (48.5%) patients experienced a reduction in seizure frequency of
Zonisamide 3to 5 Children with 6 months reduction rate) >50%, and 25 (15.3%) became seizure-free. The rate of seizure reduction <50% in
mg/kg/day BID, in epilepsy children with partial seizures was 40.5% (17/42) and in children with generalized
addition to current AED | intractable to Secondary: seizures was 51.2% (62/121). Of the 36 patients who manifested mainly myoclonic
therapy treatment with Not reported seizures, 20 (55.6%) showed a seizure reduction of >50% and nine (25.0%) were
existing AEDs, seizure-free.
experiencing >4
seizures/month Secondary:
before initiation Not reported
of zonisamide,
their seizures not
controlled by =2
conventional
AEDs before
initiation of
zonisamide and
followed for 26
months
Bipolar Disorder
Joshi et al™® OL, PRO N=27 Primary: Primary:
Severity of A statistically significant improvement from baseline after two weeks of treatment
Carbamazepine ER, Outpatients 6 to 8 weeks symptoms of with further treatment for completers at week eight was observed (P value not

titrated to an effective

12 years of age

mania

reported). At eight weeks, 52% (n=14) of patients had a 30% reduction in baseline
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dose (maximum 1,200 | with a diagnosis YMRS and 44% (n=12) had a 50% reduction. A total of 34% (n=9) of patients
mg/day), frequency not | of bipolar disease Secondary: achieved remission of mania symptoms (YMRS score <12).
specified | or 1l or bipolar Severity of
disease not symptoms of Secondary:
otherwise depression and | A statistically significant improvement in the symptoms of both depression and
specified, with ADHD psychosis as reflected by the change from baseline to end point in the mean
significant scores of CDRS (34.8+10.9 vs 26.9+11.6; P=0.001) and BPRS (40.1+9.9 vs
severity of 30.046.8; P<0.001), respectively.
current manic,
hypomanic or Forty three percent of patients demonstrated improvement in symptoms of
mixed symptoms depression and 62% demonstrated improvement in ADHD symptoms.
on the YMRS
McElroy et al™ DB, PC, PG, N=62 Primary: Primary:
RCT Change in Patients receiving divalproex ER had a significantly greater rate of reduction in
Divalproex ER titrated 8 weeks hypomanic/ mild | mean total YMRS score than placebo (P=0.024).

to an effective dose
(not to exceed 30
mag/kg/day), frequency
not specified

VS

placebo

Patients 218
years of age
diagnosed with
bipolar I or 1l
disorder or
bipolar disorder
not otherwise
specified and
who were
currently
experiencing a
hypomanic,
manic or mixed
episode;
moderate to
severe
hypomania or
mild mania within
the past 2 weeks;
operationally

manic
symptoms as
assessed by the
YMRS

Secondary:
IDS, CGI-BP,
HARS and GAF
scales

Secondary:

Patients receiving divalproex ER had significantly greater rates of reduction in
CGI-BP mania (P=0.044) and CGI-BP overall scores (P=0.047). The associated
standardized effect sizes were moderate. There were no differences in the rates of
change in the IDS (P=0.271), CGI-BP depression (P=0.187), HARS (P=0.494) or
GAF (P=0.200) scores.
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defined as having
a YMRS score
210 and <21 at
baseline and =1
prior to study
screening visit 23
days, but not <2
weeks, before
baseline; an
overall CGI-BP
score 22 and <5;
were outpatients
and receiving no
psychotropics for
the one week
before baseline
assessment

Hirschfeld et al™’

RCT

N=225

Primary:

Primary:

Change from There was no statistically significant difference in MRS change from baseline to

Divalproex ER titrated Patients 18 to 65 21 days baseline to final | any time-point for patients treated with divalproex ER compared to those treated

to an effective dose, years of age evaluation in with placebo (mean change from baseline, -10.1 vs -8.7; P value not reported).
frequency not specified | diagnosed with MRS score
bipolar | disorder Secondary:
VS (manic or mixed Secondary: There were no statistically significant differences in any of the secondary efficacy
type) with a MRS Change from measures.
placebo score >25 with baseline to final
24 items having a evaluation in
score 23 on the Manic
final day of the Syndrome
screening/washo Score, Behavior
ut period and Ideation
Score, Brief
Agitation Rating
Scale, Overt
Aggression
) . -
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BPRS total
scores and
subscale scores
Macritchie et al™** MA (1 RCT) N=372 Primary: Primary:
(abstract) Determine the One trial of 12 months duration was identified comparing divalproex, lithium, and
Patients with 12 months | efficacy of placebo. It had several methodological limitations. The primary analysis of time to
Valproate bipolar disorder; valproate occurrence of mood episode described in the main trial report found no reliable
literature was maintenance difference between the treatments, although there was a trend for divalproex to be
VS searched for treatment in more effective than lithium. In the analysis in this review, patients taking divalproex
trials comparing preventing or who left the study because of the occurrence of a mood episode were significantly
placebo valproate with attenuating less in number than those on placebo (RRR, 37%; RR, 0.63; 95% CI, 0.44 to
placebo, further episodes | 0.90). There was no significant difference in the numbers of patients receiving
VS alternative mood of bipolar divalproex compared to those receiving lithium who left the study because they
stabilizers or disorder, suffered any mood episode (RRR, 22%; RR, 0.78; 95% CI, 0.52 to 1.17). There
lithium neuroleptics acceptability of was insufficient information to allow subgroup analyses of rapid-cycling disorder; P
where the stated treatment, values were not reported.
intent of safety and
intervention was mortality The divalproex group had significantly more patients experiencing tremor (RRI,
maintenance 223%; RR, 3.23; 95% Cl, 1.85 to 5.62), weight gain (RRI, 187%; RR, 2.87; 95%
treatment of Secondary: Cl, 1.34 t0 6.17) and alopecia (RRI, 143%; RR, 2.43; 95% Cl, 1.05 to 5.65) than
bipolar disorder Not reported the placebo group. In comparison to lithium, divalproex was associated with more
frequent sedation (RRI, 58%; RR, 1.58; 95% CI, 1.08 to 2.32) and infection (RRI,
107%; RR, 2.07; 95% CI, 1.16 to 3.68), but less suffered thirst (RRR, 62%; RR,
0.38; 95% ClI, 0.18 to 0.81) and polyuria (RRR, 57%; RR, 0.43; 95% ClI, 0.22 to
0.82). P values were not reported.
Secondary:
Not reported
Macritchie et al** MA (10 RCTs) N=932 Primary: Primary:

(abstract)
Valproate

VS

Patients with
bipolar disorder;
literature was
searched for

Duration not
reported

Determine the
efficacy (failure
to respond by
end of study

assessed by

Valproate was more efficacious than placebo (RRR, 38%; RR, 0.62; 95% CI, 0.51
to 0.77) in the treatment of mania. There was no significant difference between
valproate and lithium (RRI, 5%; RR, 1.05; 95% ClI, 0.74 to 1.50) or between
valproate and carbamazepine (RRR, 34%; RR, 0.66; 95% CI, 0.38 to 1.16).
Valproate was less effective than olanzapine (failure to achieve clinical response;
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trials comparing <50% reduction | RRI, 25%; RR, 1.25; 95% CI, 1.01 to 1.54; average of 2.8 point less change on the
carbamazepine (n=59) | valproate with in the YMRS) MRS; 95% CI, 0.83 to 4.79). P values were not reported.
placebo, other and
VS mood stabilizers acceptability of There were no significant differences in acceptability as measured by total number
and treatment of of subjects withdrawing from the study. There were significant differences in the
haloperidol (n=36) antipsychotics in acute episodes adverse event profiles of valproate and olanzapine, with more sedation and weight
the treatment of of bipolar gain on olanzapine; P values were not reported.
VS any bipolar disorder
affective episode; Secondary:
lithium (n=158) only studies Secondary: Not reported
comparing Not reported
VS valproate with
other
olanzapine (n=363) interventions in
mania were
VS found (no studies
were found
placebo (n=316) examining its use
in depression or
(Note: n=the total mixed affective
number of patients in episodes)
the comparison trial
with valproate.)
Liu et al™ MA (46 OL trials N=2,666 | Primary: Primary:
and RCTs) Treatment OL studies
Traditional mood Duration response All drug classes had a response rate significantly greater than zero (P<0.001 for all
stabilizers (lithium, Pediatric patients varied comparisons). The pooled estimate of the rate of response ranged from 48.9 to
divalproex sodium, with bipolar Secondary: 52.1%. Using meta-regression, there was no significant difference in the rate of
carbamazepine), other | mania Not reported response between drug classes (P=0.47) or between specific drug compounds

anticonvulsants
(lamotrigine,
oxcarbazepine,
topiramate), SGAs
(aripiprazole,
olanzapine, quetiapine,

(P=0.56).

RCTs

The pooled estimate for the OR was significantly greater than 1.0 (OR, 2.23;
P<0.001), indicating a significantly increased likelihood of response when on the
drug compared to placebo. This overall significant separation from placebo was
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risperidone, mainly accounted for by the highly significant effect of SGAs (P<0.001). Findings
ziprasidone), and were not significant for divalproex (P=0.92) and modestly significant for the other
naturopathic anticonvulsants (P=0.04). Within each drug class, effect sizes were no significantly
compounds different from one another.
Secondary:
Not reported
Diabetic Peripheral Neuropathy
Rosenstock et al*** DB, MC, PC, PG, N=146 Primary: Primary:
RCT Pain score Mean pain score was significantly improved with pregabalin compared to placebo
Pregabalin 100 mg TID 8 weeks (3.99 vs 5.46; P=0.0001).
Patients with 1- Secondary:
VS to 5-year history SF-MPQ scores, | Secondary:
of DPN and sleep Compared to placebo, pregabalin treatment resulted in significant improvements in
placebo TID average daily interference mean sleep interference score, SF-MPQ total score, VAS score, present pain
pain score 24 on scores, PGIC intensity score, PGIC, CGIC, bodily pain scores of the SF-36 health survey, and
an 11-point and CGIC tension/anxiety and total mood disturbance of the POMS evaluation (P<0.05 for
numeric pain- scores, SF-36 all).
rating scale Health Survey
scores, POMS No significant differences were observed between treatment groups in mental
scores, adverse | health and vitality scores of the SF-36 health survey and anger/hostility,
events vigor/activity, and fatigue/inertia scores of the POMS evaluation (P>0.05).
The most commonly reported adverse events were dizziness (35.5 vs 11.4%),
somnolence (19.7 vs 2.9%), infection (14.5 vs 5.7%), and peripheral edema (10.5
vs 1.4%).
Richter et al"™® DB, MC, PC, N=246 Primary: Primary:
(abstract) RCT Pain score Pregabalin significantly reduced pain score from baseline compared to placebo
6 weeks (4.3 vs 5.6; P=0.0002) and increased the percentage of patients with 250%
Pregabalin 150 or 600 Patients with Secondary: decrease from baseline pain (39 vs 15% for placebo; P=0.002).
mg/day painful DPN Sleep
interference, Secondary:
VS pain intensity, Pregabalin significantly improved sleep interference score, pain intensity, sensory
sensory and and affective pain scores, and CGIC and PGIC scores compared to placebo.
placebo affective pain
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scores, CGIC, Dizziness was the most common adverse reaction.
PGIC, adverse
events
Lesser et al™>® DB, MC, PC, N=338 Primary: Primary:
RCT Pain score Compared to placebo, mean pain score was significantly improved with pregabalin
Pregabalin 75, 300, 5 weeks 300 (P=0.0001) and 600 mg/day (P=0.001), but not with pregabalin 75 mg/day
and 600 mg/day Patients with 1- Secondary: (P=0.6267).
administered in divided | to 5-year history Sleep
doses (TID) of DPN and interference Secondary:
average weekly score, global Compared to placebo, percentages of reduction in pain, mean sleep interference
VS pain score 24 on impression of scores, SF-MPQ total scores, PGIC and CGIC, VAS scores, and present pain
an 11-point change, SF- intensity scores were significantly improved with pregabalin 300 mg/day and 600
placebo numeric pain- MPQ, SF-36 mg/day, but not with pregabalin 75 mg/day (P<0.05 for all).
rating scale Health Survey,
PGIC, CGIC, Most common reported adverse events were dizziness (7.8 to 39.0 vs 5.2%),
adverse events | somnolence (3.9 to 26.8 vs 4.1%), and peripheral edema (3.9 to 13.4 vs 2.1%).
Quilici et al™’ MA (11 RCTSs; N=not Primary: Primary:
duloxetine, 3 specified Reduction in 24- | Direct comparisons
Duloxetine trials; pregabalin, hour pain All three agents were superior to placebo for all efficacy parameters. For 24-hour
6 trials; 251013 severity, pain severity effect values were -1.13 (95% ClI, -1.36 to -0.89), -0.90 (95% Cl, -
VS gabapentin, 2 weeks response rate 1.23t0 -0.57), and -1.44 (95% ClI, -2.21 to -0.66) with duloxetine, pregabalin, and

pregabalin and
gabapentin

Placebo was used a
common comparator.

trials)

Patients with
diabetic
peripheral
neuropathic pain

(=50% pain
reduction),
overall health
improvement
(PGl of
Improvement
and PGIC)

Secondary:
Safety

gabapentin. Corresponding effect values for response rates were 0.86 (95% ClI,
0.63 to 1.09; NNT, 5; 95% ClI, 3 to 7) and 0.84 (95% ClI, 0.52 to 1.16; NNT, 5; 95%
Cl, 4 to 8) with duloxetine and pregabalin, and for PGI of Improvement/PGIC were
-0.76 (95% CI, -1.00 to -0.51) and -1.29 (95% ClI, -1.72 to -0.86) with duloxetine
and pregabalin.

Indirect comparisons

For the primary efficacy outcome of 24-hour reduction in pain severity, a difference
of -0.248 (95% Cl, -0.677 to 0.162) was observed in favor of duloxetine over
pregabalin. Duloxetine was not inferior to pregabalin on this outcome. For
response rates, the difference between duloxetine and pregabalin was close to
zero and not significant. For PGI of Improvement/PGIC outcomes, pregabalin
showed an improvement of 0.542 points over duloxetine, a difference that reached
significant (95% CI, 0.016 to 1.060).
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Secondary:
Duloxetine produced a significantly lower incidence of dizziness compared to
pregabalin. No differences between these two treatments were observed in the
rates of premature discontinuation, diarrhea, headache, and somnolence.
Tanenberg et al™ MC, NI, OL, RCT N=407 Primary: Primary:
Reduction from | The estimated mean change in the daily pain severity score at 12 weeks was -2.6
Duloxetine Adult patients 12 weeks baseline in the for duloxetine and -2.1 for pregabalin, representing an observed 0.49 advantage of
with type 1 or 2 weekly mean of | duloxetine; therefore, NI was established.
VS with HbA ¢ the daily 24-
<12.0%, and hour pain diary Significant superiority vs pregabalin in the mean daily pain diary ratings was
pregabalin diabetic ratings at week observed at weeks, two, three, and five through 11 with duloxetine and with
peripheral 12 duloxetine plus gabapentin at weeks two and eight, but between-treatment
VS neuropathic pain differences at the 12 week end point met NI criteria, not statistical superiority.

duloxetine plus
pregabalin

who had been
treated with
gabapentin (900
mg/day) and had
an inadequate
response

Secondary:
Worst pain and
night pain
ratings, Clinician
Global
Impression of
Severity, Brief
Pain Inventory
severity and
interference,
Beck
Depression
Inventory I,
Patient Global
Impression of
Improvement,
Sheehan
Disability Scale,
response rate,
safety

The NI comparison between duloxetine and combination therapy on the
differences between end point mean changes in daily pain diary ratings in the ITT
patient population was also met.

Secondary:

Reduction from baseline in Brief Pain Inventory average pain and Brief Pain
Inventory worst pain severity ratings was significantly greater with duloxetine vs
pregabalin, but differences between treatments were not significant for the other
Brief Pain Inventory pain measures, CGI of Severity, depressive symptoms, or the
Sheehan Disability Scale global measure. Also, no significant between-treatment
differences were found among the various response outcomes.

Significantly more discontinuations occurred as a result of adverse events with
duloxetine (19.6%; P=0.04) compared to pregabalin (10.4%), but no vs
combination therapy (13.3%; P=0.19). Peripheral edema associated with
pregabalin (3.7%) was the only adverse event reported as a reason for
discontinuation with significantly greater frequency compared to other treatments
(duloxetine, 0%; P=0.3; combination therapy, 0%; P=0.03). Rates of
discontinuation for other reasons did not differ among the treatments. The
treatment-related adverse events of nausea, insomnia, hyperhidrosis, and
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decreased appetite occurred significantly more frequently with duloxetine
compared to pregabalin. The frequency of insomnia was also significantly greater
with duloxetine compared to combination therapy. The occurrence of peripheral
edema was significantly greater with pregabalin compared to the other two
treatments. Combination treatment was associated with significantly greater
occurrences of nausea, hyperhidrosis, decreased appetite, and vomiting compared
to pregabalin monotherapy.
Wernicke et al™® ES, OL, RCT N=293 Primary: Primary:
Not reported Not reported
Duloxetine 60 mg BID Adult patients 52 weeks

who presented Secondary: Secondary:
VS with pain due to Health There were significant treatment-group differences observed in favor of duloxetine
bilateral outcomes, in the SF-36 physical component summary score, and subscale scores of physical
routine care peripheral safety functioning, bodily pain, mental health, and vitality. A significant treatment-by-
(gabapentin, neuropathy investigator interaction was seen for general health perceptions (P=0.073), mental
amitriptyline, and caused by type 1 health (P=0.092), and social functions (P=0.003) subscales. There were no
venlafaxine) or 2 diabetes significant treatment-group differences observed on the EQ-5D questionnaire.

During the trial, four deaths occurred. Deaths were considered to be unrelated to
the study drug or protocol procedures. During the trial, 22 (11.2%) duloxetine vs 16
(16.7%) routine care-treated patients experienced at least one serious adverse
event. The most frequently reported serious adverse events for both treatments
together were cerebrovascular accident and diabetes, and these events were not
considered to be drug-related. Fourteen (4.8%) patients discontinued due to any
adverse event; which included 11 and three duloxetine- and routine care-treated
patients (P=0.560). A total of 157 (53.6%) patients reported at least one treatment-
emergent adverse event, and there were no treatment-group differences in the
overall incidence of these events.

There was a significant increase in mean uric acid levels in routine care-treated
patients compared to duloxetine-treated patients with regard to
chemistry/urinalysis.

Both treatments experienced a slight increase in HbA ., with duloxetine-treated
patients experiencing a larger increase in the mean change from baseline to
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endpoint (P<0.001). No significant treatment-group differences were observed in
low density lipoprotein cholesterol, high density lipoprotein cholesterol, and
triglyceride levels.

There were no significant treatment-group differences observed in the mean
change in the Michigan Neuropathy Screening Instrument score from baseline to
endpoint.

There were no significant treatment-group differences observed in either subset of
patients in the ulnar F-wave, ulnar distal sensory latency, and peroneal compound
muscle action potential from baseline to endpoint for all patients. There was a
significant increase observed in the peroneal F-wave measure for routine care-
treated patients (P=0.05).

There were no significant treatment-group differences observed for any of the
ophthalmologic exam measures.

There was a significant treatment-group difference observed in the mean change
in microalbumin/creatinine ratio from baseline to endpoint (P=0.031), with
duloxetine-treated patients experiencing a bigger mean decrease compared to
routine care-treated patients.

There was no significant treatment-group difference observed in the mean change
from baseline to endpoint vital signs and weight.

One duloxetine-treated patient and one routine care-treated patient met the
definition for sustained elevation in systolic blood pressure, and there were no
significant differences between treatments.

There were no ECG parameters that were significantly different between
treatments. Significantly more routine-care patients had potentially clinically
significant Fridericia-corrected QT interval increases (P=0.034).

Raskin et al'™ ES, OL, RCT N=237 Primary: Primary:
Not reported Not reported

Duloxetine 60 mg BID Adult patients 52 weeks
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who presented Secondary: Secondary:
VS with pain due to SF-36, EQ-5D, No significant treatment-group differences were observed in the SF-36 subscales
bilateral safety or in the EQ-5D questionnaire.
routine care peripheral
(gabapentin, neuropathy A higher proportion of routine care-treated patients experienced one or more
amitriptyline, and caused by type 1 serious adverse events. No significant treatment-group difference was observed in
venlafaxine) or 2 diabetes the overall incidence of treatment-emergent adverse events. The treatment-
emergent adverse events reported by at least 10% of patients receiving duloxetine
60 mg BID were nausea, and by the patients receiving routine care were
peripheral edema, pain in the extremity, somnolence, and dizziness. Duloxetine
did not appear to adversely affect glycemic control, lipid profiles, nerve function, or
the course of diabetic peripheral neuropathic pain.
Fibromyalgia
Hauser etal' "™ MA (5 RCTs) N=2,117 | Primary: Primary:
who Improvement of | There was strong evidence for a reduction of pain (SMD, -0.28, 95% ClI, -0.36 to
Gabapentin 1,200 or Adult patients completed | pain, sleep, -0.20; P<0.001), and improved sleep (SMD, -0.39, 95% ClI, -0.48 to -0.39;
2,400 mg/day (1 trial) with fibromyalgia treatment | depressed P<0.001), but not for depressed mood (SMD, -0.12; 95% ClI, -0.30 to 0.06;
or pregabalin 150 to (n=1,507 mood, fatigue, P=0.18).
600 mg/day (4 trials) gabapentin/ | and anxiety; and
pregabalin, | safety The pooled NNT (all dosages) to achieve at least a 30% pain reduction was 8.5
VS n=610 (95% ClI, 6.4 to 12.6; P value not reported).
placebo) Secondary:
placebo Not reported There was strong evidence for a nonsubstantial reduction of fatigue (SMD, -0.16;
Median 95% Cl, -0.23 to -0.09; P<0.001) and of anxiety (SMD, -0.18; 95% ClI, -0.27 to -
treatment 0.10; P<0.001).
duration 11
weeks There was a significant overall difference between placebo and pregabalin 300,
(range 8 to 450 and 600 mg/day regarding the dropout rates (P=0.007), treatment-related
26 weeks) adverse events (P=0.005), dizziness (P=0.001), somnolence (P=0.04), weight gain

(P=0.02), peripheral edema (P=0.03) and negative neurocognitive effects
(P=0.003). Gabapentin compared to placebo had more dropouts due to adverse
events (P=0.005), dizziness (P=0.01) and weight gain (P=0.01).

Secondary:
Not reported
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Generalized Anxiety Disorder and Panic Disorders
van Balkom et al'"* MA of 106 trials N=5,011 | Primary: Primary:

Panic, Antidepressants, psychological panic management and antidepressants/ exposure
Benzodiazepines Patients being Duration agoraphobia, in vivo combination demonstrated significant improvement compared to a control

treated for panic varied depression and | condition in reduction of panic, agoraphobia, depression and anxiety.
VS disorder with or general anxiety
without High-potency benzodiazepines showed significant improvement to control

antidepressants agoraphobia Secondary: condition only in panic, agoraphobia and anxiety.

Not reported
VS There were no significant differences in treatments for panic disorder.
psychological panic Antidepressant/exposure in vivo test groups had significant improvements
management compared to other treatments except exposure in vivo in agoraphobia.
VS A significantly greater improvement was noted in antidepressant/exposure in vivo

compared to exposure in vivo alone and psychological panic
exposure in vivo management/exposure in vivo in treatment of depression and anxiety.
VS Secondary:
Not reported

placebo
Combinations of the
above treatment arms
were also investigated.
Migraines and Trigeminal Neuralgia
Chronicle et al'™ MA of 23 RCT N=2,927 | Primary: Primary:

Assess efficacy | Analysis of data from 10 trials (n=902) demonstrated that anticonvulsants as a
Acetazolamide (1 trial), | Adults with Treatment | and tolerability class reduced migraine frequency by about 1.3 attacks per 28 days as compared
carbamazepine (1 trial), | migraines duration 4 to | for preventing to placebo (WMD, -1.31; 95% ClI, -1.99 to -0.63; P value not reported).
clonazepam (1 trial), 24 weeks migraine attacks
divalproex sodium (4 (mean 12.3 Data from 13 trials (n=1,773) showed that anticonvulsants as a class more than
trials), gabapentin (2 weeks) Secondary: doubled the number of patients for whom migraine frequency is reduced by 50% or

trials), lamotrigine (1

trial), topiramate (6

Not reported

more relative to placebo (RR, 2.25; 95% CI, 1.79 to 2.84; NNT, 3.9; 95% ClI, 3.4 to
4.7; P value not reported).
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trials), sodium

valproate (2 trials) and There was no significant difference in the number of patients treated with

vigabatrin (1 trial) vs divalproex sodium vs propranolol, sodium valproate vs flunarizine, or topiramate

placebo 100 mg daily vs propranolol 160 mg daily for whom migraine frequency was
reduced by 50% or more (P values not reported). The authors reported a slight but

Divalproex sodium vs significant advantage for topiramate 50 mg daily over sodium valproate 400 mg

propranolol (1 trial) daily with regards to posttreatment mean headache frequencies (P value not
reported). It should be noted that the doses used in this study were not those used

Sodium valproate vs in routine clinical practice for the management of migraine.

flunarizine* (1 trial)
Relatively few robust trials were available for agents other than sodium

Topiramate vs valproate/divalproex sodium and topiramate; gabapentin in particular needs further

propranolol (1 trial) evaluation. Acetazolamide, clonazepam, lamotrigine and vigabatrin were not
“superior” to placebo (one trial each).

Topiramate vs sodium

valproate (1 trial) For six trials of sodium valproate and divalproex sodium, NNH were the following:
15.0, asthenia; 16.3, dizziness; 7.0, nausea; 12.5, tremor and 18.8, weight gain.
For three trials of topiramate (100 mg dose), NNH were the following: 11.7,
anorexia; 31.2, fatigue; 16.6, memory problems; 23.1, nausea; 2.4, paresthesia;
15.3, taste disturbance and 11.1, weight loss.
Secondary:
Not reported

Wang et al'™ (abstract) | MA (6 RCTs) N=354 Primary: Primary:

Not reported Not reported
Topiramate Adults with Duration not
trigeminal reported Secondary: Secondary:
VS neuralgia Not reported Not reported

carbamazepine

Topiramate was more effective compared to carbamazepine after a treatment
duration of twp months (RR, 1.20; 95% CI, 1.04 to 1.39; P=0.01). No difference
was found in the effectiveness rate after one month of treatment (RR, 1.00; 95%
Cl, 0.87 to 1.14; P=0.94), in the remission rate after one month (RR, 1.06; 95% ClI,
0.83 to 1.36; P=0.63), and in the remission rate after two months (RR, 1.31; 95%
Cl, 0.96 to 1.80; P=0.09).

(A University of
& Massachusetts

UMASS. Medical School

P
Page 96 of 223 ( "
Copyright 2013 « Review Completed on 04/11/2013 S




Therapeutic Class Review: anticonvulsants

. Sample
Study Design .
Stucy. apd L, )::md ° Sl End Points Results
Regimen Demographics and Study
Duration
There was no difference in adverse events between the two treatments.
Afshari et al'™ DB, PG, RCT N=76 Primary: Primary:
(random- Migraine A significant decrease in migraine frequency from baseline was reported at the

Topiramate 25 mg/day | Patients 18 to 65 ized) frequency, end of the study in the topiramate group (6.8+2.0 compared to 3.0+1.9) and in the
for 1 week, increasing years of age with responder rate valproate group (7.5+1.9 compared to 3.6+1.8, P=0.0 for both groups compared to
to 50 mg/day for a diagnosis of N=56 (ITT | (>50% reduction | baseline). No significant difference was observed between treatment groups in
remainder of the study | migraine with or population) | in 4-week migraine frequency (P=0.25).

without aura migraine
VS according to IHS 12 weeks | frequency), No significant difference in responder rate was observed between the topiramate

criteria, history of headache and valproate groups (71.6 and 64.3% respectively, P value not reported).
valproate 200 mg/day migraines for at severity,
for 1 week, increasing least 6 months duration of A significant decrease in headache severity from baseline was observed from
to 400 mg/day for the and having headache baseline in both the topiramate (8.6+1.7 at baseline, decreasing to 6.7+2.0,
remainder of the study | experienced at episode, 6.2+1.9 and 5.2+1.5 over three visits) and valproate groups (8.6+£1.7 at baseline,

least 4 to 10 associating decreasing to 6.7+1.5, 6.4+1.6 and 6.3£1.9 over three visits; P=0.0 for both groups
Patients were allowed migraine attacks symptoms, compared to baseline). The reduction in the topiramate group was significantly
to take acetaminophen, | per month MIDAS score, greater than the reduction in the valproate group (P=0.027).
NSAIDS, ergotamine, separated by a HIT-6 score
triptans and opioids for | pain-free period The duration of each headache episode decreased from 13+10.9 hours at baseline
acute attacks. of at least 48 Secondary: to 6+2.9 hours at the end of the study for topiramate patients and from 13.5+13.7

hours; age at Safety hours to 7.5£4.7 hours in the valproate group. This was significant for each group

onset had to be
less than 50
years

compared to baseline (P=0.0), though the difference between groups was not
significant (P=0.15).

Associating symptoms including photophobia, phonophobia, nausea and vomiting
were similar compared at baseline and at the end of the study. The symptoms
were generally similar in each group at baseline, but at the end of the study,
vomiting was reported in five and 13 patients in the topiramate and valproate
groups respectively (P=0.04). No significant difference in other associating
symptoms was observed.

MIDAS score decreased from 18.7+13.3 at baseline to 7.6+7.8 at the end of the
study in the topiramate group and from 18.6+15.0 to 11.5+10.4 in the valproate
group. This reduction from baseline in both groups was statistically significant (P
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value not reported), though the difference between groups was not significant
(P=0.12).

HIT-6 score decreased from 64.5+4.7 at baseline to 49.7+8.1 at the end of the
study in the topiramate group and from 65.8+5.0 to 57.2+6.9 in the valproate
group. The differences were significant from baseline and the difference between
treatment groups was statistically significant favoring topiramate (P=0.00).

Secondary:

One or more adverse events were reported in 64.3% of patients in the topiramate
group and in 78.6% of patients in the valproate group. Adverse events were
generally mild or moderate.

The most common adverse events reported with topiramate include decreased
appetite, paresthesia, vertigo, fatigue, somnolence and nausea. The most
common adverse events reported with valproate include increased appetite, hair
loss, somnolence, tremor, vertigo and nausea.

All patients who experienced eye pain and decrease visual acuity were referred to
an ophthalmologist and no specific problems were detected.

Patients in the topiramate group experience significant weight loss compared to
baseline while patients in the valproate group experienced significant weight gain
compared to baseline.

Multiple Conditions

Wiffen et al' "™ MA (12 RCTSs) N=404 Primary: Primary:

Evaluate There was no evidence that carbamazepine was effective for acute pain.
Carbamazepine Patients with Duration not | analgesic
acute and reported effectiveness The NNT for any pain relief for carbamazepine in trigeminal neuralgia was 1.9
VS chronic pain and adverse (95% ClI, 1.4 to 2.8). For DPN there was insufficient data for an NNT to be
including patients effects of calculated. The NNH for carbamazepine for minor harm was 3.7 (95% CI, 2.4 to
placebo with acute herpes carbamazepine | 7.8). The NNH for major harm was not statistically significant for carbamazepine
zoster (1 trial), for acute and compared to placebo. P values were not reported.

DPN (2 trials), chronic pain
PHN (1 trial), Secondary:
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post stroke pain Secondary: Not reported
(1 trial) and Not reported
trigeminal
neuralgia (7
trials)
Moore et al™’’ SR (29 RCTs) N=3,571 | Primary: Primary:
Patient reported | Pooled data from three trials (n=892) demonstrate that 33 and 20% of patients
Gabapentin 1,200 Adult patients 22 weeks | pain intensity receiving gabapentin and placebo achieved 250% reduction in pain (risk ratio, 1.7;

mg/day
Vs

placebo, no treatment,
or any other active
comparator

Only results for PHN
are reported (5 trials),
when possible.

with 1 of 12
chronic pain
conditions; 78%
of patients had
PHN, painful
DPN, or mixed
neuropathic pain

reduction of 230
and =250%,
PGIC

Secondary:

Any pain-related
outcome
indicating some
improvement,
withdrawals due
to lack of
efficacy,
withdrawals due
to adverse
events, safety

95% CI, 1.3 to 2.2; NNT, 7.5; 95% ClI, 5.2 to 14.0). In an AC comparing gabapentin
to nortriptyline for nine weeks, 34 and 37% of patients achieved =50% reduction in
pain.

Pooled data from two trials (n=563) demonstrate that 15 and 6% of patients
receiving gabapentin and placebo reported a PGIC of very much improved (risk
ratio, 2.7; 95% CI, 1.5 to 4.8; NNT, 11; 95% ClI, 7.0 to 22.0).

Pooled data from four trials (n=1,121) demonstrate that 38 and 20% of patients
receiving gabapentin and placebo reported a PGIC of much or very much
improved (risk ratio, 1.9; 95% CI, 1.5 to 2.3; NNT, 5.5; 95% ClI, 4.3 t0 7.7).

Secondary:
Data on any pain-related outcome indicating some improvement and withdrawals
due to lack of efficacy were not reported.

Seventeen trials of 3,022 patients reported an adverse event withdrawal, which
occurred in 12% of patients receiving gabapentin 21,200 mg/day, and eight
percent of patients receiving placebo (risk ratio, 1.4; 95% CI, 1.1 to 1.7; NNH, 32;
95% CI, 19 to 100). Seventeen trials of 3,063 patients reported on withdrawals of
any cause, which occurred in 20% of patients receiving gabapentin 21,200 mg/day
compared to 19% of patients receiving placebo (risk ratio, 1.1; 95% CI, 0.9 to 1.2).

Eleven trials of 2,356 patients reported on patients experiencing at least one
adverse event, which occurred in 66 and 51% of patients receiving gabapentin
>1,200 mg/day and placebo (risk ratio, 1.3; 95% CI, 1.2 to 1.4; NNH, 6.6; 95% CI,
5.3 10 9.0). Fourteen trials of 2,702 patients reported on patients experiencing
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serious adverse events, which occurred in 4.0 and 3.2% of patients receiving
gabapentin 21,200 mg/day and placebo (risk ratio, 1.3; 95% CI, 0.9 to 2.0).
Somnolence, drowsiness, or sedation was reported as an adverse event in 16
trials of 2,800 patients, and it occurred in 16 and 5% of patients receiving
gabapentin 21,200 mg/day and placebo (risk ratio, 3.2; 95% CI, 2.5 to 4.2; NNH,
9.2; 95% Cl, 7.7 to 12.0). Peripheral oedema was reported as an adverse event in
nine trials of 2,042 patients, and it occurred in 8.2 and 2.9% of patients (risk ratio,
3.4; 95% ClI, 2.1 to 5.3; NNH, 19; 95% CI, 14 to 29). Ataxia or gait disturbances
were reported as an adverse event in five trials of 544 patients, and occurred in
8.8 and 1.1% of patients (risk ratio, 4.5; 95% CI, 1.9 to 11.0; NNH, 13; 95% ClI, 9
to 24). Deaths were rare in included trials. Four deaths occurred in PHN trials; two
and one with placebo and gabapentin.

Gilron et al'™® DB, PC (active), N=57 Primary: Primary:

RCT, 4-way XO (n=35 with | Mean daily pain | Daily pain at maximal tolerated doses of trial drugs were as follows: 5.72+0.23 at

Placebo (lorazepam 0.3 diabetic intensity in baseline, 4.49+0.34 with placebo, 4.15+0.33 with gabapentin, 3.70+0.34 with

mg, with a target daily Patient 18 to 89 neuropathy, | patients morphine, and 3.06+0.33 with combination therapy (P<0.05 for combination vs

dose of 1.6 mg) for 5 years of age with n=22 with receiving a placebo, gabapentin, and morphine). The analysis of the percent change in pain

weeks painful diabetic PHN) maximum intensity indicated greater reduction of pain with the use of combination therapy

neuropathy or tolerated dose compared to placebo (20.4% greater reduction; P=0.03), and other comparisons
VS PHN; patients 20 weeks were not significant. The primary analysis showed no significant main effect of

morphine sustained-
release 30 mg, with a
target daily dose of 120
mg for 5 weeks

Vs
gabapentin 400 mg,
with a target daily dose
of 3,200 mg for 5
weeks

VS

with diabetic
neuropathy had
distal, symmetric,
sensory diabetic
polyneuropathy
as determined on
the basis of their
medical history
and either an
unequivocal
decrease in
response to
pinprick,
temperature, or

Secondary:
Pain (SF-MPQ),
maximal
tolerated doses,
mood, quality of
life, safety

either sequence or treatment period, but the effects of drug treatment (P<0.001)
and carryover (P=0.04) were significant.

Secondary:
Patients’ total scores in response to SF-MPQ with combination therapy were lower
compared to placebo (P<0.05), gabapentin (P<0.05), or morphine (P<0.05).

The maximal tolerated dose of morphine was 45.3+3.9 mg as a single agent, as
compared to 34.4+2.6 mg with combination therapy (P<0.05). The maximal
tolerated dose of gabapentin was 2,207+89 mg as a single agent, compared to
1,705+£83 mg with combination therapy (P<0.05). The maximal tolerated dose of
lorazepam was 1.38+0.05 mg.

Patients’ scores for pain-related interference with mood with combination therapy
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vibration in both were lower compared to placebo (P<0.001) and morphine (P=0.03), and scores for
gabapentin 300 mg feet or bilaterally pain-related interference with general activity, normal work, sleep, and enjoyment
plus morphine decreased or of life were significant when patients were receiving any active treatment
sustained-release 15 absent ankle-jerk compared to placebo (P<0.05 for all).
mg, with target daily reflexes; patients
doses of 2,400 and 60 | with PHN had Based on SF-36 responses, combination therapy was associated with higher
mg for 5 weeks had an eruption scores for vitality (P=0.007) and social functioning (P=0.004) compared to placebo,
of herpes zoster and higher scores compared to morphine for vitality (P=0.03) and social
rash not more functioning (P=0.04). All active treatments were associated with significantly lower
recently than 6 scores on the Beck Depression Inventory compared to placebo.
months prior to
enroliment At maximal tolerated doses, combination therapy was associated with a higher
frequency of constipation compared to gabapentin (P=0.006) but not morphine,
and with a higher frequency of dry mouth compared to morphine (P=0.03) but not
gabapentin.
Wiffen PJ etal*” MA (15 RCTs) N=1,468 | Primary: Primary:
Evaluate The study in acute post-operative pain (n=70) showed no benefit for gabapentin
Gabapentin Patients with Duration not | analgesic compared to placebo for pain at rest.
acute and reported effectiveness
VS chronic pain; and adverse In chronic pain, the NNT with gabapentin for improvement in all trials with
trials included effects of evaluable data was 4.3 (95% CI, 3.5 to 5.7), with 42% of participants improving on
placebo patients with gabapentin for gabapentin compared to 19% on placebo. The NNH for adverse events leading to
acute post- acute and withdrawal from a trial was not significant with 14% of patients withdrawing from
operative pain (1 chronic pain active arms compared to 10% in the placebo arms. The NNH for minor harm was
trial), DPN (7 3.7 (95% Cl, 2.4 to 5.4; P values were not reported.)
trials), PHN (2 Secondary:

trials), cancer-
related
neuropathic pain
(1 trial), phantom
limb pain (1 trial),
Guillain Barre
syndrome (1
trial), spinal cord
injury pain (1

Not reported

The NNT with gabapentin for effective pain relief in DPN was 2.9 (95% CI, 2.2 to
4.3) and for PHN 3.9 (95% ClI, 3.0 to 5.7; P values were not reported).

Secondary:
Not reported
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trial) and various
neuropathic
pains (1 trial)
Chou et al*® MA (18 RCTSs) Total N=not | Primary: Primary:
reported Proportion of In three head-to-head trials (n=120), there was no difference between gabapentin
Gabapentin vs placebo | Patients with (sample patients and tricyclic antidepressants (amitriptyline or nortriptyline) for achieving pain relief
(6 trials) DPN or PHN sizes n=12 | reporting for DPN and PHN (RR, 0.99; 95% ClI, 0.76 to 1.29; P value not reported). There
to 334) significant pain was no difference between gabapentin vs tricyclic antidepressants in rates of
Gabapentin vs tricyclic relief (defined as | withdrawal due to adverse events (RR, 0.27; 95% CI, 0.03 to 2.34; P value not
antidepressants (3 2to 12 250% reported), but only three cases were reported in two trials. None of the trials
trials) weeks improvement in | reported serious adverse events. There was no significant difference between
pain score gabapentin and tricyclic antidepressants in risk of dizziness, dry mouth or
Tricyclic compared to somnolence.
antidepressants vs baseline or
placebo (9 trials). proportion In indirect analyses, gabapentin was worse than tricyclic antidepressants for
reporting at achieving pain relief (RR, 0.41; 95% CI, 0.23 to 0.74; P value not reported).
least moderate
or good The discrepancy between direct and indirect analyses was statistically significant
improvement in (P=0.008). PC tricyclic trials were conducted earlier than the gabapentin trials,
pain or global reported lower placebo response rates, had more methodological shortcomings,
efficacy on a and were associated with funnel plot asymmetry.
categorical
scale) and Secondary:
safety Not reported
Secondary: The authors concluded that though direct evidence is limited, we found no
Not reported difference in likelihood of achieving pain relief between gabapentin and tricyclic
antidepressants for DPN and PHN.
Guan et al™ DB, MC, PG, N=347 Primary: Primary:
RCT Mean pain score | Treatment with pregabalin resulted in significant improvement from 6.30£1.58 to
Pregabalin 150 to 600 8 weeks (daily pain rating | 3.70+£0.14 compared to treatment with placebo (6.40+£1.53 to 4.30+0.19), with a

mg/day

VS

Chinese patients
18 to 75 years of
age with a
primary diagnosis

scale)

Secondary:
Daily Sleep

least squares mean score difference of -0.6 (P=0.005). The duration-adjusted
average change score was significantly better with pregabalin (P=0.001). A
repeated measures analysis of daily pain rating scale scores during the eight
weeks found significant efficacy for pregabalin beginning at two weeks (P<0.02)

(IA University of
& Massachusetts

UMASS. Medical School

Page 102 of 223
Copyright 2013 « Review Completed on 04/11/2013

B
(}"‘

catamaran




Therapeutic Class Review: anticonvulsants

. Sample
Study Design .
Stucy. apd L, )::md ° Sl End Points Results
Regimen Demographics and Study
Duration

placebo of painful DPN or Interference and continuing through week eight (with the exception of week four).
PHN; patients Scale, SF-MPQ
with DPN had scale, PGIC or A response rate, defined as the proportion of patients with 230% reduction in daily
type 1 or 2 CGIC, safety pain rating scale, was significantly larger with pregabalin compared to placebo
diabetes with (64.0 vs 52.0%; P=0.041).
HbA . £11.0%
and painful, Secondary:
distal, Treatment with pregabalin resulted in significant improvements in all secondary
symmetrical, outcomes compared to treatment with placebo (Sleep interference score: least
sensorimotor squares mean difference, -0.5; 95% ClI, -0.93 to -0.07; P=0.023, SF-MPQ VAS
polyneuropathy score [0 to 100], -6.56; 95% ClI, -11.65 to -1.47; P=0.012; SF-MPQ present pain
between 1to 5 intensity score, -0.35; 95% ClI, -0.58 to -0.12; P=0.003; PGIC score (0 to 7), -0.33;
years; patients 95% ClI, -0.55 to -0.11; P=0.004; and CGIC score (0 to 7), -0.39; 95% Cl, -0.63 to -
with PHN had 0.16; P=0.001).
pain =23 months
after recovery A total of 103 patients reported at least one adverse events with pregabalin
from herpes compared to 41 patients receiving placebo (P=0.105), with the most common
zoster skin rash, event being dizziness, occurring with an incidence of 11.2% among pregabalin-
moderate to treated patients. Other adverse events were lethargy, somnolence, peripheral
severe edema, and increased weight, which were common with both treatments and there
neuropathic pain were no differences between them. Most adverse events were mild in severity. No
over 4 deaths occurred during the trial. Five serious adverse events occurred; two of
consecutive days which (chest pain and ischemic stroke) resulted in discontinuations.

Moon et al** DB, MC, PC, N=241 Primary: Primary:
RCT End point (eight | Daily pain rating scale scores at end point was significantly lower with pregabalin

Pregabalin 150 to 600 10 weeks | weeks) mean compared to placebo (least squares mean difference, -0.50; 95% CI, -1.00 to 0.00;

mg/day Outpatients 218 daily pain rating | P=0.049). A numeric reduction in mean daily pain rating scale scores at end point
year of age with scale score was also reported for the evaluable pregabalin population compared to placebo;

VS a diagnosis of (average of the however, the comparison did not reach significant (least squares mean difference,
peripheral last seven -0.48; 95% Cl, -1.00 to 0.05; P value not significant).

placebo neuropathic pain available
syndrome from scores) Secondary:
DPN, PHN, or Using repeated-measures analysis of the weekly mean daily pain rating scale
post-traumatic Secondary: scores, the least squares mean daily pain rating scale scores for pregabalin were

neuropathic pain

Weekly mean

lower compared to placebo during weeks one to eight, with difference ranging from
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(including
postsurgical);
patients
diagnosed with
DPN had painful
distal,
symmetrical, or
sensorimotor
polyneuropathy
due to diabetes
(type 1 or 2);
HbA . £11.0%;
and documented
symptoms of
DPNfor1to5
years; patients
with PHN had a
diagnosis =23
months after
healing from an
acute herpes
zoster skin rash;
and patients with
post-traumatic
neuropathic pain
had a diagnosis
of chronic pain
for 23 months

daily pain rating
scale score, the
Duration
Adjusted
Average
Change of
adjust mean
daily pain rating
scale, the
proportion of
responders
whose daily pain
rating scale
scores at end
point were
reduced 230 or
250% compared
to baseline
scores, Daily
Sleep
Interference
Scale, EQ-5D,
Medical
Outcome Study,
HADS, PGIC,
CGIC, safety

-0.45 to -0.29. Significance was reached only for comparisons at week four (-0.43;
95% ClI, -0.85 to -0.01; P=0.044) and week eight (-0.45; 95% ClI, -0.88 to -0.02;
P=0.039). The difference in least squares mean daily pain rating scale scores over
the eight week DB period with pregabalin compared to placebo was -0.38 (95% ClI,
-0.75 t0 -0.01; P=0.042).

Mean change in Duration Adjusted Average Change scores from baseline to end
point was -1.24+1.32 and -0.87+1.49 with pregabalin and placebo, a significant
difference in favor of pregabalin (least squares mean difference, -0.37; 95% ClI, -
0.74 to -0.01; P=0.044).

A 250% reduction in daily pain rating scale score from baseline was reported by
more patient receiving pregabalin compared to patients receiving placebo (26.1 vs
14.3%; P=0.041). In total, 42.2 and 35.1% of patients receiving pregabalin and
placebo reported 230% reduction in daily pain rating scale scores from baseline to
end point, a difference that did not reach significance (P value not reported).

Analyses resulting in a significant treatment difference between baseline and end
point that favored pregabalin were the end point mean Medical Outcome Study
sleep interference score (least squares mean difference, -0.65; P=0.018), Medical
Outcome Study sleep disturbance (-5.62; P=0.034), Medical Outcome Study sleep
quantity (-0.44; P=0.018), and the HADS-A score (-0.85; P=0.038). Medical
Outcome Study somnolence favored placebo (4.71; P=0.046). No significant
differences were found between treatments for Medical Outcome Study snoring
score (favored placebo), Medical Outcome Study awakening short of breath or
with a headache, Medical Outcome Study optimal sleep, Medical Outcome Study
sleep adequacy, Medical Outcome Study overall sleep problems index, EQ-5D
utility score or VAS, or HADS-D.

On the PGIC scale at week eight, 74.7% of patients receiving pregabalin and
72.0% of patients receiving placebo reported their condition improved (P value not
significant). On the CGIC scale at week eight, 73.1 and 66.2% considered
themselves improved (P=0.046).

The proportions of early discontinuations due to adverse events were 4.9% with
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pregabalin and 7.7% with placebo. Half of the patients receiving pregabalin
(50.0%) and 35.9% of patients receiving placebo reported adverse events.
Treatment-related adverse events were reported by 43.8 and 29.5% of patients
receiving pregabalin and placebo. In patients receiving pregabalin, dizziness,
somnolence, face edema, peripheral edema, and weight gain were the most
frequently reported adverse events.
Vranken et al™*® DB, PC, RCT N=40 Primary: Primary:
Pain score Pain intensity scores before and after four weeks of treatment changed from
Pregabalin 150 mg, 1 Patients 218 4 weeks (VAS) 7.4x1.0 to 7.1+2.0 with placebo and from 7.6+0.8 to 5.1+2.9 with pregabalin.
to 4 capsules per day years of age Pregabalin significantly decreased pain scores compared to placebo (difference,
(flexible-dose regimen) | suffering from Secondary: 2.18; 95% ClI, 0.57 to 3.80; P=0.01). There was no difference in pain relief with
severe Pain Disability pregabalin between patients with neuropathic pain due to brain injury and spinal
VS neuropathic pain Index, EQ-5D, cord injury.
(described as SF-36, safety
placebo burning pain, Secondary:
paroxysmal There was no difference between treatments in Pain Disability Index scores.
Patients taking episodes of
concomitant analgesic shooting pain, or Pregabalin significantly improved EQ-5D utility VAS scores compared to placebo
mediation were allowed | pain on light (P<0.001).
to enter the trial if touch), VAS
neuropathic pain score >6 caused Pregabalin significantly improved the bodily pain domain of the SF-36 compared to
treatment was on a by lesion or placebo (P=0.009). Pregabalin improved the remaining seven domains of the SF-
stable regimen =90 dysfunction of in 36 compared to placebo, but differences did not reach significance.
days before screening. | the CNS (brain or
spinal cord Pregabalin was generally well tolerated and few adverse events were reported.
Previous gabapentin injury), pain for The most frequently reported adverse events were CNS-related (dizziness,
had to be discontinued | =6 months that decreased intellectual performance, and somnolence). There was no difference in
=3 days prior to trial started after the incidence of adverse events between the two treatments.
entry. sustaining the
lesion of
dysfunction of the
CNS, and
LANSS
questionnaire
score >12
) . -
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Siddall et al™* DB, MC, PC, PG, N=137 Primary: Primary:
RCT Pain score (daily | Pregabalin was superior to placebo on the primary efficacy variable, the between
Pregabalin 150 to 600 12 weeks pain diaries) treatment group comparison of the endpoint pain score (difference, 1.53; 95% ClI,
mg/day, administered Patients 218 0.92 to 2.15; P<0.001). The change from baseline was negligible with placebo and
BID years of age with Secondary: was approximately two points with pregabalin. In the analysis of pain scores by
a spinal cord Responder week, scores were significantly lower with pregabalin as early as week one and
VS injury (paraplegia rates, SF-MPQ, | remained so for the duration of the study. Results were similar when analyzed in
or tetraplegia) sleep patients with complete spinal lesions (difference, 1.79; 95% CI, 0.9 to 2.7;
placebo that had been interference, P<0.001), incomplete spinal lesions (difference, 1.25; 95% CI, 0.1 to 2.2; P<0.05),

incurred 21 year
previously, in
whom it had
been
nonprogressive
for 26 months,
and chronic (=3
months or with
relapses and
remission =6
months that
started after
sustaining the
spinal cord injury)
central
neuropathic pain

mood, patient
global measure
of change,
safety

and in patients (n=9) with lesions at or below L2 (difference, 1.57; 95% ClI, 0.9 to
2.2; P<0.001).

Secondary:

The proportion of patients with 230% reduction (42 vs 16; P=0.001) and =250%
reduction (22 vs 8%; P<0.05) in pain score from baseline at endpoint were
significantly higher with pregabalin compared to placebo. Based on the 30 and
50% responder rate the NNT was 3.9 and 7.1. At trial end, 15.9 and 43.3% of
patients receiving pregabalin and placebo had severe pain.

Reduction from baseline to trial end on each of the five SF-MPQ scales was
greater with pregabalin compared to placebo (P<0.002 for all).

Reduction from baseline to trial end on sleep interference score was greater with
pregabalin compared to placebo (P<0.001) and a significantly difference between
the two treatments was observed at week one and maintained for the duration of
the trial. Pregabalin was associated with a greater reduction in the overall sleep
problems index compared to placebo at trial end (P=0.021). The improvement in
sleep quantity (P<0.05) and reduction in sleep disturbance (P<0.001) on the
Medical Outcomes Study-sleep scale were significantly greater with pregabalin
compared to placebo. There were no differences between the two treatments on
the other five subscales (snoring, awaken short of breath, adequacy, somnolence,
proportions of patients with optimal sleep).

Reduction from baseline to trial end in the HADS anxiety score was greater with
pregabalin compared to placebo (P=0.043), but there were no differences in the
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HADS depression score.

A higher proportion of patients receiving pregabalin rated themselves as improved
compared to placebo (56.5 vs 21.5%) and the distribution of changes across the
two treatments was in favor of pregabalin (P<0.001).

Treatment-emergent adverse events were reported in most patients with both
treatments (96 vs 75%). Adverse events were generally mild or moderate in
severity, with severe events being reported in 19 and 12% of patients. Overall,
adverse events resulted in the discontinuation of 21 and 13% of patients.
Somnolence and dizziness were the two most common adverse events.
Somnolence resulted in the discontinuation of four patients receiving pregabalin
compared to none of the patients receiving placebo. No patient discontinued
treatment due to dizziness. The other most frequently reported adverse events
were also generally mild or moderate, most were CNS-related, and they
infrequently resulted in discontinuation.

Sharma et al™>>

Pregabalin 150, 300, or
600 mg/day

VS

placebo

RETRO (9 MC,
PC, RCTSs)

Adult patients
with PHN or
DPN; patients
with PHN were
adults with
neuropathic pain
for 26 months
after healing of
the herpes zoster
rash, average
daily pain score
24; patients with
DPN were adults
with type 1 or 2
diabetes, HbA .
<11.0%, painful

N=1,982

Duration not
specified

Primary:

Time to onset
for individual
treatment arms
that statistically
separated from
placebo

Secondary:
Not reported

Primary:

For DPN, five of the seven treatment arms successfully maintained efficacy at trial
end point. In the PHN trials, six of seven treatment arms demonstrated efficacy at
end point. Depending on the pregabalin treatment arm, the time to onset for
significant pain relief vs placebo ranged from treatment day one to treatment day
seven in DPN trials. The time to onset was treatment day one for four treatment
arms and treatment day two for the remaining successful treatment arms in the
PHN trials. Of the total 1,205 DPN or PHN patients treated with pregabalin, 760
(63%) experienced significant pain relief on day one or two. In the 11 treatment
arms for which efficacy was maintained at trial end point, the daily dosage at time
to onset was 300 mg for four of the five successful arms in DPN patients and 75
mg in the other successful arm. For two DPN trials in which the time to onset was
on treatment days seven and four, the dose-escalation schedules were the most
gradual, reaching 300 mg/day level on treatment day six or later. For the PHN
treatment arms in which efficacy was seen on treatment days one or two, the
dosage at time to onset was 75 mg in five arms and 150 mg in the remaining arm.

In the individual effect analysis, only patients who were responders (those with a
30% or greater reduction from baseline in mean pain score at end point) were
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distal symmetric considered. A one point or greater improvement in mean pain score was seen

sensorimotor significantly earlier for pregabalin responders compared to patients receiving

poly- placebo (P<0.0001). Across all DPN trials, at least 25% of patients achieved a one

neuoropathy, point or greater improvement in mean pain score by day one (pregabalin at 300

average daily mg/day) or two (pregabalin at 600 mg/day) compared to day four for placebo (150

pain score 24, mg/day; P=0.0232, 300 an 600 mg/day; P<0.0001). Across all PHN ftrials, at least

and 240 mm 25% of patients receiving pregabalin achieved a one point or greater improvement

score in mean pain score by treatment day two, whereas this criterion for placebo
patients was not met until day 18 (P<0.001). Half of the pregabalin treated patients
showed a one point or greater improvement with only three to five days of
treatment depending on the dose and type of neuropathic pain experienced.
Secondary:
Not reported

Semel et al*™ Pooled analysis N=2,516 | Primary: Primary:
of 11 PC, RCTs Endpoint Comparable dose-related improvements in endpoint mean pain score were

Pregabalin 150, 300, or
600 mg/day

VS

placebo

Adult patients
with DPN or
PHN; patients
with DPN had a
diagnosis of type
1 or 2 diabetes
and a diagnosis
of painful DPN
for 23 months to
=1 years;
patients with
PHN had pain
present for =3 or
>6 months after
healing of herpes
zoster rash

Duration not
specified

average pain
score on daily
pain rating
scale, daily pain
rating scale
score
responders (=30
and 250%
reduction), daily
pain rating scale
score <3

Secondary:
Safety

observed for pregabalin across age groups. Similar results were observed for
improvements in endpoint mean sleep interference scores. Placebo-corrected
least squares mean differences in pain with pregabalin between age groups were -
0.155 (95% ClI, -0.412 to 0.109; P=0.2497) for patients 18 to 64 years of age vs
patients 275 years of age; -0.157 (95% ClI, -0.419 to 0.105; P=0.2402) for patients
65 to 74 years of age vs patients 275 years of age; and 0.002 (95% CI, -0.215 to
0.218; P=0.9882) for patients 18 to 64 years of age vs patients 65 to 74 years.

Overall, there were significant differences among age groups in placebo patients
with respect to pain relief (P=0.005), indicating a trend for decreasing placebo
response with older age. Patients treated with placebo 18 to 64 years of age
showed the largest improvement in average pain score (-1.47) compared to
patients receiving placebo 65 to 74 years of age (-1.05; P=0.0112) or patients
receiving placebo =75 years of age (-0.86; P=0.0031). No significant differences in
placebo pain response were observed between those 65 to 74 years of age and
those =75 years (P=0.3318).

Significant dose-dependent reductions in endpoint mean pain score on daily pain
rating scale scores were observed for pregabalin vs placebo for pooled age groups
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