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Poststroke Control of Hypertension Cuts Mortality

BY JEFF EVANS

Senior Writer

NEw ORLEANs — Treatment of dan-
gerously high blood pressure in the peri-
od immediately following an acute stroke
was associated with significantly reduced
3-month mortality in the randomized,
placebo-controlled Control of Hyperten-
sion and Hypotension Immediately Post-
Stroke trial.

Patients in the CHHIPS pilot trial did

not immediately benefit from antihyper-
tensive medications because the trial’s pri-
mary end point—the rate of death and de-
pendency at 2 weeks after the stroke—was
no different between treated and placebo
patients, even though the patients who re-
ceived antihypertensive drugs had signifi-
cantly greater decline in systolic blood
pressure (SBP) within the first 24 hours
than did those who received placebo, Dr.
John Potter reported at International
Stroke Conference 2008.

“We know that elevated blood pressure
levels are important in predicting primary
and secondary [stroke] prevention, but
we don’t know much about the relation-
ship in the acute situation,” said Dr. Pot-
ter of the University of East Anglia, Nor-
wich, England.

Current guidelines on the early man-
agement of adult acute ischemic stroke pa-
tients advise the use of antihypertensive
medications in patients who are eligible
for tissue plasminogen activator when

their blood pressure is greater than 185
mm Hg/110 mm Hg and in other patients
when their blood pressure is above 220
mm Hg/120 mm Hg (Stroke 2007;38:
1655-711).

To determine if antihypertensive treat-
ment would benefit acute stroke patients
with an SBP greater than 160 mm Hg, Dr.
Potter and his colleagues randomized 179
patients to receive the B-blocker labetalol,
the ACE inhibitor lisinopril, or placebo.

The investigators enrolled patients old-

LYRICA® (PREGABALIN) CAPSULES@
BRIEF SUMMARY: For full prescribing information, see package insert.
INDICATIONS AND USAGE

LYRICA is indicated for:
e Management of neuropathic pain associated with diabetic peripheral neuropathy
¢ Management of postherpetic neuralgia
¢ Adjunctive therapy for adult patients with partial onset seizures
¢ Management of fibromyalgia

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

WARNINGS AND PRECAUTIONS

Angioedema There have been postmarketing reports of angioedema in patients during initial and
chronic treatment with LYRICA. Specific symptoms included swelling of the face, mouth (tongue, lips,
and gums), and neck (throat and larynx). There were reports of life-threatening angioedema with
respiratory compromise requiring emergency treatment. LYRICA should be discontinued immediately in
patients with these symptoms. Caution should be exercised when prescribing LYRICA to patients who
have had a previous episode of angioedema. In addition, patients who are taking other drugs
associated with angioedema (e.g., angiotensin converting enzyme inhibitors [ACE-inhibitors]) may be at
increased risk of developing angioedema. Hypersensitivity There have been postmarketing reports of
hypersensitivity in patients shortly after initiation of treatment with LYRICA. Adverse reactions included
skin redness, blisters, hives, rash, dyspnea, and wheezing. LYRICA should be discontinued immediately
in patients with these symptoms. Withdrawal of Antiepileptic Drugs (AEDs) As with all AEDs,
LYRICA should be withdrawn gradually to minimize the potential of increased seizure frequency in
patients with seizure disorders. If LYRICA is discontinued this should be done gradually over a minimum
of 1 week. Peripheral Edema LYRICA treatment may cause peripheral edema. In short-term trials of
patients without clinically significant heart or peripheral vascular disease, there was no apparent
association between peripheral edema and cardiovascular complications such as hypertension or
congestive heart failure. Peripheral edema was not associated with laboratory changes suggestive of
deterioration in renal or hepatic function. In controlled clinical trials the incidence of peripheral edema
was 6% in the LYRICA group compared with 2% in the placebo group. In controlled clinical trials, 0.5%
of LYRICA patients and 0.2% placebo patients withdrew due to peripheral edema. Higher frequencies
of weight gain and peripheral edema were observed in patients taking both LYRICA and a
thiazolidinedione antidiabetic agent compared to patients taking either drug alone. The majority of
patients using thiazolidinedione antidiabetic agents in the overall safety database were participants in
studies of pain associated with diabetic peripheral neuropathy. In this population, peripheral edema
was reported in 3% (2/60) of patients who were using thiazolidinedione antidiabetic agents only, 8%
(69/859) of patients who were treated with LYRICA only, and 19% (23/120) of patients who were on
both LYRICA and thiazolidinedione antidiabetic agents. Similarly, weight gain was reported in 0%
(0/60) of patients on thiazolidinediones only; 4% (35/859) of patients on LYRICA only; and 7.5% (9/120)
of patients on both drugs. As the thiazolidinedione class of antidiabetic drugs can cause weight gain
and/or fluid retention, possibly exacerbating or leading to heart failure, care should be taken when
co-administering LYRICA and these agents. Because there are limited data on congestive heart failure
patients with New York Heart Association (NYHA) Class 11l or IV cardiac status, LYRICA should be used
with caution in these patients. Dizziness and Somnolence LYRICA may cause dizziness and
somnolence. Patients should be informed that LYRICA-related dizziness and somnolence may impair
their ability to perform tasks such as driving or operating machinery [see Patient Counseling
Information]. In the LYRICA controlled trials, dizziness was experienced by 31% of LYRICA-treated
patients compared to 9% of placebo-treated patients; somnolence was experienced by 22% of LYRICA-
treated patients compared to 7% of placebo-treated patients. Dizziness and somnolence generally
began shortly after the initiation of LYRICA therapy and occurred more frequently at higher doses.
Dizziness and somnolence were the adverse reactions most frequently leading to withdrawal (4% each)
from controlled studies. In LYRICA-treated patients reporting these adverse reactions in short-term,
controlled studies, dizziness persisted until the last dose in 30% and somnolence persisted until the
last dose in 42% of patients. Weight Gain LYRICA treatment may cause weight gain. In LYRICA
controlled clinical trials of up to 14 weeks, a gain of 7% or more over baseline weight was observed in
9% of LYRICA-treated patients and 2% of placebo-treated patients. Few patients treated with LYRICA
(0.3%) withdrew from controlled trials due to weight gain. LYRICA associated weight gain was related
to dose and duration of exposure, but did not appear to be associated with baseline BMI, gender, or
age. Weight gain was not limited to patients with edema [see Warnings and Precautions]. Although
weight gain was not associated with clinically important changes in blood pressure in short-term
controlled studies, the long-term cardiovascular effects of LYRICA-associated weight gain are
unknown. Among diabetic patients, LYRICA-treated patients gained an average of 1.6 kg (range: -16 to
16 kg), compared to an average 0.3 kg (range: -10 to 9 kg) weight gain in placebo patients. In a cohort
of 333 diabetic patients who received LYRICA for at least 2 years, the average weight gain was 5.2 kg.
While the effects of LYRICA-associated weight gain on glycemic control have not been systematically
assessed, in controlled and longer-term open label clinical trials with diabetic patients, LYRICA
treatment did not appear to be associated with loss of glycemic control (as measured by HbA, . Abrupt
or Rapid Discontinuation Following abrupt or rapid discontinuation of LYRICA, some patients
reported symptoms including insomnia, nausea, headache, and diarrhea. LYRICA should be tapered
gradually over a minimum of 1 week rather than discontinued abruptly. Tumorigenic Potential In
standard preclinical in vivo lifetime carcinogenicity studies of LYRICA, an unexpectedly high incidence
of hemangiosarcoma was identified in two different strains of mice. The clinical significance of this
finding is unknown. Clinical experience during LYRICA's premarketing development provides no direct
means to assess its potential for inducing tumors in humans. In clinical studies across various patient
populations, comprising 6396 patient-years of exposure in patients >12 years of age, new or
worsening-preexisting tumors were reported in 57 patients. Without knowledge of the background
incidence and recurrence in similar populations not treated with LYRICA, it is impossible to know
whether the incidence seen in these cohorts is or is not affected by treatment. Ophthalmological
Effects In controlled studies, a higher proportion of patients treated with LYRICA reported blurred
vision (7%) than did patients treated with placebo (2%), which resolved in a majority of cases with
continued dosing. Less than 1% of patients discontinued LYRICA treatment due to vision-related events
(primarily blurred vision). Prospectively planned ophthalmologic testing, including visual acuity testing,
formal visual field testing and dilated funduscopic examination, was performed in over 3600 patients.
In these patients, visual acuity was reduced in 7% of patients treated with LYRICA, and 5% of placebo-
treated patients. Visual field changes were detected in 13% of LYRICA-treated, and 12% of placebo-
treated patients. Funduscopic changes were observed in 2% of LYRICA-treated and 2% of placebo-
treated patients. Although the clinical significance of the ophthalmologic findings is unknown, patients
should be informed that if changes in vision occur, they should notify their physician. If visual
disturbance persists, further assessment should be considered. More frequent assessment should be
considered for patients who are already routinely monitored for ocular conditions [see Patient
Counseling Information]. Creatine Kinase Elevations LYRICA treatment was associated with
creatine kinase elevations. Mean changes in creatine kinase from baseline to the maximum value were
60 U/L for LYRICA-treated patients and 28 U/L for the placebo patients. In all controlled trials across
multiple patient populations, 1.5% of patients on LYRICA and 0.7% of placebo patients had a value of
creatine kinase at least three times the upper limit of normal. Three LYRICA-treated subjects had

events reported as rhabdomyolysis in premarketing clinical trials. The relationship between these
myopathy events and LYRICA is not completely understood because the cases had documented factors
that may have caused or contributed to these events. Prescribers should instruct patients to promptly
report unexplained muscle pain, tenderness, or weakness, particularly if these muscle symptoms are
accompanied by malaise or fever. LYRICA treatment should be discontinued if myopathy is diagnosed or
suspected or if markedly elevated creatine kinase levels occur. Decreased Platelet Count LYRICA
treatment was associated with a decrease in platelet count. LYRICA-treated subjects experienced a
mean maximal decrease in platelet count of 20 x 10%/uL, compared to 11 x 10%/pL in placebo patients. In
the overall database of controlled trials, 2% of placebo patients and 3% of LYRICA patients experienced
a potentially clinically significant decrease in platelets, defined as 20% below baseline value and
<150 x 10°/uL. A single LYRICA treated subject developed severe thrombocytopenia with a platelet
count less than 20 x 10%/pL. In randomized controlled trials, LYRICA was not associated with an increase
in bleeding-related adverse reactions. PR Interval Prolongation LYRICA treatment was associated
with PR interval prolongation. In analyses of clinical trial ECG data, the mean PR interval increase was
3-6 msec at LYRICA doses =300 mg/day. This mean change difference was not associated with an
increased risk of PR increase >25% from baseline, an increased percentage of subjects with
on-treatment PR >200 msec, or an increased risk of adverse reactions of second or third degree
AV block. Subgroup analyses did not identify an increased risk of PR prolongation in patients with
baseline PR prolongation or in patients taking other PR prolonging medications. However, these
analyses cannot be considered definitive because of the limited number of patients in these categories.

ADVERSE REACTIONS
Clinical Trials Experience Because clinical trials are conducted under widely varying conditions,
adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to rates in
the clinical trials of another drug and may not reflect the rates observed in practice. In all controlled and
uncontrolled trials across various patient populations during the premarketing development of LYRICA,
more than 10,000 patients have received LYRICA. Approximately 5000 patients were treated for
6 months or more, over 3100 patients were treated for 1 year or longer, and over 1400 patients were
treated for at least 2 years. Adverse Reactions Most Commonly Leading to Discontinuation in All
Premarketing Controlled Clinical Studies In premarketing controlled trials of all populations combined,
14% of patients treated with LYRICA and 7% of patients treated with placebo discontinued prematurely
due to adverse reactions. In the LYRICA treatment group, the adverse reactions most frequently leading
to discontinuation were dizziness (4%) and somnolence (3%). In the placebo group, 1% of patients
withdrew due to dizziness and <1% withdrew due to somnolence. Other adverse reactions that led to
discontinuation from controlled trials more frequently in the LYRICA group compared to the placebo
group were ataxia, confusion, asthenia, thinking abnormal, blurred vision, incoordination, and peripheral
edema (1% each). Most Common Adverse Reactions in All Premarketing Controlled Clinical Studies In
premarketing controlled trials of all patient populations combined, dizziness, somnolence, dry mouth,
edema, blurred vision, weight gain, and "thinking abnormal" (primarily difficulty with
concentration/attention) were more commonly reported by subjects treated with LYRICA than by
subjects treated with placebo (>5% and twice the rate of that seen in placebo). Controlled Studies with
Neuropathic Pain Associated with Diabetic Peripheral Neuropathy Adverse Reactions Leading to
Discontinuation In clinical trials in patients with neuropathic pain associated with diabetic peripheral
neuropathy, 9% of patients treated with LYRICA and 4% of patients treated with placebo discontinued
prematurely due to adverse reactions. In the LYRICA treatment group, the most common reasons for
discontinuation due to adverse reactions were dizziness (3%) and somnolence (2%). In comparison, <1%
of placebo patients withdrew due to dizziness and somnolence. Other reasons for discontinuation from
the trials, occurring with greater frequency in the LYRICA group than in the placebo group, were
asthenia, confusion, and peripheral edema. Each of these events led to withdrawal in approximately 1%
of patients. Most Common Adverse Reactions Table 1 lists all adverse reactions, regardless of causality,
occurring in >1% of patients with neuropathic pain associated with diabetic neuropathy in the
combined LYRICA group for which the incidence was greater in this combined LYRICA group than in the
placebo group. A majority of pregabalin-treated patients in clinical studies had adverse reactions with
a maximum intensity of "mild" or "moderate”.
Table 1 Treatment-emergent adverse reaction incidence in controlled trials in Neuropathic
Pain Associated with Diabetic Peripheral Neuropathy (Events in at least 1% of all LYRICA-
treated pati and at least numerically more in all LYRICA than in the placebo group)

75 mg/d 150mg/d  300mg/d 600mg/d  AllPGB*  Placeho
Body System [N=77] [N=212] [N=321] [N=369] [N=979]  [N=459]

- Preferred term % % % % % %
Body as a whole
Asthenia 4 2 4 7 5 i
Accidental injury 5 2 2 6 4 3
Back pain 0 2 1 2 2 0
Chest pain 4 1 1 2 2 1
Face edema 0 1 1 2 1 0
Digestive system
Dry mouth 3 2 5 7 5 1
Constipation 0 2 4 6 4 2
Flatulence 3 0 2 3 1
Metabolic and

nutritional disorders
Peripheral edema
Weight gain
Edema
Hypoglycemia
Nervous system
Dizziness
Somnolence
Neuropathy
Ataxia
Vertigo
Confusion
Euphoria
Incoordination
Thinking abnormal®
Tremor
Abnormal gait
Amnesia
Nervousness
Respiratory system
Dyspnea 3 0 2 2 2
Special senses
Blurry vision® 3 1 3 6 4 2
Abnormal vision 1 0 1 1 1 0

*PGB: pregabalin
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er than 18 years with a stroke onset with-
in 36 hours and stroke symptoms lasting
more than 60 minutes. The patients had
not previously been taking antihyper-
tensive medications and had undergone
neuroimaging within 72 hours of stroke
onset.

CT scans revealed that about 60% of pa-
tients in all groups had an ischemic stroke
and about 15% had a primary intracerebral
hemorrhage. No relevant abnormality
could be seen in the other 25%.

The patients in all groups had a mean
National Institutes of Health Stroke Sever-
ity score of 11. More than 90% of the pa-
tients had no history of stroke or transient

ischemic attack. Nearly half of the patients
in all groups were dysphagic.

After randomization, patients who
could swallow oral medications received 5
mg lisinopril, 50 mg labetalol, or oral
placebo. If after 4 hours, their SBP had not
dropped to a target range of 145-155 mm
Hg or decreased by at least 15%, the in-
vestigators gave another round of the
same doses. If necessary, this was repeat-
ed at 8 hours. During the next 13 days, pa-
tients received 5-15 mg lisinopril, 50-150
mg labetalol, or placebo.

For dysphagic patients, the investigators
combined sublingual lisinopril with an in-
travenous placebo, oral labetalol with sub-
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lingual placebo, or sublingual and intra-
venous placebos. Between days 1 and 5,
dysphagic patients were switched to oral
medications or received their medications
through a nasogastric or percutaneous en-
doscopic gastrostomy tube. Lisinopril is
not approved for use as a sublingual prepa-
ration, Dr. Potter noted.

Although the active treatment groups
had a significantly greater mean decline in
SBP than did placebo-treated patients
within the first 24 hours (21 mm Hg vs. 11
mm Hg) and at 2 weeks (31 mm Hg vs. 24
mm Hg), there was no difference between
the treatment groups in the rate of death
and dependency at 2 weeks (61% vs. 59%).

Patients who received labetalol or
lisinopril reached the target SBP out-
comes in significantly higher proportions
than did placebo-treated patients at 4 and
8 hours after stroke, but not at 24 hours.
There were no differences in neurologic
status between the groups at 72 hours af-
ter stroke.

However, patients who received place-
bo had a 2.2 times higher risk of dying by
3 months than did actively treated pa-
tients, based on 12 deaths in the placebo
group and 11 deaths in the active treat-
ment groups, Dr. Potter said at the con-
ference, which was sponsored by the
American Stroke Association. =

"Thinking abnormal primarily consists of events related to difficulty with concentration/attention but also
includes events related to cognition and language problems and slowed thinking.
*Investigator term; summary level term is amblyopia.

Controlled Studies in Postherpetic Neuralgia Adverse Reactions Leading to Discontinuation In clinical
trials in patients with postherpetic neuralgia, 14% of patients treated with LYRICA and 7% of patients treated with
placebo discontinued prematurely due to adverse reactions. In the LYRICA treatment group, the most common
reasons for discontinuation due to adverse reactions were dizziness (4%) and somnolence (3%). In comparison,
less than 1% of placebo patients withdrew due to dizziness and somnolence. Other reasons for discontinuation
from the trials, occurring in greater frequency in the LYRICA group than in the placebo group, were confusion (2%),
as well as peripheral edema, asthenia, ataxia, and abnormal gait (1% each). Most Common Adverse Reactions
Table 2 lists all adverse reactions, regardless of causality, occurring in >1% of patients with neuropathic pain
associated with postherpetic neuralgia in the combined LYRICA group for which the incidence was greater in this
combined LYRICA group than in the placebo group. In addition, an event is included, even if the incidence in the all
LYRICA group is not greater than in the placebo group, if the incidence of the event in the 600 mg/day group is
more than twice that in the placebo group. A majority of pregabalin-treated patients in clinical studies had adverse
reactions with a maximum intensity of "mild" or "moderate”.

Table 2 Treatment-emergent adverse event incidence in controlled trials in Neuropathic Pain
Associated with Postherpetic Neuralgia (Events in at least 1% of all LYRICA-treated patients and
at least numerically more in all pregabalin than in the placebo group)

75mg/d 150mg/d  300mg/d 600mg/d  AllPGB*  Placebo

Body System [N=84] [N=302] [N=312]  [N=154] [N=852] [N=398]
- Prefi | term % % % % % %
Body as a whole

Infection 1

Headache

Pain

Accidental injury

Flu syndrome

Face edema
Digestive system

Dry mouth

Constipation

Flatulence

\omiting
Metabolic and
nutritional disorders

Peripheral edema

Weight gain 1 2 5 7 4

Edema 0 1 2 6 2
Musculoskeletal
system

Myasthenia
Nervous system

Dizziness

Somnolence

Ataxia

Abnormal gait

Confusion

Thinking abnormal

Incoordination

Amnesia

Speech disorder
Respiratory system

Bronchitis
Special senses

Blurry vision'

Diplopia

Abnormal vision

Eye disorder
Urogenital system

Urinary

incontinence 0 1 1 2 1 0

*PGB: pregabalin

" Thinking abnormal primarily consists of events related to difficulty with concentration/attention but also
includes events related to cognition and language problems and slowed thinking.

*Investigator term; summary level term is amblyopia.

Controlled Add-On Studies in Adjunctive Therapy for Adult Patients with Partial Onset Seizures
Adverse Reactions Leading to Discontinuation Approximately 15% of patients receiving LYRICA and
6% of patients receiving placebo in add-on epilepsy trials discontinued prematurely due to adverse
reactions. In the LYRICA treatment group, the adverse reactions most frequently leading to
discontinuation were dizziness (6%), ataxia (4%), and somnolence (3%). In comparison, <1% of
patients in the placebo group withdrew due to each of these events. Other adverse reactions that led
to discontinuation of at least 1% of patients in the LYRICA group and at least twice as frequently
compared to the placebo group were asthenia, diplopia, blurred vision, thinking abnormal, nausea,
tremor, vertigo, headache, and confusion (which each led to withdrawal in 2% or less of patients).
Most Common Adverse Reactions Table 3 lists all dose-related adverse reactions occurring in at least
2% of all LYRICA-treated patients. Dose-relatedness was defined as the incidence of the adverse
event in the 600 mg/day group was at least 2% greater than the rate in both the placebo and 150
mg/day groups. In these studies, 758 patients received LYRICA and 294 patients received placebo for
up to 12 weeks. Because patients were also treated with 1 to 3 other AEDs, it is not possible to
determine whether the following adverse reactions can be ascribed to LYRICA alone, or the
combination of LYRICA and other AEDs. A majority of pregabalin-treated patients in clinical studies
had adverse reactions with a maximum intensity of "mild" or "moderate”.

Table 3 Dose-related treatment-emergent ad incidence in trials in
adjunctive therapy for adult patients with partial onset seizures (Events in at least 2% of all LYRICA-
treated patients and the adverse reaction in the 600 mg/day group was 2% the rate in both the
placebo and 150 mg/day groups)
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150 mg/d 300 mg/d 600 mg/d All PGB* Placebo
Body System [N=185] [N=90] [N=395] [N=670]" [N=294]
- Preferred term % % % % %
Body as a whole
Accidental injury 7 " 10 9 5
Pain 3 2 5 4 3

Digestive system
Increased appetite 2 3 6 5 1
Dry mouth 1 2 6 4 1
Constipation 1 1 7 4 2

Metabolic and

nutritional disorders
Weight gain 5 7 16 12 1
Peripheral edema 3 3 6 5

Nervous system
Dizziness 18 31 38 2 11
Somnolence " 18 28 2 11
Ataxia 6 10 20 15 4
Tremor 3 7 1 8 4
Thinking abnormal* 4 8 9 8 2
Amnesia 3 2 6 5 2
Speech disorder 1 2 7 5 1
Incoordination 1 3 6 4 1
Abnormal gait 1 3 5 4 0
Twitching 0 4 5 4 1
Confusion 1 2 5 4 2
Myoclonus 1 0 4 2 0

Special senses
Blurred vision® 8 12 10 4
Diplopia 5 7 12 9 4
Abnormal vision 3 1 5 4 1

*PGB: pregabalin

" Excludes patients who received the 50 mg dose in Study E1 (included in full prescribing information).

* Thinking abnormal primarily consists of events related to difficulty with concentration/attention but also includes
events related to cognition and language problems and slowed thinking.

* Investigator term; summary level term is amblyopia.

Controlled Studies with Fibromyalgia Adverse Reactions Leading to Discontinuation In clinical trials
of patients with fibromyalgia, 19% of patients treated with pregabalin (150-600 mg/day) and 10% of
patients treated with placebo discontinued prematurely due to adverse reactions. In the pregabalin
treatment group, the most common reasons for discontinuation due to adverse reactions were dizziness
(6%) and somnolence (3%). In comparison, <1% of placebo-treated patients withdrew due
to dizziness and somnolence. Other reasons for discontinuation from the trials, occurring with greater
frequency in the pregabalin treatment group than in the placebo treatment group, were fatigue,
headache, balance disorder, and weight increased. Each of these adverse reactions led to withdrawal
in approximately 1% of patients. Most Common Adverse Reactions Table 4 lists all adverse reactions,
regardless of causality, occurring in >2% of patients with fibromyalgia in the ‘all pregabalin’ treatment
group for which the incidence was greater than in the placebo treatment group. A majority of
pregabalin-treated patients in clinical studies experienced adverse reactions with a maximum intensity
of "mild" or ‘moderate".

Table 4 Treatment-emergent ad r ion in in controlled trials in Fibromyalgia
(Events in at least 2% of all LYRICA-treated patients and occurring more frequently in the all
pregabalin-group than in the placebo treatment group)

i

SystemOrgan  150mg/d 300mg/d 450mg/d 600mg/d  AllIPGB*  Placebo
Class [N=132]  [N=502] [N=505] [N=378] [N=1517] [N=505]
- Preferred term % % % % % %
Ear and Labyrinth Disorders

Vertigo 2 2 2 1 2 0
Eye Disorders

Vision blurred 8 7 7 12 8 1
Gastrointestinal Disorders

Dry mouth 6 9 9 8 2

Constipation 4 4 7 10 7 2
Vomiting 2 3 3 2 3 2

Flatulence 1 1 2 2 2 1
Abdominal distension 2 2 2 2 2 1
General Disorders and Administrative Site Conditions

Fatigue 7 8 7 4

Edema peripheral 5 5 6 9 6 2

Chest pain 2 1 1 2 2 1

Feeling abnormal 1 3 2 2 2 0

Edema 1 2 1 2 2 1

Feeling drunk 1 2 1 2 2 0
Infections and Infestations

Sinusitis 4 5 7 5 5 4
Investigations

Weight increased 8 10 10 14 " 2
Metabolism and Nutrition Disorders

Increased appetite 4 3 5 7 5 1

Fluid retention 2 3 3 2 2 1
M loskeletal and C tive Tissue Disorders

Arthralgia 4 3 3 6 4 2

Muscle spasms 2 4 4 4 4 2

Back pain 2 3 4 3 3 3
Nervous System Disorders

Dizziness 23 31 43 45 38 9

Somnolence 13 18 22 22 20 4

Headache " 12 14 10 12 12

Disturbance in 4 4 6 6 5 1

attention

Balance disorder 2 3 6 9 5 0

Memory impairment 1 3 4 4 3 0

Coordination abnormal 2 1 2 2 2 1

Hypoaesthesia 2 2 3 2 2 1

Lethargy 2 2 1 2 2 0

Tremor 0 1 3 2 2 0
Psychiatric Disorders

Euphoric Mood 2 5 6 7 6 1

Confusional state 0 2 3 4 3 0

Anxiety 2 2 2 2 2 1

Disorientation 1 0 2 1 2 0





