INFORMATION FOR AUTHORS

The Canadian Journal of Neurological Sciences publishes original articles
in neurology, neurosurgery and basic neurosciences. Manuscripts are
considered for publication with the understanding that they, or the essence
of their content, have not been published elsewhere except in abstract
form and are not under simultaneous consideration by another journal. A
cover letter that states the above must accompany the submission. Articles
undergo peer review. Manuscripts should be submitted to: Douglas
Zochodne, M.D., Editor, Canadian Journal of Neurological Sciences,
7015 Macleod Trail SW, Suite 709, Calgary, AB, Canada T2H 2K6

Manuscript Preparation via Regular Mail

» Submit five high quality copies of the manuscript and original
illustrations. Papers will be accepted in English or French. Text should be
formatted in Microsoft Word (saved as RFT files) or Quark Xpress.
Manuscripts must be double spaced throughout including references,
tables and legends for illustrations. Margins of at least 25mm should be
left on all sides.

« After a paper has been reviewed, the author will be requested to submit
four copies of the revised manuscript, including illustrations. Supply a
CD containing the article saved in an RTF format. Identify clearly first
author’s name, file name, word processing program and version, and
system (i.e. PC or Mac). Clearly indicate the order and importance of
headings.

* For detailed instructions regarding style and layout refer to “Uniform
requirements for manuscripts submitted to biomedical journals”. Copies
of this document may be obtained on the website www.icmje.org, but the
main points are summarized here. Articles should be submitted under
conventional headings of introduction, methods and materials, results,
discussion, but other headings will be considered if more suitable.
Clinical trials must be reported in Consort format (www.cjns.org). Pages
of text should be numbered consecutively.

Manuscript Preparation via Electronic Mail

* Electronic submission is now available. Papers will be accepted in
English or French. Text should be formatted in Microsoft Word (saved as
RFT files) or Quark Xpress. Store illustrations as separate files - do NOT
integrate them into your text. Export line drawings/vector graphics as TIF,
or EPS format. Use Photoshop for processing and retouching scanned
half-tone images. Save the original scan and the processed version.
Export black and white or colour images as TIF or EPS format in their
anticipated size in print. Do NOT send pictures embedded in a Word
document.

* Papers will be accepted in English or French. Manuscripts must be
double spaced throughout including references, tables and legends for
illustrations. Margins of at least 25mm should be left on all sides.

* Scanned line drawings must be digitalized with a resolution of at least
800, better 1000 dpi (dots per inch) after scaling.

* Clearly label name and address of corresponding author. Set up a folder
with all files and label as Journal Submission, attach and submit to
address below.
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* Scanned half-tone images should be digitalized with a final resolution of
at least 300 dpi, a 12 bit grayscale accuracy and a density range of 2.8.
Screen values must lie between 5% and 95%. Scanned color illustrations
must be digitalized in RGB mode with a resolution of at least 300 dpi, a
32 bit accuracy and a density range of 2.8,

To Submit Manuscripts Electronically:

authorsubmission @cjns.org

« A title page should identify the title of the article which should be no
more than 80 characters including spaces; name of institution(s) from
which the work originated; and the name, address, telephone, and fax
number of the corresponding author.

* Abstract Original Articles should be accompanied by an abstract of 250
words or less on a separate page, preferably in English and French,
although the Journal will provide translation if required. Abstracts of
original articles should consist of four paragraphs headed: Background
(or objective), Methods, Results and Conclusions. Review articles should
be accompanied by an abstract of 150 words or less.

* Acknowledgements including recognition of financial support should be
typed on a separate page at the end of the text.

* The SI system (systeme international d’unités) should be used in
reporting all laboratory data, even if originally reported in another system.
An Ethics approval statement must be provided, if applicable.
Temperatures are reported in degrees celsius. English language text may
use either British or American spelling, but should be consistent
throughout.

¢ References should be numbered in the order of their citation in the text.
Those cited only in tables and legends for illustrations are numbered
according to the sequence established by the first identification in the text
of a particular table or illustration. Titles of journals should be
abbreviated according to the style used in Index Medicus. References
should list the names of up to six authors; if there are more, cite the first
six, then ef al. Provide the full title, year of publication, volume number
and inclusive pagination for journal articles. For any reference cited as “in
press”, five copies of the article must accompany the author’s manuscript.
Do not reference unpublished or “submitted” papers; these can be
mentioned in the body of the text and authors must provide five copies of
“submitted” manuscripts. Avoid “personal communications” and, if
necessary, include them in the body of the text, not among the references.
Reference citations should not include unpublished presentations or other
non-accessible material. Books or chapter references should also include
the place of publication and the name of the publisher. Examples of
correct forms of reference follow:

Journals

Rose ME, Huerbin MB, Melick J, Marion DW, Palmer AM, Schiding
JK, et al. Regulation of interstitial excitatory amino acid concentrations
after cortical contusion injury. Brain Res. 2002;935(1-2):40-6.

Chapter in a book

Meltzer PS, Kallioniemi A, Trent JM. Chromosome alterations in
human solid tumors. In: Vogelstein B, Kinzler KW, editors. The genetic
basis of human cancer. New York: McGraw-Hiil; 2002. p. 93-113.
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(continued)

* [lHlustrations (regular mail) Submit five original sets of illustrations. We
will not return illustrations; therefore, authors should keep negatives for
all photographs. Submit high quality glossy black and white photographs
preferably 127 x 173 mm (5" x 7"). This includes graphs and diagrams.
Do NOT send photocopies of illustrations. Original artwork and
radiographs should not be submitted. The additional cost of coloured
illustrations must be borne by the author; quotations are available upon
request from the Journal office. Identify each figure with a label at the
back indicating top, figure number and first author. Letters and arrows
applied to the figures to identify particular findings should be
professional appliques suitable for publication. Photomicrographs should
include a calibration bar with a scale indicated on the figure or in the
legend. Legends for illustrations should be typed on a separate page from
the illustrations.

¢ Tables Type tables double-spaced on pages separate from the text.
Provide a table number and title for each. Particular care should be taken
in the preparation of tables to ensure that the data are presented clearly
and concisely. Each column should have a short or abbreviated heading.
Place explanatory matter in footnotes, not in the heading. Do not submit
tables as photographs.

* Review articles on selected topics are also published. They are usually

invited, but unsolicited reviews will be considered.

¢ Letters to the Editor concerning matters arising in recent articles are
welcome. Letters should be limited to two double-spaced pages and may
include one illustration and a maximum of four references.

¢ Permissions and Releases Any non-original material (quotations,
tables, figures) must be accompanied by written permission from the
author and the copyright owner to reproduce the material in the Journal.
Permission must be for print and electronic media. Photographs of
recognizable persons must be accompanied by a signed release from the
legal guardian or patient authorizing publication. Case reports should
include signed consent from the patient being reported.

« Conflict of Interest Authors who have non-scientific or non-academic
gain whether it be financial or other from publishing their article are
responsible for declaring it to the Editor. Any financial interest, research
grant, material support, or consulting fee associated with the contents of
the manuscript must be declared to the Editor. These guidelines apply to
each author and their immediate families. Conflicts of interest are not
necessarily wrong nor do they necessarily change the scientific validity
of research or opinion, but the Journal and readers should be aware of the
conflict. If the Editor considers the conflict to compromise the validity of
the paper, it will not be accepted for publication. Authors, editorial staff
and reviewers are asked to declare any relationship that would be
considered as a conflict of interest whether or not they believe that a
conflict actually exists. Information that the Journal receives about
conflict or potential conflict will be kept confidential unless the Editor or
Associate Editor considers it to be important to readers. Such conflicts
will be published in the author credits or as a footnote to the paper, with
knowledge of the authors.

The Benefits of Becoming a Reviewer:

o Credits towards your Maintenance of Certification.

Make a difference to your profession and become a CJNS reviewer

"I'he Canadian Journal of Neurological Sciences (CINS) is always looking for talented and skilled reviewers to
submit timely and high quality reviews of manuscripts. Without these volunteers, the journal cannot maintain a
steady stream of high quality, informational articles relevant to rcaders.

Reviewing for CINS supports Canadian clinical ncurosciences. Make it your top referecing priority.

* An annual record of all your refereeing contributions for academic promotional purposes.

¢ Your name included in the “Thank you to Reviewers” list in the February issue of CINS.

¢ Eligibility for the “Distinguished Reviewer of the Year” award, recognizing extensive, timely and high quality reviews.
¢ Reviewers who regularly contribute to the CINS are considered for the editorial board.

¢ Serving as a CJNS reviewer supports your journal and Canadian clinical neurosciences.

Please email journal@cins.org. Include your name, address, and area(s) of expertise and a CJNS representative will contact you.
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Table 1.3: Adverse events reported in at least 2% of patients with Alzheimer's dissase
administared REMINYL and at a frequency greater than with placebo (combined 1- and
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“LIPITOR* (atorvastatin caicium) 10 mg, 20 mg, 40 mg and 80 mg tablets

THERAPEUTIC CLASSIFICATION: Lipid Metabolism Regulator

ACTIONS AND CLINICAL PHARMACOLOGY

Please refer to the Product Monograph for complete ACTIONS AND CLINICAL PHARMACOLOGY information.

INDICATIONS AND CLINICAL USE

Hypercholesterolemia

LIPITOR {(atorvastatin calcium) is indicated as an adjunct to lifestyle changes, including diet (at least equivalent to the Adult
Treatment Panel Il (ATP Il TLC diet), for the reduction of elevated total cholesterol (total-C), LDL-C, TG and apolipoprotein B
{apo B) in hyperlipidemic and dyslipidemic conditions, when response to diet and other nonpharmacological measures aione
has been inadequats, including:

Primary hypercholesterolemia (Type lla); Combined {mixed) hyperlipidemia (Type IIb), including familial combined
hyperlipidemia, regardless of whether cholesterol or triglycerides are the lipid abnormality of concern; Dysbetalipoproteinemia
(Type IIl); Hypertriglyceridemia (Type IV); Familial hyperchelesterolemia {homozygous and heterozygous). For homozygous
familial hypercholesterolemia, LIPITOR should be used as an adjunct fo treatments such as LDL apheresis, or as monotherapy
it such treatments are not available; an adjunct to diet to reduce total-C, LDL-C, and apo B levels in boys and postmenarchal
girls, 10 to 17 years of age with heterozygous familial hypercholesterolemia, if after an adequate trial of diet therapy the
following findings are still present:
a. LDL-C remains >4.9 mmol/L (190 mg/dL) or
b, LBL-C remains 24.1 mmol/L. (160 mg/dL) and:
 there iS a positive family history of premature cardiovascular disease or
* two or more other CVD risk factors are present in the pediatric patient

LIPITOR also raises HDL-cholesterol and therefore lowers the LDL-C/HDL-C and total-C/HDL-C ratios in patients with primary
hyperchalesteralemia and combined (mixed hyperlipidemia (Fredrickson Type lla and b dyslipidemia). I pooted data from
24 controlled clinical trials, LIPITOR raised HDL-C levels 5%-7% in primary hypercholesterolemic (Type lla) patients and
10%-15% in mixed (Type IIb) dystipidemic patients.

In clinicat trials, LIPITOR (10 to 80 mg/day) significantly improved lipid profiles in patients with a wide variety of hyperlipidemic
and dyslipidemic conditions. In 2 dose-response studies in mildly to moderately hyperlipidemic patients (Fredrickson Types lla and
i), LIPITOR reduced the levels of total cholesterol (23-45%), LDL-C {39-60%), apo B (32-50%), TG {19-37%), and increased
high density lipoprotein cholesterol (HDL-C) levels (5-9%). Comparable responses were achieved in patients with heterozygous
familial hypercholesterolemia, non-familial forms of hyperchotesterolemia, combined hyperlipidemia, including familial combined
hyperlipidemia and patients with non-insulin dependent diabetes mellitus. In patients with hypertriglyceridemia (Type IV), LIPITOR
(10 to 80 mq daily} reduced TG (25-56%) and LDL-C levels {23-40%). LIPITOR has not been studied in conditions where the
major abnormality is elevation of chylomicrons (TG levels >11 mmal/L), ie., Types | and V.

in an open-label study in patients with dysbetalipoproteinemia (Type Ill), LIPITOR (10 to 80 mg daily) reduced total-C
(40-57%), TG (40-56%) and IDL-C + YLDL-C levels (34-58%).

In an open-label study in patients with homozygous familial hypercholesterclemia (FH), LIPITOR (10 to 80 mg daily) reduced
mean LOL-C levels (22%). In a pilot study, LIPITOR 80 mg/day showed a mean LDL-C lowering of 30% for patients not on
plasmapheresis and of 31% for patients who continued plasmapheresis. A mean LDL-C lowering of 35% was observed in
receptor defective patients and of 19% in receptor negative patients.

Prior to initiating therapy with LIPITOR, secondary causes should be excluded for elevations in plasma fipid levels (e.g., poorly
controlled diabetes mellitus, hypothyroidism, nephrotic syndrome, dysproteinemias, obstructive liver disease and alcoholism),
and a lipid profile performed to measure total cholesterol, LDL-C, HDL-C and TG. For patients with TG <4.52 mmol/L
{<400 mg/dL), LDL-C can be estimated using the following equation

LOL-C (mmol/) = total-C - [{0.37 x (TG) + HDL-C}]

LDL-C (mg/dL) = total-C - [(0.2 x (TG) + HOL-C}]'

For patients with TG levels >4.52 mmol/L (400 mg/dL), this equation is less accurate and LDL-C concentrations should be
measured directly or by ultracentrifugation.

Patients with high or very high trigiyceride levels, i.e., >2.2 mmol/L (200 mg/dL) or >5.6 mmol/L (500 mg/dL), respectively,
may require triglyceride-lowering therapy (fenofibrate, bezafibrate or nicotinic acid) afone or in combination with LIPITOR.

In general, combination therapy with fibrates must be undertaken cautiously and only after risk-benefit analysis
{see WARNINGS - Muscle Effects; PRECAUTIONS - Pharmacokinetic interaction Studies and Potential Drug
Interactions).

Elevated serum triglycerides are most often observed in patients with the metabolic syndrome (abdominal obesity, atherogenic
dyslipidemia [elevated trigiycerides, small dense LDL particles and low HDL-cholesterol], insulin resistance with or without
glucose intolerance, raised blood pressure and prothrombic and proinflammatory states}

{For the treatment of specific dysfinidemias, refer to the Report of the Canadian Warking Graup an Hyperchalesteralemia and
Other Dyslipidemias or to the US NCEP Expert Panet on Detection, Evaluation and Treatment of High Blood Chelesterol in Adults
[Adult Treatment Parel IIfl, under REFERENCES).

When drugs are prescribed, attention to therapeutic lifestyle changes (reduced intake of saturated fats and cholesterol, weight
reduction, increased physical activity, ingestion of soluble fibres} should always be maintained and reinforced.

Prevention of Cardiovascular Disease

LIPITOR is indicated to reduce the risk of myocardial infarction in adult hypertensive patients without clinically evident coronary
heart disease, but with at least 3 additional risk factors for coronary heart disease such as: age 255 years, male sex, smoking,
type 2 diabetes, left ventricular hypertrophy, other specified abnormalities on ECG, microalbuminuria or proteinuria, ratio of
plasma total cholesterol to HDL-C 26 or premature family history of coronary heart disease.

LIPITOR is also indicated to reduce the risk of myocardial infarction and stroke in adult patients with type 2 diabetes mellitus and
hypertension without clinically evident coronary heart disease, but with other risk factors such as age 255 years, retinopathy,
albuminuria or smoking.

CONTRAINDICATIONS
Hypersensitivity to any component of this medication.

Active liver disease or unexplained persistent elevations of serum transaminases exceeding 3 times the upper limit of normal
{sce WARNINGS).

Pregnancy and nursing women: Cholesterol and other products of cholesterol biosynthesis are essential companents for fetal
development {including synthesis of stercids and celt membranes). LIPITOR should be administered to women of childbearing
age only when such patients are highly unlikely to conceive and have been informed of the possible harm. If the patient
becomes pregnant white taking LIPITOR, the drug should be discontinued immediately and the patient apprised of the potential
harm 1o the fetus. Atherasclerosis being a chronic process, discontinuation of lipid metabolism regulating drugs during
pregnancy should have little impact on the outcome of long-term therapy of primary hypercholesterolemia (see
PRECAUTIONS - Use in Pregnancy, Use in Nursing Mothers),

WARNINGS

Pharmacokinetic Interaction:

The use of HMG-CoA reductase inhibitors has been associated with severe myopathy, including rhabdomyolysis, which may

be more frequent when they are co-administered with drugs that inhibit the cytochrome P-450 enzyme system. Atorvastatin

is metabolized by cytochrome P-450 isoform 3A4 and as such may interact with agents that inhibit this enzyme (see

WARNINGS — Muscle Effects; PRECAUTIONS — Pharmacokinetic Interaction Studies and Potential Drug Interactions,
Y P-450- i

Muscle Effects

Effects on skeletal muscle such as myalgia, myopathy and very rarely, thabdomyolysis have been reported in patients treated

with LIPITOR. Very rare cases of rhabdomyolysis with acute renal failure secondary to myoglobinuria, have been

reported with LIPITOR and other HMG-CoA reductase inhibitors.
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Myopathy, defined as muscle pain or muscle weakness in conjunction with increases in creatine kinase (CK) values 1o >10
times the upper limit of normal, should be considered in any patient with diffuse myalgia, muscle tendemess or weakness,
and/or marked elevation of CK. Patients should be advised to report promptly any unexplained muscle pain, tenderess or
weakness, particularly if accompanied by malaise or fever. Patients who develop any signs or symptoms suggestive of
myopathy should have their CK levels measured. LIPITOR therapy should be discontinued if markedly elevated CK levels are
measured or myopathy is diagnosed or suspected.

Factors for Myopathy/Rhabdomyolysis: LIPITOR, as with other HMG-CoA reductase inhibitors, should be
prescnbed with caution in patients with predisposing factars for myopathy/thabdomyolysis. Such factors include:

Personal or family Nistory of hereditary muscular disorders; Previous history of muscle toxicity with another HMG-CoA
reductase inhibitor; Concomitant use of a fibrate or niacin; Hypothyroidism; Alcohol abuse; Excessive physicat exercise;
Age >70 years; Renal impairment; Hepatic impairment; Diabetes with hepatic fatty change; Surgery and trauma; Frailty;
Situations where an increase in plasma levels of active ingredient may occur.

LIPITOR therapy should be temporarily withheld or discontinued in any patient with an acute serious condition suggestive of
myopathy or having a risk factor predisposing to the development of renal failure secondary to rhabdomyolysis (such as sepsis,
severe acute infection, hypotension, major surgery, trauma, severe metabelic, endocrine and electrolyte disorders and
uncontrolied seizures).

LIPITOR therapy should be discontinued if markedly elevated CPK levels occur or myopathy is diagnosed or suspected. The risk
of myopathy and rhabdomyolysis during treatment with HMG-CoA reductase inhibitors is increased with concurrent administration
of cyclosporin, fibric acid derivatives, erythromycin, clarithromycin, niacin (nicotinic acid), azole antifungals or nefazodone. As
there is no experience to date with the use of LIPITOR given concurrently with these drugs, with the exception of pharmacokinetic
studies conducted in healthy subjects with erythromycin and clarithromycin, the benefits and risks of such combined therapy
should be carefully considered (see PRECAUTIONS - Pharmacokinetic Interaction Studies and Potential Drug Interactions).
Hepatic Effects

In clinical trials, persistent increases in serum transaminases >3 times the upper limit of normal occurred in <1% of patients
who received LIPITOR. When the dosage of LIPITOR was reduced, or when drug treatment was interrupted or discontinued,
serum transaminase levels returned to pretreatment fevels. The increases were generally not associated with jaundice or other
clinical signs or symptoms. Most patients continued treatment with a reduced dose of LIPITOR without clinical sequelae.
Liver function tests should be performed before the initiation of treatment, and periodically thereater. Special attention should
be paid to patients who develop elevated serum transaminase levels, and in these patients measurements should be repeated
promptly and then performed more frequently.

if i in alanine (ALT) or aspartate aminotransferase (AST) show evidence of
progression, particularly if they rise to >3 times the upper limit of normal and are persistent, the dosage should
be reduced or the drug discontinued,

LIPITOR, as well as other HMG-CoA reductase inhibitors, should be used with caution in patients who consume
substantial quantities of alcohol and/or have a past history of liver disease. Active liver disease or unexplained
transaminase elevations are contraindications to the use of LIPITOR,; if such a condition should develop during therapy, the
drug should be discontinued.

PRECAUTIONS

General

Before instituting therapy with LIPITOR (atorvastatin calcium), an attempt should be made to control elevated serum lipoprotein
levels with appropriate diet, exercise, and weight reduction in overweight patients, and to treat other underlying medical
problems (see INDICATIONS AND CLINICAL USE). Patients shoutd be advised to inform subseguent physicians of the prior
use of LIPITOR or any other lipid-lowering agents.

Eftect on the Lens

Current long-term data from clinical trials do not indicate an adverse effect of atorvastatin on the human lens.

Etect on Ubiguinone {CoQ) Levels

Significant decreases in circulating ubiquinone levels in patients treated with atorvastatin and other statins have been
observed. The clinical significance of a potential iong-term statin-induced deficiency of ubiquinone has not been estabiished.
It has been reported that a decrease in myocardial ubiguinone levels could lead to impaired cardiac function in patients with
borderline congestive heart failure.

Effect on Lipoprotein (a

In some patients, the beneficial effect of lowered total cholesterol and LDL-C levels may be partly blunted by a concomitant
increase in Lp(a) lipoprotein concentrations. Present knowledge suggests the importance of high Lp(a) levels as an emerging
risk factor for coronary heart disease. It is thus desirable to maintain and reinforce lifestyle changes in high risk patients placed
an atorvastatin therapy.

An apparent hypersensitivity syndrome has been reported with other HMG-CoA reductase inhibitors which has included 1 or
more of the following features: anaphylaxis, angioedema, lupus erythematous-like syndrome, polymyalgia rheumatica.
vasculitis, purpura, thrombocytopenia, leukopenia, hemolytic anemia, positive ANA, ESR increase, eosinophilia, arthritis,
arthralgia, urticaria, asthenia, photosensitivity, fever, chills, flushing, malaise, dyspnea, toxic epidermal necrolysis, erythema
multiforme, including Stevens-Johnson syndrome. Although to date hypersensitivity syndrome has not been described as
such, LIPITOR should be discontinued if hypersensitivity is suspected.

Use in Pregnancy
LIPITOR is indi during pregy y (sce CONTRAINDICATIONS),

There are no data on the use of LIPITOR during pregnancy. LIPITOR should be administered to women of childbearing age only
when such patients are highly unlikely to conceive and have been informed of the potential hazards. If the patient becomes
pregnant while taking LIPITOR, the drug should be discontinued and the patient apprised of the potential risk to the fetus.

Use in Nursing Mothers

In rats, milk concentrations of atorvastatin are similar to those in plasma. It is not known whether this drug is excreted in
human milk. Because of the potential for adverse reactions in nursing infants, women taking LIPITOR should not breast-feed
{see CONTRAINDIGATIONS).

Pediatric Use

Safety and effectiveness of LIPITQR in patients 10-17 years of age (N=140) with heterozygous familial hypercholesterolemia
have been evaluated in a controlled clinical triat of 6 months duration in adolescent hoys and postmenarchal girls. Patients
treated with LIPITOR had a safety and tolerability profile generally similar to that of placebo. Doses >20 mg have not been
studied in this patient population.

LIPITOR had no effect on growth or sexual maturation in boys and in girls. The effects on menstrual cycle were not assessed
{see ADVERSE REACTIONS and DOSAGE AND ADMINISTRATION for Heterozygous Familial Hypercholesterolemia in
Pediatric Patients (10-17 years of age}).

Adolescent females should be counselled on appropriate contraceptive methods while on LIPITOR therapy (see
CONTRAINDIGATIONS; PRECAUTIONS - Use in Pregnancy). LIPITOR has not been studied in controlled clinical trials
involving pre-pubertal patients or patients younger than 10 years of age.

Doses of LIPITOR up to 80 mg/day for 1 year have been evaluated in 8 pediatric patients with homozygous familial
hypercholesterolemia.

Geriatric Use

Treatment experience in adults 70 years or older (N=221) with doses of LIPITOR up to 80 mg/day has demonstrated that the
safety and effectiveness of atorvastatin in this population was similar to that of patients <70 years of age. Pharmacokinetic
evaluation of atorvastatin in subjects over the age of 65 years indicates an increased AUC. As a precautionary measure, the
lowest dose shoutd be administered initially.

Elderly patients may be more susceptible to myopathy (see WARNINGS — Muscle Effects — Predisposing Factors for
Myopathy/Rhabdomyolysis),

Renal Insufficiency

Plasma concentrations and LDL-C lowering efficacy of LIPITOR was shown to be similar in patients with moderate renal
insufficiency compared with patients with normal renal function. However, since several cases of rhabdomyolysis have been
reported in patients with a history of renal insufficiency of unknown severity, as a precautionary measure and pending further
experience in renal disease, the lowest dose (10 mg/day) of LIPITOR should be used in these patients. Similar precautions
apply in patients with severe renal insufficiency (creatine clearance <30 mL/min {<0.5 mL/sec)]; the lowest dosage should
be used and implemented cautiousfy (see WARNINGS - Muscle Effects; PRECAUTIONS - Pharmacokinetic Interaction
Studies and Potential Drug Interactions). Refer also to DOSAGE AND ADMINISTRATION.
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Endocrine Function

HMG-CoA reductase inhibitors interfere with cholesterol synthesis and as such might theoretically blunt adrenal and/or
gonadal steroid production. Clinical studies with atorvastatin and other HMG-CoA reductase inhibitors have suggested that
these agents do not reduce plasma cortisol concentration or impair adrenal reserve and do not reduce basal plasma
testosterone concentration. However, the effects of HMG-CoA reductase inhibitors on male fertility have not been studied in
adequate numbers of patients. The effects, if any, on the pituitary-gonadal axis in premenopausal women are unknown.
Patients treated with atorvastatin who develop clinical evidence of endocrine dysfunction shoutd be evaluated appropriately.
Caution should be exercised if an HMG-CoA reductase inhibitor or other agent used to lower cholesterol levels is administered
10 patients receiving other drugs (e.g., ketoconazole, spironclactone or cimetiding) that may decrease the levels of endogenous
steroid hormones.

Pharmacokinetic Interaction Studies and Potential Drug Interactions

Pharmacokinetic interaction studies conducted with drugs in healthy subjects may not detect the possibility of a potential drug
interaction in some patients due to differences in underlying diseases and use of concomitant medications (see
PRECAUTIONS - Geriatric Use, Renal Insufficiency; Patients with Severe Hypercholesterolemia).

Concomitant Therapy with Other Lipid Metabolism Regulators: Based on post-marketing surveillance, gemfibrozil,
fenofibrate, other fibrates and lipid-lowering doses of niacin (nicotinic acid) may increase the risk of myopathy when given
concomitantly with HMG-CoA reductase inhibitors, probably because they can produce myopathy when given alone {see
WARNINGS - Muscle Effects). Therefore, combined drug therapy should be approached with caution,

Bile Acid Sequestrants:

Patients with mild to moderate hypercholesterglemia; LDL-C reduction was greater when LIPITOR 10 mg and colestipol 20 g
were coadministered (-45%) than when either drug was administered alone (-35% for LIPITOR and -22% for colestipol).
Patients with severe hypercholesterolemia: LOL-C reduction was similar {-53%) when LIPITOR 40 mg and colestipol 20 g were
coadministered when compared to LIPITOR 80 mg alone. Plasma concentration of atorvastatin was fower (@pproximately 26%) when
LIPITOR 40 mg plus colestipol 20 g were coadministered compared with LIPITOR 40 mg alone. However, the combination drug
therapy was less effective in lowering triglycerides than LIPITOR monotherapy in both types of hypercholesterolemic patients.
When LIPITOR is used concurrently with colestipol or any other resin, an interval of at feast 2 hours should be maintained
between the two drugs, since the absorption of LIPITOR may be impaired by the resin.

Fibric Acid Derivatives (Gemfibrozil, Fenofibrate, Bezafibrate) and Niacin (nicotinic acid): Although there is limited
experience with the use of LIPITOR given concurrently with fibric acid derivatives and niacin, the benefits and risks of such
combined therapy should be carefully considered. The risk of myopathy during treatment with drugs in this class, including
atorvastatin, is increased with concurrent administration (see WARNINGS — Muscle Effects).

Coumarin Anticoagulants: LIPITOR had no clinically significant effect on prothrombin time when administered to patients
recelving chronic warfarin therapy.

Digoxin: In healthy subjects, digoxin pharmacokinetics al steady-state were not significantly altered by cc ion of
digoxin 0.25 mg and LIPITOR 10 mg daily. However, digoxin steady-state concentrations increased approximately 20% following
coadministration of digoxin 0.25 mg and LIPITOR 80 mg daily. Patients taking digoxin should be monitored appropriately.

Antihypertensive agents (amlodipine): In clinical studies, LIPITOR was used concomitantly with antihypertensive agents
without evidence to date of clinically significant adverse interactions. In healthy subjects, atorvastatin pharmacokinetics were
not altered by the coadministration of LIPITOR 80 mg and amlodipine 10 mg at steady state

(quinaprif): in a randomized, open-label study in healthy subjects, steady-state quinapril dosing (80 mg QD) did not
significantly affect the pharmacokinetic profile of atorvastatin tablets (10 mg QD)

Oral G p and Therapy: Coadministration of LIPITOR with an oral contraceptive
containing 1 mg norethindrone and 35 g ethinyl estradiol increased plasma concentrations (AUC levels) of norethindrone and
ethinyl estradiol by approximately 30% and 20%, respectively. These increases should be considered when selecting an oral
contraceptive. In clinical studies, LIPITOR was used concomitantly with estrogen replacement therapy without evidence of
clinically significant adverse interactions.

Antacids: Administration of aluminum and magnesium based antacids, such as Maalox® TC Suspension, with LIPITOR
decreased plasma concentrations of LIPITOR by approximately 35%. LOL-C reduction was not altered but the triglyceride-
lowering effect of LIPITOR may be affected.

Cimetidine: Administration of cimetidine with LIPITOR did not alter plasma concentrations or the LDL-C lowering efficacy of
LIPITOR, however, the triglyceride-lowering effect of LIPITOR was reduced from 34% to 26%.

Cytoch P-450-mediated Atorvastatin is metabolized by the cytochrome P-450 isoenzyme, CYP 3A4.
Erythromycin, a CYP 3A4 inhibitor, increased atorvastatin plasma levels by 40%. Coadministration of CYP 3A4 inhibitors, such
as grapefruit juice, some macrolide antibiotics (i.e.. erythromycin, clarithromycin), immunosuppressants (cyclosporine), azole
antifungal agents (i.e., itraconazole, ketoconazole), protease inhibitors, or the antidepressant nefazodone, may have the
potential fo increase plasma concentrations of HMG-CoA reductase inhibitors, including LIPITOR. Caution should thus be
exercised with concomitant use of these agents (see WARNINGS - Pharmacokinetic Interactions, Muscle Effects;
PRECAUTIONS - Renal Insufficiency, Endocrine Function; DOSAGE AND ADMINISTRATION).

Terfenadine: In healthy subjects, coadministration of maximum doses of atorvastatin (80 mg} and terfenadine {120 mg),
a CYP 3A4 substrate, was shown to produce a modest increase in terfenadine AUC. The QT interval remained unchanged.
However, since an interaction between these two drugs cannot be excluded in patients with predisposing factors for
arrhythmia, {e.g., pre-existing prolonged QT interval, severe coronary artery disease, hypokalemia), caution should be
exercised when these agents are coadministered (see WARNINGS — Pharmacokinetic Interactions; DOSAGE AND
ADMINISTRATION).

Antipyrine: Antipyrine was used as a non-specific model for drugs metabolized by the microsomal hepatic enzyme
{cytochrome P-450) system. LIPITOR had no effect on the pharmacokinetics of antipyrine, thus interactions with other drugs
metabolized via the same cytochrome isozymes are not expected.

Macrolide Antibiotics (azithromycin, claritt in, ery yein): n healthy adults, coadministration of LIPITOR
{10 mg QD) and azithromycin (500 mg QD) did not significantly alter the plasma concentrations of atorvastatin. However,
coadministration of atorvastatin (10 mg QD) with erythromycin (500 mg QID) or clarithromycin (500 mg BID), which are both
CYP 3A4 inhibitars, increased plasma concentrations of atorvastatin by approximately 40% and 80%, respectively (see
WARNINGS ~ Muscle Effects)

Protease Inhibitors (nelfinavir mesylate): In healthy adults, coadministration of nelfinavir mesylate (1250 mg BID), a
known CYP 3A4 inhibitor, and atorvastatin (10 mg QD) resulted in increased plasma concentrations of atorvastatin. AUC and
Crmax of atorvastatin were increased by 74% and 122% respectively.

Patients with Severe Hypercholesterolemia

Higher drug dosages (80 mg/day) required for some patients with severe hypercholesterolemia (including familial
hypercholesterolemia) are associated with increased plasma levels of atorvastatin. Caution should be exercised in such
patients who are also severely renally impaired, elderly, or are concomitantly being administered digoxin or CYP
3A4 inhibitors (sec WARNINGS - Pharmacokinetic Interactions, Muscle Effects; PRECAUTIONS - Pharmacokinetic
Interaction Studies and Potential Drug interactions; DOSAGE AND ADMINISTRATION).

Drug/Laboratory Test Interactions

LIPITOR may elevate serum transaminase and creatine kinase levels {from skeletal muscle). In the differential diagnosis of chest
pain in a patient on therapy with LIPITOR, cardiac and noncardiac fractions of these enzymes should be determined.

ADVERSE REACTIONS

LIPITOR is generally well-tolerated. Adverse reactions have usually been mild and transient. In controlied clinical studies
{placebo-controlled and active-controlled comparative studies with other lipid-lowering agents) involving 2502 patients, <2%
of patients were discontinued due to adverse experiences attributable to LIPITOR. Of these 2502 patients, 1721 were treated
for at least 6 months and 1253 for 1 year or more

Adverse experiences occurring at an incidence =1% in patients participating in placebo-controlled clinical studies of LIPITOR
and reported to be possibly, probably or definitely drug related include constipation, diarrhea, dyspepsia, flatulence, nausea,
headache, pain, myalgia and asthenia

The following additional adverse events were reported in clinical trials (not all have been associated with a causal refationship
1o LIPITOR therapy): muscle cramps, myositis, myopathy, paresthesia, peripheral neuropathy, pancreatitis, hepatitis, cholestatic
jaundice, anorexia, vomiting, alopecia, pruritus, rash, impotence, hyperglycemia and hypoglycemia

Heterozygous Familial Hypercholesterolemia in Pediatric Patients {ages 10-17 years)

In a 26-week controlled study in boys and postmenarchal girls (=187, where 140 patients received LIPITOR), the safety and
tolerability profile of LIPITOR 10 to 20 mg daily was similar to that of placebo. The adverse events reported in =1% of patients
were abdominal pain, depression and headache (see PRECAUTIONS - Pediatric Use}.
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Laboratory Changes and Adverse Events
The criteria for clinically significant laboratory changes were >3 X the upper fimit of normal (ULN) for liver enzymes, and >5 X ULN
for creatine kinase. A total of 8 unique subjects met one or more of these criteria during the double-blind phase. Hence, the
incidence of patients who experienced abnormally high enzymatic levels {AST/ALT and creatine kinase) was >4% (8/187).
Five atorvastatin and one placebo subjects had increases in CK >5 X ULN during the double-blind phase; two of the five
atorvastatin-treated subjects had increases in CK >10 X ULN. Two subjects had clinically significant increases in ALT.
Post-Market Adverse Drug Reaction: The following adverse events have also been reported during post-marketing experience
with LIPITOR, regardiess of causality assessment: Very rare reports: severe myopathy with or without rhabdomyolysis (see
WARNINGS - Muscle Effects; PRECAUTIONS - Renal Insufficiency, Pharmacokinetic interaction Studies and Potential
Drug Interactions). Isofated reports: Gynecomastia, thrombocytopenia, arthralgia and allergic reactions including urticaria,
angioneurotic edema, anaphylaxis and bullous rashes (inciuding erythema multiforme, Stevens-Johnson syndrome and toxic
epidermal necrolysis) and fatigue. These may have no causal relationship to atorvastatin.
Abnormal Hematologic and Clinical Chemistry Findings
Ophthalmologic observations: see PREGAUTIONS.
Laboratory Tests: Increases in serum transaminase levels have been noted in clinical trials (see PRECAUTIONS).
DOSAGE AND ADMINISTRATION
Patients should be placed on a standard cholesterol-iowering diet [at least equivalent to the Adult Treatment Panel (il
(ATP lll) TLC diet] before receiving LIPITOR, and should continue on this diet during treatment with LIPITOR. f
appropriate, a program of weight control and physical exercise should be implemented.
Prior to initiating therapy with LIPITOR, secondary causes for elevations in plasma lipid levels should be exciuded. A lipid
profile should also be performed.
Primary Hypercholesterolemia and Combined (Mixed) Dystipidemia, Including Familial Combined Hyperlipidemia
The recommended starting dose of LIPITOR is 10 or 20 mg once daily, depending on the patient's LOL-C reduction required
{see Tables 1 and 2). Patients who require a large reduction in LDL-C {more than 45%) may be started at 40 mg once daily.
The dosage range of LIPTOR is 10 to 80 mg once daily. Doses can be given at any time of the day, with or without food, and
should preferably be given in the evening. A significant therapeutic response is evident within 2 weeks, and the maximum
response is usually achieved within 2-4 weeks. The response is maintained during chronic therapy. Adjustments of dosage, if
necessary, should he made at intervals of 2 to 4 weeks, The maximum dose is 80 mg/day.
TABLE 1. Dose-Response in Patients With Mild-to-Moderate Hypercholesterolemia (Mean Percent Change from Baseline)

LIPITOR Dose {mg/day)}
Lipid Parameter 10 20 40 80
(N=22) (N=20) (N=21) (N=23)
Total-C: 7.1 mmol/L® (273 mg/dLy -29 -33 -37 -45
LDL-C: 4.9 mmol/L® {190 mg/dL)® -39 -43 -50 -60

* Results are pooled from 2 dose-response studies
* Mean baseline values

The dosage of LIPITOR should be individualized according to the baseline LDL-C, total-C/HDL-C ratio and/or TG levels to
achieve the recommended target lipid values at the lowest dose needed to achieve the LDL-C target (see Recommendations
for the Management of Dyslipidemia and the Prevention of Cardiovascular Disease [Canada], summarized below in Table 2,
and/or the Third Report of the US National Cholesterol Education Program [NCEP Adult Treatment Panel lll}), and the patient’s
response. Lipid levels should be monitored periodically and, if necessary, the dose of LIPITOR adjusted based on target lipid
levels recommended by guidelines.

TABLE 2. Canadian Recommendations for the Target Lipid Values Based on Level of Risk

Risk Category Target Levels

LDL-C level {mmol/L) Total-C/HDL-C ratio
Hight (10-year risk of CAD >20%, or a history of <25 and <40
diabetes mellitus™ or any atherosclerotic disease)
Moderate (10-year risk 11%-19%) <35 and <5.0
Low'" (10-year risk <10%) <45 and <6.0

Note: LDL-C = low-density lipoprotein cholesterol.

+ Apolipoprotein B can be used as an alternative measurement, particularly for follow-up of patients treated with statins, An
optimal level of apolipoprotein B in a patient at high risk is <0.9 g/L, in a patient at moderate risk <1.05 g/L and in a patient
at low risk <1.2 g/l

"ncludes patients with chronic kidney disease and those undergeing long-term dialysis.

HHn the ‘very low’ risk stratum, treatment may be deferred if the 10-year estimate of cardiovascular disease is <5% and the
LDL-C level is <5.0 mmol/L

Severe Dyslipidemias

In patients with severe dyslipidemias, including homozygous and heterozygous familial hypercholesterolemia and
dysbetalipoproteinemia (Type Ill), higher dosages (up to 80 mg/day) may be required (see WARNINGS - Pharmacokinetic
Interactions, Muscle Effects; PRECAUTIONS - Pharmacokinetic Interaction Studies and Potential Drug Interactions)
Heterozygous Familial Hypercholesterolemia in Pediatric Patients (10-17 years of age)

In this population, the recommended starting dose of LIPITOR is 10 mg/day; the maximum recommended dose is 20 mg/day
{doses >20 mg/day have not been studied in this patient population). Doses should be individualized according to the

recommended goal of therapy (see NCEP Pediatric Panel Guidelines; INDICATIONS AND CLINICAL USE}. Adjustments should
be made at intervals of 4 weeks or more.

NCEP (National Cholesterol Education Program) Pediatric Panel Guidelines: Classification of cholesterol levels in pediatric
patients with a familial history of hypercholesterolemia or premature cardiovascular disease is summarized below:

Category Total-C {mmol/L [mg/dL]) LDL-C (mmol/L [mg/dL]}

Acceptable <4.4[170] <2.8[110]

Borderline 4.4-51 [170-199] 2.8-3.3[110-129]

High 25.2 [200] 234 [130]
Concomitant Therapy

See PRECAUTIONS - Drug/Laboratory Test Interactions.

Dosage in Patients With Renal Insufficiency

See PRECAUTIONS.

AVAILABILITY OF DOSAGE FORMS

LIPITOR (atorvastatin calcium) is available in dosage strengths of 10 mg, 20 mg, 40 mg and 80 mg atorvastatin per tablet.
1. Friedewald WT, et al. Clin Chem 1972,18(6):489-502.
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Brief Prescribing Information

'‘BETASERON

Interferon beta-1b

THERAPEUTIC CLASSIFICATION

Immunomodulator
ACTION AND CLINICAL PHARMAGOLOGY

Description: BETASERON® (interferon heta-1b) is a purified,
sterilg, Iyophilized protein product produced by recombinant
DNA techniques and formulated for use by injection. Interferon
beta- 1h is manufactured by bacterial fermentation of a strain
of Escherichia colithat bears a genetically engineered plasmid
containing the gene for human interferon betas,. The native
gene was obtained from human fibroblasts and altered in a
way that substitutes serine for the cysteine residue found at
position 17. Interferon beta- 10 is a highly purified protein that
has 165 amino acids and an approximate molecular weight of
18,500 daltons. It does not include the carbohydrate side
chains found in the natural material

General: Interferons are a family of naturally occurring
proteins, which have molecular weights ranging from 15,000
1o 21,000 daltons. Three major classes of interferons have
been identified: alpha, beta, and gamma. Interferon beta-1b,
interferon alpha, and interferon gamma have overlapping yet
distinct biologic activities. The activities of interferon beta
are species-restricted and, therefore, the most pertinent phama-
cological information on BETASERON {interferon beta-1b) is
derived from studies of human cells in culture and i vivo.

Biologic Activitles: Interferon beta-1b has been shown
1o possess both antiviral and immunomodulatory activities.
The mechanisms by which BETASERON exerts its actions in
multiple sclerosis (MS) are not clearly understood. However,
it Is known that the biologic response-modifying properties of
interferon beta-1b are mediated through its interactions with
specific cell receptors found on the surface of human cells.
The binding of interferon beta-1b to these receptors inducas
the expression of a number of interferon-induced geng
products (e.g., 2',5'-cligoadenylate synthetase, protein kinase,
and indoleamine 2,3-dioxygenase) that are believed to be
the mediators of the biclogical actions of interferon beta-1b
A number of these interferon-induced products have been
readily measured in the serum and cellular fractions of blood
coliected from patients treated with interferon beta-1b.

INDICATIONS AND CLINICAL USE

BETASERON {interferon beta-1b) is indicated for:

 the reduction of the frequency of clinical exacerbations in
ambulatory patients with relapsing-remitting multiple
sclerosis. Relapsing-remitting MS is characterized by
recurrent attacks of neurologic dysfunction followed by
complete or incomplete recovery.

the siowing of progression in disability and the reduction of
the frequency of clinical exacerbations in patients with
secondary-progressive multiple sclerosis.

The safety and efficacy of BETASERON in primary progressive
MS have not been evaluated.

CONTRAINDICATIONS

BETASERON (interferon beta- 1b) is contraindicated in patients
with a history of hypersensitivity to naturai or recombinant
interferon beta, Albumin Human USP, or any other component
of the formutation.

WARNINGS

The administration of cytokines to patients with a pre-existing
monoclonal gammopathy has been associated with the
development of systemic capillary leak syndrome with shock-
like symptoms and fatal outcome.

In the RR-MS clinical trial, one suicide and four attempted
suicides were observed among 372 study patients during a
3-year period. All five patients received BETASERON (interferon
beta- 1h} (three in the 0.05 mg [1.6 MIU] group and twa in the
0.25 mg [8.0 MiU] group). There were no attempted suicides
in patients on study who did not receive BETASERON. In the
SP-MS study there were 5 suicide attempts in the placebo
group and 3 in the BETASERON group including ong patient in
each group who committed suicide. Depression and suicide
have been reported to occur in patients recelving interferon
alpha, a related compound. Patients treated with BETASERON
should be informed that depression and suicidal ideation may
be a side effect of the treatment and should report these

mptoms } to the prescribing physician. Patients
exhibiting depression should be monitered closely and
cessation of therapy should be considered.

PRECAUTIONS

General: Rare cases of cardiomyopathy have been
reported. If this occurs, and a relationship to BETASERON
(interferon heta- 1b) is suspected, treatment should be
discontinued

Rare cases of thyroid dysfunction (hyper- as well as
hypothyroidism) associated with the use of BETASERON have
been reported.

Symptoms of flu syndrome observed with BETASERON
therapy may prove stressful to patients with severe cardiac
conditions. Patients with cardiac disease such as angina,
congestive heart failure or arrhythmia should be monitored
closely for worsening of their clinical conditions.

Information to be Provided to the Patient: Patients

should be instructed in Injection techniques to assure the safe
self-administration of BETASERON. {See below and the
BETASERON® INFORMATION FOR THE PATIENT section.)

Instruction on Self-injection Technique and Procedures:
It is recommended that the first injection be administered by,
or under the direct supervision of, a physician. Appropriate
instructions for reconstitution of BETASERON and self-injection,
using aseptic techniques, should be given to the patient
A careful review of the BETASERON® INFORMATION FOR
THE PATIENT section is also recommended.

Patients should be cautioned against the re-use of needles
o syringes and instructed in safe disposal procedures. Inferma-
tion on how to acquire a puncture-resistant container for
disposal of used needles and syringes should be given to the
patient along with instructions for safe disposal of full containers.

Qverall, 80% of patients in the two controlled clinical trials
reported injection site reactions at one or more times during
therapy. Post-marketing experience has been consistent with
this finding, with infrequent reports of injection site necrosis

The onset of injection site necrosis usually appears early in
therapy with most cases reported to have occurred in the first
two to three months of therapy. The number of sites where
necrosis has been observed was variable.

Rarely, the area of necrosis has extended to subcutaneous
fat or fascia. Response to treatment of injection site necrosis
with antibiotics and/or stercids has been variabie. In some of
these patients elective debridement and, less frequently, skin
grafting took place to facilitate healing which could take from
three to six months.

Some patients experienced healing of necrotic skin lesions
while BETASERON therapy continued. In other cases new
necrofic lesions developed even after therapy was discontinued.

The nature and severity of all reported reactions should be
carefully assessed. Patient understanding and use of aseptic
self-injection technique and procedures should be periodically
reevaluated

Flu-like symptoms are not uncommon following initiation of
therapy with BETASERON. In the controlied MS clinical trials,
acetaminophen was permitted for relief of fever or myalgia.

Patients should be cautioned not to change the dosage or
the schedule of administration without medical consultation

Awareness of Adverse Reactigns: Patients should be
advised about the common adverse events associated with the
use of BETASERON, particularly, injection site reactions and the
flu-like symptom compiex (see ADVERSE REACTIONS).

Patients should be cauticned to report depression or
suicidal ideation (see WARNINGS).

Patients should be advised about the abortifacient potential
of BETASERON (see PRECAUTIONS, Use in Pregnancy).

Laboratory Tests: The foilowing laboratory tests are
recommended prior to initiating BETASERON therapy and at
periadic intervals thereafter: thyroid function test, hemoglobin,
complete and differential white blood cell counts, platetet
counts and blood chemistries including liver function tests.

A pregnancy test, chest roentgenogram and ECG should also
be performed prior to initiating BETASERON therapy. In the
controlied MS trials, patients were monitored every 3 months.
The study protocol stipulated that BETASERON therapy be
discontinued in the event the absolute neutrophil count fell
below 750/mm°. When the absolute neutrophil count had
returned to a value greater than 750/mm?, therapy could be
restarted at a 50% reduced dose. No patients were withdrawn
or dose-reduced for neutropenia or lymphopenia,

Similarly, if AST/ALT (SGOT/SGPT) levels exceeded 10 times
the upper limit of normal, or if the serum bilirubin exceeded
5 times the upper limit of normal, therapy was discontinued. in
each instance during the controlled MS trial, hepatic enzyme
abnormalities retuned to normal following discontinuation of
therapy. When measurements had decreased to below these
{evels, therapy could be restarted at a 50% dose reduction, if
clinically appropriate. Dose was reduced in two patients due
toincreased liver enzymes; one continued on treatment and
one was ultimately withdrawn.

Drug Interactions: interactions between BETASERON and
other drugs have not been evaluated. Athough studies designed
o examine drug interactions have not been dore, it was noted
that BETASERON patients (n=180) have received corticosteroid
or AGTH treatment of refapses for periods of up to 28 days.

BETASERON administered in three cancer patients over a
dose range of 0.025 mg (0.8 MiU) to 2.2 mg (71 MiU) led to a
dose-dependent inhibition of antipyrine elimination. The effect
of alternate-day administration of 0.25 mg (8 MU} BETASERON
on drug metabolism in MS patients is unknown.

Interferons have been reported to reduce the activity of
hepatic cytochrome P450-dependent enzymes in humans and
animas. Caution should be exercised when BETASERON is
administered in combination with agents that have a narrow
therapeutic index and are largely dependent on the hepatic
cytochrome P450 system for clearance.

Impairment of Fertility: Studies in female rhesus monkeys
with normal menstrual cycles, at doses up to 0.33 mg
{10.7 MU)/kg/day {equivalent to 32 times the recommended
human dose based on body surface area comparisen) showed
no apparent adverse effects on the menstrual cycle or on
associated hormona) profiles (progesterone and estradiol)
when administered over 3 consecutive menstrual cycles. The
extrapolability of animal doses to human doses is not known.
Effects of BETASERON on women with normal menstrual
cycles are not known.

Use in Pregnancy: BETASERON was not teratogenic at doses
up to 0.42 mg (13 3 MiUY/ka/day in rhesus monkeys, but

demonstrated dose-reiated abortifacient activity when administered
at doses ranging from 0.028 mg (0.89 MiUykg/day (2.8 times
the recommended human dose based on hody surface area
comparisen) to 0.42 mg (13.3 MiUy/kg/day (40 times the recom-
mended human dose based on body surface area comparison)
The extrapolability of animal doses to human doses is not
known. Lower doses were not studied in monkeys.Spontaneous
abortions while on treatment were reported in 4 patients who
participated in the BETASERON RR-MS clinical trial, whereas
there was one induced abortion in each of the placebo and
BETASERON groups in the SP-MS trial. BETASERON given to
rhesus monkeys on gestation days 20 to 70 did not cause tera-
togenic effects; however, it is not known if teratogenic effects
existin humans. There are no adequate and well-controlled
studies in pregnant women. Women of childbearing potential
shoutd take reliable contraceptive measures. If the patient
becomes pregnant or ptans to become pregnant while taking
BETASERON, the patient should discontinue therapy. It is not
known if interferons alter the efficacy of oral contraceptives

Nursing Mothers: It is not known whether BETASERON is
excreted in human mik. Given that many drugs are excreted in
human milk, there is a potential for serious adverse reactions in
nursing infants, therefore a decision should be made whether to
discontinue nursing or discontinue BETASERON treatment.

Pediatric Use: Safety and efficacy in children under
18 years of age have not been established.

Dependence Liability: No evidence or experience suggests
that abuse or dependence occurs with BETASERON therapy;
however, the risk of dependence has not been systematically
evaluated.

ADVERSE REACTIONS

The following adverse events were observed in placebo-
controlled clinical studies of BETASERON {interferon beta-1b),
at the recommended dose of 0.25 mg (8 MIU), in patients with
relapsing-remitting MS (n=124} and secondary-progressive
MS (n=360):

1. Relapsing-remitting MS: injection site reactions (85%)
and injection site necrosis (5%) occurred after administration
of BETASERON. Inflammation, pain, hypersensitivity, necrosis,
and non-specific reactions were significantly associated (p<0.05)
with the 0.25 mg (8 ML) BETASERON-treated group,compared
to placebo. Only inflammation, pain, and necrosis were
reported as severe events. The incidence rate for injection site
reactions was calculated over the course of 3 years. This
incidence rate decreased over time, with 79% of patients
experiencing the event during the first 3 months of treatment
compared to 47% during the last 6 months. The median time
10 the first cccurrence of an injection site reaction was 7 days.
Patients with injection site reactions reported these events
183.7days per year. Three patients withdrew from the 0.25 mg
(8 MIU) BETASERON-treated group for injection site pain.

Flu-like symptom complex was reported in 76% of the
patients treated with 0.25 mg (8 MIU} BETASERON. A patient
was defined as having a flu-like symptom complex If flu-like
syndrome or at least two of the following symptoms were
concurrently reponted: fever, chills, myalgia, malaise or sweating.
Only myalgia, fever, and chills were reported as severe in more
than 5% of the patients. The incidence rate for flu-like
symptom complex was also calculated over the course of
3 years. The incidence rate of these events decreased over
time, with 60% of patients experiencing the event during the
first 3 months of treatment compared to 10% during the last
6 months. The median time to the first occurrence of flu-like
symptom complex was 3.5 days and the median duration per
patient was 7.5 days per year.

Lahoratory abnormalities included:
 Iymphocyte count < 1500/mm? (82%),

* ALT (SGPT) > 5 times baseline value (19%},
 absolute neutrophil count < 1500/mm?® (18%)

{no patients had absolute neutrophil counts < 500/mm?®,
* WBC < 3000/mm? (16%), and
« total bilirubin > 2.5 times basgline value {6%).

Three patients were withdrawn from treatment with 0.25 mg
(8 Wil BETASERON for abnormal fiver enzymes including one
following dose reduction (see PREGAUTIONS, Laboratory
Tests).

Twenty-one (28%) of the 76 females of childbearing age
treated at 0.25 mg (8 MIU) BETASERON and 10 {13%) of the
76 females of childoearing age treated with placebo reported
rensirual disorders. Al reparts were of mild to moderate
severity and included: intermenstrual blesding and spotting,
early or delayed menses, decreased days of menstrual flow,
and clotting and spotting during menstruation.

Mental disorders such as depression, anxiety, emotional
lability, depersonalization, suicide attempts and confusion
were observed in this study. Two pattents withdrew for
confusion. One suicide and four attempted suicides were also
reported. It is not known whether these symptoms may be
related to the underlying neurological basis of MS, to
BETASERON treatment, or to a combination of both. Some
similar symptoms have been noted in patients receiving
interferon alpha and both interferons are thought to act
through the same receptor. Patients who experience these
symptoms should be monitored closely and cessation of
therapy should be considered.

Additional common clinical and laboratory adverse events
assoclated with the use of BETASERON are listed in the
foliowing paragraphs. These events occurred at an incidence
of 5% or more in the 124 MS patients treated with 0.25 mg
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(8 MIU) BETASERCN every other day for periods of up to
3 years in the controlled trial, and at an incidence that was at
least twice that observed in the 123 placebo patients.
Common adversg cfinical and Jaboratory events associated
with the use of BETASERON were

® injection site reaction (85%),

lymphocyte count < 1500/mm?* (82%),

ALT (SGPT) > 5 times baseline value (19%),
absolute neutrophil count < 1500/mm?® (18%),
menstruat disorder {17%),

WBC < 3000/mm”* (16%),

palpitation (8%},

dyspnea (8%),

cystitis (8%),

hypertension {7%),

breast pain (7%},

tachycardia (6%),

gastrointestinal disorders (6%),

total bifirubin = 2.5 times baseline value (8%),
somnalence (6%),

laryngitis (6%),

pelvic pain (6%},

menorrhagia (6%),

injection site necrosis (5%), and

peripheral vascular disorders (5%},

® o 60 00 0600008000000

A total of 277 MS patients have been treated with
BETASERON in doses ranging from 0.025 mg {0.8 MIU) to
0.5 mg (16 MIU). During the first 3 years of treatment,
withdrawals due to clinical adverse events or (aboratory
abnormalities not mentioned above included
fatigue {2%, 6 patients),
cardiac arrhythmia (< 1%, 1 patient},
allergic urticarial skin reaction to injections (< 1%, 1 patient),
headache {< 1%, 1 patient},
unspecified adverse events (< 1%, 1 patient), and
“felt sick” (< 1%, 1 patient}

The tale that follows enumerates adverse events and
laboratory abnormalities that occurred at an incidence of
2% or more among the 124 MS patients treated with 0.25 mg
(8 MIUy BETASERON every other day for periods of up to
3 years in the controlled trial and at an incidence that was at
least 2% more than that ohserved in the 123 placebo patients.
Reported adverse events have been re-classified using the
standard COSTART glossary to reduce the total number of
terms employed in Table 1. In the following table, terms so
general as to be uninformative, and those events where a
drug cause was remote have been excluded

Table 1: Adverse Events and Laboratory Abnormalities

Adverse Event Placebo  0.25 mg
n=123 (8 MIY)
n=124
Body as a Whole
Injection site reaction* 37% 85%
Headache 7% 84%
Fever 1% 59%
Flu-like symptom complex* 56% 76%
Pain 48% 52%
Asthenia” 35% 49%
Chills* 19% 46%
Abdominai pain 24% 32%
Malaise* 3% 15%
Generalized edema 6% 8%
Pelvic pain 3% 6%
Injection site necrosis” 0% 5%
Cyst 2% 4%
Necrosis 0% 2%
Suicide attempt 0% 2%
Cardiovascular System
Migraine 7% 12%
Palpitation” 2% 8%
Hypertension 2% 7%
Tachycardia 3% 8%
Peripheral vascular disorder 2% 5%
Hemorrhage 1% 3%
Digestive System
Diarrhea 29% 35%
Constipation 18% 24%
Vomiting 19% 21%
Gastrointestinal disorder 3% 6%
Endocrine System
Goiter 0% 2%
Hemic and Lymphatic System
Lymphocytes < 1500/mm* 67% 82%
ANC < 1500/mm™ 6% 18%
WBC < 3000/mm** 5% 16%
Lymphadenopathy 1% 14%
Metabolic and Nutritional Disorders
ALT {SGPT) = 5 times baseline* 6% 19%
Glucose < 55 mg/dL 13% 15%
Total bilirubin > 2.5 times baseline 2% 6%
Urine protein > 1+ 3% 5%
AST (SGQT) = 5 times baseline* 0% 4%
Weight gain 0% 4%
Weight loss 2% 4%
Musculoskeletal System
Myalgia® 28% 44%
Myasthenia 10% 13%
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Nervous System

Dizziness 28% 35%
Hypertonia 24% 26%
Depression 24% 25%
Anxiety 13% 15%
Nervousness 5% 8%
Somnolence 3% 6%
Confusion 2% 4%
Speech disorder 1% 3%
Convulsion 0% 2%
Hyperkinesia 0% 2%
Amnesia 0% 2%
Respiratory System
Sinusitis 26% 36%
Dyspnea* 2% 8%
Laryngitis 2% 6%
Skin and Appendages
Sweating™ 1% 23%
Alopecia 2% 4%
Special Senses
Conjunctivitis 10% 12%
Abnormal vision 4% 7%
Urogenital System
Dysmenorrhea 11% 18%
Menstrual disorcer* 8% 7%
Metrorrhagia 8% 15%
Cystitis 4% 8%
Breast pain 3% 7%
Menorrhagia 3% 6%
Urinary urgency 2% 4%
Fibrocystic breast 1% 3%
Breast neoplasm 0% 2%

* significantly associated with BETASERON treatment (p<0.05)

it should he noted that the figures cited in Table 1 cannot
be used to predict the incidence of side effects in the course
of usual medical practice where patient characteristics and
other factors differ from those that prevailed in the clinical
trials. The cited figures do provide the prescribing physician
with some hasis for estimating the relative contribution of drug
and nondrug factors to the side effect incidence rate in the
population studied.

2. Secondary-progressive MS: The incidence of adverse
events that occurred in at least 2% of patients treated with
8MIU BETASERON or placebe for up to three years, orwhere
an adverse event was reported at a frequency at least 2%
higher with BETASERON than that observed for placebo-
treated patients in the secondary-progressive study, is
presented in Table 2. Adverse events significantly associated
with BETASERON compared to placebo (p<0.05) are also
indicated in Tabie 2

Table 2: incidence of Adverse Events > 2% or > 2%
Difterence (BETASERON vs. Placebo) in the Secondary
Progressive MS Study

Adverse Event Placebo  0.25 mg
n=358 (8 MiV)
n=360
Body as a Whole
Asthenia 58% 63%
Flu syndrome™ 40% 61%
Pain 25% 3N%
Fever* 13% 40%
Back pain 24% 26%
Accidental injury 7% 14%
Chills* % 23%
Pain in Extremity 12% 14%
infection 1% 13%
Abdominal pain* 6% 1%
Malaise 5% 8%
Neck pain 8% 5%
Abscess” 2% 4%
Laboratory test abnormal 1% 3%
Allergic reaction 3% 2%
Chills and fever* 0% 3%
Thorax pain 2% 1%
2
<3
<

Cardiovascular System

Vasodilatation

Peripheral vascular disorder
Chest pain

Migraine

Hypotension

Hypertension*

Palpitation

Syncope

Hemorrhage

Tachycardia

Digestive System

Nausea

Constipation

Diarrhea

Gastroenteritis

Vomiting

Oysphagia
Gastrointestinal disorder
Tooth disorder
Oyspepsia

Anorexia

Fecal incontinence

Liver function test abnormal
Gastritis

Flatulence

Sore throat

Colitis

Gastrointestinal pain
Gingivitis

Hemic and Lymphatic System

Leukopenia*
Anemia
Ecchymosis
Lymphadenopathy

injection Site

Injection site reaction”
Injection site inflammation™
Injection site pain

Injection site necrosis*
{njection site hemorrhage

Peripheral edema
Weight loss

SGPT increased
Hypercholesteremia

Musculoskeletal System

Myasthenia

Arthralgia

Myalgia®

Bone fracture (not spontangous)
Muscle cramps

Spontaneous bone fracture
Arthritis

Joint disorder

Nervous System

Headache
Neuropathy
Paresthesia
Hypertonia*
Abnormal gait
Depression
Aaxia

Dizziness
Incoordination
fnsomnia
Vertigo
Emotionat lability
Paralysis
Somnolence
Tremor

Sweating increased
Neuraigia
Movement disorder
Sleep disorder
Anxiety
Hypesthesia
Nervousness

4%
5%
4%
3%
4%
2%
3%
3%
2%
1%

13%
12%
10%
5%
6%
5%
5%
4%
4%
2%
3%
1%
2%
1%
1%
2%
0%
0%

5%
5%
2%
1%

10%
4%
5%
0%
2%

Metabolic and Nutritional Disorders

%
3%
2%
2%

40%
20%
9%
5%
3%
3%
1%
1%
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6%
5%
5%
4%
2%
4%
2%
2%
2%
2%

13%
12%
7%
6%
4%
4%
4%
4%
4%
4%
2%
3%
2%
3%
2%
0%
2%
2%

2%

7%
2%
2%
1%

39%
20%
23%
3%
3%
3%
2%
2%

47%
38%
35%
4%
34%
27%
1%
14%
11%
12%
8%
8%
8%
8%
6%
6%
%
5%
6%
6%
6%
4%
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Speech disorder 5% 2%
Dysarthria 4% 2%
Spastic paralysis 1% 3%
Convutsion 2% 2%
Hyperesthesia 2% 2%
Amnesia 3% 1%
Dry mouth 2% 1%
Hemiplegia 2% 1%
Thinking abnormal 2% 1%
Myoclonus 2% 0%
Respiratory System
Rhinitis 32% 28%
Pharyngitis 20% 16%
Bronchitis 12% 9%
Cough increased 10% 5%
Sinusitis 6% 6%
Pneumonia 5% 5%
Dyspnea 2% 3%
Upper respiratory tract infection 2% 3%
Asthma 2% 1%
Voice alteration 2% 1%
Skin and Appendages
Rash* 12% 20%
Pruritus 6% 6%
Skin disorder 4% 4%
Eczema 4% 2%
Herpes simplex 2% 3%
Alopecia 2% 2%
Acne 2% 2%
Dry skin 3% 1%
Subcutaneous hematoma 3% 1%
Breast pain 2% 1%
Herpes zoster 2% 1%
Seborrhea 2% 1%
Special Senses
Abnormal vision 15% 1%
Amblyopla 10% 7%
Diplopia 9% 7%
Eye pain 5% 4%
Otitls media 3% 2%
Conjunctivitis 3% 2%
Eye disorder 2% 3%
Deafness 3% 1%
Optic neuritis 2% 2%
Ear disorder 2% 1%
Tinnitus 2% 1%
Urogenital System
Urinary tract infection 25% 22%
Urinary incontinence 15% 8%
Urinary tract disorder 10% 7%
Cystitis 9% 7%
Urinary urgency 7% 8%
Menstrual disorder 13% 9%
Increased urinary frequency 5% 6%
Metrorrhagia 6% 12%
Urinary retention 6% 4%
Vaginitis 4% 3%
Amenorrhea 4% 3%
Dysuria 2% 2%
Impotence 4% 7%
Menopause 4% 2%
Menorrhagia 4% 2%
Nocturia 1% 2%
Vaginal moniliasis 2% 2%
Kidney pain 2% 0%
Pyelonephritis 0% 2%
Prostatic disorder 1% 2%

*significantly associated with BETASERON treatment (p<0.05)
Seventy-four (74) patients discontinued treatment due to
adverse events (23 on placebo and 51 on BETASERON).Injection
site reactions were significantly associated with early termination
of treatment in the BETASERON group compared to placebo
(p<0.05). The highest frequency of adverse events leading to
discorttinuation involved the nervous system, of which depression
{7 on placebo and 11 on BETASERON) was the most common.
Significantly more patients on active therapy (14.4% vs.
4.7% on placebo) had elevated ALT (SGPT) values (>5 times

basefine value). Elevations were also observed in AST (SGOT)
and gamma-GT values in the BETASERON group throughout
the study. In the BETASERON group, most ALT (SGPT)
abnormalities resolved spontaneously with continued
treatment whereas some resolved upon dose reduction or
temporary discontinuation of treatment.

Lymphopenia (<1500/mm?’) was observed in 90.9% of
BETASERON patients compared to 74.3% of placebo patients
and neutropenia (<1400/mm®) was noted In 18.0%
BETASERON and 5.1% placebo patients

DOSAGE AND ADMINISTRATION
FOR SUBCUTANEOUS USE ONLY

BETASERON (interferon beta-1b) should only be prescribed
by {or following consultation with) clinicians who are experienced
in the diagnosis and management of multiple sclerosis.

The recommended dose of BETASERON for both refapsing-
remitting and secondary-progressive MS patients is 0.25 mg
(8 MIU} injected subcutaneously every other day. Limited data
regarding the activity of a lower dose in relapsing-remitting
MS patients are presented above (see ACTION AND CLINICAL
PHARMACOLOGY, Clinical Trials).

In the secondary-progressive MS study, patients initiated
treatment with half the dose (4 MIU s.c. every other day) for a
period of 2 weeks prior to escalating to the recommended
dose of 8 MIU (s.c. every other day).

Efficacy of treatment for longer than 2 years has not been
substantially demonstrated in relapsing-remitting multiple
sclerosis. For secondary-progressive multiple sclerosis, safety
and efficacy data beyond 3 years are not available.

To reconstitute Iyophilized BETASERON for injection, use a
sterile syringe and needle to inject 1.2 mL of the diuent supplied,
Sodium Chloride, 0.54% Solution, into the BETASERON vial.
Gently swirl the vial of BETASERON to dissclve the drug com-
pletely, do not shake. Inspect the reconstituted product visually
and discard the product before use if it contains particulate
matter or is discolored. After reconstitution with accompanying
diluent, each mL of solution contains 0.25 mg (8 MIU) interferon
beta-1b, 13 mg Albumin Human USP and 13 mg Mannitol USP.

Withdraw 1 mL of reconstituted solution from the vial into a
sterile syringe fitted with a 27-gauge '/,-inch needle and inject
the solution subcutaneously, Sites for sef-injection include
abdomen, buttocks and thighs. A vial is suitable for single use
only; unused portions should be discarded (See BETASERON®
[interferon beta-1b] INFORMATION FOR THE PATIENT
section for SELF-INJECTION PROCEDURE )

AVAILABILITY OF DOSAGE FORMS

BETASERON (interferon beta-1b) is presented in single-use
vials of lyophilized powder containing 0.3 mg (9.6 MIL)
interferon beta-1h, 15 mg Albumin Human USP, and 15 mg
Mannitol, USP. BETASERON is suppiied in cartons containing
15 vials of medication and 15 vials of diluent (2 mL of Sodium
Chioride 0.54% solution, per vial)

Product Monograph available upon request.
B10204E5
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rizatriptan tab/ets (as rizatriptan benzoate)
5mg and 10 mg

Maxa /it RPD*

rlzatr/ptan wafers (as rizatriptan benzoate)

5mg and 10 mg
Migraine Therapy
5-HT, Receptor Agonist
ACTIONS AND CLINICAL PHARMACOLOGY
Mechanism of Action
MAXALT® (nzatrlptan benzoate) is a selective S-hydroxylryptaminesgag
{5-HT,1p) receptor agonist. Rizatriptan binds with high affinity to human
cone é T and 5-HT,p receptors. It has weak affinity for other 5-HT,
receptor subtypes (5-HTy, 5-HTy¢, 5-HTy¢) and the 5-HT; receptor, but has
no significant activity at 5-HT,, 5-HT, alpha- and beta-adrenergic,
dopaminergic, histaminergic, muscarinic or benzodiazepine receplors.

Current theories on the etiology of migraine headache suggest that
symptoms are due to local cranial vasodilatation and/or to the release of
vasoactive and pro-inﬂammalory peplides from sensory nerve endings in an
activated trigeminal sys em. The therapeutic activity of rizatriptan in migraine
can most likely be attributed to agonist effects at 5-HTg,1p receptors on the
extracerebral, intracranial blood vessels that become dilated during a
migraine attack and on nerve terminals in the trigeminal system. Activation of
these receptors results in cranial vessel constriction, inhibition of
neuropeptide release and reduced transmission in trigeminal pain pathways.
Pharmacokinetics

Absorption

Rizatriptan is completely absorbed following oral administration. The mean
oral absolute bloavallabmly of the MAXALT® Tablet is about 45%, and
mean peak plasma_concentrations (Cpg,) are reached in approximately
1-1.5 hours (Trg,). The presence of a migraine headache did not appear to
affect the absorption or pharmacokinetics of rizatriptan. Food has no
significant effect on the bioavailability of rizatriptan but delays the time to
reach peak concentration by an hour. In clinical trials, MAXALT® was
administered without regard to food. The plasma half-life of rizatriptan in
males and females averages 2-3 hours.

When MAXALT* 10 mg was administered every 2 hours for three doses on
four consecutive days, the plasma concentrations of rizatriptan within each
day were approximately 3-fold greater than those seen with a single 10 mg
dose and na plasma accumulation of the drug accurred from day to day.

The bioavailability and C,,, of rizatriptan were simiiar following
administration of MAXALT® Tablets and MAXALT RPD® Wafers, but the
rale of absorption is somewhat slower with MAXALT RPD® Wafers, with
Tinax averaging 1.6-2.5 hours, AUC of rizatriptan is approximately 30%
dher in females than in males.
Distribution
The mean volume of distribution is approximately 140 liters in male
subjects and 110 liters in female subjects. Rizatriptan is minimalty bound
{14%) to plasma protgins
Metabolism
The primary route of rizatriptan metabolism Is via oxidative deamination by
monoamine oxidase-A (MAO-A} to the indole acetic acid metabolite, which
is not active at the 5-HTg,,p receptor. N-monodesmethyl-rizatriptan, a
metabolite with activity S\m\far 10 that of parent compound at the 5-HT g
receptor, is formed to a minor degree. Plasma concentrations of
N-monodesmethyl-rizatriptan are approximately 14% of those of parent
compound, and it is eliminated at a similar rate. Other minor metabolites,
the N-oxide, the 6-hydroxy compound, and the sulfate conjugate of the
6-hydroxy metabolite are not active at the 5-HT g, receptor.

Rizatriptan is nct an inhibitor of the activities of human fiver cytochrome
P45(0 isoforms 3A4/5, 1A2, 29, 2019, or 2E1; rizatriptan is a competitive
inhibitor (Ki=1400 nM) of cytochrome P450 2D6, but only at high,
clinically irrelevant concentrations.

Excretion

The total radioactivity of the administered dose recovered over 120 hours in
urine and feces was 82% and 12%, respectively, following a single 10 mg
oral administration of “C-rizatriptan. Following oral administration of
“C-rtizatriptan, rizatriptan accounted for about 17% of circulating plasma
radioactivity. Approximately 14% of an oral dose is excreted in urine as
unchanged rizatriptan while 51% is excreted as indole acetic acid
metabolite, indicating substantial first pass metabolism

MAXALT® is not recommended for use in patients under 18 years of age
(see PRECAUTIONS, Pediatric Use). In a single study in adolescents
(n=291), there were no significant differences with respect to headache
relief at 2 hours between MAXALT® and placebo treated groups

Gender

The mean AUG,..., and Gy of rizatriptan (10 mg orally} wete about 30%
and 11% higher in females as compared to males, respectively, while Ty
occurred at approximately the same time.

Hepatic Impairment

Following oral administration in patients with hepatic impairment caused
by mild to moderate alcoholic cirrhosis of the liver, plasma concentrations
of rizatriptan were similar in patients with mild hepatic insufficiency
campared to a contrel group of healthy subjects; plasma concentrations of
rizatriptan were approximately 30% greater in patients with moderate
hepatic insufficiency (see PRECAUTIONS). Since there are no data in
patients with severe hepatic impairment (Child-Pugh grade C), rizatriptan is
contraindicated in this population (see CONTRAINDICATIONS).

Renal Impairment

In palients with renal impairment (creatinine clearance 10-60 mL/min/1.73 m?),
the AUG,..., of rizatriptan was not significantly different from that in healthy
subjects. In hemodialysis patients {creatinine clearance < 2 mlL/min/1.73 m?),
however, the AUC for rizatriptan was approximately 44% greater than that in
patients with normal renal function (see PRECAUTIONS).

Race

Pharmacokinetic data revealed no significant differences between African
American and Caucasian subjects. The effect of race on the pharmacokinetics
of rizafriptan has not been systematically evaluated.

Clinical Studies

MAXALT® Tablets

The efficacy of MAXALT® Tablets was established in four multicenter,
randomized, placebo-controlled trials. Patients enrolled in these studies
were primarily female (84%) and Caucasian (88%), with a mean age of
40 years (range of 18 to 71). Patients were instructed to treat a moderate to
severe headache. Headache response (defined as a reduction of moderate
or severe headache pain to no or mild headache pain), was assessed for up

were treated with MAXALT™ 5 mg and approximately 24,043 with
MAXALT® 10 mg over a period of up to 12 months (median number of
attacks treated per patient was approximately 17). Headache response was
sustained (as judged by the proportion of attacks treated with MAXALT® per
patient resulting in headache relief).

MAXALT RPD* Wafers

The efficacy of MAXALT RPD* in the acute treatment of migraine attacks
was established in two multicenter, randomized, placebo-controlled trials
that were similar in design to the trials of MAXALT® Tablets. In one study
{(n=311), by 2 hours postdosing, headache response rates in patients
treated with MAXALT RPD* were approximately 66% for rizatriptan 5 mg
and 10 mg, compared to 47% in the placebo group. In a larger study
{n=547), by 2 hours postdosing, headache response rates were 53% in
patients treated with MAXALT RPD¥ 5 mg, and 74% after 10 mg, compared
to 28% in the placebo group. Headache response was statistically
significant as early as 30 minutes following dosing with the 10 mg wafer.
The 10 mg dose was superior to 5 mg at 2 hours. MAXALT RPD® also
relieved the functional disability, nausea, photophobia, and phonophobia
which accompanied the migraine episodes.

INDICATIONS AND CLINICAL USE

MAXALT® (rizatriptan benzoale) is indicated for the acute treatment of
migraine attacks with or without aura in adults.

MAXALT® is not intended for the prophylactic therapy of migraine or for
use in the management of hemi \eglc ophthalmoplegic or basilar migraine
(see CONTRAINDICATIONS). Safety and effectiveness of MAXALT® have
not been established for cluster headache, which is present in an older,
predominantly male population.

CONTRAINDICATIONS

MAXALT® (rizatriptan benzoate) is contraindicated in patients
with history, symptoms, or signs of ischemic cardiac, cerebro-
vascular or peripheral vascular syndromes, valvular heart
disease or cardiac arrhy dias). In
addition, patients with other s|gn|t|canl underlylng
cardlov.ascular dcseases {e.g., atherosclerotic disease,

to 2 hours {Study 1) or up to 4 hours after dosing (Studies 2, 3 and 4).
Associated symptoms of nausea, photophobia, and phonophobia and
maintenance of response up to 24 hours postdose were evaluated. A
second dose of MAXALT® Tablets was allowed 2 to 24 hours after dosing
for treatment of recurrent headache in Studies 1 and 2. Additional
analgesics and/or antiemetics were allowed 2 hours after initiat treatment
for rescue in all four studies.

In all studies, the percentage of patients achieving headache response
2 hours after ireatment was significantly greater in patients who received
either MAXALT® 5 or 10 mg compared to those who received placebo. Ina
separate study, doses of 2.5 mg were not different from placebo. Doses
greater than 10 mg were associated with an increased incidence of adverse
effects. The results from the 4 controlled studies using the marketed
formulation are summarized in Table II.

Table Il

Response Rates' 2 Hours Following
Treatment of Initial Headache

heart dis ) should not receive MAXALTE.
Ischemic cardiac syndromes include, but are not restricted to,
angina pectoris of any type (e.g., stable angina of effort and
vasospastic forms of angina such as the Prinzmetal's variant),
all forms of myocardial infarction, and silent myocardial
ischemia. Gergbrovascular syndromes include, but are not
limited ta, strokes of any type as well as transient ischemic
attacks (TIAs). Peripheral vascular disease includes, but is not
limited to, ischemic bowel disease, or Raynaud’s syndrome
(see WARNINGS).

Because MAXALT® may increase blood pressure, it is
contraindicated in patients with uncontrolled or severe
hypertension (see WARNINGS).

MAXALT® is contraindicated within 24 hours of treatment with
another 5-HT, agonist, or an ergotamine-containing or
ergot-type medication like dihydroergotamine or methysergide.
MAXALT® is contraindicated in patients with hemiplegic,
ophthalmoplegic or basilar migraine.

Concurrent administration of MAO inhihitors or use of rizatriptan
within 2 weeks of discontinuation of MAO inhibitor therapy is

Study Placeho  MAXALT#Tablets MAXALT® Tablets contraindicated (see PRECAUTIONS, Drug Interactions).

5 mg 10 mg B there are no data available, MAXALT® is contra-
1 35% (n=304) 62%* (n=458) 71%*** (n=456} indicated in patients with severe hepatic impairmem
2 37% (n=82) - 7% (n=320) MAXALT® is indicated in ho are h itive
3 23% (n=80) 63%* (n=352) R to rizatriptan or any comp ‘of the for
4 40% (n=159)  60%* (n=164) 67%  (n=385) WARNINGS

"Pain response is defined as a reduction in headache severity
from grade 3 or 2 (severe or moderate pain) to grade 1 or 0
(mild or no pain)

*p value < 0.05 in comparison with placebo

**p value < 0.05 in comparison with 5 mg

*Results for initial headache only

Comparisons of drug performance based upon results obtained
in different clinical trials are never reliable. Because studies
are conducted at different times, with different samples of
patients, by different investigators, employing different criteria
and/or different interpretations of the same criteria, under
dlﬂerenl conditions (duse dosing regimen, etc.), quantitative
and the timing of response
may be to vary y from study to study.

For patients with migraine-associated photophobia, phonaphobia, and
nausea at baseline, there was a decreased incidence of these symptoms
following administration of MAXALT® compared to placebo.

MAXALT® (rizalriptan benzoate) should only be used where a
clear diagnosis of migraine has been established.

Risk of Myocardial Ischemia and/or Infarction and Qther
Adverse Cardiac Events
MAXALT® has been associated with transient chest and/or neck
pain and tightness which may resemble angina pectoris.
Following the use of other 5-HT, agonists, in rare cases these
symptoms have been identified as being the likely result of
coronary vasospasm or myocardial ischemia. Rare cases of
serious coronary events or arrhythmia have accurred following
use of other 5-HT, agonists, and may therefore aiso occur with
MAXALT®, Because of the pofential of this tlass of compounds
(5-HT 15,19 agonists) to cause coronary vasospasm, MAXALT®
should not be given to patients with documented ischemic or
vasospastic coronary artery disease (see CONTRAINDICATIONS).
It is strongly recommended that MAXALT® not be given to
patients in whom unrecognized coronary artery disease (CAD) is
predicted by the presence of risk factors (e.g., hypertension,
hypercholesterolemia, smoker, obesity, diabetes, strong family
history of CAD, female with surgical or physiological
menopause, or male over 40 years of age) unless a
cardiovascular evaluation provides satisfactory clinical

that the patient is reasonably free of coronary artery
and ischemic myocardial disease or other significant
underlying cardiovascular disease. The sensitivity of cardiac
diagnostic procedures to detect cardiovascular disease or

Table 1
Pharmacokinetic Parameters of a Single Dose of Rizatriptan in Females (n = 12) r
Arithmetic Mean (+ SD) and
MAXALT® MAXALT RPD® MAXALT® MAXALT RPD®
5 my Tablet 5 mg Wafer 10 mg Tablet 10 mg Wafer
AUC([ J{ngehr/mLy 3452130 332+98 7394234 7594247
,,M « (ng/mL)! 104+39 11247 213169 20379
e (DT 10208 16108 15:08 25+14" findings indi
11 ) (hr)“' 17 1.6 17 17
Plasma Clearance (mL/min 1050.5 £ 2245 12122416 1081.6 £ 239.4 1099.3 + 251.7

* Potency-normalized
" Harmonic mean

* Plasma clearance of 1-mg stable, heavy-labeled V. dose of rizalriptan given concomitantly with oral dose

“p < 0.05 compared to tablet formulation

predisposition to coronary artery vasospasm is unknown. If,

dunng the cardiovascular evaluation, the patient’s medical
history, eleclrocardlouraphlc or other investigations reveal
tive of, or t with, coronary artery
vasospasm or myunardlal ischemia, MAXALT" should not he
administered (see CONTRAINDICATIONS).

For patients with risk factors predictive of CAD, who are
considered to have a satisfactory cardiovascular evaluation, the
first dose of rizatriptan should be administered in the
setting ul a phvsu:lan s office or similar medically staffed and

Special Populations

Elderly

Rizatriptan pharmacokinetics in healthy elderly non-migraineur volunteers
(age 65-77 years) were similar to those in younger non-migraineur
volunteers (age 18-45 years).

Adolescents {12-18 years)

The mean AUCG,..., and Cyy,y of rizatriptan (10 mg orally) were about 12%
and 19% higher in adolescents (n=12) as compared to historical data in
adults, respectively.

Efficacy was unaffected by the presence of aura; by the gender, or age of the patient;
or by concomitant use of common migraine prophylactic drugs (e.0., beta-
blockers, calcium channel blockers, tricyclic antidepressants}) or oral
contraceptives. There were insufficient data to assess the impact of race on efficacy.

The long-term efhcacy of MAXALT® 5 mg and 10 mg was investigated in a
total of 1854 patients in optional extension phases of three Phase Il
sludies. The extension phases were single blind (except in one study where
only 10 mg MAXALT® was used) and patients were randomized to either
5mg or 10 mg MAXALT® or standard care. Approximately 16,150 attacks

pped facility. B cardiac i can oceur in the
absence of clinical symptoms, consideration should be given to
obtaining on the first occasion of vse an electrocardiogram
(ECG) during the interval immediately following MAXALT®, in
these patients with risk factors. However, an absence of drug-
induced cardiovascular effects on the occasion of the initial
dose does not preclude the possibility of such effects occurring
with subsequent administrations.

Intermittent long-term users of MAXALT* who have or acquire
risk factors predictive of CAD, as described above, should
receive periodic interval cardiovascular evaluation as they
continue to use MAXALT". -

“Registered Trademark of Merck & Co., Inc. Used under license,
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If symptoms consistent with angina occur after the use of
MAXALT*, ECG evaluation should be carried out to look for
ischemic changes.
The systematic approach described above is
intended to reduce the likelihood that patients with
unrecognized cardiovascular disease will be
inadvertently exposed fo MAXALT:.
Cardiac Events and Fatalities A d with 5-HT, Agonist
MAXALT* may cause coronary artery vasospasm. Serious adverse cardiac
events, including acute myocardial infarction, life-threatening disturbances
of cardiac rhythm, and death have been reported within a few hours
following the administration of 5-HT; agonists. Considering the extent of
use of 5-HT; agonists in patients with migraine, the incidence of these
events is extremely low.
Premarketing Experience with MAXALT®
Among the approximately 4200 patients who were treated with at least a
single oral dose of either 5 or 10 mg rizatriptan in premarketing clinical
trials of MAXALT™, electrocardiac adverse experiences were observed in
33 patients. One patient was reported to have chest pain with possible
ischemic ECG changes following a single dose of 10 mg.

Cerebrovascular Events and Fatalities Associated with 5-HT,
Agonists

Cerebral hemorrhage, subarachnoid hemorrhage, stroke, and other
cerebrovascular events have been reported in patients treated with 5-HT,
agonists; and some have resulted in fatalities. In @ number of cases, it
appears possible that the cerebrovascular events were primary, the agonist
having been administered in the incorrect belief that the symptoms
experenced were a consequence of migraine, when they were not. It should
be noted that patients with migraine may be at increased risk of certain
cerebrovascular events (e.g., stroke, hemorrhage, transient ischemic attack).
Special Cardi lar Phar y Studies with Another
§-HT, Agonist

In subjects (n=10) with suspected coronary artery disease undergoing
angiography, a 5-HT; agonist at a subcutaneous dose of 1.5 mg produced
an 8% increase in aortic blood pressure, an 18% increase in pulmonary
artery biood pressure, and an 8% increase in systemic vascular resistance.
In addition, mild chest pain or tightness was reported by four subjects.
Clinically significant increases in blood pressure were experienced by
three of the subjects (two of whom also had chest pain/discomfort).
Diagnostic angiogram results revealed that 9 subjects had normal coronary
arteries and one had insignificant coronary artery disease.

In an additional study with this same drug, mlgrame patients (n=35) free of
cardiovascular disease were subjected to assessments of myocardial
perfusion by positron emission tomography while receiving a
subcutaneous 1.5 mg dose in the absence of a migraine attack. Reduced
coronary vasodilatory reserve (~10%), increased coronary resistance
(~20%), and decreased hyperemic myocardial blood flow (~10%) were
noted. The refevance of these findings to the use of the recommended oral
dose of this 5-HT; agonist is not known

Similar studies have not been done with MAXALT®. However, owing to the
common pharmacodynamic actions of 5-HT, agonists, the possibility of
cardiovascular effects of the nature described above should be considered
for any agent of this pharmacological class.

Hypersensitivity

Rare hypersensitivity {anaphylaxis/anaphylactoid) reactions may occur in
patients receiving 5-HT, agonists such as MAXALT®. Such reactions can be
life threatening or fatal. In general, hypersensitivity reactions to drugs are
more likely to occur in individuals with a history of sensitivity to multiple
altergens. Owing to the possibility of cross-reactive hypersensitivity
reactions, MAXALT® should not be used in patients having a history of
hypersensitivity to chemically-related 5-HT receptor agonists.

Other Vasospasm-Related Events

5-HT, agonists may cause vasospastic reactions other than coronary artery
vasospasm. Extensive post-market experience has shown the use of another
5-HT, agonist to be associated with rare occurrences of peripheral vascular
ischemia and colonic ischemia with abdominal pain and bloody diarrhea.
Increase in Bload Pressure

Significant elevation in blood pressure, including hypertensive crisis, has
been reported on rare occasions in patients receiving 5-HT; agonists with
and without a history of hypertension. (n healthy young male and female
subjects who received maximal doses of MAXALT® (10 mg every 2 hours
for 3 doses), slight increases in blood pressure (approximately 2-3 mmHg)
were observed. Rizatriptan is contraindicated in patients with uncontrolled
or severe hypertension (see CONTRAINDICATIONS).

PRECAUTIONS

General

MAXALT* (rizatriptan benzoate) should be administered with caution to
patients with diseases that may alter the absorption, metabolism, or
excretion of drugs (see ACTIONS AND CLINICAL PHARMACOLOGY,
Special Populations).

For a given attack, if a patient has no response to the first dose of
rizatriptan, the diagnosis of migraine should be reconsidered before
administration of a second dose.

Cardiovascular

Discomfort in the chest, neck, throat and jaw (including pain, pressure,
heaviness and tightness) has been reported after administration of
rizatriptan. Because drugs in this class may cause coronary artery
vasospasm, patients who experience signs or symptoms suggestive of
angina following dosing should be evaluated for the presence of CAD or a
predisposition to Prinzmetat's variant angina before receiving additional
doses of medication, and should be monitored electrocardiographically if
dosing is resumed and similar symptoms recur. Similarly, patients who
experience other symptoms or signs suggestive of decreased arterial flow,
such as ischemic bowel syndrome or Raynaud's syndrome following
MAXALT®* administration should be evaluated for atherosclerosis or
predisposition to vasospasm (see CONTRAINDICATIONS and WARNINGS)
Neurologic Conditions

Care should be taken to exclude other potentially serious neurologic
conditions before treating headache in patients not previously diagnosed
with migraine or who experience a headache that is atypical for them. There
have been rare reports where patients received 5-HT, agonists for severe
headache that were subsequently shown to have been secondary to an
evolving neurological lesion. For newly diagnosed patients or patients
presenting with atypical symptoms, the diagnosis of migraine should be
reconsidered if no response is seen after the first dose of MAXALT®:
Seizures

Caution should be observed if MAXALT™ is to be used in patients with a history
of epilepsy or structural brain lesions which lower the convulsion threshold.
Psychomotor Effect

Dizziness, somnolence and asthenia/fatigue were experienced by some
patients in clinical trials with MAXALT® (see ADVERSE EVENTS). Patients

should be advised to avoid driving a car or operating hazardous machinery
uhmi\ they are reasonably certain that MAXALT® does not adversely affect
them.

Renally Impaired Patients

Rizatriptan should be used with caution in dialysis patients due to a decrease
in the clearance of rizatriptan, resulting in approximately 44% increase in
plasma concentrations (see ACTIONS AND CLINICAL PHARMACOLOGY,
Special Populations, and DOSAGE AND ADMINISTRATION)

Hepatically Impaired Patients

Rizatriptan should be used with caution in patients with moderate hepatic
insufficiency due to an increase in plasma concentrations of approximately
30% (see ACTIONS AND CLINICAL PHARMACOLOGY, Special
Populations, and DOSAGE AND ADMINISTRATION). Since there are no
data in patients with severe hepatic impairment, rizatriptan is contra-
indicated in this poputation (see CONTRAINDICATIONS and DOSAGE AND
ADMINISTRATION}.

Binding to Melanin-Containing Tissues

The propensny for rizatriptan to bind mefanin has not been investigated
Based on its chemical properties, rizatriptan may bind to melanin and
accumulate in melanin-rich tissue (e.g., eye} over time. This raises the
possibility that rizatriptan could cause toxicity in these tissues after
extended use. There were, however, no adverse ophthalmologic changes
related to treatment with rizatriptan in the one-year dog toxicity study.
Although no systematic monitoring of ophthalmologic function was
undertaken in clinical trials, and no specific recommendations for
ophthalmologic menitoring are offered, prescribers should be aware of the
possibility of long-term ophthalmologic effects.

Phenylketonurics

Phenylketonuric patients should be informed that MAXALT RPD® Wafers
contain phenylalaning (a component of aspartame). Each 5 mg wafer
contains 1.05 mg phenylalanine, and each 10 mg wafer contains 2.10 mg
phenylalanine

Laboratory Tests

No specific laboratory tests are recommended for monitoring patients prior
to and/or after treatment with MAXALT®.

Drug Interactions
Propranolol

MAXALT® should be used with caution in patients receiving propranolol,
since the pharmacokinetic behavior of rizatriptan during co-administration
with propranolot may be unpredictable. In a study of concurrent
administration of propranclo! 240 mg/day and a single dose of rizatriptan
10 mg in healthy subjects (n=11), mean plasma AUC and Gy, for
rizatriptan were increased by 70% and 75%, respectively, during
propranolol administration. In one subject, a 4 fold increase in AUC and
5-fold increase in Cpyy, Was observed. Thvs subject was not distinguishable
from the others based on demographic characteristics. The AUC of the
active N-monodesmethy! metabolite of rizatriptan was not affected by
propranofol (see DOSAGE AND ADMINISTRATION)

Ergot-Containing Drugs

Ergot-containing drugs have been reported to cause prolonged vasospastic
reactions. Because there is a theoretical basis thal these effects may be
additive, use of ergotamine-containing or ergot-type medications (like
dihydroergotamine or methysergide) and rizatriptan within 24 hours is
contraindicated (see CONTRAINDICATIONS).

Other 5-HT, Agonists

The administration of rizatriptan with other 5-HT; agonists has not been
evaluated in migraine patients. Because their vasospastic effects may be
additive, co-administralion of rizatriptan and other 5-HT, agonists within
24 hours of each other is contraindicated (see CONTRAINDICATIONS).
Selective Serotenin Reuptake Inhibitors (SSRIs)

SSRIs (e.g., fluoxeting, fluvoxamine, paroxetine, sertrating) have been
reported, rarely, to cause weakness, hyperreflexia, and incoordination
when co-administered with 5-HT, agonists. If concomitant treatment with
rizatriptan and an SSRI is clinically warranted, appropriate observation of
the patient for acute and long-term adverse events is advised. No clinical or
pharmacokinetic interactions were observed when MAXALT® 10 mg was
administered with paroxetine.

Maonoamine Oxidase Inhibitors

Rizatriptan is principally metabolized via monoamine oxidase, ‘A" subtype
(MAQ-A). In a drug interaction study, when MAXALT® 10 mg was
administered to subjects (n=12) receiving concomitant therapy with the
selective, reversible MAG-A inhibitor, moclobemide 150 mg t.i.d., there
were mean increases in rizatriptan AUC and Cpgy of 119% and 41%,
respectively; and the AUC of the active N-monodesmethyl metabolite of
rizatriptan was increased more than 400%. The interaction would be
expected to be greater with irreversible MAO inhibitors. Drug interaction
studies were not conducted with selective MAQ-B inhibitors. The specificity
of MAQ-B inhibitors diminishes with higher doses and varies among
patients. Therefore, co-administration of rizatriptan in patients taking MAO-A
or MAQ-B inhibitors is contraindicated (see CONTRAINDICATIONS).
Nadolal/Metoprolol

In a drug interactions study, effects of multiple doses of nadolo! 80 mg or
metoprolol 100 mg every 12 hours on the pharmacokinetics of a single
dose of 10 mg rizatriptan were evaluated in healthy subjects (n=12). No
pharmacokinetic interactions were observed.

Oral Contraceptives

In a study of concurrent administration of an oral contraceptive during
6 days of administration of MAXALT® (10-30 mg/day) in healthy female
volunteers (n=18), rizatriptan did not affect plasma concentrations of
ethinyl estradiol or norethindrone.

Drug/Laboratory Test Interactions

MAXALT® is not known to interfere with commonly employed clinical
{aboratory tests.

Impairment of Fertility

In a fertility study in rats, altered estrus cyclicity and delays in time to
malmg were observed in females treated orally with an equivalent of
337 times the maximum recommended daily dose (MRDD) of 20 mg in
humans. The no-effect dose was 22 times the MRDD. There was no
impairment of fertility or reproductive performance in male rats treated with
up to 825 times the MRDD.

Use in Pregnancy

In a reproduction study in rats, birth weights and pre- and post-weaning
weight gain were reduced in the offspring of females treated prior to and
during mating and throughout gestation and lactation. These effects
occurred in the absence of any apparent maternal toxicity (maternal piasma
drug exposures were 22 and 337 times, respectively, the exposure in
humans receiving the maximum recommended daily dose (MRDD) of
20 mg). The deve\ogmemal no-effect dose was equivalent to 2.25 times
human exposure at the MRDD.
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In embryofetal development studies, no teratogenic effects were observed
when pregnant rats and rabbits were administered doses at the equivalent
of 337 times and 168 times, respectively, the human MROD, during
organogenesis. However, fetal weights were decreased in conjunction with
decreased maternal weight gain at these same doses. The developmental
no-effect dose in both rats and rabbits was 22 times the human MRDD.
Toxicokinetic studies demonstrated placental transfer of drug in both
Species.

There are no adequate and well-controlled studies in pregnant women;
therefore, rizatriptan should be used during pregnancy only If the potential
benefit justifies the potential risk to the fetus.

Use in Nursing Mothers

it is not known whether this drug is excreted in human milk. Because many
drugs are excreted in human mitk, caution should be exercised when
MAXALT® is administered to women who are breast-feeding. Rizatriptan is
extensively excreted in rat milk, at a level of 5-fold or greater than maternal
plasma levels.

Pediatric Use
MAXALT® is not recommended for use in patients under 18 years of age.

In a randomized placebo-controlied trial of 291 adolescent migraineurs,
aged 12-17 years, the sfficacy of MAXALT® Tablels {5 mg) was not
different from that of placebo (see ACTIONS AND CLINICAL
PHARMACOLOGY, Special Populations).

Use in the Elderly

The safety and effectiveness of MAXALT™ has not been adequately studied
in individuals over 65 years of age. The risk of adverse reactions to this
drug may be greater in elderly patients, as they are more likely to have
decreased hepatic function, be at higher risk tor CAD, and experience blood
pressure increases that may be more pronounced. Clinical studies with
MAXALT® did not include a substantial number of patients over 65 years of
age (n=17). !ts use in this age group is, therefore, not recommended.

ADVERSE REACTIONS

Serious cardiac events, including some that have been fatal,
have occurred following use of 5-HT, agonists. These events
are extremely rare and most have been reported in patients with
risk factors predictive of CAD. Events reported have included
coronary artery vasospasm, transient myocardial ischemia,
myocardial infarction, ventricular tachycardia, and ventricular
fibrillation (see CONTRAINDICATIONS, WARNINGS, and
PRECAUTIONS).

Experience in Controlled Clinical Trials with MAXALT®
(rizatriptan benzoate)

Typical 5-HT, Agonist Adverse Reactions

As with other 5-HT, agonists, MAXALT® has been associated with
sensations of heaviness, pressure, tightness or pain which may be intense:
These may occur in any part of the body including the chest, throat, neck,
jaw and upper limb.

Acute Safety

Adverse experiences to rizatriptan were assessed in controlled clinical
trials that included over 3700 patients who received single or multiple
doses of MAXALT® Tablets. The most common adverse events during
treatment with MAXALT® were asthenia/fatigue, somnolence,
pain/pressure sensation and dizzingss. These events appeared to be dose-
related. In long-term extension studies where patients were allowed to treat
multiple attacks for up to 1 year, 4% (59 out of 1525 patients) withdrew
because of adverse experiences.

Tables 1 and {V fist the adverse events regardiess of drug relationship
(incidence = 1% and greater than placebo) after a single dose of MAXALT®
Tablets and MAXALT RPD® Wafers, respectively. Most of the adverse
events appear to be dose-related. The events cited reflect experience gained
under closely monitored conditions of clinical trials in a highly selected
patient population. Inactual clinical practice or in other clinical trials, these
frequency estimates may not apply, as the conditions of use, reporting
behavior, and the kinds of patients treated may differ.

Table lll

Incidence (> 1% and Greater than Placebo) of
Adverse Experiences After a Single Dose of MAXALT® Tablets
or Placebo (Prior to Subsequent Dose)
in Phase |1l Controlled Clinical Trials®

% of Patients
Placeho MAXALT™ MAXALT®

Smg 10mg
Number of Patients 627 977 1167
Symptoms of Potentially
Cardiac Origin
Chest Sensations™ 10 16 31
Neck/Throat/Jaw Sensations* 06 14 25
Upper Limb Sensations* 13 17 18
Palpitations 0.2 09 1.0
Body as a Whole
Asthenia/Fatigue 2.1 42 6.9
Abdominal Pain 10 17 22
Digestive System
Dry Mouth 13 26 30
Nausea 35 4.1 5.7
Vomiting 2.1 16 23
Nervous System
Dizziness 45 42 89
Headache 0.8 18 21
Insomnia 0.3 1.0 0.3
Paresthesia 1.0 15 29
Somnolence 35 42 84
Tremor 1.0 13 03
Skin and Skin Appendage
Flushing 1.0 06 11

* The term “sensations” encompasses adverse events described as
as pain, discomfort, pressure, heaviness, constriction, tightness,
heat/buming sensation, paresthesia, numbness, tingling, weakness and
strange sensations.

! Data from Studies 022, 025, 029 and 030.
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Table IV

Incidence (> 1% and Greater than Placeho) of Adverse
Experiances After a Single Dose of MAXALT RPD® Wafers or
Placebo (Prior to Subsequent Dose)
in Phase Hl Controiled Clinical Trialst

% of Patients

Placebo  MAXALT RPD® MAXALT RPD®
5mg 10 mg

Number of Patients 283 282 302
SymTloms of Potentially
Cardlac Origin
Chest Sensations* 0.4 14 17
Neck/ThroatiJaw Sensations™ 0.4 1.4 20
Upper Limb Sensations* 0.4 0.7 20
Palpitations 0.4 0.4 1.0
Tachycardia 11 14 0.3
Bady as a whole
Asthenia/Fatique 04 21 36
Digestive System
Dry Mouth 2.1 6.4 6.0
Nausea 5.7 6.4 7.0
Dyspepsia 07 11 20
Acid Regurgitation 0 1.1 0.7
Salivation Increase 0 0 13
Musculoskeletal System
Regional Heavingss 0 0 19
Nervous System
Dizzingss 39 6.4 856
Headache 0.7 18 20
Insamnia 0 14 0.7
Mental Acuity Decreased 0 1.1 0.3
Paresthesia 0.4 14 30
Somnolence 2.8 43 53
Tremor 0.7 11 0
Hypesthesia 0 14 07
Nervousness 0.4 11 0.7
Respiratory System
Pharyngeal Discomfort 0 1.1 0.7
Skin and Skin Appendage
Sweating 07 11 1.0
Special Senses
Blurred Vision 0 0.4 13
Taste Perversion 1.1 14 23

*The term “sensations” encompasses adverse events described as pain,
discomfort, pressure, heaviness, constriction, tightness, heat/burning
sensation, paresthesia, numbness, tingling, weakness and strange sensations

! Data from Studies 039 and 049.

MAXALT® was generally well tolerated. Adverse experiences were typically
mild in intensity and were transient. The frequencies of adverse experiences
in clinical trials did not increase when up to three doses were taken within
24 hours. The incidences of adverse experiences were not affected by age,
gender or use of prophylactic medications. There were insufficient data to
2ssess the impact of race on the incidence of adverse events.

Long-Term Safety

In long-term extension studies, a total of 1854 patients treated
16,150 migraine attacks with MAXALT® 5 mg Tablets and 24,043 attacks
with MAXALT® 10 mg Tablets over a period of up to 1 year. In general, the
types of clinical adverse experiences observed in the extension studies
were similar to those observed in the acute studies. However, the
incidences of most clinical adverse events were approximately 3-fold
higher in extension, as expected, based on increased observation time. The
most common adverse events per attack {defined as occurring at an
incidence of at least 1%) for MAXALT® 5 mg and 10 mg, respectively, were
as follows: nausea (3%, 4%), dizziness (2%, 2%), somnolence (2%, 4%,
asthenia/fatigue (2%, 2%), headache (1%, 2%), vomiting {1%, <1%),
chest pain (<1%, 1%) and paresthesia (<1%, 2%). Due to the fack of
placebo contrals in the extension studies, the role of MAXALT® in
causation cannot be reliably determined.

Other Events Observed in Association with the Administration of
MAXALT®

In the section that follows, the frequencies of less commonly reported
adverse clinical events are presented. Because the reports include events
observed in open studies, the role of MAXALT® in their causation cannot
be reliably determined. Furthermore, variability associated with adverse
event reporting, the terminology used to describe adverse events, etc. limit
the value of the quantitative frequency estimates provided. Event
frequencies are calculated as the number of patients who used MAXALT®
5 mg and 10 mg Tablets in Phase Il and il studies (n=3716) and reported
an event divided by the total number of patients expased to MAXALT®. All
reported events are included, except those already listed in the previous
lable, those too general to be informative, and those not reasonably
assaciated with the use of the drug. Events are further classified within
bady system categories and enumerated in order of decreasing frequency
using the following definitions: frequent adverse events are those defined
as those occurring in at least 1/100 patients; infrequent adverse
experiences are those occurring in 1/100 to 1/1000 patients; and rare
adverse experiences are those occurring in fewer than 1/1000 patients.
Body as a Whole

Frequent were warm sensations, chest pain and chills/cold sensations.
Infrequent were heat sensitivity, facial edema, hangover effect, abdominal
distention, edema/swelling and malaise. Rare were fever, orthostatic
effects, and syncope.

Cardiovascular

Frequent was palpitation. Infrequent were tachycardia, cold extremities,
hypertension, arrhythmia, and bradycardia. Rare were angina pectoris and
blood pressure increased.

Digestive

Frequent was diarrhea. Infrequent were dyspepsia, thirst, acid
requrgitation, dysphagia, constipation, flatulence, and tongue edema. Rare
were anorexia, appetite increase, gastritis, paralysis (tongue), eructation
and glosodynia.

Metabolic

Infrequent was dehydration

See pages A-5, A-20, A-21

Musculoskeletal

Infrequent were muscle weakness, stiffness, myalgia, muscie cramp,
musculoskeletal pain, and arthralgia.

Neurological/Psychiatric

Frequent were hypesthesia and mental acuity decreased. Infrequent were
nervousness, vertigo, insomnia, anxiety, depression, euphoria,
disorientation, ataxia, dysarthria, confusion, dream abnormality, gait
abnormality, irritability, memory impairment, agitation, hyperesthesia,
sleep disorder, speech disorder, migraine and spasm. Rare were
dysesthesia, depersonalization, akinesia/bradykinesia, apprehension,
hyperkinesia, hypersomnia, and hyporeflexia.

Respiratory

Frequent were dyspnea and pharyngeal discomfort. tnfrequent were
pharyngitis, irritation (nasal), congestion (nasal), dry throat, upper
respiratory infection, yawning, respiratory congestion, dry nose, epistaxis,
and sinus disorder. Rare were cough, hiccups, hoarseness, rhinorrhea,
sneezing, tachypnea, and pharyngeal edema.

Special Senses

Frequent was taste perversion. Infreguent were blurred vision, tinnitus, dry
eyes, burning eye, eye pain, eye irritation, ear pain, and tearing. Rare were
hyperacusis, smell perversion, photophobia, photopsia, itching eye, and
eye swelling.

Skin and Skin Appendage

Infrequent were sweating, pruritus, rash, and urticaria. Rare were erythema,
acne, and photosensitivity.

Urogenital System

Frequent was hot flashes. Infrequent were urinary frequency, polyuria, and
menstruation disorder. Rare was dysuria.

The adverse experience profile seen with MAXALT RPD® Wafers was
similar to that seen with MAXALT® Tablets.

Post-Marketing Experience

The following additional adverse reactions have been reported very rarely
and most have been reported in patients with risk factors predictive of CAD:
Myocardial ischemia or infarction, cerebrovascular accident.

The following adverse reactions have also been reported:

Hypersensitivity: Angicedema (e.g., facial edema, tongue swelling,
pharyngeal edema}, wheezing, urticaria, rash, toxic epidermal necrolysis

Special Senses: Dysgeusia.
Drug Abuse and Dependence

Although the abuse potential of MAXALT® has not been specifically
assessed, no abuse of, tolerance to, withdrawal from, or drug-seeking
behavior was observed in patients who received MAXALT® in cliical trials
or their extensions. The 5-HT;gp agonists, as a class, have not been
associated with drug abuse.

SYMPTOMS AND TREATMENT OF OVERDOSAGE

No overdoses of MAXALT® (rizatriptan benzoale) were reported during
clinical trials.

Rizatriptan 40 mg (administered as either a single dose or as two doses
with a 2-hour interdose interval) was generally well tolerated in over
300 patients; dizziness and somnolence were the most common drug-
related adverse effects

In a clinical pharmacology study in which 12 subjects received rizatriptan,
at total cumulative doses of 80 mg (given within four hours), two subjects
experienced syncope and/or bradycardia. One subject, a female aged
29 years, developed vomiting, bradycardia, and dizziness beginning three
hours after receiving a total of 80 mg rizatriptan (administered over two
hours}; a third degree AV block, responsive to atropine, was observed an
hour after the onset of the other symptoms. The second subject, a 25-year-
old male, experienced transient dizziness, syncope, incontinence, and a
5-second systolic pause {on ECG monitor) immediately after a painful
venipuncture. The venipuncture occurred two hours after the subject had
received a total of 80 mg rizatriptan (administered over four hours).

In addition, based on the pharmacology of rizatriptan, hypertension or other
more serious cardiovascular symptoms could occur after overdosage
Gastrointestinal decontamination (i €., gastric lavage followed by activated
charcoal) should be considered in patients suspected of an overdose with
MAXALT®. The elimination half-life of rizatriptan is 2 to 3 hours (see
ACTIONS AND CLINICAL PHARMACOLOGY). Clinical and electro-
cardiographic monitoring should be continued for at feast 12 hours, even if
clinical symptoms are not observed.

There is no specific antidote to rizatriptan. In cases of severe intoxication,
intensive care procedures are recommended, including establishing and
maintaining a patent airway, ensuring adeguate oxygenation and
ventilation, and monitoring and suppert of the cardiovascular system.

The effects of hemo- or peritoneal dialysis on serum concentrations of
rizatriptan are unknown.

DOSAGE AND ADMINISTRATION

MAXALT® (rizatriptan benzoate) is recommended only for the acute
treatment of migraine atlacks. MAXALT® should not be used
prophylactically.

Controlled trials have not established the effectiveness of a second dose if
the initial dose is ineffective.

The safety of treating, on average, more than four headaches in a 30-day
period has not been established.

ADULTS

MAXALT® Tablets and MAXALT RPD® Wafers

The recommended single adult dose is 5 mg. The maximum recommended
single dose is 10 mg. There is evidence that the 10 mg dose may provide a
greater effect than the 5 mg dose (see ACTIONS AND CLINICAL
PHARMACOLOGY, Clinical Studies). The choice of dose should therefore
be made on an individual basis, weighing the possible benefit of the 10 mg
dose with the potential risk for increased adverse events

For MAXALT RPD® Wafers, administration with liquid is not necessary.
The wafer is packaged in a blister within an outer aluminum pouch. Patients
should be instructed not to remove the blister from the outer pouch until
just priar to dosing. The blister pack should then be peeled open with dry
hands and the wafer placed on the tongue, where it will dissoive and be
swallowed with the saliva

Redosing

Doses should be separated by at [east 2 hours; no more than a total of
20 mg (Tablets or Wafers) should be taken in any 24-hour period.
Patients Receiving Propranclol

A single 5 mg dose of MAXALT® should be used. In no instances should
the total daily dose exceed 10 mg per day, given in two doses, separated by
at least two hours (see PRECAUTIONS, Drug Interactions)
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Renal Impairment

In hemodialysis patients with severe renal impairment (creatinine clearance
< 2 mL/min/1.73 m2), the AUC of rizatriptan was approximately 44%
greater than in patients with normal renal function (see ACTIONS AND
CLINICAL PHARMACOLOGY, Special Populations). Consequently, if
treatment is deemed advisable in these patients, the 5 mg MAXALT® Tablet
or Wafer should be administered. No more than a total of 10 mg should be
taken in any 24-hour period. Repeated dosing in renally impaired patients
has not been evaluated.

Hepatic Impairment

MAXALT® is contraindicated in patients with severe hepatic impairment
(Child-Pugh grade C) due to the absence of safety data. Plasma
congentrations of rizatriptan were approximately 30% greater in patients
with moderate hepatic insufficiency (see ACTIONS AND CLINICAL
PHARMACOLOGY, Special Populations). Consequently, if treatment is
deemed advisablg in the presence of moderate hepatic impairment, the
5 mg MAXALT® Tablet or Wafer should be administered. No more than a
total of 10 mg should be taken in any 24-hour period. Repeated dosing in
hepatically impaired patients has not been evaluated.

Patients with Hypertension

MAXALT® should not be used in patients with uncontrolled or severe
hypertension. In patients with mild to moderate controlled hypertension,
patients should be treated cautiously at the lowest effective dose.
COMPOSITION

Tablets

Each compressed tablet contains either 5 mg or 10 mg of rizatriptan
(corresponding to 7.265 mg or 14.53 mg of the benzoate salt, respectively)
and the following non-medicinal ingredients: ferric oxide (redgl. lactose
monohydrate, magnesium stearate, microcrystalline cellulose and
pregelatinized starch.

Wafers

Each fyophilized wafer contains either 5 mg or 10 mg of rizatriptan
(corresponding to 7.265 mg or 14.53 mg of the benzoate salt, respectively)
and the following non-medicinal ingredients: aspartame, gelatin, glycine,
mannitol and peppermint flavor

STABILITY AND STORAGE RECOMMENDATIONS

Tablets

Store the tablets at room temperature (15°C-30°C).

Wafers

Store the wafers at room temperature (15°C-30°C).

The patient should be instructed not to remove the blister from
the outer aluminum sachet until the patient is ready to constme
the wafer inside.

AVAILABILITY OF DOSAGE FORMS

MAXALT® 5 mg are pale pink, capsule-shaped compressed tablets,
embossed with the code MSD on one side and 266 on the other. Available
in blister packages of 6 tablets.

MAXALT® 10 mg are pale pink, capsule-shaped compressed tablets,
embossed with the code MSD 267 on one side and MAXALT on the other.
Available in blister packages of 6 tablets.

MAXALT RPD® 5 mg are white to off-white, round, rapidly disintegrating
tablets, with a flat or slightly irregular surface, debossed with a modified
triangle on one side, and with a peppermint flavor. Each wafer is individually
packaged in a blister inside an aluminum pouch (sachet). Available in
blister packages of 6 walers.

MAXALT RPD® 10 mg are white to off-white, round, rapidly disintegrating
tablets, with a flat or slightly irregular surface, debossed with a modified
square on one side, and with a peppermint flavor. Each wafer is individually
packaged in a blister inside an aluminum pouch (sachet). Available in
blister packages of 6 wafers.
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0.5 mg and 1 mg Capsules (Nabilone)
ACTION

"CESAMET™ (nabilone) is u synthefic cannabinoid with antiemetic properties which have been found to be of
valug in the management of some patients with nausea and vomiting associated with cancer chemotherapy. It
also has sedative and psychotropic effects.

After oral administration, comparable peak plasma levels of nabilone and of its carbinol metabolite were attoined
within 2 hours. The combined plasma concentrations of nabilone and of its carbinol metabolite accounted for,
at most, 10 to 20% of the total radiocarbon concentration in plosma. The plasma halHife of nabilone was
approximately 2 hours, while that of the total radiocarbon wos of the order of 35 hours.

Of the two major possible metabolic pattways, stereo-specific enzymatic reduction and direct enzymofic oxidafion,
the latter oppears to be the more important in man.

The drug and its metabolites are eliminated mainly in the feces {approximately 65%) ond to  lesser extent in
the wrine (approximately 20%). The major excretory pathway is the bilary system.

INDICATIONS

"CESAMET™ (nabilone) is indicated in adults for the management of severe nausea and vomifing associated with
cancer chemotheropy.

CONTRAINDICATIONS

“CESAMET® (nabilone) is contraindicated in patients with known sensitivity to marijuana or other cennabinoid
agents, and in those with o history of psychotic reactions.

WARNINGS

"CESAMET™ (nabilone) should be used with extreme caution in patients with severe liver dysfunction and in
those with ¢ history of non-psychotic emational disorders.

"CESAMET™ should not be taken with alcohol, sedatives, hypnotics, or other psychotomimetic substances.

"CESAMET* should not be used during pregnancy, in nursing mothers, or pediatric patients since its sofety under
these conditions hos not been established.

PRECAUTIONS

Since "CESAMET® (nabilone) will often impair the mental and /or physical abilities required for the performance
of potentially hazordous tasks, such as driving a car and operating machinery, the patient should be warmed
accordingly and should not be permitted fo drive or engage in dangerous tasks unfil the effects of nabilone are
no longer present.

Adverse psychotropic reactions can persist for 48 1o 72 hours following cessation of freatment.

Since "CESAMET® elevates supine and standing heart rates and causes postural hypotension, it should be used
with caution in the elderly and in potients with hypertensien or heart disease.

Drug Inferactions: Potential inferactions between "CESAMET*, and diazepam; sodium secobarbital; alcohol; or
codeine, were evaluated. The depressant effects of the combinations were addifive. Psychomotor function was
particularly impaired with concurrent use of diazepom.

Pediatric Use: The safety and efficacy in children under the uge of 18 has not been established. Thersfore the
use of "CESAMET* in this patient population is not recommended.

ADVERSE REACTIONS

The most frequemlr observed adverse reactions fo nabilone and their incidences reroned in the course of dinical
frials were as follows:  dowsiness (66.0%), vertigo (58.8%), psychological high (38.8%), dry mouth
(21.6%), depression (14.0%), ataxia (12.8%), blurred vision (12.8%), sensation disturbance (12.4%),
anorexia (7.6%), asthenia (7.6%), headache (7.2%), orthostatic hypotension (5.2%), euphoria (4.0%) and
hallucinations (2.0%).

The following adverse reactions were observed in less than 1% of the patients who were administered nabilone
in the course of the clinical triols: tachycardia, tremors, syncope, nightmares, distortion in the percepfion of
time, confusion, dissociation, dyspheria, psychotic reactions and seizures.

Spontaneously Reported Adverse Reactions: The following adverse reactions listed in order of decreasing
f{equenq( by body system have been reported since "CESAMET® has been marketed. All events are listed regardless
of causality ossessment.

Blood and Hematopoetic: Leukopenia

Cardiovascular: Hypotension and tochycardia

Eye and Far: Visual disturbances

Gastrointestinal: Dry mouth, nausea, vomiting, and constipation

Nervous System: Hallucinations, CNS depression, CNS stimulation, atuxia, stupor, vertigo, convulsion, and
circumoral poresthesia

Psychiatric: Somnolence, confusion, euphoria, depression, dysphoria, depersonalization, anxiety, psychosis, and
emotional lability

Miscellaneous and Hil-Defined Conditions: Dizziness, headuche, insomnia, obnormal thinking, chest pain, lack
of effect, and foce edema

SYMPTOMS AND TREATMENT OF OVERDOSE

Sigfns and Symptoms: Signs and symptoms which might be expected to occur ore psychofic episodes indluding
hallucinations, anxiety reactions, respiratory depression and coma (experience with cases of overdosage of more
than 10 mg,/day hos not yet been reported).

Treatment: Overdosage may be considered to have occurred, even at prescribed dosages, if disturbing psychiatric
symptoms are present. In these cases, the patient should be observed in o quiet environment and supportive
measures, including reassurance, should be used. Subsequent dases should be withheld until patients have
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refuned to their baseline mentol status; routine dosing may then be resumed if clinically indicated. In such
instances, a lower initiating dose s suggested.

If psychotic episodes occur, the patient should be managed conservatively, if possible. For moderate psychotic
episodes and anxiety reactions, verbal suppart and comforfing may be sufficient. In more severe cases,
antipsychotic drug{s may be useful; however, the utility of anfipsychotic drugs in cannabinid psychosis has not
been systemtically evaluated. Support for their use is drawn from limited experience using antipsychotic agents
to manage cannabis overdoses. Because of the potential for drug-drug interactions (eg, additive CNS depressant
effects due ta nabilane and chlorpromazine), such patients should be closely monitored.

Protect the patient's airway and support venfilation and perfusion. Meficulously monitor and maintain, within
acceptable limits, the pofient's vimF signs, blood gases, serum electrolytes, etc. Absorption of drugs from the

astrointestinal ract may be decreased by giving activated charcoal, which, in many cases, is more effective
than emesis or lavage; consider charcoal instead of or in addifion to gastric emptying. Repeated doses of
charcoal over time may hosten elimingtion of some drugs that have been absorbed. Sofequard the patient's
airway when employing gastric emptying or charcoal.

The use of forced diuresis, peritoneal dialysis, hemodialysis, charcoal hemopesfusion, or cholestyramine has not
been reported. In the presence of normor renal function, most of a dose of nobilone is eliminated through the
hiliary system.

Treatment for respiratory depression and comatose state consists in symptomatic and suppertive therapy.
Parficular attention should be poid to the occurrence of hypothermia. If the patient becomes Eypmensive, con-
sider fluids, inotropes, and/or vasopressors.

DOSAGE AND ADMINISTRATION
Adults:

The usual dosage of “CESAMET® (nabilone) is 1 mg or 2 mg twice o day. The first dose should be given the
night before initiating administration of chemotherapeutic medication. The second dose is usually administered
1 to 3 hours before chemetherapy. If required, administration of *CESAMET® can be confinued up fo 24 hours
after the chemotherapeutic agent is given. The maximur recommended daily dose is 6 mg in divided doses.
"CESAMET® is available in a 0.5 mg strength for dose adjustment within the therapeutic range. Dose adjustment
may be required for the Furposes of response and folerance in individual patients. Overdosage may occur even
at prescribed dosages, it disturbing psychiatric symptoms are present. In these cases, the patient should be
observed in  quiet environment and supportive measures, including reassurance, should be used. Subsequent
doses should be withheld until potients ﬁﬂve returned o their baseline mental status; roufing dosing may then
be resumed if clinically indicated. In such instances, a lower initiating dose is suggested.

"CESAMET® contains nabilone in a capsule dosage form and is intended only for oral odministration.

STRUCTURAL FORMULA AND CHEMISTRY
Molecular Formula:  (94H3404

Molecular Weight: 372
USAN: Nabilone
Chemical Name:  trans(+)-3-(1, 1-dimethylheptyl)-6,60,7,8,10,10a-hexahydro-1-hydroxy-6,
&-dimethyk9H-dibenzo(b,d), pyron-9-one.
Description: White crystolline powder
HsC__cH
HO : CHs
H
O\
O
CH3
H CH»
Composition

Each 1 mg "CESAMET® copsule contains 1 mg of nabilone, starch, povidne, gelatin, FD&C blue #2 (indigo
carmine), red iron oxide and titanium dioxide.

Each 0.5 mg "CESAMET® capsule contains: 0.5 mg of nabilone, storch, povidone, gelatin, fitanium dioxyde,
D&C red # 33, DRC yellow # 10, FORC ved # 40.

Stability and storage Recommendations
Store at controlled room temperature at 15-30°C.

AVAILABILITY

"CESAMET® 1 mg capsule: each No. 2 hard gelafin copsule, opogue blue cap and white body, imprinted ICN
logo on the cap and 3101 on the body, contains 1 mg of nabilone and are availoble in botrles of 20 capsules.

"CESAMET® 0.5 mg capsule: each No. 4 hard gelatin capsule, oguque red cap and white body, imprinted ICN
Io?o on the cap and 3102 on the body, contains 0.5 mg of nabilone and are available in bottles of 50 cap-
sules.

"CESAMET® (nabilone) legally is considered to be a narcotic and is subject to the controls which apply to
those drugs.

References
1. Cesamet (nabilone) Product menograph. Valeant Canada Limited.

2. Grotenhermen  F and Russo E. Cannabis and Connabinoids: Pharmacology, Toxicology and Therapeutic
Potential. The Howorth Press, Inc. 2002; xxviii.
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Route of Dosage Form / Clinically Relevant

Administration Strength Nonmedicinal Ingredients
Oral Capsules, 25 mg, Lactose monohydrate
50mg, 75 mg, For a complete listing, see

150 mg, 300 mg Dosage Forms, Composition and

Packaging section.

INDICATIONS AND CLINICAL USE

Adults: LYRICA (pregabalin| is indicated for the management of neuropathic pain
associated with:  Diabetic peripheral neuropathy and e Postherpetic neuralgia
Geriatrics (>65 years of age): Pregabalin oral clearance tended to decrease
with increasing age. This decrease in pregabalin oral clearance is consistent with
age-related decreases in creatinine clearance. Reduction of pregabalin dose may
be required in patients who have age-related compromised renal function (see
WARNINGS AND PRECAUTIONS, Geriatrics [>65 years of age). Pediatrics (<18
years of age): The safety and efficacy of pregabalin in pediatric patients (<18 years
of age) have not been established and its use in this patient population is not
recommended (see WARNINGS AND PRECAUTIONS, Pediatrics).

CONTRAINDICATIONS

Patients who are hypersensitive to pregabalin or to any ingredient in the formulation
or component of the container
WARNINGS AND PRECAUTIONS
Tumorigenic Potential _In standard preclinical in vivo lifetime carcinogenicity
studies of pregabalin, a high incidence of hemangiosarcoma was identified in two
different strains of mice (see Preclinical Toxicology). The clinical significance of
this finding is uncertain. Clinical experience during pregabalin'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 8666 patients ranging in age from 12 to 100 years, new
or worsening-preexisting tumors were reported in 57 patients. The most common
malignant tumor diagnosed was skin carcinoma (17 patients) followed by breast
carcinoma (8 patients), prostatic carcinoma (6 patients), carcinoma not otherwise
specified (6 patients) and bladder carcinoma (4 patients). Without knowledge of the
background incidence and recurrence in similar populations not treated with LYRICA
(pregabalin), it is impossible to know whether the incidence seen in these cohorts is
or is not affected by treatment. Ophthalmological Effects In controlled studies,
pregabalin treatment was associated with vision-related adverse events such as
blurred vision (amblyopia) (6% pregabalin and 2% placebo) and diplopia
[2% pregabalin and 0.5% placebo). Approximately 1% of pregabalin-treated patients
discontinued treatment due to vision-related adverse events (primarily blurred vision).
0f the patients who did not withdraw, the blurred vision resolved with continued
dosing in approximately half of the cases (see Post-Marketing Adverse Drug
Reactions). 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 pregabalin, and 5% of placebo-treated patients. Visual field
changes were detected in 13% of pregabalin-treated, and 12% of placebo-treated
patients. Funduscopic changes were observed in 2% of pregabalin-treated, and 2% of
placebo-treated patients. At this time, clinical significance of the ophthalmologic
findings is unknown. Patients should be informed that if changes in vision accur, they
should notify their physician. If visual disturbance persists, further assessment,
including discontinuation of pregabalin, should be considered. More frequent
assessments should be considered for patients who are already routinely monitored
for ocular conditions. Peripheral Edema In controlled clinical trials pregabalin
treatment caused peripheral edema in 6% of patients (336/5508) compared with 2%
of patients (42/2384) in the placebo group. In these studies, 0.5% (28/5508) of
pregabalin patients and 0.2% (4/2384) of placebo patients withdrew due to peripheral
edema (see ADVERSE REACTIONS, Peripheral Edema). In controlled clinical trials of
up to 13 weeks in duration 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. In the
same trials, peripheral edema was not associated with laboratory changes suggestive
of deterioration in renal or hepatic function. Higher frequencies of weight gain and
peripheral edema were observed in patients taking both LYRICA (pregabalin) 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 pregabalin only, and 19% (23/120) of patients who
were on both pregabalin and thiazolidinedione antidiabetic agents. Similarly, weight
gain was reported in 0% (0/60) of patients on thiazolidinediones only; 4% (35/859) of
patients on pregabalin 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 Ill or
IV cardiac status, LYRICA should be used with caution in these patients. Weight
Gain Pregabalin treatment was associated with weight gain. In pregabalin controlled
clinical trials of up to 13 weeks, a gain of 7% or more over baseline weight was
observed in 8% of pregabalin-treated patients and 2% of placebo-treated patients
Few patients treated with pregabalin (0.2%) withdrew from controlled trials due to
weight gain (see ADVERSE REACTIONS, Weight Gain). Pregabalin 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, Peripheral Edema). Although
weight gain was not associated with clinically important changes in blood pressure in
short-term controlled studies, the long-term cardiovascular effects of pregabalin-
associated weight gain are unknown. Among diabetic patients, pregabalin-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 pregabalin for at least 2 years, the average weight gain was
5.2 kg. While the effects of pregabalin-associated weight gain on glycemic control
have not been systematically assessed, in controlled and longer-term open label
clinical trials with diabetic patients, pregabalin treatment did not appear to be
associated with loss of glycemic control (as measured by HbA;). Dizziness and
Somnolence In controlled neuropathic pain studies, pregabalin caused dizziness in
23% of patients (424/1831) compared to 7% in placebo (58/857). Somnolence was
experienced by 14% (256/1831) and 4% (33/857) of the patients treated with
pregabalin and placebo, respectively. These events begin shortly after the initiation of
therapy and generally occur more frequently at higher doses. In these studies,
dizziness and somnolence led to withdrawal of 3.5% and 2.6% of the pregabalin-
treated patients, respectively. For the remaining patients (359 and 208, respectively)
who experienced these events, dizziness and somnolence persisted until the last dose
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of pregabalin in 43% and 58% of the patients, respectively (see ADVERSE
REACTIONS, Tables 2 and 4, and Post-Marketing Adverse Drug Reactions)

Accordingly, patients should be advised not to drive or operate complex machinery or
engage in other hazardous activities until they have gained sufficient experience on
pregabalin to gauge whether or not it affects their mental and/or motor performance
adversely (see CONSUMER INFORMATION). Abrupt or Rapid Discontinuation
Following abrupt or rapid discontinuation of pregabalin, some patients reported
symptoms including insomnia, nausea, headache and diarrhea. Pregabalin should be
tapered gradually over a minimum of one week rather than discontinued abruptly (see
ADVERSE REACTIONS, Adverse Events Following Abrupt or Rapid Discontinuation).
Sexual Function/Reproduction Impairment of Male Fertility Preclinical Data
In fertility studies in which male rats were orally administered pregabalin (50 to
2500 mg/kg} prior to and during mating with untreated females, a number of adverse
reproductive and developmental effects were observed. These included decreased
sperm counts and sperm motility, increased sperm abnormalities, reduced fertility,
increased preimplantation embryo loss, decreased litter size, decreased fetal body
weights and an increased incidence of fetal abnormalities. Effects on sperm and
fertility parameters were reversible in studies of this duration (3-4 months). The no-
effect dose for male reproductive toxicity in these studies (100 mg/kg) was associated
with a plasma pregabalin exposure (AUC) approximately 3 times human exposure at
the maximum recommended dose (MRD) of 600 mg/day. In addition, adverse effects
on reproductive organ (testes, epididymides) histopathology were observed in male
rats exposed to pregabalin (500 to 1250 mg/kg) in general toxicology studies of four
weeks or greater duration. The no-effect dose for male reproductive organ
histopathology in rats (250 mg/kg) was associated with a plasma exposure
approximately 8 times human exposure at the MRD. In a fertility study in which
female rats were given pregabalin (500, 1250 or 2500 mg/kg) orally prior to and during
mating and early gestation, disrupted estrous cyclicity and an increased number of
days to mating were seen at all doses and embryolethality occurred at the highest
dose. The low dose in this study produced a plasma exposure approximately 9 times
thatin humans receiving the MRD. A no-effect dose for female reproductive toxicity in
rats was not established. The clinical significance of female fertility findings in
animals is unknown. Human Data In a double-blind, placebo-controlled clinical trial
to assess the effect of pregabalin on sperm motility, 30 healthy male subjects were
exposed to pregabalin 600 mg/day for 3 months (one complete sperm cycle)

Pregabalin did not exhibit significant detrimental effects on the reproductive function
of healthy male subjects, as measured by semen analysis, when compared with
placebo (n=16). However, due to the small sample size and short-term exposure to
pregabalin (only one complete sperm cycle), no conclusions can be made regarding
possible reproductive effects of pregabalin during long-term exposure. Effects on
other male reproductive parameters in humans have not been adequately studied.
Special Populations Renal Because pregabalin is eliminated primarily by renal
excretion, the dose of pregabalin should be adjusted as noted for elderly patients with
renal impairment (see ACTION AND CLINICAL PHARMACOLOGY and DOSAGE
AND ADMINISTRATION). Adjustment of Dose in Renally-Impaired Patients In
patients with a medical history of significant renal insufficiency, daily dosages should
be reduced accordingly (see Table in DOSAGE AND ADMINISTRATION, Dosing
Considerations). Preclinical Data Pregabalin was not teratogenic in mice, rats or
rabbits. Pregabalin induced fetal toxicity in rats and rabbits at >33 times the mean
human exposure at the maximum recommended clinical dose of 600 mg/day [AUCs
of 123 pgehr/mL]. In the prenatal-postnatal toxicity study, pregabalin induced
offspring developmental toxicity in rats at =5 times the maximum recommended
human exposure. No developmental effects occurred at 2 times the maximum
recommended human exposure (see PRODUCT MONOGRAPH). Human Data
Pregnant Women There are no adequate and well-controlled studies in pregnant
women. Pregabalin should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus. Labour and Delivery The effects of pregabalin
on labour and delivery in pregnant women are unknown. In the prenatal-postnatal
study in rats, pregabalin prolonged gestation and induced dystocia at exposures >47
times the mean human exposure [AUC,z of 123 pgehr/mL] at the maximum
recommended clinical dose of 800 mg/day (see PRODUCT MONOGRAPH). Nursing
Women It is not known if pregabalin is excreted in human breast milk; however, it is
present in the milk of rats. Because of the potential for adverse reactions in nursing
infants from pregabalin, a decision should be made whether to discontinue nursing or
1o discontinue the drug, taking into account the importance of the drug to the mother
(see PRODUCT MONOGRAPH). Pediatrics (<18 years of age) The safety and
efficacy of pregabalin in pediatric patients (<18 years of age) have not been
established. Geriatrics (>65 years of age) Of the 1831 patients who received
pregabalin in neuropathic pain studies, 528 were 65 to 74 years of age, and 452 were
75 years of age or older. No significant differences in efficacy were observed between
these patients and younger patients. Pregabalin oral clearance tended to decrease
with increasing age. This decrease in pregabalin oral clearance is consistent with
age-related decreases in creatinine clearance. Reduction of pregabalin dose may be
required in patients who have age-related compromised renal function. In general,
the incidence of adverse events did not increase with age. Creatine Kinase
Elevations Pregabalin treatment was associated with creatine kinase elevations.
Mean changes in creatine kinase from baseline to the maximum value were 60 U/L
for pregabalin-treated patients and 28 U/L for the placebo patients. In all contralled
trials across multiple patient populations, 2% of patients on pregabalin and 1% of
placebo patients had a value of creatine kinase at least three times the upper limit of
normal. Three pregabalin-treated subjects had events reported as rhabdomyolysis in
premarketing clinical trials. The relationship between these myopathy events and
pregabalin 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.
Pregabalin treatment should be discontinued if myopathy is diagnosed or suspected
or if markedly elevated creatine kinase levels occur. Laboratory Changes,
Decreased Platelet Count Pregabalin treatment was associated with a decrease in
platelet count. Pregabalin-treated subjects experienced a mean maximal decrease in
platelet count of 20 x 10%pL, compared to 11 x 10%/uL in placebo patients. In the
overall database of controlled trials, 2% of placebo patients and 3% of pregabalin
patients experienced a potentially clinically significant decrease in platelets, defined
as 20% below baseline value and <150 x 10°/uL. In randomized controlled trials,
pregabalin was not associated with an increase in bleeding related adverse events.

ECG Changes, PR Interval Prolongation Pregabalin treatment was associated
with mild PR interval prolongation. In analyses of clinical trial ECG data, the mean PR
interval increase was 3-6 msec at pregabalin 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 events of second or third degree AV block. Information for
Patients Dizziness and Somnolence Patients should be counseled that LYRICA
(pregabalin) may cause dizziness, somnolence, blurred vision and other CNS signs and
symptoms. Accordingly, they should be advised not to drive, operate complex
machinery or engage in other hazardous activities until they have gained sufficient
experience on pregabalin to gauge whether or not it affects their mental, visual and/
or mator performance adversely. Visual Disturbances Patients should be counseled
that LYRICA may cause visual disturbances. Patients should be informed that if
changes in vision occur, they should notify their physician (see WARNINGS AND
PRECAUTIONS, Ophthalmologic Effects|. Abrupt or Rapid Discontinuation
Patients should be advised to take LYRICA as prescribed. Abrupt or rapid
discontinuation may result in insomnia, nausea, headache or diarrhea. Edema and
Weight Gain Patients should be counseled that LYRICA may cause edema and
weight gain. Patients should be advised that concomitant treatment with LYRICA and
a thiazolidinedione antidiabetic agent may lead to an additive effect on edema and
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weight gain. For patients with preexisting cardiac conditions, this may increase the

risk of heart failure. Muscle Pain, Tenderness or Weakness Patients should be

instructed to promptly report unexplained muscle pain, tenderness or weakness,
particularly if accompanied by malaise or fever. Concomitant Treatment with CNS

Depressants, Alcohol Patients who require concomitant treatment with central

nervous system depressants such as opiates or benzodiazepines should be informed

that they may experience additive CNS side effects, such as somnolence. Patients
should be told to avoid consuming alcohol while taking LYRICA, as LYRICA may
potentiate the impairment of motor skills and sedation of alcohol. Pregnant Woman

Patients should be instructed to notify their physician if they become pregnant or

intend to become pregnant during therapy, and to notify their physician if they are

breast-feeding or intend to breast-feed during therapy. Animal Studies in Male

Reproduction In preclinical studies in rats, pregabalin was associated with an

increased risk of male-mediated teratogenicity (see WARNINGS AND

PRECAUTIONS, Sexual Function/Reproduction). The clinical significance of this

finding is uncertain; however, men being treated with LYRICA who plan to father a

child should be informed of the potential risk of male-mediated teratogenicity. Skin

Diabetic patients should be instructed to pay particular attention to skin integrity

while being treated with LYRICA. Some animals treated with pregabalin developed

skin ulcerations, although no increased incidence of skin lesions associated with

LYRICA was observed in clinical trials (see PRODUCT MONOGRAPH). Patients

should be informed of the availability of a patient information leaflet, and they should

be instructed to read the leaflet prior to taking LYRICA. Preclinical Toxicology

Carcinogenesis A dose-dependent increase in the incidence of malignant vascular

tumors {hemangiosarcomas) was observed in two strains of mice (B6C3F1 and CD-1)

given pregabalin (200, 1000 or 5000 mg/kg) in the diet for two years. Plasma
pregabalin exposure (AUC) in mice receiving the lowest dose that increased
hemangiosarcomas was approximately equal to the human exposure at the maximum
recommended dose (MRD) of 600 mg/day. A no-effect dose for induction of
hemangiosarcomas in mice was not established. In an investigative study in female

BBC3F1 mice, chronic treatment (24 months) with pregabalin at 1000 mg/kg caused

an increased incidence of hemangiosarcoma, consistent with previous studies, but

not at 50 or 200 mg/kg. Discontinuation of treatment after 12 months at 1000 mg/kg

did not significantly reduce the incidence of hemangiosarcoma at 24 months. Evidence

of carcinogenicity was not seen in two studies in Wistar rats following dietary

administration of pregabalin for two years at doses (50, 150 or 450 mg/kg in males
and 100, 300 or 300 mg/kg in females) that were associated with plasma exposures in
males and females up to approximately 14 and 24 times, respectively, human
exposure at the MRD. The clinical significance in humans of this finding in mice is
unknown. Mutagenesis Pregabalin is not genotoxic based on results of a battery of
in vitro and in vivo tests. Pregabalin was not mutagenic in bacteria or in mammalian

cells in vitro, was not clastogenic in mammalian systems in vitro and in vivo, and did

not induce unscheduled DNA synthesis in mouse o rat hepatocytes. Dermatopathy

Skin lesions ranging from erythema to necrosis were seen in repeated-dose toxicology

studies in both rats and monkeys. The etiology of these skin lesions is unknown. At

the maximum recommended human dose (MRD) of 600 mg/day, there is a 2-fold
safety margin for the dermatological lesions. The more severe dermatopathies
involving necrosis were associated with pregabalin exp (as expressed by
plasma AUCs) of approximately 3 to 8 times those achieved in humans given the

MRD. No increase in incidence of skin lesions was observed in clinical studies

Ocular lesions Ocular lesions (characterized by retinal atrophy [including loss of

photoreceptor cells] and/or corneal inflammation/mineralization) were observed in

twao lifetime carcinogenicity studies in Wistar rats. These findings were observed at
plasma pregabalin exposures (AUC) =2 times those achieved in humans given the
maximum recommended dose of 600 mg/day. A no-effect dose for ocular lesions was
not established. Similar lesions were not observed in lifetime carcinogenicity studies
in twa strains of mice or in monkeys treated for 1 year. The clinical significance of this
finding in rats is unknown. Monitoring and Laboratory Tests Routine therapeutic
drug monitoring or clinical laboratory testing is not required for patients treated with

LYRICA (pregabalin) (see ADVERSE REACTIONS).

ADVERSE REACTIONS

Adverse Drug Reaction Overview Clinical Trial Adverse Drug Reactions In

all controlled and uncontrolled trials, more than 8666 patients have received LYRICA

(pregabalin), with 83% of exposure at dosages of 300 mg/day or above and 32% at

dosages of 600 mg/day or higher. Approximately 4010 patients had at least 6 months

of exposure, 2415 had at least 1 year of exposure, and 939 had at least 2 years of
exposure to pregabalin. In controlled trials, 1831 patients with neuropathic pain
received pregabalin. Most Common Adverse Events in All Controlled Clinical

Studies of Neuropathic Pain The most commonly observed adverse events (25%

and twice the rate of that seen in placebo) in pregabalin-treated patients were

dizziness, somnolence, peripheral edema and dry mouth. Adverse events were
usually mild to moderate in intensity. Discontinuation Due to Adverse Events

In all controlled studies, the discontinuation rate due to adverse events was 14%

for patients receiving pregabalin and 7% for patients receiving placebo. The most

common reasons for discontinuation due to adverse events (22%) in the pregabalin
treatment groups were dizziness and somnolence. Other adverse events that led to
withdrawal more frequently in the pregabalin group than the placebo group were
ataxia (1%) and asthenia, confusion, headache and nausea (<1% each). In controlled
neuropathic pain studies, the discontinuation rate due to adverse events was 11% for
pregabalin and 5% for placebo. The most common reasons for discontinuation
due to adverse events (22%) in the pregabalin treatment groups were dizziness
and somnolence. Other adverse events that led to withdrawal more frequently in
the pregabalin group than the placebo group-were confusion (1%) and asthenia,
peripheral edema and ataxia (<1% each). Incidence of Adverse Events in
Controlled Clinical Studies of Neuropathic Pain In summaries of adverse events,
investigator's terms for individual adverse events have been grouped into a smaller
number of standardized categories using the COSTART IV dictionary. The prescriber
should be aware that the percentages in Table 1 through Table 6 cannot be used to
predict the frequency of adverse events in the course of usual medical practice where
patient characteristics and other factors may differ from those prevailing during
clinical studies. Similarly, the cited frequencies cannot be directly compared with
figures obtained from other clinical investigations involving different treatments,
uses or investigators. An inspection of these frequencies, however, does provide the
prescriber with one basis to estimate the relative contribution of drug and non-drug
factors to the adverse event incidences in the population studied. Adverse Events

From Controlled Clinical Studies of Neuropathic Pain Diabetic Peripheral

Neuropathy Table 1 lists all adverse events, regardless of causality, occurring

in 22% of patients with neuropathic pain associated with diabetic peripheral

neuropathy receiving pregabalin for at least one of the pregabalin groups, and for
which the incidence was greater than in the placebo group. A majority of pregabalin-
treated patients in these studies had adverse events with a maximum intensity of

mild or moderate. In these studies, 979 patients received pregabalin and 459 patients

received placebo for up to 13 weeks.

Table 1. Incid (%) of T E Adverse Events in Placebo-
Controlled Studies in Neuropathic Pain Associated with Diabetic
Peripheral Neuropathy (Events in at Least 2% of Patients Receiving
Pregabalin and More Frequent Than in Placebo-Treated Patients)

Pregabalin (mg/day)
Placebo 75 . 150 300 600
Body System (n=459) | (n=77) [ (n=212) | (n=321) | (n=369)
Preferred Term % % % % %
| Body as a whole
Infection [ 61 [ 39 [ 75 | 84 | 46
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Pregabalin (mg/day) Pregabalin (mg/day) Pregabalin (mg/day)
Placebo 75 150 300 600 Body System | Placebo 75 150 300 600 Placebo 75 150 300 600
Body System | (n=459) | (n=77) | (n=212) | (n =321) | (n=369) Preferred (n=398) | (n=84) | (n=302) | (n=312) | (n=154) Adverse Event | (n=398) | (n=84) | (n=302) | (n=312) | (n=154)
Preferred Term 13 % % % % Term % % % % % Preferred Term % % % % %
Asthenia 24 39 19 44 73 Vomiting 08 1.2 07 29 28 Peripheral edema | 35 00 79 157 162
Pain : 38 52 42 25 49 Metabolic and nutritional disorders Dry mouth 28 71 7.0 6.1 14.9
Accidental injury | 28 52 L 22 57 Peripheral 35 00 79 157 162 Blurred vision’ 25 12 50 5. 9.
Back pain 0.4 00 24 1.2 19 edema Ataxia 05 12 20 54 91
Chest pain 11 39 14 12 16 Weight gain 0.3 1.2 1.7 5.4 6.5 Weight gain 03 17 17 54 65
Face edema_- 04 00 09 09 22 Elema 1.3 00 10 21 58 Abnormal gait 05 00 20 38 18
Digestive system Hyperglycemia 08 24 0.3 0.0 0.0 . .
N " a Investigator term; summary level term is amblyopia.
Or mputh 11 26 19 47 65 Ervous system Adverse Events Following Abrupt or Rapid Discontinuation Following abrupt
Constipation 15 00 24 37 6.0 Dizziness 93 10.7 179 314 37.0 or rapid discontinuation of pregabalin, some patients reported symptoms including
Diarrhea 4.8 5.2 28 19 30 Somnolence 53 8.3 123 179 247 insomnia, nausea, headache and diarrhea. Pregabalin should be tapered gradually
Flatul k | ] Aaxia 05 12 20 54 91 over a minimum of one week rather than discontinued abruptly (see WARNINGS
alyrce 13 25 00 22 21 —— T o o AND PRECAUTIONS, Abrupt or Rapid Discontinuation]. Drug Abuse and
ormfmg - 15 13 03 22 N} normal gai - 2 S ' DependencejLiability In a study of recreational users (n=15) of sedative/hypnotic
Hemic and lymphatic system Confusion 03 12 2.3 29 6.5 drugs, including alcohol, a single dose of LYRICA (pregabalin) 450 mg received
Ecchymosis | 0.2 [ 26 f 05 ] 0.6 | 03 Thinking 15 00 17 13 58 subjective ratings of “good drug effect”, “high”, and “liking” to a degree that was
Metabolic and nutritional disord abnormal® . similar to a single dose of diazepam 30 mg. In controlled clinical studies in aver 5500
- Incoordination 00 24 17 13 76 patients, 4% of LYRICA-treated patients and 1% of placebo-treated patients overall
Peripheral edema 24 39 6.1 93 125 - - : . . reported euphoria as an adverse event. However, inclinical trials of diabetic peripheral
Weight gain 04 0.0 4.2 37 6.2 Amnesia . 00 00 1.0 13 38 neuropathy, euphoria was reported as an adverse event by 1.8% of LYRICA-treated
Edema 00 00 19 20 19 Speech disorder 00 00 03 13 32 patients and 0% of placebo-treated patients, and in clinical trials of postherpetic
Hypoglycemia X 13 13 6 1 Insomnia 18 0.0 07 22 0.0 neuralgia, euphoria was reported as an adverse event by 0 9% of LYRICA-treated
s - - = Fuohori 00 24 00 13 1 patients and 0% of placebo-treated patients. In clinical studies, following abrupt
Nervous system upnoria . ~ 3 or rapid discontinuation of pregabalin, some patients reported symptoms including
Diziness 46 78 9.0 23.1 29.0 Nervousness 05 00 10 03 26 insomnia, nausea, headache or diarrhea suggestive of physical dependence
Somnolence 26 19 6.1 131 163 Tremor 15 12 0.0 10 26 (see WARNINGS AND PRECAUTIONS, Abrupt or Rapid Discontinuation).
Neuropath 35 91 9 22 5'4 Hallucinations 00 0.0 03 03 32 Pregabalin is not known to be active at receptor sites associated with drugs of
. pathy J < & Hyperesthesia 03 74 03 00 13 abuse. As with any CNS active drug, physicians should carefully evaluate patients
Ataxia 13 6.5 0.9 2.2 43 _Vp : - for history of drug abuse and observe them for signs of LYRICA misuse or abuse
Vertigo 1.1 1.3 1.9 25 35 y system (e.g., development of tolerance, dose escalation, drug-seeking behaviour). Other
Confusion 07 00 14 22 13 Bronchitis 08 00 13 10 26 Events Observed During the Premarketing Evaluation of LYRICA Following is a
. : = Ph iti 08 0 ] X list of treatment-emergent adverse events reported during premarketing assessment
Eu_phgna 0.0 00 |- 05 34 16 Rh.arwjgl 5 18 ? 2 2 s 06 Ug of LYRICA in clinical trials (over 8600 adult subjects) except those already listed
Thinking 0.0 13 00 09 10 '_”’“S 0 06 3. in the previous tables or elsewhere in labeling. In the tabulations that follow, a
abnormal® ) i Skin and appendag COSTART-based dictionary of terminology has been used to classify reported adverse
Abnormal gait 0.0 1.3 0.0 0.6 27 Rash [ 30 [ 24 T 20 [ 29 [ 52 events. The frequencies presented, therefore, represent the proportion of the over
Reflexes Special senses 8600 adult individuals exposed to multiple doses of LYB\CA who experienced an
decreased 1.7 39 05 12 14 — event of the type cited on at least 1 occasion while receiving LYRICA. It is important
- Blurred vision 25 12 50 5.1 9.1 to emphasize that although the events reported occurred during treatment with
Amnesia 0.2 26 09 00 22 Diplopia 00 00 1.7 19 39 LYRICA, they were not necessarily caused by it. Less Common Clinical Trial
Hypesthesia 0.7 26 0.0 0.0 0.8 Abnarmal vision 03 0.0 10 16 52 Adverse Drug Reactions (<2%) Events are further categorized by body system
Hyperalgesia 0.2 2.6 0.0 00 0.3 U system and listed in order of decreasing frequency according to the following definitions:
Ro<ni, " - il frequent adverse events are those occurring on 1 or more occasions in at least 1/100
F y system Urinary tract 15 00 I 23 ‘ 16 l 32 patients; infrequent acverse events are those occurring in 1/100 to 1/1000 patients;
Dyspnea [ o7 T 26 T o0 [ 19 [ 19 infection rare events are those occurring in fewer than 1/1000 patients
Skip and appendag a Thinking abnormal primarily consists of events related to difficulty with Body Adverse Events
Pruritus | 13 | 26 ] 0.0 ] 09 J 0.0 concentration/attention but also includes events related to cognition and System
: language problems and slow thinking.
:pecl:l sgnies I ! [ I | b Investigator term; summary level term is amblyopia Body as a whole
lurred vision 15 26 14 28 IE Discontinuation in Controlled Clinical Studies of Postherpetic Neuralgia | Frequent | Flu syndrome, back pain, allergic reaction, fever, generalized
Conjunctivis | 02 | 26 | 14 | 08 [ o3 Approximately 14% of patients receiving pregabalin and 7% receiving placebo edema
a Thinking abnormal primarily consists of events related to difficulty with discontinued from controlled postherpetic neuralgia studies due to adverse events. The Infrequent | Neck pain, neoplasm, cellulitis, cyst, chills, malaise, overdose,
concentration/attention but also includes events related to cognition and adverse events most commonly leading to discontinuation are presented in Table 4 moniliasis, hernia, viral infection, photosensitivity reaction, pelvic
language problems and slow thinking. Table 4. Adverse Events Most Freq ly (22% of p ) Leading to pain, abdomen enlarged, abscess, neck rigidity, lab test abnormal,
b Investigator term; summary level term is amblyopia Discontim!atim] in Placebo-Controlled Studies in Patients with drug level increased, carcinoma, sepsis, suicide attempt, reaction
Discontinuation in Controlled Clinical Studies of Diabetic Peripheral Neuropathic Pain Associated with Postherpetic Neuralgia unevaluable
Neuropathy Approximately 9% of patients receiving pregabalin and 4% receiving Number (%) of Patients Rare Infection fungal, unexpected benefit, chills and fever, body
placebo discontinued from controlled diabetic peripheral neuropathy studies due to P balin {mg/day) odor, drug level decreased, halitosis, hangover effect, injection
adverse events. The adverse events most commonly leading to discontinuation are COSTART reg mg/day site reaction, hormone level altered, hypothermia, infection
presented in Table 2. Preferred Placebo 7% 150 300 600 bacterial, injection site hemorrhage, intentional overdose, mucous
Table 2. Adverse Events Most Frequently (22% of patients) Leading Term (n=398) | (n=84) | (n=302) | (n=312) | (n=154) membrane disorder, accidental overdose, adenoma, anaphylactoid
to Discontinuation in Placebo-Controlled Studies in Patients Dizziness 3(0.8) 0(0.0) 11(3.6) 12(3.8) 12(7.8) reaction, ascites, chest pain sub;lemal, death,sarcuidqs_\s, sudden
with N hic Pain A iated with Diab Peripheral Somnolence 1(0.3) 0(0.0) 5(2.0) 12(3.8) 10(6.5) death, |mTune sgstehm disorder, mc&eased drug effect, injection
Neuropathy n site pain, Lupus Erythematosus syndrome, medication error,
Number (%] of Pat Confusion 103) 0(00) 2(07) 5(16) 8(5.2) sarcoma, shock, tolerance decreased
umber (%} of Patients _ st 103 | opo | 207 | sue | 5p2 Cardiovascul
Pregabalin (mg/day) : Frequent | Hypertension, vasodilatation
COSTART Placebo 75 150 300 500 Ataxia 0(0.0) 0(0.0) 1{0.3) 5(1.6) 4(26) Infrequent | Palpitation, migraine, tachycardia, peripheral vascular disorder,
Preferred Term | (n=459) | (n=77) | (n=212) | (n=321) | (n=369) Abnormal gat} 000 000) 000 403 425 electrocardiogram abnormal, cardiovascular disorder, angina
Dizziness 2(0.4) 00.0) 3(1.4) 6(1.9) 21(5.7) Hallucinations [ 0(0.0) 0(0.0) 0(00) 1(03) 4(26) pectoris, congestive heart failure, hemorrhage, myocardial infarct,
Somnolence 0(0.0) 0(0.0) 0{0.0) 5(1.6) 15(4.1) Dry mouth 1(03) 0(0.0) 010.0) 0(0.0) 4(28) hypotension, postural hypotension, ventricular extrasystoles, atrial

Postherpetic Neuralgia Table 3 lists all adverse events, regardless of causality,
occurring in 22% of patients with neuropathic pain associated with postherpetic
neuralgia receiving pregabalin for at least one of the pregabalin groups, and
for which the incidence was greater than in the placebo group. A majority of
pregabalin-treated patients in these studies had adverse events with a maximum

Incidence of Most Common Dose-Related Treatment-Emergent Adverse
Events Most common dose-related treatment-emergent adverse events are presented
in Table 5 (diabetic peripheral neuropathy) and Table 6 (postherpetic neuralgia).
Table 5. Incidence (%) of Most Common Dose-Related Treatment-Emergent
Adverse Events in Placebo-Controlled Studies in Neuropathic Pain

fibrillation, coronary artery disorder, bradycardia, cerebrovascular
accident, arrhythmia, cerebral ischemia, vascular disorder, sinus
bradycardia, myocardial ischemia, bundle branch block, AV block
first degree, arteriosclerosis, deep thrombophlebitis, phiebitis,
arterial anomaly, heart failure, pulmonary embolus, retinal vascular
disorder, varicose vein

intensity of mild or moderate. In these studies, 852 patients received pregabalin and d with Diabetic Peripheral Neuropathy fire Heart arrest, vascular anomaly, occlusion, supraventricular tachy-
398 patients received placebo for up to 13 weeks. e ; !
+ . Pregabalin (mg/day) cardia, atrial arrhythmia, atrial flutter, cerebral infarct, coronary
Table 3. Incidence (%) of Treatment-Emergent Adverse Events in | dverse 4 ik occlusion, thrombophlebitis, thrombosis, cardiomegaly, extrasys-
Placebo-Controlled Studies in Neuropathic Pain Associated with Event Placebo 75 150 300 600 toles palior AV block, AV biock second degree cardiofnyepathy
Postherpetic Neuralgia (Events in at Least 2% of Patients Receiving Preferred (h=459) | (n=77) | (n=212) | (n=321) | (n=2369) penphera| g’angyene ar interval prolonged retinal artery ocelu-
Pregabalin and More Frequent Than in Placebo-Treated Patients) Term kil bl % % % sion, supraventricular extrasystoles, cerebral hemorrhage, digitalis
Pregabalin (mg/day) Dizziness 46 78 9.0 231 290 intoxication, ventricular arrhythmia, aortic stenosis, bigeminy,
Somnolence 26 39 6.1 131 16.3 cerebrovascular disorder, left heart failure, ventricular tachycardia,
E"dfy Syztem f“’f;gbﬁ ( ZSW ( 1_5:?02' ' 30‘212 ( 901054 Perion ? ‘C AV block complete, carotid acclusion, carotid thrombosis, cor
Tre il n '% 0 ;A i '% R ‘% ) | (n ‘% ) gr pher 24 39 6.1 93 125 pulmonale, embolus lower extremity, endocarditis, heart block,
L) L2 ema» increased capillary fragility, intracranial aneurysm, nodal tachycar-
Body as a whole Asthenia 24 39 19 44 73 dia, T interval shortened, retinal vein thrombosis, ST elevated, T
Infection 35 143 83 6.4 26 Dry mouth 11 26 1.9 47 6.5 inverted, vascular headache, vasculitis
Headache 53 48 89 45 84 Weight gain 04 0.0 4.2 37 6.2 Digestive system
Pain . 38 48 43 54 45 Constipation 1.5 0.0 24 3.7 6.0 Frequent | Nausea, diarrhea, anorexia, gastrointestinal disorder
Asthema 40 36 50 26 52 Blurred 15 26 14 28 57 Infrequent | Gastroenteritis, tooth disorder, periodontal abscess, colitis,
Accidental 15 36 26 32 52 vision® : | i ) gastritis, liver function tests abnormal, increased salivation,
Injury a Investigator term; summary level term is amblyopia thirst, nausea and vomiting, rectal d]sgrder, gingivitis, dysphagia,
Flu syndrome 1.3 1.2 1.7 2.2 13 Table 6. Incid (%) of Most C: Dose-Related Treat E stomatitis, mouth ulceration, cholelithiasis, rectal hemorrhage,
Face edema 08 0.0 17 13 32 able 5. incidence (o) of Most ommon Bose-tielated Ireatment-Emergent gastrointestinal hemorrhage, glossitis, tooth caries, abnormal
Malaise 1 'U 2'4 0'3 0'5 l]‘0 VTS E‘ie"t.:h"!,' G - ¢ Studies in P Pain stools, cholecystitis, melena, oral moniliasis, esophagitis, tongue
Mol ~ systeﬁn il . . ! with F p [ disorder, cheilitis, tongue edema
. Pregabalin (mg/day) Rare Eructation, pancreatitis, stomach ulcer, ulcerative stomatitis,
Va.SOd”?m‘O” I 1.3 l 24 | 10 ] 08 [ 00 Placebo 75 153 g{)() v 600 esophageal stenosis, fecal incontinence, gum hemorrhage,
Digestive system - . _ - - intestinal obstruction, enteritis, peptic ulcer, enterocolitis, gum
D Adverse Event | (n=398) | (n=84) [ (n=302) | (n=312) | (n=154) : . ;
ry mouth 2.8 7: 70 6.1 14.9 Preferred Term % 9% % 9% o hvperp\asm_, hepatomegaly, liver fatty dep_usn, tenesmus, biliary
Constipation 2.3 36 46 54 52 i pain, fecal impaction, jaundice, periodontitis, ulcerative colitis,
Diarthea 20 24 13 35 IT; SIS 93 107 178 314 370 aphthous stomatitis, cholestatic jaundice, gastrointestinal
. . - . - S lence 5.3 8.3 12.3 17.9 247 carcinoma, hemorrhagic gastritis, hepatitis, liver tendemess,
Flatulence 1.0 24 13 1.6 32
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Infreauent Ienr?nn disorder arthrosis inint disnrder hane disoredar
intolerance, hypoglycemic reaction, ketosis, calcium disorder, hypo-

chloremia, hypomagnesemia, hypoproteinemia, NPN increased,
uremia, acidosis, avitaminosis, enzymatic abnormality, gamma
globulins increased, hypernatremia, hypophosphatemia, lactic

acidosis, obesity

M loskeletal system

Frequent | Arthralgia, myalgia, arthritis, leg cramps, myasthenia

Infrequent | Tendon disorder, arthrosis, joint disorder, bone disorder,
tenosynovitis, bursitis, tendinous contracture, osteoporosis, tendon
rupture, bone pain

Rare Rheumatoid arthritis, osteomyelitis, thabdomyolysis, myopathy,
muscle atrophy, myositis, pyogenic arthritis, bone neoplasm,
musculoskeletal congenital anomaly, pathological fracture

Nervous system

Frequent Insomnia, anxiety, libido decreased, depersonalization, hypertonia,
neuropathy

Infrequent | Reflexes decreased, sleep disorder, abnormal dreams, hostility,

hallucinations, hyperkinesia, personality disorder, dysarthria,
hyperesthesia, hypokinesia, circumoral paresthesia, libido
increased, neuralgia, vestibular disorder, aphasia, movement
disorder, hyperalgesia, apathy, hypotonia, convulsion, facial
paralysis, psychosis

Rare Drug dependence, neuritis, paranoid reaction, CNS depression,
CNS neoplasia, manic reaction, neurosis, extrapyramidal
syndrome, meningitis, hemiplegia, reflexes increased, akathisia,
delirium, paralysis, withdrawal syndrome, brain edema, CNS
stimulation, dyskinesia, encephalopathy, foot drop, grand mal
convulsion, hypalgesia, peripheral neuritis, psychotic depression,
addiction, arachnoiditis, cerebellar syndrome, cogwheel rigidity,
dementia, dystonia, Guillain-Barre syndrome, intracranial
hemorrhage, multiple sclerosis, myelitis, schizophrenic reaction,
subarachnoid hemorrhage, torticollis

Respiratory system

Frequent | Sinusitis, rhinitis, dyspnea, cough increased, pneumonia, lung
disorder

Infrequent | Asthma, epistaxis, laryngitis, voice alteration, respiratory disorder,

sputum increased

Rare Apnea, emphysema, aspiration pneumonia, hyperventilation,
lung edema, pleural disorder, atelectasis, hemoptysis, hiccup,
hypoxia, laryngismus, lung fibrosis, pleural effusion, lung function
decreased, pulmonary hypertension, yawn, bronchiectasis,
bronchiolitis, carcinoma of lung, hypoventilation, laryngeal
neoplasia, nasal septum disorder, pneumothorax

Skin and d

P g
Infrequent | Pruritus, sweating, skin disorder, acne, dry skin, alopecia, skin
ulcer, herpes simplex, urticaria, nail disorder, eczema, herpes
zoster, skin benign neoplasm, fungal dermatitis, maculopapular
rash, vesiculobullous rash, skin carcinoma, furunculosis, skin

discoloration, skin hypertrophy, psoriasis, seborrhea, hirsutism

Rare Skin nodule, angioedema, cutaneous moniliasis, skin atrophy,
exfoliative dermatitis, pustular rash, ichthyosis, skin melanoma,
subcutaneous nodule, sweating decreased, hair disorder, lichenoid
dermatitis, melanosis, miliaria, purpuric rash, skin necrosis,

Stevens Johnson syndrome

Special sense

Frequent | Eye disorder, conjunctivitis, otitis media

Infrequent | Retinal disorder, tinnitus, eye pain, cataract specified, dry eyes,
taste perversion, ear pain, lacrimation disorder, ear disorder,
deafness, eye hemorrhage, photophabia, glaucoma, vitreous
disorder, corneal lesion, otitis externa, refraction disorder,
blepharitis, retinal edema, taste loss, abnormality of accommodation

Rare Hyperacusis, keratitis, mydriasis, parosmia, ptosis, retinal
hemorrhage, color blindness, retinal depigmentation, retinal
detachment, corneal opacity, corneal ulcer, iritis, night
blindness, optic atrophy, retinal degeneration, cataract NOS,
sclentis, strabismus, anisocoria, blindness, exophthalmos,
keratoconjunctivitis, ophthalmoplegia, papilledema

urnqaniml system
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Body Adverse Events Body Adverse Events
System | System
nausea, vomiting and diarrhea, salivary gland enlargement, Infrequent | Urinary frequency, urinary incontinence, cystitis, abnormal
stomach atony, bloody diarrhea, cardiospasm, duodenal ulcer, ejaculation, urination impaired, dysuria, metrorrhagia, hematuria,
gamma glutamy| transpeptidase increased, hematemesis, vaginal moniliasis, prostatic disorder, vaginitis, dysmenorrhea,
hepatoma, intestinal perforation, intestinal stenosis, intestinal urinary urgency, kidney calculus, breast pain, menstrual disorder,
ulcer, leukoplakia of mouth, necrotizing pancreatitis, pancreas amenorrhea, menorrhagia, kidney function abnormal, nephritis,
disorder, pseudomembranous colitis, sialadenitis, stomach ulcer urine abnormality, vaginal hemorrhage, urinary retention, urinary
hemorrhage, tongue discoloration tract disorder, leukorrhea, breast neoplasm, menopause, oliguria,
End system polyuria, albuminuria, pyuria
Infrequent | Diabetes mellitus, hypothyroidism Rare Breast carcinoma, penis disorder, papanicolau smear suspicious,
— = : fibrocystic breast, prostatic carcinoma, uterine fibroids
Rare Goiter, prolactin increased, thyroid disorder, gonadotropic follile enlarged, acute kidney failure, creatinine clearance decreased,
stim hormone increase, hyperthyroidism, thyroiditis, adrenal nephrosis, nocturia, polycystic kidney, bladder carcinoma,
insufficiency, parathyroid disorder, thyroid carcinoma, thyroid breast enlargement, cervicitis, cervix disorder, female lactation,
neoplasia, virlism glycosuria, gynecomastia, hypomenorrhea, kidney pain, mastitis,
Hemic and lymphati pyelonephritis, kidney failure, breast abscess, epididymitis,
Infrequent | Anemia, leukopenia, thrombocytopenia, lymphadenopathy, orehitis, prostate neoplasia, prostatic specific antigen increase,
hypochromic anemia, leukocytosis, eosinophilia salpingitis, urogenital disorder, urolithiasis, uterine disorder,
: - = - - vulvovaginal disorder, balanitis, bladder calculus, calcium
Rare Lymphocytosis, petechia, iron deficiency anemia, cyanosis, crystalluria, cervix neoplasm, dyspareunia, endometrial carcinoma,
lymphedema, pn\vcv_themrla, lymphoma like reac:]lon, ) endometrial disorder, glomerulitis, hydronephrosis, ovarian cancer,
megaloblastic anemia, splenomegaly, purpura, thrombocythemia, unintended pregnancy, urethral pain, urethritis, urogenital anomaly,
thrombocytopenic purpura, chronic leukemia, coagulation disorder, - :
) : . urogenital neoplasia, uterine hemorrhage
erythrocytes abnormal, leukemoid reaction, lymphangitis, -
macrocytic anemia, pancytopenia, prothrombin decreased, rupture Comparison of Gender and Race The overall adverse event profile of pregabalin
of spleen, sedimentation rate increased was similar between women and men. There are insufficient data to support
Metabolic and nutritional a statement regarding the distribution of adverse experience reports by race.
- - - Peripheral Edema Incidence of peripheral edema in controlled neuropathic pain
Infrequent | Hyperglycemia, SGPT increased, hypoglycemia, hypokalemia, studies was 10.4% in the pregabalin group compared with 2.9% in the placebo
hypercholesteremia, SGOT increased, weight loss, hyperlipemia, group. In clinical trials, these events of peripheral edema were dose-related, mostly
amylase increased, hyperuricemia, alkaline phosphatase mild to moderate in intensity and rarely led to withdrawal. Peripheral edema was
increased, creatinine increased, hyponatremia, gout, dehydration, not associated with cardiovascular complications such as hypertension or congestive
BUN increased, healing abnormal heart failure and there was no evidence of hemodilution or changes in any laboratory
Rare Hypercalcemia, hyperkalemia, hypocalcemia, bilirubinemia, alcohol parameters indicative of underlying organ dysfunction (see WARNINGS AND
intolerance, hypoglycemic reaction, ketosis, calcium disorder, hypo- PRECAUTIONS, Peripheral Edema). [Weight Gain In the controlled neuropathic
chloremia, hypomagnesemia, hypoproteinemia, NPN increased, pain studies, patients on pregabalin had a higher incidence (5.9%) of weight gain
uremia, acidosis, avitaminosis, enzymatic abnormality, gamma as defined by a =7% increase from baseline weight as compared with the placebo
globulins increased, hypernatremia, hypophosphatemia, lactic group (1.6%). The mean change in the pregabalin group was an increase of 1.5 kg
acidosis, obesity compared with 0.2 kg in the placebo group; few patients (0.1%) withdrew due to
M loskeletal system weight gain. This weight gain was dose-related, and not associated with clinically
Frequent | Arthralgia, myalgia, arthritis, leg cramps, myasthenia important changes in blood pressure or cardiovascular adverse events. There was

no relationship between baseline body mass I\ndexva“nvgI}bue;lrlmgiqlevglciglf_yj@ weigh
PRECAUTIONS, Peripheral Edema). [Weight Gain In the controlled neuropathic
pain studies, patients on pregabalin had a higher incidence (5.9%) of weight gain
as defined by a =7% increase from baseline weight as compared with the placebo
group (1.6%). The mean change in the pregabalin group was an increase of 1.5 kg
compared with 0.2 kg in the placebo group; few patients (0.1%) withdrew due to
weight gain. This weight gain was dose-related, and not associated with clinically
important changes in blood pressure or cardiovascular adverse events. There was
no relationship between baseline body mass index and the incidence of 27% weight
gain in the controlled trials. Based on the results of a controlled study of reproductive
function in healthy male volunteers, the >7% weight gain on pregabalin appeared
to be reversible. In this study, there were no reports of peripheral edema (see
WARNINGS AND PRECAUTIONS, Weight Gain). Abnormal Hematologic and
Clinical Chemistry Findings In all controlled trials, 1.0% of patients on pregabalin
and 0.5% of placebo patients had an increase in creatine kinase of >3x upper limit of
normal. Renal dysfunction was generally not associated with the elevated creatine
kinase in these patients. Mean changes in creatine kinase ranged from 9.6 to 26.3 U/L
for pregabalin-treated patients and 4.8 U/L for the placebo patients (see DOSAGE
AND ADMINISTRATION, Patients with Renal Impairment). Routine therapeutic
drug monitoring or clinical laboratory testing is not required for patients treated
with LYRICA (see WARNINGS AND PRECAUTIONS). Post-Marketing Adverse
Drug Reactions The worldwide post-marketing experience to date with LYRICA is
consistent with the clinical program. The most frequently reported adverse events
from spontaneous post-marketing reports for LYRICA are shown below. There are
insufficient data to support an estimate of their incidence or to establish causation.
Eye disorders: diplopia, vision blurred, visual disturbance. There have also been rare
reports of accommodation disorder, eyelid edema and eye redness (see WARNINGS
AND PRECAUTIONS, Ophthalmological Effects). Gastrointestinal disorders:

ation

of pregabalin. Di Oral Hypogly and Insulin: A population
pharmacokinetic analysis in patients with chronic pain showed no clinically
significant effect on pregabalin clearance with the concomitant use of diuretics, oral
hypoglycemics, and insulin. Pharmacodynamic Multiple oral doses of pregabalin
co-administered with oxycodone, lorazepam, or ethanol did not result in clinically
important effects on respiration. Pregabalin appears to be additive in the impairment
of cognitive and gross motor function caused by oxycodone. Pregabalin may
potentiate the effects of ethanol and lorazepam. Drug-Food Interactions The rate
of pregabalin absorption is decreased when given with food resulting in a decrease in
Crae by approximately 25% to 30% and an increase in Ty, to approximately 3 hours.
However, administration of pregabalin with food has no clinically relevant effect on
the total amount of pregabalin absorbed. Therefore, pregabalin can be taken with or
without food. Drug-Herb Interactions LYRICA (pregabalin) has no known drug/herb
interactions. Drug-Laboratory Interactions LYRICA (pregabalin) has no known
drug/laboratory test interactions.

DOSAGE AND ADMINISTRATION

Dosing Considerations Patients with Impaired Renal Function Pregabalin
is primarily eliminated from the systemic circulation by renal excretion

as unchanged drug. In p with a medical history of significant renal
insufficiency, daily d should be reduced dingly (see Dosage

Adjustment Based on Renal Function, below). In accordance with current
clinical practice, if LYRICA (pregabalin) has to be discontinued, it is recommended

this should be done gradually over a minimum of 1 week (see WARNINGS AND
PRECAUTIONS, Abrupt or Rapid Discontinuation). Adults: Neuropathic pain
associated with diabetic peripheral neuropathy The recommended starting
dose for LYRICA is 150 mg/day, given in two or three divided doses (75 mg BID or
50 mg TID), with or without food in patients with a creatinine clearance rate of at
least 60 mL/min. Efficacy of LYRICA has been demonstrated within the first week.
Based on individual patient response and tolerability, the dose may be increased to
150 mg BID (300 mg/day) after one week. For patients who experience significant
and ongoing pain and can tolerate pregabalin 300 mg/day well, maximum daily dose
of 600 mg (300 mg twice a day, BID) can be used. However, in clinical trials, LYRICA
600 mg/day did not provide additional significant efficacy and patients treated with
this dose experienced markedly higher rates of adverse events and discontinued
the trial more frequently. Neuropathic pain associated with postherpetic
neuralgia The recommended starting dose for LYRICA is 150 mg/day, given
in two or three divided doses (75 mg BID or 50 mg TIDJ, with or without food in
patients with a creatinine clearance rate of at least 60 mL/min. Efficacy of LYRICA
has been demonstrated within the first week. Based on individual patient response
and tolerability, the dose may be increased to 150 mg BID (300 mg/day) after one
week. For patients who experience significant and ongoing pain and can tolerate
pregabalin 300 mg/day well, maximum daily dose of 600 mg (300 mg twice a day,
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neuralgia The recommended starting dose for LYRICA is 150 mg/day, given
in two or three divided doses (75 mg BID or 50 mg TIDJ, with or without food in
patients with a creatinine clearance rate of at least 60 mL/min. Efficacy of LYRICA
has been demonstrated within the first week. Based on individual patient response
and tolerability, the dose may be increased to 150 mg BID (300 mg/day) after one
week. For patients who experience significant and ongoing pain and can tolerate
pregabalin 300 mg/day well, maximum daily dose of 600 mg (300 mg twice a day,
BID) can be used. However, in clinical trials, LYRICA 600 mg/day did not provide
additional significant efficacy and patients treated with this dose experienced
markedly higher rates of adverse events and discontinued the trial more frequently
Dosage Adjustment Based on Renal Function L YRICA is primarily eliminated by
renal excretion. Therefore, the dose should be adjusted for patients with reduced
renal function. Pregabalin clearance is directly proportional to creatinine clearance.
Therefore, dosing adjustment should be based on creatinine clearance (CLs, as
indicated in Table 7. To use this dosing table, an estimate of the patient's creatinine
clearance (CLc,) in mL/min is needed. CLg, in mL/min may be estimated from serum
creatinine (mg/dL) determination using the Cockeroft and Gault equation

_ 1140 - age (years)] x weight (kg)
Cle, 72 serum creatinine (mo/dL) (x 0.85 for female patients)
Pregabalin is effectively removed from plasma by hemodialysis. Over a 4-hour
hemodialysis treatment, plasma pregabalin concentrations are reduced by
approximately 50%. For patients receiving hemodialysis, pregabalin daily dose should
be adjusted based on renal function. In addition to the daily dose adjustment, a
supplemental dose should be given immediately following every 4-hour hemodialysis
treatment (see Table 7).
Table 7. Pregabalin Dosage Adjustment Based on Renal Function

diarrhea, dry mouth, nausea, vomiting G and

site conditions: fatigue, feeling abnormal, pain Nervous system disorders: Creatinine otal Pre in Daily Dos .
ataxia, coordination abnormal, dizziness, dysarthria, headache, memory Clearance (CLe,) T ?,f,g%'gy[,]f ¥ Hose Dose Regimen
impairment, paresthesia, somnolence, speech disorder, tremor (see WARNINGS (mL/min)

AND PRECAUTIONS, Dizziness and Somnolence). Psychiatric disorders: =60 150 300 600 BID or TID
confusional state, depression, insomnia, psychotic disorder. There have been rare 30-60 75 150 300 BID or TID
reports of psychotic disorders in patients receiving pregabalin. Renal and urinary 1530 2550 75 150 0o B0
disorders: urinary retention Respi Y. th ic and mediastinal disorders:

dyspnea Skin and sub tissue disorders: pruritus <15 2 2550 L 75 - - ap

DRUG INTERACTIONS Supplementary dosage following hemodialysis (mg]

Overview Since pregabalin is predominately excreted unchanged in the urine, E:ggm gn”fhhj2255_g{‘]gmagc{gg,g“ﬁﬂeﬁgk%”gnzuff‘e?;;”éﬁ:a?%fsggfzgomng] or0?95mng
undergoes negligible metabolism in humans (<2% of a dose recovered in urine as Patients on the 75 m OQD pe \rr?en' take one S PP I dose of 100m gur 150 mg
metabolites), does not inhibit drug metabolism in vitro, and is not bound to plasma g ALLRE 9 g

proteins, LYRICA (pregabalin| is unlikely to produce, or be subject to, pharmacokinetic
interactions. Pharmacokinetic In Vitro Studies: In vitro drug metabolism
studies revealed that pregabalin at concentrations which were, in general, 10-fold
greater than observed in Phase 2/3 clinical trials, does not inhibit human CYP1A2,
CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYPZE1, and CYP3A4 enzyme systems. In
Vivo Studies: The drug interaction data described in this section were obtained
from studies involving healthy adults, patients with epilepsy, and patients with
chronic pain disorders. C: pil Iproic acid, | igine, phenytoi

phenobarbital, and topiramate In vitro and in vivo studies showed that LYRICA is
unlikely to be involved in significant pharmacokinetic drug interactions. Specifically,
there are no clinically significant pharmacokinetic interactions between pregabalin
and the following antiepileptic drugs: carbamazepine, valproic acid, lamotrigine,
phenytoin, phenobarbital, and topiramate. Important pharmacokinetic interactions
would also not be expected to occur between pregabalin and commonly used
antiepileptic drugs. Tiagabine: The results of a population pharmacokinetic analysis
indicated that in patients with partial seizures tiagabine had no clinically significant
effect on pregabalin clearance. Gabapentin: The pharmacokinetics of pregabalin
and gabapentin were investigated in 12 healthy subjects following concomitant
single dose administration of 100 mg pregabalin and 300 mg gabapentin, and
in 18 healthy subjects following concomitant multiple dose administration of
200 mg pregabalin q8h and 400 mg gabapentin g8h. Gabapentin pharmacokinetics
following single and multiple dose administration were unaltered by pregabalin
coadministration. The rate of pregabalin absorption was reduced by approximately
26% (single dose administration) and 18% (multiple dose administration) based on
lower C,... values; however, the extent of pregabalin absorption was unaffected by
gabapentin coadministration. Oral Contraceptives: Pregabalin coadministration
(200 mg TID) had no effect on the steady state pharmacokinetics of norethindrone
and ethinyl estradiol (1 mg/35 ug, respectively) in healthy subjects. Lorazepam:
Multiple dose administration of pregabalin (300 mg BID) in healthy subjects had
no effect on the rate and extent of lorazepam single dose pharmacokinetics and
single dose administration of lorazepam (1 mg) had no clinically significant effect
on the steady state pharmacokinetics of pregabalin. Oxycodone: Multiple dose
administration of pregabalin (300 mg BID) in healthy subjects had no effect on

ersityPressdone single dose pharmacokinetics. Single dose
administration of oxycodone (10 mg) had no clinically significant effect on the steady

ctata nharmarnkinatice nf nronahalin Fthanal: Multinla dnen adminictratinn of

TID = Three divided doses; BID = Two divided doses; QD = Single daily dose.
a Total daily dose (mg/day) should be divided as indicated by dose regimen to
provide mg/dose.
b Supplementary dose is a single additional dose
Geriatrics (>65 years): Pregabalin oral clearance tended to decrease with
increasing age. This decrease in pregabalin oral clearance is consistent with age-
related decreases in creatinine clearance. Reduction of pregabalin dose may be
required in patients who have age-related compromised renal function. Pediatrics
(<18 years of age): The safety and efficacy of pregabalin in pediatric patients
(<18 years of age) have not been established and its use in this patient population
is not recommended. Administration LYRICA (pregabalin) is given orally with or
without food (see ACTION AND CLINICAL PHARMACOLOGY).
OVERDOSAGE
Signs, Symptoms and Laboratory Findings of Acute Overdosage in Humans
The highest known dose of pregabalin received in the clinical development program
was 15,000 mg in 1 patient. The types of adverse events experienced by patients
who received an overdose were not clinically different from other patients receiving
recommended doses of pregabalin. Tr or Manag of Overd:
There is no specific antidote for overdose with pregabalin. If indicated, elimination
of unabsorbed drug may be attempted by emesis or gastric lavage; usual precautions
should be observed to maintain the airway. General supportive care of the patient
is indicated including monitoring of vital signs and observation of the clinical status
of the patient. A Certified Poison Control Center should be contacted for up-to-date
information on the management of overdose with pregabalin. Hemodialysis Standard
hemodialysis procedures result in significant clearance of pregabalin (approximately
50% in 4 hours) and should be considered in cases of overdose. Although hemodialysis
has not been performed in the few known cases of overdose, it nay be indicated by
the patient's clinical state or in patients with significant renal impairment
ACTION AND CLINICAL PHARMACOLOGY
Mechanism of Action Pharmacodynamics LYRICA (pregabalin) binds with high
affinity to the alpha,-delta protein (a calcium channel subunit) of brain tissues and
has analgesic, antiepileptic and anxiolytic activity. Pregabalin is known chemically
as (S)-3-faminomethyl)-5-methylhexanoic acid. Although the mechanism of action of
pregabalin is unknown, results with geneticatty modified mice and with compounds
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GABA at GABA, or GABA; receptors, nor does it augment GABA4 responses like
benzodiazepines or barbiturates. In contrast to vascular calcium channel blockers,
pregabalin does not alter systemic blood pressure or cardiac function. Various in vitro
and in vivo results differentiate pregabalin from GABA uptake inhibitors or GABA
transaminase inhibitors. In addition, pregabalin does not block sodium channels, it
is not active at opiate receptors, it does not alter cyclooxygenase enzyme activity, it
is not a serotonin agonist, it is not a dopamine antagonist, and it is not an inhibitor
of dopamine, serotonin or noradrenaline reuptake. Pregabalin treatment reduces
pain-related behavior in neuropathic animal models of diabetes, peripheral nerve
damage or chemotherapeutic insult and in a model of musculoskeletal-associated
pain. Pregabalin given intrathecally prevents pain-related behaviors and reduces
pain-related behavior caused by spinally administered agents, suggesting that it acts
directly on tissues of the spinal cord or brain. Pharmacokinetics All pharmacological
actions following pregabalin administration are due to the activity of the parent
compound; pregabalin is not appreciably metabolized in humans. Mean steady-state
plasma pregabalin concentration-time profiles following 75, 300 and 600 mg/day
given in equally divided doses every 8 hours (TID) and 600 mg/day given in equally
divided doses every 12 hours (BID) are shown in Table 8. Pregabalin pharmacokinetics
are linear over the recommended daily dose range. Inter-subject pharmacokinetic
variability for pregabalin is low (<20%)

Table 8. Pregabalin Mean (CV%) Steady-State Pharmacokinetic Parameter

Values in Healthy Volunteers

Daily

Dose Commess Cainss |AUCoy Cur
Dose (mg/ g/ | too | (wg/ [(ugeht/| tip | (mU/
(mg) | Regimen | day) | n | mL) | (hr) { ml) | mb) | (hr) | min)

8139 (09 |045]| 67 | 59 [ 641
195 [-342| -25 | -183 [-17.3] -16.1
6503 |08 (194 22]|63]| 689
213 -31 [ 336 | -23 |-196] -209
200 TID 600 (11| 852 | 08 | 328 | 417 | 63 81

148 |-222| 292 | 128 | -136] 117

2% Tip 75

100 TID 300

Figure 1. Individual and Mean Steady-State Pregabalin C... Values
Following 75, 300 and 600 mg/day Given in Equally Divided Doses
TID (q8h) to Healthy Volunteers®
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Distribution: In preclinical studies, pregabalin has been shown to readily cross
the blood brain barrier in mice, rats and monkeys. Pregabalin is a substrate for
system L transporter which is responsible for the transport of large amino acids
across the blood-brain barrier. Pregabalin has been shown to cross the placenta in
rats and is present in the milk of lactating rats. In humans, the apparent volume of
distribution of pregabalin following oral administration is approximately 0.5 L/kg.
Pregabalin is not bound to plasma proteins. At clinically efficacious doses of 150
and 600 mg/day, the average steady-state plasma pregabalin concentrations were
approximately 1.5 and 6.0 pg/mL, respectively. Metabolism: Pregabalin undergoes

300 BID* 600 | 8] 907 |14 ] 26 5 | 67 | 851
105 | 571|155 | -64 |-162| 64

Coas. - Steady-state peak plasma concentration
twe  Time of peak plasma concentration at steady state

Cuns.  Steady-state trough plasma concentration

AUCq: Area under the plasma concentration-time curve during one dosing interval
at steady state

tiz Elimination half-life

Cy  Oral clearance

a: Percent coefficient of variation

b: Total daily dose given in equally divided doses every 8 hours

c: Total daily dose given in equally divided doses every 12 hours

Absorption: Pregabalin is rapidly absorbed when administered in the fasted state,
with peak plasma concentrations occurring within 1.5 hours following both single-
and multiple-dose administration. Pregabalin oral bioavailability is 290% and is
independent of dose. C (Figure 1) and AUC values increase proportionally following
single- and multiple-dose administration. Following repeated administration,
steady state is achieved within 24 to 48 hours. Multiple dose pharmacokinetics are
predictable from single-dose data.
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negligible metat in humans. Following a dose of radiolabeled pregabalin,
approximately 98% of the radioactivity recovered in the urine was unchanged
pregabalin. The N-methylated derivative of pregabalin, the major metabolite of
pregabalin found in urine, accounted for 0.9% of the dose. In preclinical studies,
pregabalin (S-enantiomer) did not undergo racemization to the R-enantiomer in
mice, rats, rabbits or monkeys. Excretion: Pregabalin is eliminated from the
systemic circulation primarily by renal excretion as unchanged drug. Pregabalin
mean t is 6.3 hours. Pregabalin elimination is proportional to creatinine clearance
Pregabalin clearance is reduced in patients with impaired renal function (see
DOSAGE AND ADMINISTRATION). Special Populations and Conditions
Pregabalin undergoes negligible metabolism, is not bound to plasma proteins and is
eliminated predominately as unchanged drug by renal excretion. Clinically important
differences in pregabalin pharmacokinetics due to race and gender have not been
observed and are not anticipated. Pediatrics: Pharmacokinetics of pregabalin
have not been studied in paediatric patients. Geriatrics: Pregabalin oral clearance
tended to decrease with increasing age. This decrease in pregabalin oral clearance
is consistent with age-related decreases in creatinine clearance. Reduction of
pregabalin dose may be required in patients who have age-related compromised
renal function (see WARNINGS AND PRECAUTIONS and DOSAGE AND
ADMINISTRATION). Gender: A population pharmacokinetic analysis of the Phase
2/3 clinical program showed that the relationship between daily dose and pregabalin

A-27

drug exposure is similar between genders when adjusted for gender-related
differences in creatinine clearance. Race: A population pharmacokinetic analysis of
the Phase 2/3 clinical program showed that the relationship between daily dose and
pregabalin drug exposure is similar among Caucasians, Blacks and Hispanics. Renal
Insufficiency: Because renal elimination is the major elimination pathway, dosage
reduction in patients with renal dysfunction is necessary. Pregabalin is effectively
removed from plasma by hemodialysis. Following a 4-hour hemodialysis treatment,
plasma pregabalin concentrations are reduced by approximately 50%. For patients on
hemodialysis, dosing must be modified (sec DOSAGE AND ADMINISTRATION)
STORAGE AND STABILITY

Store at 15°C-30°C

DOSAGE FORMS, COMPOSITION AND PACKAGING

Each capsule of LYRICA (pregabalin) contains 25, 50, 75, 150 or 300 mg pregabalin,
lactose monohydrate, maize starch and talc. The capsule shells contain gelatin and
titanium dioxide. In addition, the orange capsule shells contain red iron oxide and
the white capsule shells contain sodium lauryl sulfate and colloidal silicon dioxide
Colloidal silicon dioxide is a manufacturing aid, which may not be present. The
markings on the capsules are in black ink, which contains shellac, black iron oxide,
propylene glycol, potassium hydroxide and water.

Capsules are packaged in HDPE bottles containing 60 capsules, and PVC/aluminum
blisters.

PHARMACEUTICAL INFORMATION

Drug Substance

Proper name: pregabalin

Chemical name: (S)-3-(aminomethyl}-5-methylhexanoic acid
Molecular formula: CsHysNO;

Molecular mass: 159.23

Structural formula:

CO,H
NH,
Physicochemical Pregabalin is a white crystalline solid. It is soluble in
properties: water and in both basic and acidic aqueous solutions.

Product Monograph available upon request

Last revised: June 3, 2005.
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ropinirole
Ropinirole (as ropinirole hydrochloride)

I e ——— IO
TABLETS: 0.25 mg, 1.0 mg, 2.0 mg, 5.0 mg

THERAPEUTIC CLASSIFICATION: AntiParkinsonian Agent / Dopamine Agonist
INDICATIONS AND GLINICAL USE: REQUIP® {ropinirole hydrochloride) is
indicated in the treatment of the signs and symptoms of idiopathic Parkinsan’s
disease. REQUIP™ can be used both as early therapy, without concomitant
levodopa and as an adjunct to levodopa. Three year and five year active-
comparator controlled clinical frials have been conducted.
CONTRAINDICATIONS: REQUIP® (ropinirole hydrochloride) is contraindicated
in patients with a known hypersensitivity to ropinirole hydrochioride or the
excipients of the drug product.

WARNINGS: Sudden Onset of Sleep — Patients receiving treatment with
REQUIP* {repinirole hydrachloride), and other dopaminergic agents have
reported suddenly falling asleep while engaged in activities of daily living,
including operating a motor vehicle, which has sometimes resulted in
accidents. Although some of the patients reported somnolence while on
REQUIP, others perceived that they had na warning signs, such as excessive
drowsiness, and believed that they were alent immediately prior to the event.
Physicians should alert patients of the reported cases of sudden onset of sleep,
bearing in mind that these events are NOT limited to initiation of therapy.
Patients should also be advised that sudden onset of sleep has occurred
without warning signs. |f drowsiness or sudden onset of sleep should aceur,
patients should immediately contact their physician. Until further information
is avaitable on the management of this unpredictable and serious adverse
event, patients should be wamed not to drive or engage in other activities
where impaired alertness could put themselves and others at risk of serious
injury or death {e.g., operating machines). Episodes of falling asleep while
engaged in activities of daily living have also been reported in patients taking
other dopaminergic agents, therefore, symptoms may not be alleviated by
substituting these products. Presently, the precise cause of this event is
unknown. It is known that many Parkinson's disease patients experience

before the patient died. The reporting physician considered these events to be
possibly related to REQUIP® treatment. (see DOSAGE AND ADMINISTRATION).
A single spontaneous report of severe muscle pain has been reported in a 66
year old male patient around his thigh. The reporting physician considered the
event to be probably related to REQUIP® treatment. Retinal Pathology in Rats
- In a two year carcinogenicity study in albino Sprague-Dawley rats, retinal
atrophy was abserved at incidences of 0%, 1.4%, 1.4% and 10% of male rats
and 0%, 4.4%, 2.9% and 12.9% of female rats dosed at 0, 1.5, 15 and
50 mg/kg/day respectively. The incidence was significantly higher in both male
and female animals dosed at 50 mg/kg/day. The 50 mg/kg/day dose
represents a 2.8 fold greater exposure (AUC) and a 13.1 fold greater exposure
(Cinax) 10 ropirtirole in rats than the exposure would be in humans at the
maximum recommended dose of 24 mg/day. The relevance of this finding to

early-therapy studies and 17.3% in adjunct-therapy studies discontinued
treatment due to adverse reactions, The events resulting in discontinuation of
REQUIP* in 1% or more of patients were as follows: Early therapy: nausea
(6.4%), dizziness (3.8%), aggravated Parkinson's disease (1.3%), hallucination
(1.3%), headache (1.3%), somnolence (1.3%) and vomiting (1.3%). Adjunct
therapy: dizziness (2.9%), dyskinesia (2.4%), confusion (2.4%), vomiting
(2.4%}, hallucination (1.9%), nausea (1.9%}, anxiety {1.9%j, and increased
sweating {1.4%). Patients over 75 years of age (n=130) showed slightly higher
incidences of i due to t ination, confusion and dizzi than
patients less than 75 years of age. Most Frequent Adverse Events — Adverse
events occurring with an incidence of greater than, or equal to, 10% were as
follows: Early therapy: nausea, dizziness, somnolence, headache, peripheral
edema, vomiting, syncope, fatigue and viral infection. Adjunct therapy:

humans is not known. Pregnaney ~ The use of REQUIP® during pregnancy is
not recommended. REQUIP® given to pregnant rats during organogenesis
(gestation days 8 through 15) resulted in decreased fetal body weight at
60 mg/kg/day (approximately 3—4 times the AUC at the maximal human dose
of 8 mg ti.d), increased fetal death at 90 mg/kg/day (approximately 5 times
the AUC at the maximal human dose of 8 mg t.i.d.) and digital malformations
at 150 mg/kg/day (approximately 8-9 times the AUC at the maximal human
dose of 8 mg t.i.d.). These effects occurred at maternally toxic doses. There
was no indication of an effect on development of the conceptus at a maternally
toxic dose of 20 mg/kg/day in the rabbit. In a perinatal-postnatal study in rats,
10 mg/kg/day of REQUIP® (approximately 0.5 — 0.6 times the AUC at the
maximal human dose of 8 mg ti.d.) impaired growth and development of
nursing offspring and altered neurological development of female offspring.
Nursing Mothers — Since REQUIP® suppresses lactation, it should not be
administered to mothers who wish to breast-feed infants. Studies in rats have
shown that REQUIP® and/or its metabolites cross the placenta and are
excreted in breast milk. Consequently, the human fetus and/or neonate may be
exposed o dopamine agonist activity. Use in Women Receiving Estrogen
Replacement Therapy- In female patients on long-term treatment with
conjugated estrogens, oral clearance was reduced and elimination half-life
prolonged compared to patients not receiving estrogens. In patients, afready
receiving estrogen replacement therapy, REQUIP® may be titrated in the
recommended manner according to clinical response. However, if estrogen
replacement therapy is stopped or introduced during treatment with REQUIP®,
adj of the REQUIP® dosage may be required. Pediatric Use — Safety

alterations in sleep architecture, which results in excessive daytime
or spontaneous dozing, and that dopaminergic agents can also induce
sleepiness. There is insufficient information to determine whether this event is
associated with REQUIP®, all dopaminergic agents or Parkinson’s disease
itself. Orthostatic Symptoms - Dopamine agonists appear to impair the
systemic regulation of blood pressure with resuiting orthostatic symptoms of
dizziness or lightheadedness, with or without documented hypotension. These
symptoms appear to occur especially during dose escalation. Therefore,
patients treated with dopamine agonists should be carefully monitored for
signs and symptoms of orthostatic hypotension, especially during dose
escalation (see DOSAGE and ADMINISTRATION) and should be infoermed of this
tisk. Hallucinations - Early Therapy: In placebo- controlled trials, REQUIP®
{ropinirole hydrochloride) caused hallucination in 5.1% of patients during early
therapy (1.4% in the placebo group). Hallucination was of sufficient severity
that it led to discantinuation in 1.3% of patients. The incidence of hallucination
was dose-dependent. In a 5-year study comparing REQUIP* with levodopa in
early Parkinson's patients, the overall incidence of hallucinations was 17.3%
(31/179) for patients treated with REQUIP® and 5.6% (5/89) for levodopa
patients. Hallucinations led to discontinuation of the study treatment in 5.0%
of REQUIP® and 2.2% of levodopa patients. In a 3-year study comparing
REQUIP® with another dopamine agonist, the overall incidence of
hallucinations was 9.5% (16/168) for patients treated with REQUIP® and 9.0%
{15/167) for patients receiving active comparator. Hallucinations led to
discontinuation of the study treatment in 2.4% of REQUIP® patients and 3.0%
of comparator patients. Concomitant Selegiline: in a S-year study, REQUIP®
patients receiving concomitant selegiline reported a higher incidence of
hallucinations (23.5%) than did those without (12.2%); this subpopulation
effect was not seen in the L-dopa arm (hallucinations with concomitant
= 2.0% vs hall without = 8.0%). Adjunct
Therapy: Hallucinations were experienced by 10.1% of patients receiving
REQUIP™ and levodopa, compared to 4.2% receiving placebo and levodopa.
Hallucinations were of sufficient severity that it led to discontinuation in 1.9%
of patients. The incidence of hallucinations was dose dependent.
PRECAUTIONS: Cardiovascular — Since REQUIP® (ropinirole hydrochloride)
has not been studied in patients with a history or evidence of significant
cardiovascular disease including myocardial infarction, unstable angina,
cardiac cardiac arrhy , Vaso- disease
(including cerebral) or cardiomyopathy, it should be used with caution in such
patients. There is limited experience with REQUIP® in patients treated with
antihypertensive and antiarrhythmic agents. Consequently, in such patients,
the dose of REQUIP® should be titrated with caution. Orthostatic Symptoms -
Orthostatic symptoms of dizziness or lightheadedness as well as somnolence

and effectiveness in the pediatric population have not been established. Renal
and Hepatic | - No dosage ad is needed in patients with
mild to moderate renal impairment {creatinine clearance of 30 to 50 mL/min).
Because the use of REQUIP® in patients with severe renal impairment or
hepatic impairment has not been studied, administration of REQUIP® to such
patients is not recommended. Drug Interactions — Psychotropic Drugs:
Neuraleptics and ather centrally active dopamine antagonists may diminish
the effectiveness of REQUIP®. Therefore, concomitant use of these products is
not recommended. Based on population pharmacokinetic assessment, no
interaction was seen between REQUIP® and tricyclic antidepressants or
benzodiazepines. ~ Anti-Parkinson Drugs: Based on population
pharmacokinetic assessment, there were no interactions between REQUIP*
and drugs commonly used to treat Parkinson's disease, i.e., selegiline,
amantadine, and anticholinergics. Levodopa: The potential pharmacokinetic
interation of levodopa/ carbidopa {100 mg/10 mg b.i.d.) and REQUIP® (2 mg
ti.d.) was assessed in Jevodopa naive (de novo) male and female patients with
Parkinson's disease (n=30, mean age 64 years). The rate and extent of
availability of REQUIP® at steady state were essentially the same with or
without levodopa. Similarly, the rate and extent of availability of levodopa, as
well as its elimination half-life, were essentially the same in the presence and
absence of REQUIP®. Inhibitors of CYP1A2: Ciprofioxacin: The effect of
ciprofloxacin (500 mg b.i.d.) on the pharmacokinetics of REQUIP® (2 mg t.id.)
was studied in male and female patients with Parkinson’s disease (n=12,
mean age 55 years). The extent of systemic availability of REQUIP® was
significantly increased when coadministered with ciprofloxacin (AUC increased
by 1.84 fold). Thus, in patients already receiving CYP1A2 inhibitors such as
ciprofloxacin, REQUIP® therapy may be instituted in the recommended manner
and the dose titrated according te clinical response. However, if therapy with a
drug known to be an inhibitor of CYP1A2 is stopped or introduced during
treatment with REQUIP®, adjustment of the REQUIP® dosage will be required.
Substrates of CYP1A2: Theophyiline: The effect of oral theophylline (300 mg
$.i.d.} on the pharmacokinetics of REQUIP® (2 mg t.i.d.) was studied in male
and female patients with Parkinson’s disease (n=12, mean age 59 years).
There was no marked change in the rate or extent of availability
of REQUIP® when coadministered with theophylline. Similarly, coadministration
of REQUIP® with intravenous theophylline (5 mg/kg) did not result in any
marked change in the pharmacokinetics of theophylline. It is therefore unlikely
that substrates of CYP1A2 would significantly alter the pharmacokinetics of
REQUIP®, and vice-versa. Digoxin: The effect of REQUIP® (2 mg t.i.d.) on the
pharmacokinetics of digoxin (0.125-0.25 mg 0.d.) was studied in male and
female pafients with Parkinson's disease (n=10, mean age 72 years).

Coadministration at steady state with REQUIP® resulted in a 10% decrease in

may occur during REQUIP® therapy. ptic Malignant -A
symptom complex resembling the neuroleptic malignant syndrome
{characterized by elevated temperature, muscular rigidity, altered
CONSCioUSNEss, and autonomic instability), with no other obvious eticlogy, has
been reported in association with rapid dose reduction, withdrawal of, or
changes in anti-Parkinsonian therapy. A single spontaneous report of a

complex bling the neuroleptic syndrome has been
observed in a 66 year old diabetic male patient with Parkinson's disease, who
developed fever, muscle stiffness, and drowsiness 8 days after beginning
REQUIP® treatment. The patient also experienced acute bronchitis, which did
not respond to antibiotic treatment. REQUIP* was discontinued three days
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digoxin AUC although mean trough digoxin plasma concentrations were
unaltered. However, the effect of higher recommended doses of REQUIP® on
the pharmacokinetics of digoxin is not known. Aleshol: No infarmation is
available on the potential for interaction between REQUIP? and alcohol. As with
other centrally active medications, patients should be cautioned against taking
REQUIP® with alcohol. Psycho-Motor Performance — (see WARNINGS-
Sudden Onset of Sleep).

ADVERSE REACTIONS: Adverse Reactions Associated with
Discontinuation of Treatment — Of 1599 patients who received REQUIP®
(ropinirole hydrochloride) during the premarketing clinical trials, 17.1% in
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ia, nausea, dizziness, somnolence and headache. Dopamine agonists,
with an ergoline chemical structure have been associated with adverse
experiences such as retroperitoneal fibrosis, erythromelalgia and putmonary
reactions. REQUIP® has a novel, non-ergoline chemical structure and no
reports of such events have been observed in clinical trials. Incidence of
Adverse Events in Placebo Controlled Trials — The incidence of postural
hypotension, an event commanly associated with initiation of dopamine
agonist therapy, was not notably different from placebo in clinical trials.
However, decreases in systolic blood pressure to < 90 mmHg have been
observed in 13% (<65 years), 16% (65 — 75 years) and 7.6% (>75 years) of
patients treated with REQUIP®. Table 2 lists adverse events that occusred at an
incidence of 1% or more among REQUIP"-treated patients who participated in
placebo-controlled trials for up to one year. Patients were dosed in a range of
0.75 mg to 24 mg/day. Reported adverse events were classified using a
standard World Health Organization (WHO)-based dictionary terminology. The
prescriber should be aware that these figures can not be used to predict the
incidence of adverse events in the course of usual medical practice where
patient characteristics and other factors differ from those which prevailed in
the clinical trials. Similarly, the cited frequencies can not be compared with
figures obtained from other clinical investigations involving different
freatments, uses and investigators. The cited figures, however, do provide the
prescribing physician with some basis for estimating the relative contribution
of drug and non-drug factors to the adverse events incidence rate in the
population studied.

TABLE 2
Adverse events with incidence 1% from ail placebo-controlled
early and adjunct therapy studies

Earty Therapy Adjunct Therapy
REQUIP* Placebo REQUIP® Placebo
N=157 N=147 N =208 N=120

% occurrence % Occurrenca % Ooourtence % occurrence

Autonomic Nervous System

Sweating Increased 6.4 41 7.2 17
Mouth Dry 51 34 53 [¥:]
Flushing 3.2 0.7 14 08
Body as a Whole General

Peripheral Edema 134 4.1 39 25
Fatigue 10.8 4.1 - -
Injury -~ - 106 9.2
Pain 76 4.1 53 33
Asthenia 6.4 14 - -
Drug Level Increased 45 27 8.7 33
Chest Pain 38 2.0 - -
Malaise 32 07 14 08
Therapeutic Response

Decreased 19 07 - -
Cellulitis 13 00 - -
Influenza-like Symptoms - - 1.0 0.0
Fever - - 1.4 00
Cardiovascular General

Syncope 1.5 14 29 17
Hypotension Postural 6.4 4.8 - -
Hypertension 4.5 34 34 3.3
Hypotension 1.9 0.0 2.4 08
Cardiac Failure - - 1.0 0.0
Central and Peripheral Nervous System

Dizziness 40.1 218 26.0 158
Dyskinesia - - 337 125
Headache 17.2 17.0 16.8 1.7
Ataxia (Falts) ~ - 96 6.7
Tremor - - 63 2.5
Paresthesia - - 53 25
Hyperesthesia 38 20 - -
Dystonia - - 43 42
Hypokinesia - - 5.3 4.2
Paresis - - 29 0.0
Speech Disorder - - 1.0 0.0
Vertigo 19 00 - -
Carpal Tunnel Syndrome 13 07 - -
Gastrointestinal System

Nausea 59.9 218 298 183
Vomiting 121 6.8 72 42
Dyspepsia 96 4.8 - -
Constipation 83 75 58 33
Abdominal Pain 6.4 2.7 87 75
Diarrhiea - - 48 25
Anorexia 38 1.4 - -
Flatulence 25 14 19 08
Tooth Disorder 19 0.7 10 0.8
Saliva Increased - - 24 0.8
Colitis 13 0.0 - -
Dysphagia 13 0.0 24 08
Periodontitis 13 0.0 1.4 0.8
Eructation - - 14 0.0
Fecal Incontinence - - 1.0 0.0
Hemorrhoids - - 10 00
Gastroesophageal Reflux - - 10 0.0
Gastrointestinal Disorder (NOS) - - 1.0 0.0
Tooth Ache - - 1.0 0.0
Hearing and Vestibular ~ *4
Tinnitus 13 0.0 - -
Heart Rate and Rhythm

Palpitation 32 20 29 25
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Early Therapy Adjunct Therapy
REQUIP® Placebo REQUIP® Placebo
N=167 N=147 N =208 N=120
% boourrence % occunence % cocurranca % occurrence

Heart Rate and Rhythm N
Extrasystoles 19 07 - -
Tachycardia 19 0.0 10 0.0
Fibrillation Atrial 19 0.0 -~ -
Tachycardia Supraventricular 1.3 0.0 - -
Bradycardia - - 1.0 0.0
Liver and Biliary System
Gamma - GT Increased 13 07 1.0 00
Hepatic Enzymes Increased 1.3 0.0 - -
Metaholic and Nutritional
Alkaline Phosphate increased 2.5 14 1.0 0.0
Weight Decrease - - 24 08
t 1.3 0.0 = =
Musculoskeletal System
Arthralgia - - 6.7 5.0
Arthritis - - 29 08
Arthritis Aggravated 1.3 0.0 1.4 0.0
Myocardial, Endocardial, Pericardiat Valve
Myocardial Ischemia 13 07 - -
Psychiatric
Somnolence 401 6.1 202 83
Anxiety - - 63 33
Confusion 51 14 8.7 17
Hallucination 51 14 101 4.2
Nervousness - - 48 25
Yawning 3.2 0.0 - -
Amnesia 25 14 48 08
Dreaming Abnormal - - 29 17
Depersonalization - - 14 0.0
Paranoid Reaction - - 14 0.0
Agitation 13 0.7 1.0 0.0
Concentration Impaired 19 0.0 1.0 0.0
llusion 13 00 - -
Thinking Abngrmal - - 14 08
Apatny - - 10 00
Increased Libido - - 1.0 00
Persenality Disorder - - 1.0 0.0
Red Blood Cell
Anemia - - 24 0.0
Reproductive Male
Impotence 25 14 - -
Prostatic Disorder - - 1.0 0.0
Penis Disorder - - 13 0.0
Resistance Mechanism
Upper Respiratory Tract Infection — - 87 83
Infection Viral 10.8 34 72 6.7
Respiratory System
Pharyngitis 6.4 41 - -
Rhinitis 38 2.7 - -
Sinusitis 3.8 2.7 - -
Dyspnea 32 0.0 29 17
Brongchitis 25 14 - -
Respiratory Disorder 19 14 1.9 0.0
Pneumonia 13 07 1.0 08
Coughing - - 14 0.8
Skin/Appendages
Pruritis - - 1.0 0.0
Urinary System
Urinary Tract infection 5.1 4.1 6.3 25
Cystitis 13 07 - -
Micturition Frequency - - 14 0.0
Pyuria - - 1.9 0.8
Urinary Incontinence - - 19 08
Urinary Retention 13 0.7 - -
Dysuria - - 1.0 0.0
Vascular Extracardiac
Peripherai Ischemia 25 0.0 - -
Vision
Vision Abnormal 57 3.4 - -
Eye Abnormality 3.2 14 - -
Diplopia - - 19 08
Xerophthalmia 19 0.0 14 08
Cataract - - 14 08
Lacrimation Abnormai - - 14 0.0
White Cell and Reticuloendothelial System

i - - 14 0.0

a: Incidence of adverse event <1%,

Post-Marketing Experience - Patients treated with REQUIP® have rarely
reported suddenly falling asleep while engaged in activities of daily living,
inciuding operation of motor vehicles which has sometimes resulted in
accidents (see WARNINGS).

DOSAGE AND ADMINISTRATION: REQUIP (ropinirale hydrochloride) should
be taken three times daily. While administration of REQUIP® with meals may
improve gastrointestinal tolerance, REQUIP® may be taken with or without
food. The recommended starting dosage is 0.25 mg three times daily. Based
on individual patient response, dosage should then be fitrated by weekly
increments of 0.25 mg per dose as described in the table below. After week
4, daily dosage may be increased by 0.5 to 1.0 mg per dose on a weekly basis
until an optimal therapeutic response is established. Smaller dose increments
are recommended for patients who may be at risk for orthostatic symptoms.

Week
1 2 3 4
Unit Dose (mg) 0.25 0.5 075 1.0
Total Daily Dose (mg) 0.75 15 225 3.0

In clinical trials, initial benefits were observed with 3 mg/day and higher doses.
Doses greater than 24 mg/day have not been included in clinical trials. In a 5-
year, double-blind study of early therapy in Parkinson's disease patients, the
average daily dose of REQUIP® (based on the observed data set) was 10.1 mg
at 6 months (median dose = 9.0 mg), 14.4 mg at 3 years (median dose = 15.0
mg), and 16.6 mg at 5 years (median dose = 18.0 mg), regardless of levodopa
supplementation. When REQUIP® is administered as adjunct therapy to
levodopa, the dose of levodopa may be decreased gradually as tolerated once
a therapeutic effect with REQUIP” has been observed. REQUIP® should be

See IBC
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discontinued gradually over a 7-day period. The frequency of administration
should be reduced from three times daity to twice daily for 4 days. For the
remaining 3 days, the frequency should be reduced to once daily prior to
complete withdrawal of REQUIP®, Renal and Hepatic Impairment; In patients
with mild to moderate renal impairment, REQUIP® may be fitrated in the
recommended manner according to clinical response. Patients with severe
renal impairment or on hemodialysis have not been studied and administration
of REQUIP® to such patients is not recommended. Patients with hepatic
impairment have not been studied and administration of REQUIP® to such
patients is not recommended. Estrogen Replacement Therapy: In patients
already receiving estrogen replacement therapy, REQUIP® may be fitrated in
the recommended manner according to clinical response. However, if
estrogen replacement therapy is stopped or started during treatment
with REQUIP®, adjustment of the REQUIP® dosage may be required.
AVAILABILITY OF DOSAGE FORM: REQUIP® is supplied as a pentagonal
film-coated Tiltab® tablet with beveled edges containing ropinirole {as
ropinirole hydrochloride) as follows: 0.25 mg — white imprinted with SB and
4390; 1.0 mg — green imprinted with SB and 4892; 2.0 mg — pale pink
imprinted with SB and 4893; 5.0 mg — blue tablets imprinted with SB and
4894. REQUIP® is available in bottles in the pack size of 100 tablets.
Full Product Monograph available to practitioners upon request.

GlaxoSmithKline Inc.

7333 Mississauga Road North

Mississauga, Ontario

L5N 6L4

REQUIP® is a registered trademark, used under license by GlaxoSmithKline Inc.
Date of preparation: June 18, 2001

Date af revisions: March 31, 2004
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Director, Division of Neurology

EDMONTON, ALBERTA, CANADA

www.careers.ualberta.ca ‘

Applications are invited for the position of Director, Division of Neurology
at the University of Alberta. The Division consists of 21 full time academic
staff and 11 clinical faculty. The Division has the full range of therapeutic
services, excellent clinical facilities, a Royal College approved resident
training program and established research programs in fundamental,
clinical and community-based research. Two major new research buildings
will open in the next two years and planning is underway for a state-of-the-
art new ambulatory care centre.

The Faculty of Medicine and Dentistry is lead by Dean Thomas Marrie
renowned for his development of the pathway for the treatment of
community acquired pneumonia. The University of Alberta is one of the
major research universities in Canada with over 35,5600 students, research
funding over $400 million yearly (of which more than $40 million is from
the Department of Medicine), more than 400 distinct research laboratories
and more than 110 master’s and 60 doctoral programs. The library is the
second largest in Canada and the high quality of teaching has been
recognized by numerous national teaching awards.

The University of Alberta has spawned over 40 active spin-off
companies which have created more than 3300 jobs in the Edmonton
area. Over 180 formal linkages have been forged with institutions in 46
countries giving the University of Alberta vital international academic
relationships. The University’s 89 hectare campus features outstanding
educational, research and cultural facilities and has been a major host site
for events such as the World University Games, the Commonwealth
Games and the 2005 Worid Masters Games. Edmonton, with a metro
population approaching one million people, is the cosmopolitan capital of

Alberta and is famous for its verdant river valley, vibrant festivals,
outstanding cultural facilities and groups, the success of its professional
and amateur athletes and teams, its average of 12.3 hours daily of
sunshine and the lowest taxes in the country.

Interested applicants should hold an MD or equivalent and fellowship in
the Royal College of Physicians and Surgeons of Canada or equivalent
and have demonstrated clinical leadership and scholarly accomplishment
in research and teaching. This position offers a unique and exciting
opportunity for a person of vision to guide an established and
internationally recognized Neurology Division and build upon its strong
academic and clinical foundations. The Director will occupy one of the
three endowed chairs in the Division and will be able to recruit to the other
two chairs, currently vacant.

Remuneration for this senior position will be commensurate with
qualifications and experience and will be based on the income scale of a
competitive and highly successful alternate relationship plan. The
committee welcomes applications at any time and expects to begin
considering candidates in October 2006. Consideration will continue until
the position is filled.

Please send a curriculum vitae and a letter of application to:

Dr. Jonathan B. Meddings

Chair, Department of Medicine
2F1.30 Walter C. Mackenzie Centre
University of Alberta

Edmonton, Alberta, Canada T6G 2R7

All qualified candidates are encouraged to apply; however, Canadians and permanent residents will be given priority. If suitable Canadian citizens and permanent residents cannot
be found, other individuals will be considered. The University of Alberta hires on the basis of merit. We are committed to the principle of equity in employment. We welcome
diversity and encourage applications from all qualified women and men, including persons with disabilities, members of visible minorities, and Aboriginal persons.

NEUROLOGIST

Surrey Memorial Hospital is currently seeking full-time neurologists who
provide emergency and inpatient services.

The candidate must have a FRCPC registration and be eligible for licensure with the College of
Physicians and Surgeons of BC. Preference will be given to individuals with a Stroke Fellowship.

This is an excellent opportunity for the right person.

Please forward your resume to:

Dr. Urbain Ip
Medical Director, Surrey Memorial Hospital
E-mail: Urbain.lp@fraserhealth.ca

13750 — 96th Avenue
Surrey, BC, V3V 1 22
Telephone: (604) 585 5530
Fax: (604) 588-3320
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Optimize Dosing...
To Help Maximize Outcomes
In Parkinson’s Therapy'

Titrate to help maximize patient benefit. In at least 75% of the patients who responded to REQUIP®,

doses of up to 9 mg/day were necessary to ensure a first therapeutic response.™™

Three Reasons to Prescribe REQUIP”
REQUIP® delayed the use of L-dopa

34% (n=29 of 85) of REQUIP® monotherapy patients completed the entire 5-year study
without requiring L-dopa supplementation?

Low risk of dyskinesia
Only 5% of REQUIP® monotherapy patients developed dyskinesia compared with 36% of L-dopa patients?*

Low sup

plementary dose of L-dopa needed

When used with adjunct L-dopa, REQUIP® patients required an average of 43% less L-dopa (427 + 221 mg)
than patients on L-dopa alone (753 + 398 mg)?

In early treatment of Parkinson'’s disease over the course of a 5-year multicentre, prospective,
double-blind, flexible-dose study, with 268 patients randomized to either REQUIP® (n=179) or
L-dopa and benserazide (a decarboxylase inhibitor) (n=89). Open label L-dopa was available
as supplementary medication.?* p<0.001

Prior to supplementation with L-dopa

£

Data from 3 large phase Il double-blind trials of ropinirole monotherapy in early Parkinson’s
disease were examined: a 5-year L-dopa-controlled trial (n=179), a 3-year bromocriptine-
controlled trial (n=168), both with planned interim analysis and a 6-month placebo-controlled
trial (n=116)."

—

Please consult the Warnings section of the Product Monograph.?
® REQUIP is a registered trademark, used under license by GlaxoSmthKline Inc.

References: 1. Korczyn AD et al. Dosing with ropinirole in a clinical sefting. Acta Neurologica
Scandinavica 2002;106:200-204. 2. Rascol O et al. A five-year study of the incidence of
dyskinesia in patients with early Parkinson’s disease who were treated with ropinirole or
levodopa. N Eng J Med 2000;342(20):1484-1491. 3. Product Monograph of REQUIP®

REQUIP® (ropinirole hydrochloride) is indicated in the treatment

of the signs and symptoms of idiopathic Parkinson’s disease.

REQUIP® can be used both as early therapy, without concomitant
levodopa and as an adjunct fo levodopa. Patients receiving treatment
with REQUIP® and other dopaminergic agents have reported the
sudden onset of sleep while engaged in daily activities. Patients should
be warned not to drive or engage in other activities where impaired
alertness could put themselves or others at risk.*t

Adverse events occurring with an incidence of greater than, or equal fo,
10% were as follows: Early therapy: nausea, dizziness, somnolence,
headache, peripheral edema, vomiting, syncope, fatigue and viral
infection. Adjunct thera%/: dyskinesia, nausea, dizziness, somnolence
and headache. REQUIP® is contraindicated in patients with a known
hypersensitivi?' to ropinirole hydrochloride or the excipients of the
drug product.

ropinirole

[ropinirole hydrochloride), GlaxoSmithKline, March 2004.
|"’RE
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Rethinking Parkinson’s.
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For brief prescribing information see page A-28,A-29
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Once-a-Day
REMINYL ER

Take the Time to
Look at REMINYL ER.

Consider once-a-day REMINYL* ER as initial treatment in AD.'

PREMINYL and "REMINYL ER (galantamine hydrobromide) are indicated for the symptomatic treatment of patients
with mild to moderate dementia of the Alzheimer’s type. REMINYL ER has not been studied in controlled clinical trials
for longer than 6 months.

The most common side effects for REMINYL ER (vs. placebo) in a clinical trial were nausea (17% vs. 5%), dizziness
(10% vs. 4%), injury (8% vs. 6%) and headache (8% vs. 6%). For patients who experienced adverse events, the majority
occurred during the dose-escalation phase.

There is no evidence that galantamine alters the course of the underlying dementing process.

1 Data does not support an indication for either vascular dementia (VaD) or Alzheimer’s disease (AD) and concomitant
cerebrovascular disease (AD+CVD).

In patients with moderately impaired hepatic function (Child-Pugh score of 7-9), based on pharmacokinetic modelling, dosing with REMINYL
should begin with 4 mg once daily for at least 1 week. For REMINYL ER, based on pharmacokinetic modelling, dosing should begin with 8 mg
every other day for at least 1 week. Then the dosage should be increased to 4 mg twice a day for REMINYL or 8 mg once daily for REMINYL ER
for at least 4 weeks. In these patients, daily doses should not exceed 16 mg/day. REMINYL and REMINYL ER are not recommended in patients
with severe hepatic impairment (Child-Pugh score of 10-15).

In patients with renal impairment (creatinine clearance of 9-60 mL/min), dose escalation should proceed cautiously and the maintenance dose should
generally not exceed 16 mg/day. REMINYL and REMINYL ER are not recommended in patients with creatinine clearance of less than 9 mL/min.

Dose reductions can be considered in patients treated with potent CYP2D6 or CYP3A4 inhibitors.'

REFERENCE: 1. REMINYL* (galantamine hydrobromide tablets), REMINYL* ER (galantamine hydrobromide s
extended-release capsules) Product Monograph, JANSSEN-ORTHO Inc., September 29, 2005. .
© 2006 JANSSEN-ORTHO Inc. * All trademark rights used under license Pr] ga/a”@m/”e HBr *
JANSSEN-ORTHO ; Ren”l’yIE
Member o
19 Green Belt Drive, Toronto i) /m* Once o Da,’y
Ontario, Canada M3C 119 @ . ROJA053700E

AD with Cerebrovascular Disease and VaD data for A " s
«REMINY L now: ineluded-in-Product Monograph.i @Re”m!!ny /

* For brief prescribing information see page A-15
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