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The CNS Calendar

MEETINGS DEADLINES REMINDERS

60-Day Planner

February
Sunday Monday Tuesday Wednesday Thursday Friday Saturday
1 2 (-3)
American Academy of
Addiction Psychiatry
Review Course on
Addiction Psychiatry
Kansas City, MO
contact:
Tel: 913-262-6161
Fax: 913-262-4311
3(9) -+ 5 6 7 (-10) 8 9
Mayo School of European Association
Continuing of Neurological
Medical Education Societies
Update in 2002 Winter Meeting
Clinical Rome, Italy
Neurophysiology contact:
Scottsdale, AZ dirocco@iol. it
contact:
Tel: 800-323-2688
cme@mayo.edu
10 11 (-15) 12 13 (-16) 14 15 (-17) 16
University of Florida Lincoln’s Birthday International Valentine's Day Medical Education
Microsurgical Neuropsychological Resources
Approaches to the Society Neurology for the
Brain, Ventricles, Annual Meeting Non-Neurologist
and Skull Base Toronto, Canada Breckenridge, CO
Gainesville, FL contact: contact:
contact: Tel: 614-263-4200 Tel: 800-421-3756
Tel: 352-265-8081 Fax: 614-263-4366 Fax: 303-798-5731
Fax: 352-265-8082 0SU_ins@posthox.acs. info@mer.org
ohio-state.edu
b 18 19 20 L n 23
President's Day Stanford Radiology Washington's Birthday
MR Advances in
Musculoskeletal
Imaging and
Neuroradiology
Las Vegas, NV
contact:
Tel: 650-723-8199
Fax: 650-498-4335
kmarsh@stanford.edu
24 25 (-Mar 1) 26 27 28
Flag Day American Medical March CNS American Association of
Seminars closes & ships Neurological Surgeons
Neurology for the to printer Medical Conference

Non-Neurologist
Sarasota, FL
contact:

Tel: 800-325-1961
Fax: 941-365-7073
mail@ams4cme.com

Lake Buena Vista, FL
(Feb 27-Mar 2)
contact:

Tel: 847-378-0500
Fax: 847-378-0600
aansam@aans.org

https://doi.org/10.1017/51092852900022185 Published online by Cambridge University Press


https://doi.org/10.1017/S1092852900022185

The CNS Calendar

60-Day Planner MEETINGS DEADLINES REMINDERS

March

Sunday Monday Tuesday Wednesday Thursday Friday Saturday
1 2
3(-8) - 5 6 7 8 9
University of Berne Southern Illinois
Facets of Wakefulness University School
and Sleepiness: of Medicine
Causes, Consequences, New Approaches to
and Assessment the Diagnosis and
Ascona, Switzerland Treatment of Ataxia
contact: St. Louis, MO
marianne.mueller@ contact:
insel.ch bshelow@siumed.edu
10 11 12 13 14 15 (-17) 16
European College Mayo School of
of Neuropsychophar-  Continuing Medical
macology Education
3rd Workshop Headache Symposium
Nice, France Sedona, AZ
contact: (Mar 15-17)
Tel: 31-30-253-8567  contact:
Fax: 31-30-253-8568  Tel: 800-323-2688
secretariat@ecnp.nl  Fax: 507-284-2509
cme@mayo.edu
17 18(-21) 19 20 21 22 23
St. Patrick’s Day International Institute Spring Begins Southern lllinois Medical Education
for Continuing University School Resources
Medical Education of Medicine Neurology for the
Neuroradiology and 20th Annual Non-Neurologist
Head and Neck Imaging Neurology Symposium  Orlando, FL
Naples, FL Springfield, IL (Mar 22-24)
contact: contact: contact:
Tel: 770-641-9773 bshelow@siumed.edu Tel: 800-421-3756
Fax: 770-552-9859 Fax: 303-798-5731
info@ryalsmeet.com info@mer.org
24 25 (-26) 26 27 28 29 30
Baycrest Foundation Passover Begins
Emotions and the Brain
31 Toronto, Canada April CNS
contact. closes & ships
R Tel: 416-785-2500 o printer
X2363
Fax: 416-785-4215
conference2002@

rotman-baycrest.on.ca
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NEURONTIN® (gabapentin) capsules
NEURONTIN® (pabapentin) tablets
NEURONTIN® (gabapentin) oral solution

Before prescribing, please see full prescribing information. A Brief Summary foliows.
INDICATIONS AND USAGE
Neurontin® (gabapentin) is indicated as adjunctive therapy in the treatment of partial seizures with and without secondary
generalization in patients over 12 years of age with epilensy. Neurontin s aiso indicated as adjunctive therapy in the
treatment of partial seizures in pediatric patients age 312 years.
CONTRAINDICATIONS
Neurontin® is contraindicated in patients who have demonstrated hypersensitivity to the drug or its ingredients.
WARNINGS
Neurapsychlatric Adverse Evenis—Padiatric Patients 3-12 Years of Age Gabapentin use in pediatric patients
with epilepsy 3-12 years of age s assocated with the oocurrence of central nervous System related adverse events. The
most significant of these can be classified into the fotlowing categories: 1) emotional lability (primarily behavioral
probiems), 2) hostility, including aggressive behaviors, 3) thought disorder, including concentration problems and
change in school performance, and 4? hyperkinesia (primarily restlessness and hyperactivity). Among the gabapentin-
reated patients, most of the events were mild to maderate in intensity, In controlled trials in pediatric patients 3-12 years
of age the incidence of these adverse events was; emational lability 6% (gabapentin-treated patients) vs 1.3% (placebo-
trealed patients); hostility 5.2% vs 1.3%; hyperkinesia 4.7% vs 2.9%; and thought disorder 1.7% vs 0%, One of these
events, a report of hostility, was considered serious. Discontinuation of gabapentin treatment occurred in 1.3% of patients
reporting emotional lability and hyperkinesia and 0.9% of gabapentin-treated patients reparting hostility and thought
disorder. One placebo-treated patient (0.4%) withdrew due to emotional lability. Withdrawal Precipitated Seizure,
Status Epilepticus Antiepileptic drugs should not be abruptly discontinued because of the possibility of increasing
seizure frequency. n the placebe-cantrolied studies in patients >12 years of age, the incidence of status epilepticus in
patients recaiving Neurontin® was 0.6% (3 of 543) versus 0.5% i patients receiving placebo %2 of 378). Among the
2074 patients treated with Neurontin® across all studies {controiled and uncontrolled) 31(1.5%) had status epilepticus.
Of these, 14 patients had no prior history of status epilepticus either before treatment or while on other medications.
Because adequate historical ala are not available, t is impossible to say whether or not treatment with Neurontin® is
associated with a higher or lower rate of status epiIeFticus than would be expected to occur in a similar poputation not
treated with Neurontin®. Tumaripenic Potential In standard preclinical 7 vivo Wietime carcinogenicity studies, an
unexpectedl{I high incidence of pancreatic acinar adenocarcinomas was identified in male, but not female, rats.
(See PRECAUTIONS: Carcinogenesis, Mutageness, Impairment of Fertility.) The clinical significance of this finding is
unknown, Clinical experience during gabapentin's premarketing development provides no direct means to assess its
potential for inducing tumors in hurmans. I clinical studies comprising 2085 patient-years of exposure, new tumors were
reported in 10 patients {2 breast, 3 brain, 2 lung, 1 adrenal, 1 non-Hodgkin's lymphoma, 1 endometrial carcinoma in sit),
and preexisting tumors worsened in 11 patients (9 brain, 1 breast, 1 prostate} during or up to 2 years following
discontinuation of Neurortin®, Without knowledge of the background incidence and recurrence in a similar population not
treated with Neurontin®, it is impossible to know whether the incidence seen in this cohort s or is not affected by treatment,
Sudden and Unexplalned Daaths During the course of premarketing development of Neurontin®, 8 sudden and
unexplained deaths were recorded among a conort of 2203 patients treated (2103 patient-years of exposure). Some of these
could represent seizure-related deaths in which the seizure was not observed, €.0., at night. This represents an incidence
of 0.0038 deaths per patient-year, Although this rate exceads that expected in a healthy population matched for age and
sex, Itis within the range of estimates for the incidence of sudden unexplained deaths in patients with epiiepsy not receiving
Neurontin® rSIanging from 0.0005 for the general population of epileptics, to 0.003 for a clinical trial population similar to
that in the Neurontin® ﬁrogram, to 0.005 for patients with refractory epilepsy). Consequently, whether these figures are
reassuring or raise further concern depends on comparability of the populations reported upcn to the Neurontin® cohort
and the accuracy of the estimates provided.
PRECAUTIONS
Information for Patients Patients should be instructed to take Neurontin® only as prescribed. Patients should be advised
that Neurontin® may cause dizziness, somnolence and other symptoms and signs of CNS depression. Accordingly, they
should be advised neither to drive a car nor to operate other complex machinery until they have gained sufficient experience
an Newrontin® to gauge whether or not it affects their mental and/or motor performance adversely. Laboratory Tests
Clinical trials data do not indicate that routine monitoring of clinical laboratory parameters is necessary for the safe use of
Neurontin®. The valug of monitoring Neurontin® blood congentrations has not been established. Neurontin® may be used
in combination with other antiepilsptic dru?s without concern for alteration of the blood concentrations of gabapentin or of
other antiepileptic drugs. Drug Interactions Gabapentin is not aefreciably metabolized nor does it interfere with the
metabolism of commonly coadministered antiepileptic drugs. The drug interaction data described in this section were
obtained from studies mvolvinF healthy adults and adult patients with epilepsy. Phenytain: In a single and multiple dose
study of Neurontin® (400 mg T..D.} in epileptic patients (N = 8) maintained on phenytoin monctherapy for at least 2 months,
gabapentin had no efect on the steady-state trough g)lasma concentrations of phenytoin and phenyloin had no effect on
gabapeqtm pharmacokingtics. carbamazaglno: teady-state frough plasma carbamazepine and carbamazepine 10,
1 epoxide concentrations were not affected by concomitant gabapentin (400 m%lT.I,D.; N=12) administration. Likewise,
gebapentin pharmacokinetics were unaltered by carbamazepine administration. Valproic Acid: The mean steady-state
frough serum valproic acid concentrations prior to and during concomitant gabapentin administration (400 mg T..D.; N=17)
were ot difierent and neither were gabapentin pharmacokinetic parameters affected by valproic acid. Phenobarbital:
Estimates of steady-state pharmacokinetic parameters for phenobarbital or gabapentin (300 mg T...D.; N=12) are identical
whether the drugs are administered alone or together. Cimetidine: In the presence of cimetidine at 300 mg Q.1D. (N=12)
the mean apparent oral clearance of gabapentin fell by 14% and creatinine clearance fell by 10%. Thus cimetidine
appeared to alter the renal excretion of both gabapentin and creatinine, an endogenous marker of renal function. This small
decrease in excretion of gabapentin by cimetiding is not expected to be of clinical importance. The effect of gabapentin on
cimetidine was not evaluated. Oral Contraceptive: Based on AUC and half-life, multiple-dose pharmacokinetic profiles
of norethindrone and ethiny! estradiol following administration of tablets containing 2.5 mg of norethindrone acetate and
50 meg of ethiny! estradiol were similar with and without coadministration of gabapentin (400 mg T..D.,; N=13). The Cmax
of narethindrone was 13% higher when it was coadministared with gabapentin; this interaction is not expected to e of
clinical importance, Antacid %Manlox’)z Maalox reduced the bicavailability of gabapentin (N=16) by about 20%. This
decrease n bioavailability was about 5% when gabapentin was administered 2 hours after Maalox. Itis recommended that
gabapentin be taken at least 2 hours following Maalox administration. Effect of Probenecid: Probenecid is a blocker of
renal tubular secretion. Gabapentin pharmacokinetic parameters without and with probenecid were comparabe. This
indicates that gabap[emln d08s not undergo renal tubular secretion by the pathway that is blocked by probenecid.
Drug/Lahoratory Tests interactions Because false positive readings were reported with the Ames N-Multistix SG®
dipstick test for urinary protein when gabapentin was added to other antiepileptic drugs, the more specific sulfosalicylic acid
frecipltatlon procedure is recommended to determine the presence of uring protein. Carcinogenesis, Mutagenesis,
mpairment of Fertility Gabapentin was given in the dist to mice at 200, 600, and 2000 mg/kg/day and to rats at 250,
1000, and 2000 mg/kg/day for 2 years. A slatlsticaH{signi!icant increase in the incidence of pancreatic acinar cell adenomas
and carcinomas was found in male rats receiving the high dose; the no-effect dose for the occurrence of carcinomas was
1000 m%/kg/day. Peak plasma concentrations of gabapentin in rats receiving the high dose of 2000 ma/kg were 10 times
higher than plasma concentrations in humans receiving 3600 mg per day, and in rats receiving 1000 mg/kg/day peak
plasma concentrations were 6.5 times higher than in humans receiving 3600 mg/day, The Pancreatlc acinar cell carcinomas
did not affect survival, did not metastasize and were not locally invasive, The relevance of this finding to carcinogenic risk
in humans is unclear. Studies designed to investigate the mechanism of gabapentin-induced pancreatic carcinogenesis in
ats indicate that gabapentin stimulates DNA synthesis in rat pancreatic acinar cels in vitro and, thus, may be acting a5 &
tumor promater by enhancing mitogenic activity. It is not known whether gabapentin has the ability to increase cell
proliferation in other cell types or in ather species, including humans. Gabapentin did not demonstrate mutagenic or
genotoxic potential in three /7 vitro and four i vivo assays. It was negative in the Ames test and the i vitro HGPRT forward
mutation assay in Chinese hamster lung cells; it did not produce Significant increases in chromosomal aberrations in the
in vitro Chinese hamster fung cell assay; it was negative in the in vivo chromosomal aberation assay and in the in vivo
micronucieus test in Chingse hamster bone marrow; it was negative in the in vivo mouse micronucleus assay; and it did
not induce unscheduled DNA synthesis in hepatocytes from rats given %abapemin‘ No adverse effects on fertility or
reproduction were observed i rats at doses up to 2000 mg/kg Eapgroximale y 5 times the maximum recommended human
dose on an mg/m? basis), Pregnancy Pregnancy Category C: Gabapentin has been shown to be fetotoxic in rodents,
causing delayed ossification of several bones in the skull, vertebrag, forelimbs, and hindlimbs. These effects ocourred
when pragnant mice recetved oral doses of 1000 ar 3000 mafkg/day during the period of organaganesis, ar approximately
1 to 4 times the maximumn dose of 3600 mg/day given to epileptic patients on a mg/m? basis. The no-gffect level was
500 mg/kg/day or approximately V% of the human dose on a mg/m* basis. When rats were dosed prior to and during mating,
and throughout gestation, pups from all dose groups (500, 1000 and 2000 mg/kg/da/v) were affected. These doses are
equivalent to less than approximately 1 to 5 times the maximum human dose on a mg/m? basis. There was an increased
incidence of hydroureter and/or hydronephrosis in rats in a study of fertility and general reproductive performance at
2000 my/kg/day with no effect at t000 mg/kg/day, in a teratology study at 1500 my/kg/day with no effect at 300 mg/kg/day,
and in a perinatal and postniatal study at all doses studied (500, 1000 and 2000 mg/kg/day). The doses at which the effects
occurrgd are approximately 1to 5 times the maximum human dose of 3600 mg/day on a mg/m? basis; the no-effect doses
werg approximately 3 times (Fertility and General Reproductive Performance Study) and approximately equal to
(Teratogenicity study) the maximum human dose on a mg/m? basis. Other than hydroureter and hydronephrosis, the
etiologies of which are unclear, the incidence of malformations was not increased comparad to controls in offspring
of mice, rats, or rabbits given doses up to 50 times (mice), 30 times (rats), and 25 times {rabits) the human daily
dose on a mg/kg basis, or 4 times (mice), 5 times {rats), or 8 times (rabbits) the human daily dose on & mg/m? basis.
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In a teratology study in rabbits, an increased incidence of postimplantation fetal loss occurred in dams exposed to 60,
300 and 154 mg/kg/da(, or less than approximately % to 8 times the maximum human dose on a mg/m¢ basis. There
are no adequate and well-controlled studies in pregnant women. Because animal reproduction studies are not alwaa/s
predictive of human respanse, this drug showid be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus. Use In Nursing Mothers Gabapentin is secreted into human milk following oral
administration. A nursed infant could be exposed to a maximum dose of approximately 1 mg/kg/day of gabapentin.
Because the effect on the nursing infant s urknown, Neurontin® should be used in women who are nursing only if the
benefits clearly outwei%h the risks. Pediatric Use Effectiveness in pediatric patients below the age of 3 years has not
been establishied (see CLINICAL PHARMACOLOGY, Clinical Studies{ Geriatric Use Clinical studies of Neurontin did
ot inciude sufficient numbers of subjects aged 65 and over to determine whether they responded dmerentlr from younger
subjects. Other reported clinical experience has not identified differences in responses between the elder] J and younger
patients. In general, dose selaction for an elderly patient should be cautious, usually starting at the low end of the dosing
range, reﬂectuﬁthe greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other
drug therapy. This drug is known to be substantially excreted by the kidney, and the risk of toxic reactions to this dru
may be greater in patients with impaired renal function. Because elderly patients are more likely to have decreased ren
function, care should be taken in dose selection, and it may be useful to monitor renal function (see CLINICAL
PHARMACOLOGY, ADVERSE REACTIONS, and DOSAGE AND ADMINISTRATION sections).

ADVERSE REACTIONS

The most common!iv observed adverse events associated with the use of Neurontin® in combination with other antiepileptic
drugs in patients >12 years of age, not seen at an equivalent frequency among piacebo-treated patients, were somnolence,
dizziness, ataxia, fatigue, and nystagmus. The most commanly abserved adverse events reported with the use of Neurontin
in combination with other antiepileptic drugs in pediatric patients 3 to 12 years of age, not seen at an eﬂual frequency among
placebo-treated patients, were viral infection, fever, nausea and/or vomiting, somnolence, and hostility (see WARNINGS,
Neuropsychiatric Adverse Events). Aprroximately 7% of the 2074 patients >12 years of age and approximately 7% of the
449 pediatric patients 3 to 12 _gears of age who received Neurontin® in premarketing clinical trials discontinued treatment
because of an adverse event, The adverse events most commonly associated with withdrawal in patients >12 years of age
were somnolence (1.2%), ataxia (0.8%), fatigue (0.6%), nausea and/or vomiting (0.6%?, and dizziness (0.6%). The adverse
gvents most commonli/ associated with withdrawal in pediatric patients were emotional (ability (1.6%), hostility (1.3%), and
hyperkinesia (1.1%). Incidence in Controlled Clinical Trials Table 1 lists treatment-emergent signs and symptoms
that occurred in at least 1% of Neurontin®-treated patients >12 years of age with epilepsy participa!ing in placebo-controlled
{rials and were numerically more commen in the Neurontin® group. In these studies, ither Neurontin® or placebo was added
to the patient's current antiepileptic drug therapK. Adverse events were usally mild to moderate in intensity. The prescriber
should be aware that these figures, obtained when Neurontin® was added to concurrent antiepileptic drug therapy, cannot
be used to predict the requency of adverse events in the course of usual medical practice where patient characteristics and
other factors may differ from tnose prevailing during clinical studies. Similarly, the cited frequencies cannot be directly
compared with figures obtained from other clinical investigations invoiving different treatments, uses, or investigators, An
inspection of these frequencies, however, does provide the prescribing physician with one basis to estimate the telative
contribution of drug and nondrug factors to the adverse event incidences in the population studied.

TABLE 1. Treatment-Emergent Adverse Event Incidence in Controlled Add-On Trials in Patients >12 Years of Age
{Events in at least 1% of Neurontin patients and numerically more frequent than in the placebo group)

Neuontin®  Placebo® Neurontin®  Placeho®

Body Syster/ N=543 N=378 Body Systeny/ N=543 N=378

Adverse Event % % Adverse Event % %
Body As A Whole Nervous System {cont'd)

Fatigue 1.0 50 Tremor 68 32

Weight Increase 29 16 Nervousness 24 1.9

Back Pain 18 05 Dysarthria 24 05

Peripheral Edema 17 05 Amnesia 22 00
Cardiovascular Depression 18 11

Vasodilatation 11 03 Thinking Abnormal 17 13
Digestive System Twitching 13 05

Dyspepsia 22 05 Courdination Abnormal 1.1 03

Mouth or Throat Dry 17 05 Respiratory System

Constipation 15 08 Rhinitis 41 37

Dental Abnormalities 15 03 Pharyngitis 28 18

Increased Appetite 11 08 Coughing 18 13
Hematologic and Lymphatic Systems Skin and Appendages

Leukopenia 11 05 Abrasion 1.3 00

| stem Pruritus 13 05

Myaigia 20 18 Urogenital System

Fracture 11 08 Impotence 15 11
Nervous System Special

Somnolence 193 8.7 Diplopia 59 19

Dizziness 171 69 Amblyopia® 42 11

Alaxia 125 56 Laboratory Deviations

Nystagmus 83 40 WBC Decreased 11 05

& Plus background antiepileptic drug therapy, © Amblyopia was often described as blurced vision,

Other events in more than 1% of patients >12 years of age but equally or more frequent in the placebo group included:
headache, viral infection, fever, nausea and/or vomiting, abdominal pain, diarrhea, convulsions, confusion, insomnia,
emotional lability, rash, acne. Among the treatment-emergent adverse evenls occurring at an incidence of at least 10% of
Neurontin-treated patients, somnolence and ataxia appeared to exhibit a positive dose-response relationship. The overall
incidence of adverse events and the types of adverse events Seen were similar amang men and wamen treated with
Neurontin®. The incidence of adverse events increased inthIy with increasing age in patients treated with either Neurontin®
or placebo. Because only 3% of patients (28/921) in placebo-controlled studies were identified as nonwhite (black or
other), there are insufficient data to support a statement regarding the distribution of adverse events by race. Table 2 lists
treatment-emergent signs and symptoms that occurred in at least 2% of Neurontin-treated patients 3 to 12 years of age
with epilepsy participating in placebo-controlled trials and were numerically more commen in the Neurontin group, Adverse
events were usually mild Yo moderate in intensity.

TABLE 2. Treatment-Emergent Adverse Event Incidence in Pediatric Patients Age 3 to 12 Yearsina
Controlled Add-On Trial
{Events in at least 2% of Neurontin patients and numerically more frequent than in the piacebo group)

Neurontin®  Placebo® Neurontin®  Placebo®
Body Systern/ N=119 N=128 Body System/ N=119 N=128
Adverse Event % % Adverse Event % %
Body As A Whole Nervous System
Viral Infection 109 31 Somnolence 84 47
Fever 104 31 Hostility 76 23
Weight Increase 34 08 Emotional Lability 42 18
Fatigue 34 16 Dizzingss 25 16
Digestive System Hyperkinesia 25 08
Nausea and/or Vomiting 84 70 Respiratory System
Branchitis 34 08
Respiratory Infection 25 08

2 Plus hackground antiepileptic drug therapy.

QOther events in more than 2% of pediatric patients 3 to 12 years of age but equally or more frequent in the placebo group
incldqded: pharyngitis, upper respiratory infection, headache, rhinitis, convulsions, diarthea, anarexia, coughing, and atitis
media.

Other Adverse Events Ohserved During All Clinical Trials Neurontin® has been administered to 2074 patients
>12 years of age during all clinical trials, only some of which were placebo-controited. During these trials, all adverse
events were recorded by the clinical investigators using terminology of their own choosing. To provide a meaningful
estimate of the proportion of individuals having adverse events, simifar types of events were grouped into a smaller number
of standardized categories using modiied COSTART dictionary terminology. These categories are used in the fisting below.
The frequencies presented represent the propartion of the 2074 patients >12 years of age exposed to Neurontin® who
experienced an event of the type cited on at least ong occasion while receiving Neurontin®. Alf reported events are
included except those already listed in the previous table, those too general to be informative, and those ot reasonably
associated with the use of the dru%. Events are further classified within body system categories and enumerated in order
of degreasing fraquency using the following definitions: frequent adverse avents are defined as those accurring in at least
1/100 patients; infrequent adverse events are those accurring in 1/100 te1/1000 patients; rare events are those occurring
in fewer than 1/1000 patients. Body As A Whale: Frequent: asthenia, malaise, face edema; /nfrequent: altergy, generalized
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edema, weight decrease, chill; Rare: strange feelings, lassitude, alcohol intolerance, hangover effect. Cardiovascular
System: Frequent: hypertension; Infrequent: hypotension, angina pectoris, peripheral vascular disorder, palpitation
tachycardia, migraine, murmur; Rare: atrial fibrillation, heart failure, thrombophlebitis, deep thrombaophlebitis, myocardial
infarction, cerebrovascular accident, pulmonary thrombosis, ventricular extrasystoles, bradycardia, premature atrial contraction,
pericardial rub, heart block, pulmonary embolus, hyperlipidemia, hypercholesterolemia, pericardial effusion, pericarditis.
Digestive System: Frequent: anorexia, flatulence, gingivitis; Infrequent: glossitis, gum hemorrhage, thirst, stomatitis,
increased salivation, gastroenteritis, hemorrhoids, bloody stools, fecal incontinence, hepatomegaly; Rare: dysphagia, eructation,
pancreatitis, peptic ulcer, colitis, blisters in mouth, tooth discolor, perleche, salivary gland enlarged, lip hemorrhage,
esophagitis, hiatal hernia, hematemesis, proctits, irritable bowel syndrome, rectal hemorrhage, esophageal spasm. Endocrine
System: Rare: hyperthyroid, hypothyroid, goiter, hypoestrogen, ovarian failure, epididymitis, swollen testicle, cushingoid
appearance. Hematologic and Lymphatic System: Frequent: purpura most often described as bruises resulting from
physical trauma; Infrequent: anemia, thrombocytopenia, lymphadenopathy; Rare: WBC count increased, lymphocytosis, non-
Hodgkin's lymphoma, bleeding time increased. Musculoskeletal System: Frequent: arthralgia; Infrequent: tendinitis,
arthritis, joint stiffness, joint swelling, positive Romberg test, Rare: costochondritis, osteoporosis, bursitis, contracture.
Nervous System: Frequent: vertigo, hyperkinesia, paresthesia, decreased or absent reflexes, increased reflexes, anxiely,
hostility; nfrequent: CNS tumors, syncope, dreaming abnormal, aphasia, hypesthesia, intracranial hemorrhage, hypotonia,
dysesthesia, paresis, dystonia, hemiplegia, facial paralysis, stupor, cerebellar dysfunction, positive Babinski sign, decreased
position sense, subdural hematoma, apathy, hallucination, decrease or loss of libido, agitation, paranoia, depersonalization,
euphoria, feeling high, doped-up sensation, suicidal, psychosis; Rare: choreoathetosis, orofacial dyskinesia, encephalopathy,
nerve palsy, personality disorder, increased libido, subdued temperament, apraxia, fine motor control disorder, meningismus,
local myoclonus, hyperesthesia, hypokinesia, mania, neurosis, hysteria, antisocial reaction, suicide gesture. Respiratory
System: Frequent: pneumonia; Infrequent: epistaxis, dyspnea, apnea; Rare: mucositis, aspiration pneumonia, hyperventilation,
hiccup, laryngitis, nasal obstruction, snoring, bronchospasm, hypoventilation, lung edema. Dermatological: Infrequent:
alopecia, eczema, dry skin, increased sweating, urticaria, hirsutism, seborrhea, cyst, herpes simplex; Rare: herpes zoster, skin
discolor, skin papules, photosensitive reaction, leg ulcer, scalp seborrhea, psoriasis, desquamation, maceration, skin nodules,
subcutaneous nodule, melanosis, skin necrosis, local swelling. Urogenital System: infrequent: hematuria, dysuria, urination
frequency, cystitis, urinary retention, urinary incontinence, vaginal hemorthage, amenorrhea, dysmenorrhea, menorhagia,
breast cancer, unable to climax, ejacufation abnormal; Rare: kidney pain, leukorrhea, pruritus genital, renal stone, acute renal
failure, anuria, glycosuria, nephrosis, nocturia, pyuria, urination urgency, vaginal pain, breast pain, testicle pain. Special
Senses: Frequent: abnormal vision; Infrequent: cataract, conjunctivitis, eyes dry, eye pain, visual field defect, photophobia,
bilateral or unilateral ptosis, eye hemorrhage, hordeolum, hearing loss, earache, tinnitus, inner ear infection, ofitis, taste loss,
unusual taste, eye twitching, ear fullness; Rare: eye itching, abnormal accommodation, perforated ear drum, sensitivity to noise,
eye focusing problem, watery eyes, retinopathy, glaucoma, iritis, corneal disorders, lacrimal dysfunction, degenerative eye
changes, blindness, retinal degeneration, miosis, chorioretinitis, strabismus, eustachian tube dysfunction, labyrinthitis, ofitis
externa, odd smefl. Adverse events occurring during clinical triafs in 449 pediatric patients 3 fo 12 years of age treated with
gabapentin that were not reported in adjunctive trials in adults are: Body As A Whole: dehydration, infectious mononucleosis
Digestive System: hepatitis. Hemic and Lymphatic System: coagulation defect. Nervous System: aura disappeared,
occipital neuralgia. Psychobiologic Function: sleepwalking. Respiratory System: pseudocroup, hoarseness.
Postmarketing and Other Experience In addition to the adverse experiences reported during clinical testing of Neurontin®,
the following adverse experiences have been reported in patients receiving marketed Neurontin®. These adverse experiences
have not been listed above and data are insufficient to support an estimate of their incidence or to establish causation. The
listing is alphabetized: angioedema, blood glucose fluctuation, erythema multiforme, elevated fiver function tests, fever,
hyponatremia, jaundice, Stevens-Johnson syndrome
DRUG ABUSE AND DEPENDENCE
The abuse and dependence potential of Neurontin® has not been evaluated in human studies
OVERDOSAGE
A lethal dose of gabapentin was not identified in mice and rats receiving single oral doses as high as 8000 mg/kg. Signs
of acute toxicity in animals included ataxia, labared breathing, plosis, Sedation, hypoactivity, or excitation. Acute oral
overdoses of Neurontin® up to 49 grams have been reported. In these cases, double vision, slurred speech, drowsiness,
lethargy and diarrhea were observed. All patients recovered with supportive care. Gabapentin can be removed by
hemodialysis. Although hemodialysis has not been performed in the few overdose cases reported, it may be indicated by
the patient's clinical state or in patients with significant renal impairment
DOSAGE AND ADMINISTRATION
Neurontin® is recommended for add-on therapy in patients 3 years of age and older. Effectiveness in pediatric patients
below the age of 3 years has not been established. Neurontin® is given orally with or without food. Patients >12 Years
of Age: The effective dose of Neurontin® is 900 to 1800 mg/day and given in divided doses (three times a day) using
300~ or 400-mg capsules or 600- or 800-mg tablets. The starting dose is 300 mg three times a day. If necessary, the dose
may be increased using 300~ or 400-mg capsules or 600- or 800-mg tablets three times a day up to 1800 mg/day. Dosages
up to 2400 mg/day have been well tolerated in long-term clinical studies. Doses of 3600 mg/day have also been
administered to a small number of patients for a relatively short duration, and have been well tolerated. The maximum
time between doses in the T..D. schedule should not exceed 12 hours. Pediatric Patients Age 3-12 Years: The starting
dose should range from 10-15 mg/kg/day in 3 divided doses, and the effective dose reached by upward fitration over a
period of approximately 3 days. The effective dose of Neurontin in patients 5 years of age and older is 25-35 mg/kg/day
and given in divided doses (three times a day). The effective dose in pediatric patients ages 3 and 4 years is 40 mg/ko/day
and given in divided doses (three times a day). (See CLINICAL PHARMACOLOGY, Pediatrics.) Neurontin® may be
administered as the oral solution, capsule, or tablet, or using combinations of these formulations. Dosages up to
50 mg/kg/day have been well tolerated in a long-term clinical study. The maximum time interval between doses should
not exceed 12 hours. It is not necessary to monitor gabapentin plasma concentrations to optimize Neurontin® therapy.
Further, because there are no significant pharmacokinetic interactions among Neurontin®™ and other commonly used
antiepileptic drugs, the addition of Neurontin® does not alter the plasma levels of these drugs appreciably. If Neurontin® is
discontinued and/or an alternate anticonvulsant medication is added to the therapy, this should be done gradually over a
minimum of 1 week. Creatinine clearance is difficult to measure in outpatients. In patients with stable renal function,
creatinine clearance (Ccr) can be reasonably well estimated using the equation of Cockeroft and Gault

for females Ccr=(0.85)(140-age)(weight)/[(72)(Scr)]

for males Cor=(140-age)(weight)/[(72)(Scr)]
where age is in years, weight is in kilograms and Scr is serum creatinine in mg/dL. Dosage adjustment in patients
>12 years of age with compromised renal function or undergoing hemodialysis is recommended as follows

TABLE 3. Neurontin® Dosage Based on Renal Function

Renal Function

Creatinine Clearance Total Daily Dose Dose Regimen
) (m/min) (mg/day) (mg)
>60 1200 400TID
30-60 600 300B.1.D.
15-30 300 300 Q.D
<15 150 3000.0D!
Hemodialysis — 200-300"

# Every other day. b Loading dose of 300 to 400 mg in patients who have never received Neurontin®, then 200 to 300 mg Neurontin®
following each 4 hours of hemodialysis.

The use of Neurontin® in patients <12 years of age with compromised renal function has not been studied.
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Remains of the Day—The Expanding Scope
of CNS Medicine

In many ways, September 11, 2001 capped a string
of challenging events—some expected, others unimag-
inable—recently dealt to the field of psychiatry. From
the completion of the Human Genome Project to
Prozac going off-patent to the dawn of the Age of
Remission, the central nervous system (CNS) field has
become perhaps the most-watched, fastest-moving, and
arguably most successful in all of medicine.

In the aftermath of September 11, the need for
psychiatric professionals and treatment structures
in modern day society is self-evident. And so brain
science must respond—not just with more funding
for trials or an ongoing collaborative approach, but as
an academic community up to the task of operating
under the expectant glow of the national—and
global—limelight.

Paramount to the success of any enterprise or idea is
its capacity for expansion; our field is no exception.
Gone are the days when psychiatry was relegated to the
sidelines of science. Gone, too, is the behavioral
neurologist as a subspecialty within a specialty. The
spectrums concept put psychiatry and neurology
together as a joint discipline.

The dawn of this new field begs the answer to
certain questions. Can trauma-related disorders really
be treated effectively? What is the neurobiology of
dual-action treatment? What is the genetics of bipolar
disorder? What are the implications of novel antide-
pressants? These questions beg to be answered,
and soon.

The 1990s won us a lifetime membership to scien-
tific legitimacy. Now, as each citizen of this country
grapples with the profound events of the past months,
neuropsychiatry must dial in. It is one of our most
basic principles: supply must meet demand.

Our offices are based in lower Manhattan and we
speak from experience when we say the psyche of New
York City has been forever altered. Patients in psychia-
trist’s offices everywhere are now dealing with the
concept of physical threat, the desire to self-
medicate, and overwhelming despair and fear when
subjected to television coverage of anti-American
sentiment in religiously fervent cultures so disparate
from ours they seem almost fictional. The leadership in
Washington is neither equipped nor designed to
address these effects on individuals. To this publishing
firm, the role of neuropsychiatry has never been more
clear, or more necessary.

CNS Spectrums is no less burdened by recent trends.
For the past 6 years, we have reported the most current
information in as comprehensive a manner we could
manage. Now, we too are expanding. With Editor Jack
Gorman at the helm, we have been able to take the
story to the page rather than the opposite. From this
advantage, we have shepherded issues to press
brimming with exciting new original work, academic
literature reviews, and a range of topics no one is able
to cover with such rapidity, nor bring to so many
physicians. The integrated story is more relevant than
ever, but more importantly it is the window of opportu-
nity to maximize our value to neuropsychiatry and
cover the most groundbreaking, freshest news out there
with speed and precision.

In the coming year, you will see articles on
genomics, neuropsychiatric testing, and imaging.
Issues will be devoted to geriatrics, body dysmorphic
disorder, depression, psychosis vulnerability, and of
course posttraumatic stress disorder and trauma.
Much more is in the works.

We thank all of you whose support, loyalty, and
collaboration have brought us to this juncture and hope
you will remain by our side as we write the next
chapter in CNS Spectrums’ tale.

Both Genevieve Romano, MedWorks” associate
publisher, who is largely responsible for the fresh
presentation of the most complex ideas in science that
is the hallmark of CNS Spectrums, and I are honored to
address you this one time each year. Until next time,
and on behalf of Drs. Gorman, Zohar, and the editorial
advisory board, we wish you happy reading.

—James M. La Rossa Jr.
New York, NY
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cardia (including torsade de pointes), thrombocytopenia, hemolytic anemia, and events related to impaired
hematopoiesis (including aplastic anemia, pancytopenia, bone marrow aplasia and agranulocytosis). There
has been a report of an elevated phenytoin level after 4 weeks of Paxil and phenytoin co-administration, and
a report of severe hypotension when Paxi/ was added to chronic metoprolol treatment.

DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: Faxil is not a controlled substance.

Evaluate patients carefully for history of drug abuse and observe such patients ciosely for signs of Paxil mis-
use or abuse (e.g., development of tolerance, incrementations of dose, drug-seeking behavior).

©2001 The GlaxoSmithKline Group of Companies
All rights reserved. PX9334
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PAXIL® (brand of paroxetine hydrochloride)

asthema infection, constipation, decreased appetite, dry mouth, nausea, libido decreased. somnolence, tremor,
g, and abnormal ejacutation.

See complete prescribing information in GlaxoSmithKline literature, The g is a brief Y-
INDICATIONS AND USAGE: Paxi js indicated for the treatment of major depressive disorder, sbsessions and
compulsions in patients with obsessive compulsive disorder (OCD) as defined in DSM-IV, panic disorder, with or

The most commonly observed adverse events associated with the use af paroxeting in the treatment of posttrau-
matic stress disorder (incidence of 5% or greater and incidence for Pax/ at least twice that for placebo) were:

without agoraphobia, as defined in DSM-IV, social anxiety disorder, as defined in DSM-IV, lized anxiety
disorder, as defined in DSM-IV and posttraumatic stress disorder, as defined by DSM-IV.
CONTRAINDICATIONS: Concomitant use in patients taking either monoamine oxidase inhibitors (MAOIs) or
thioridazine is contraindicated. (See WARNINGS and PRECAUTIONS.) Centraindicated in patients with a hyper-
sensitivity to paroxetine or any of the inactive ingredients in Paxil.

sweating, nausea, dry mouth, diarrhea, decreased appetite, somnolence, libido decreased, abnormal
ejaculation, female genital disorders and impotence.

Twenty percent {1,199/6,145) of Paxif patients in worldwide clinical trials in major depressive disorder and 16.1%
{B4/522), 11.8% (64/542), 9.4% (44/469), 10.7% (79/735) and 11.7% (79/676) of Paxil patients in worldwide trials
in sacial anX|ety disorder, OCD, panic disorder, generalized anxiety disorder and posttraumatic stress disorder,
ively, discontinued due to an adverse event. The most common events (=1%) associated with dis-

WARNINGS: Interactions with MAOls may occur. Given the fatal i i d with i
tant o immediately consecutive administration of MAOIs and other SSRIs, do not use Paxil in combi-
nation with an MA¥)I or within 2 weeks of discontinuing MAOI treatment. Allow at least 2 weeks after
stopping Paxil before starting an MAOI.
Patantial Interaction with Thioridazine
Thioridazine administration alone produces prolongation of the QTc interval, which is associated with
serious ventricular arrhythmias, such as torsade de pointes-type arrhythmias, and sudden death. This
effect appears to be dose related.
An in vive study suggests that drugs which inhibit PylID, such as paroxetine, will elevate plasma
levels of thioridazine. Therefore, it is recommended that paroxetine not be used in combination with
thioridazine,
PRECAUTIONS: As with all drugs effective in the treatment of major depressive disorder, use Paxif cautiously in
patients with a history of mania.
Use Paxil cautiously in patients with a histary of seizures. Discontinue it in any patient who develeps seizures.
The possibilitg of suicide attempt is inherent in major depressive disorder and may persist until significant remis-
sion occurs. Close supervision of high-risk patients should accompany initial drug therapy. Write Paxil prescrip-
tions for the smallest quantity of tablsts consistent with good patient management in order to reduce the risk of
overdose. Use the same precautions when treating patients with majar depressive disorder as when treating
patients with other psychiatric disorders.
In GAD and PTSD clinical trials, the following adverse events were reparted at an incidence of 2% or greater for
Paxiland were at least twice that reported for placebo: abnormal dreams, paresthesia, and dizziness. In the major-
ity of patients, these events were mild to moderate and were self-limiting and did not require medical interven-
tion. If uring Paxif marketing, there have been spontaneous reports of similar adverse events, which may have no
causal relationship to the drug, upon the discontinuation of Faxil (particularly when abrupt), including the follow-
ing: dizziness, sensory disturbances {e.g., parethesias such as electric shock sensations), agitation, anxiety, nau-
sea, and sweating. These events are generally self-limiting. Similar events have been reported for other selective
serotonin reuptake inhibitors.
Patients should be monitored for these symptoms when di i I of the indication for
which Paxil is being Frescnbed A gradual reduction in the dose rather than abrupt cessation is recommended
whenever possible. If intolerable symptoms gceur following a decrease in the dose or upon discontinuation of
, then the pl y prescribed dose may be considered. Subsequently, the physician may con-
tinue decreasmg the dose but at a more gradual rate ( see DOSAGE AND ADMINISTRATION in complete pre-
scribing information).
Reversible hyponatremia has been reported, mainly in elderly patlents patients taking diuretics or those who were
voﬁlme d. Abnormal bleeding {mastly and purpura), including a case of impaired
platelet aggregation, has been reported; the re|at|0nsh|p to paruxetme is unclear.
Clinical experience with Paxil in patients with concomitant systemic illngss is limited. As with other SSRIs,
mydriasis has been infrequently reported in premarksting studies with Paxil. A few cases of acute angle closure
glaucoma have been reported. As mydriasis can cause acute angle closure in patients with narrow angle glauco-
ma, caution should be used when prescribing Paxil for these patients. Use cautiously in patients with diseases or
conditions that could affect metabolism or hemodynamic responses. Observe the usual cautions in cardiac
patients. In patients with severe renal impairment (creatinine clearance <30 mL/min.} or severe hepatic impairment,
a lower starting dose (10 mg) should be used.
Caution patients about hil biles, until they are reasonably sure that
Paxiltherapy does nat affect their ability to engage in such activites. Tell patients 1) to continue therapy as directed;
2} to inform ians about other medications they are taking or plan to take; 3} to avoid alcohal while taklng
Payxil; 4) to notlfy their physicians if they become pregnant or intend to become pregnant during therapy, or if
thay re nursmg
Weak yperreflexia, and i dination ft g use of an SSRi and sumatriptan have been rarely reported.
Concomitant use of Paxil with tryptophan is not recommended. Use cautiously with warfarin. When administering
Paxilwith cimetidine, dosage adjustment of Paxif after the 20 mg starting dose should be guided by clinical effect,
When co-administering Paxil with phenobarbital or phenytain, no initial Paxi/ dosage adjustment is needed; base
subsequent changes on clinical effect. Concomitant use of Paxi/ with drugs metabolized by cytochrome PmIID5
{antidepressants such as nartriptyline, amitriptyline, imipramine, desipramine and fluoxetine; phenothiazines; Type
1C antiarrhythmics such as propafenone, fecainide and encainide) or with drugs that inhibit this enzyme (e.g., quin-
idine) may require lower doses than usually prescribed for either Paxi/ or the other drug; approach concomitant
use cautiously. However, due to the risk of serious ventricular arrhythmias and sudden death potentially associat-
ed with elevated plasma levels of thioridazine, paroxetine and thicridazine should not be co-administered. An in vivo
interaction study revealed that paroxetine had no effect on terfenadine pharmacokinetics. Additional in vitro stud-
ies showed that the inhibitory effects of paroxetine on other IllA, substrates (astemizale, cisapride, triazolam and
cyclosporin) was at least 100 times less potent than ketoconazole, a potent IlIA, inhibitor. Assuming that the rela-
tionship between paroxetine’s /n vitro Ki and its tack of effect on terfenadine’s in vivo clearance predicts its effect
on other WA, substrates, paroxetine's inhibitian of 1A, activity should have little clinical significance. Use caution
when co-administering Paxil with tricyclic antidepressants (TCAs). TCA plasma concentrations may need monitor-
ing and the TCA dose may need to be reduced. Administration of Paxifwith another tightly protein-bound drug may
shift plasma concentrations, resulting in adverse effects from either drug. Concomitant use of Paxi/ and alcohol in
depressed patients is not advised. Undertake concomitant use of Paxil and lithium or digoxin cautiously. If adverse
effects are seen when co-administering Paxi/ with procyclidine, reduce the procyelidine dose. Elevated theophyllme
levels have been reported with Paxil co-admini on; monitoring theophyliine levels is rece
In 2-year studies, a significantly greater number of male rats in the 20 mg/kg/day group developed reticulum cell
sarcomas vs. animafs given doses of 1 or 5 mg/kg/day. There was alsa a significantly increased linear trend across
dose groups for the occurrence of lymphoreticular tumors in male rats. Although there was a dose-related increase
in the number of tumars in mice, there was no drug-related increase in the number of mice with tumors. The clini-
cal significance of these f|nd|ngs is unknown. There is no evidence of mutagenicity with Paxil
Rats receiving paroxetine at 15 mg/kg/day {2.4 times the MRHD on a mg/m? basis) showed a reduced pregnancy rate.
Pregnancy Catagory C. Reproduction studies performed in rats and rabbits at deses up to 6 mg/kg/day, 8.1 {rat)
and 1.9 {rabbit) times the MRHD on a mg/mZ basis, have revealed na evidence of teratogenic effects or of selective
toxicity to the fetus. However, rat pup deaths increased during the first 4 days of lactation when dosing accurred
during the last trimester of gestation and continued throughout lactation. The cause of these deaths is not known,
There are no adequate and well-controlied studies in pregnant women. Paxif should be used in pregnancy only if
the potential benefit justifies the potential risk to the fetus. The effect of Paxil on labor and delivery in humans is
unknown, Paroxetine is secreted in human milk; exercise caution when administering Paxil to a nursing woman.
Safety and effectiveness in the pediatric population have not been established.
In worldwide premarketing Paxi clinicat trials, 17% of Paxittreated patients were 265 years of age. Pharmaco-
kinetic studies revealed a decreased clearance in the elderly and a lower starting dose is recommended. However,
there were no overall differences in the adverse event profile between older and younger patients.
ADVERSE REACTIONS: Incidence in Controlled Trials—Commonly Observed Adverse Events in Con-
trolled Clinical Trials: The most commonly observed adverse events associated with the use of Paxilin the treat-
ment of major depressive disorder (incidence of 5% or greater and incidence for Paxif at least twice that for place-
bo): asthenia (15% vs. 6%], sweating {11% vs. 2%), nausea {26% vs. 3%), decreased appetite (6% vs. 2%), somno-
lence (23% vs. 9%, dizziness (13% vs. 6%), insomnia (13% vs. 8%), tremor (8% vs. 2%), nervousness (5% vs. 3%),
sjaculatory disturbance (13% vs. 0%) and other male genital disorders {10% vs. 0%).
The most commonly observed adverse events associated with the use of p ing in the of ob:
compulsive disorder (incidence of 5% or greater and incidence for Paxi/ at Igast twice that of placebo) were: nau-
588{23% vs. 10%), dry mouth (18% vs. 9%), decreased appetite (3% vs. 3%), constipation {16% vs. 6%), dizziness
(12% vs. 6%), somnolence {24% vs. 7%), tremor (11% vs. 1%), sweating (3% vs. 3%), impatence (8% vs. 1%} and
abinormal ejaculation {23% vs. 1%].
The most commonly observed adverse events associated with the use of paroxetine in the treatment of panic dis-
order (incidence of 5% or greater and incidence for Paxil at least twice that for placeba) were: asthenia {14% vs.
5%}, sweating (14% vs. 6%), decreased appetite (7% vs. 3%), libido decreased (9% vs. 1%), tremor {3% vs. 1%),
abnormal ejaculation (21% vs. 1%), female genitat disorders (3% vs. 1%) and impotence (5% vs. 0%).
The most commonly observed adverse events associated with the use of paroxetine in the treatment of social anxi-
ety disorder (incidence of 5% or greater and incidence for Paxi/ at least twice that for placebo) were: sweating
(9% vs. 2%), nausea (25% vs. 7%% dry mouth (8% vs. 3%), constipation (5% vs. 2%), decreased appetite (8% vs.
2%), sumnolence {22% vs. 5%), tremor (9% vs. 1%, libido decreased (12% vs. 1%), yawn (5% vs. 1%), abnormal
ejaculation {28% vs. 1%), female genital disorders (8% vs. 1%) and impotence (5% vs. 1%).
The most commonly observed adverse events associated with the use of paroxetine in the treatment of general-
ized anxiety disorder (incidence of 5% or greater and incidence for Paxi at least twice that for placebo) were:
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cnntmuatlon and considered to be drug related include the f ing: major mnolence,
agitation, tremor, nausea, diarrhea, dry mouth, vomiting, asthenia, abnormal eJacuIauon sweating; 0CD—insom-
nia, dizziness, constipation, nausea, asthenia, abnormal ejaculation, impotence; panic disorder—somnolencs,
|nsomma nausea; social anxiety disorder-somnolence, insomnia, tremor, anx|ety dizziness, nausea, vomiting,
ia, abnormal ejaculation, sweating, libido d 3 ized anxiety di SOMN0-
lence, dizziness, nausea, asthenia, abnormal ejaculation, sweating; p stress di S0Mno-
lence, tremor, nausea, asthenia.
The following adverse events occurred in 6-week piacebo-controlled trials of similar design at a frequency of 1%
or mare, in patients dosed (20 to 50 mg/day) for the treatment of major depressive disorder. headache, asthenia,
palpnatlon vasodilation; sweating, rash; nausea, dry mouth, constipation, diarrhea, decreased appetite, flatu-
lence, oropharynx disorder, dyspepsna myopathy, myalgna ia; somnolence, dizzine insomnia, tremar,
ner anxiety, pi ido , drugged feeling. confusion; yawn; blurred vision, taste per-
version; ejaculatory dlsturbance other male genital d|snrders urinary frequency, urination disorder, female geni-
tal disorders.
The following adverse events occurred at a frequency of 2% or more among OCD patients on Paxil who partic-
ipated in placebo-controlled trials of 12 weeks duration in which patients were dosed in a range of 20 to 60 mg/
day or among patients with panic disorder on Paxi/ who participated in placebo-contralled trials of 10 to 12 weeks
duration in which patients were dosed in a range of 10 to 60 mg/day or among patients with social anxiety disor-
der on Paxil who participated in placebo-controlled trials of 12 weeks duration in which patients were dosed in a
range of 20 to 50 mg/day: asthenia, abdominal pain, chest pain, back pain, chills, trauma; vasodilation, palpita-
tion; sweating, rash; nausea, dry mouth, constipation, diarrhea, decreased appetite, dyspepsua fiatulence, increased
appetite, vomiting; myalgia; insomnia, somnolence, dlzzmess tremor, nervousness, libido decreased, agitation,
anxiety, abnormal dreams, ion impaired, depersonalization, myoclonus, amnesia, rhinitis, pharyngitis,
yawn; abnormal vision, taste perversion; abnormal ejaculation, dysmenarrhea, female gennaldlsorder impotence,
urinary frequency, urination impaired, urinary tract infection.
The following adverse events accurred at a frequency of 2% or mare among GAD patients on Paxi/ who partici-
pated in placebo-controlled trials of 8 weeks duration in which patients were dosed in a range of 10 mg/day to 50
mg/day; asthenia, headache, infection, vasodilation, sweating, nausea, dry mouth, constipation, diarrhea, decreased
appetite, vomiting, insomnia, somnolence, dizziness, tremor, nervousness, libido decreased, respiratory disorder,
sinusitis, yawn, abnormal vision, abnormal e;aculatlon female genitai disorder, impotence.
The following adverse events occurred at a frequency of 2% or mare among PTSO patients on Paxil who partici-
pated in placebo-controlled trials of 12-weeks duration in which patients were dosed in a range of 20 to.50 mg/day:
asthenia, infection, abdominal pain, trauma, vasodilation, sweating, nausea, dry mouth, constipation, diarrhea, de-
creased appetite, vomiting, dyspepsia, insomnia, somnolence, dizziness, tremor, libido decreased abnormaldreams
yawn, abnormal vision, abnormal ejaculation, female genital disorder, impotence.
Studies in depression show a clear dose dependency for some of the more common adverse events associated with
Paxil use. There was evidence of adaptation to some adverse events with continued Paxil therapy (6.9., nausea
and dizziness). Significant weight loss may be an irable result of Paxi/ for some patients but, on
average, patients in controlled trials had minimal {about 1 1b} loss. In placebo-controlted ctinical trials, Paxit-treated
patients exhibited abnormal values on liver function tests no mare frequently than placebo-treated patients.
In placebo-controlled clinical trials involving more than 3,200 patients with major depressive disorder, 0CD, panic
disorder, social anxiety disorder, generalized anxiety disorder or posttraumatic stress disarder the following inci-
dences of untoward sexual experiences for patients receiving Paxif were reported, varying with the disease state:
In males: decreased libido (63510 15%), ejaculatary disturbance, mastly delayed sjacutation (13% to 28%), impo-
tence (2% to 8%). In females: decreased libido (0% to 9%), orgasmic disturbance (2% to 9%). The reported inci-
dence of each of these adverse events was <5% among male and female patients receiving placebo.

Other Events Ohserved During the Premarketing Evaluation of Paxil; During premarketing assessment in
major depressive disarder multiple doses of Paxi/ were administered ta 6,145 patients in phase 2 and 3 studies.
During premarketing clinical trials in OCD, ranlc disorder, social anxiety disorder and generalized anxiety disorder,
542, 468, 522 and 735 patients, respectively, received multiple doses of Paxil. The followm% adverse events were
reported. Note: “frequent” = events occurring in at least 1/100 patients; "infrequent’= 1/100 to 1/1000 patients;
“rare” = less than 1/1000 patients. Events are classified within bady system categories and enumerated in order
of decreasing frequency using the above definitions. It is important to emphasize that although the events occurred
during Paxi treatment, they were not necessarily caused by it.
Body as a Whole: infrequent: allergic reaction, chills, face edema, malaise, neck pain; rare: adrenergic syndrome,
cellulitis, moniliasis, neck rigidity, petvic pain, pentomtls sepsm ulcer Cardiovascular System: frequent: hyper-
tensian, tachycardia; infrequent; bradycardia, syncepe; rare. angina pectoris,
arthythmia nodal, atrial fibrillation, bundle branch block, cerebral ischemia, cerabrovascular accident, congestive
heart failure, heart black, low cardiac output, myocardial infarct, myocardial ischemia, pallor, phiebitis, pulmonary
embolus, supraventncuiarextrasystoles thrombophlebitis, thrombosis, varicose vein, vascular headache, ventric-
ular Y Digestive S bruxism, colitis, dysphagia, eructation, gastritis, gastroenteri-
tis, gingivitis, glossitis, increased salivation, Tiver function tests abnormal rectal hemorrhage ulcerative stomatitis;
rare. aphthous stomatitis, bloody diarrhea, bulimia, cardiospasm, cholelithiasis, duodenitis, enteritis, esophagitis,
fecal impactions, fecal incontinence, gum hemotrhage, hematemesis, hepatitis, 'lgitis, ileus, intestinal obstruction,
jaundice, melena, mouth ulceration, peptic ulcer, salivary gland enlargement, sialadenitis, stomach ulcer, stomati-
tis, tongue discoloration, tongue edema, tooth caries. Endourma System: rare: diabetes mellnus goiter, hyper-
thyrmdlsm hypathyroidism, thyroiditis. Hemic and Ly phati quent; anemia, leukopenia, lymph
adenopathy, purpura; rare: abnormal erythrocytes, basophili bleedlng time i d pl ,hypochromlc
anemia, iron deficiency anemia, leukocytosis, lymphedema, abnormal lymphocytes, lymphoc osls,microc ic ane-
mia, monocytosis, normocytic anertia, thrombucvtﬁemla thrombocyt enia. Metabolic and Nutritional: frequent:
weight gain; infrequent. edema, peripheral edema, SGOT increased, gGPTlncrsased thirst, weight loss; rare: aika-
line phosphatase increased, hilirubinemia, BUN increased, creatinine phosphokinase increased, dehydratmn
gamma globulms |ncreased gout, hypercalcemia, hypercholesteramla hyparglycemla hyperkalemla hyparphos-
hrpokalemla hyp , ketosis, lactic deh , non-
pmtam nmogen (NPN) |ncreased Musculoskeletal Systam: frequenr arthralgia: ia; /nfrequem arthritis, arthrosis;
rare: bursitis, myositis, osteoporosis, generalized spasm, tenosynovitis, tetany. ervous System: frequent: emo-
tional Iab|||ty vertigo; infrequent: abnormal thinking, alcohol abuse, ataxia, dystonia, dyskinesia, euphoria, hallu-
cinations, hostility, hypertonia, hypesthesia, hypokinesia, incoordinatian, lack of emotion, libido increased, manic
reaction, neurosis, paralysis, paranoid reaction; rare: abnormal gait, akinesia, antisocial reaction, aphasia,
hetosi urcumoral convulsion, delirium, delusions, diplopia, drug dependence, dysarthria,
pyramidal syndrome, fasciculations, grand mal convulsion, h yperalgesia, hysteria, manic-depressive reaction,
meningitis, myelitis, neuralgia, neuropathy, nystagmus, psnpheral neuritis, psychotic depression, psychosis, re-
flexes decreased, reflaxes increased, stupor, torticollis, tnsmus withdrawal syndrome. Respiratory System:
- asthma, t , dyspnea, epistaxis, hyper D y flu; rare:
hemoptysm hiccups, lung flbroms pulmonary edema, sputum |ncreased stridor, voice alteratlon Skin and
Appendages: frequent: prutitus; /nfrequenr acne, alopecia, contact dermatitis, dry skin, ecchymasis, eczema,
herpes simplex, photosensitivity, urticaria; rare. angioedema, erythema nadosum, erythema muftiforme, exfolia-
tive dermatitis, fungal dermatitis, furuncuIUSIS herpes zoster hirsutism, maculopapular rash, seborrhea, skin dis-
colaration, skin hypertrophy, skin ulcer, g d lous rash. Special Senses: frequent tin-
nitus; infrequent: abnormality of accommodation, comunctlvms ear pain, eye pain, keratoconjunctivitis, mydriasis,
otitis media; rare: amblyopia, amsncona blspharms cataract, conjunctival edema, corneal ulcer, deafness, exoph-
thalmos, eye h hags, glaucoma, hy is, night blindness, atitis externa, parasmia, photophobia, ptosis,
retinal hemorrhage, taste Ioss visual field defect. Urogenital Svmm infrequent: amenorrhea, breast pain, cys-
titis, dysuria, hematuria, menorrhagm nocturia, polyuria, pyuria, urinary incontinence, urinary retention, urinary
urgency, vaginitis; rare: ‘abortion, breast atrophy, breast enlar?(ement endometrial disorder, epididymitis, female
lactation, fibrocystic breast, kidney calculus, kidney pain, leukorrhea, mastitis, metrorrhagia, nephritis, oliguria,
salpmgltls urethritis, urinary casts, uterine spasm, urolith, vaginal hemorrhage, vaginal moniliasis.
Postmarketing Reports
Voluntary reports of adverse events that have been received since markst introduction and not listed above that
may have no causal relationship with Paxil include-acute pancreatms elevated liver functlun tests (the most
severe cases were deaths due to liver necresis, and grossly iated with severe liver
dysfunction), Guillain-Barré s ¥ndrume toxic eplderma?nacrolysm priapism, syndrome of mappranate ADH secre-
tion, symrtoms suggestive of prolactinemia and galactorrhea, r like events; extra-
pyrarnlda symptoms which have included akathisia, bradykinesa, cugwheel Tigidity, dystoma hypertonia, oculogy-
ric crisis {which has been associated with concomitant use of pimozide), tremor and trismus; serotonin syndrome,
associated in some cases with concomitant use of serotonergic drugs and with drugs which may have impaired
Paxil metabolism (symptoms have included agitation, confusion, diaphoresis, hallucinations, hyperrefiexia, myoclo-
nus, shivering, tachycardla and tremor) status epilepticus, acute renal failure, pulmonary hypertension, allergic
alveolltls aphy lar optic neuritis, porphyria, ventricular fibrillation, ventricular tachy-
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SEROQUEL is proven to reduce both
positive and negative symptoms"*

Open-label extension trials suggest
that >65% of patients achieve clinical
benefit at a dosing range of 400 mg
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SEROQUEL is the only first-line
treatment with an EPS' profile
no different from placebo
across the entire dosing range’

The most common adverse events associated with
the use of SEROQUEL are dizziness (10%), postural
hypotension (7% ), dry mouth (7%), and dyspepsia (6% ).
The majority of adverse events are mild or moderate.’

As with all antipsychotic medications, prescribing should
be consistent with the need to minimize the risk of tardive
dyskinesia, seizures, and orthostatic hypotension.’

*Defined as efficacy to improve the positive and negative symptoms of schizophrenia.

"Extrapyramidal symptoms.
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BRIEF SUMMAHV nl PHESCHIBING INFORMATION
INDICATIONS AN|
SEROQUEL is mdmated for the treatment of schizophrenia.

The efficacy of SEROQUEL in schizophrenia was established in short-term 35
week) controlled trials of schizophrenic inpatients (See CLINICAL PHARMACOLOG

The effectiveness of SEROQUEL in (ong-term use, that is, for more than 6 weeks
has not been systematically evaluated in controlled trials. Therelore the physician
who elects to use SEROQUEL for extended periods should periodically re-gvaluate
the long-term usefulness of the drug for the individual patient
CONTRAINDICAT

UEL is i ivi with a known ity to this

SEROQUEL® (quetiapine fumarate) Tablets

SERQQUEL® (quetiapine fumarate) Tablets

have been assoctated with antipsychotic drug use. Aspiration pneumonia is a common
cause of morbidity and mortality in elderly patients, in particular those with
advanced Alzheimer's dementia. SEROQUEL and other antipsychotic drugs
should be used caulipusly in patients at risk for aspiration pneumonia. Suicide:
The possibility of a suicide attempt is inherent in schizophrenia and close supervision
of hrgih risk patients should accompany drug therapy. Prescriptions for SEROQUEL
should be written for the smailest quantity of tablets consistent with good patient
management in order to reduce the risk of cverdose. Use in Patients with

medication or any of its mgredrents
WARNINGS

Neuraleptic Matignant Syndrome: (NMS) A potentially fatal sgmptom complex
sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported
in association with administration of antipsychotic drugs. Two possible cases of
NMS [2/2387 (0.1%)] have been reported in clinical triafs with SEROQUEL. Clinical
manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status, and
evidence of autonomic instability (irregular pulse or blood pressure, tachycardla
diaphoresis, and cardiac dysthythmia). Additional signs may include elevated creatine
phosphokinase, myogtabinuria (rhabdomyolysis) and acute renal failure. The diag-
nostic evaiuation of patients with this syndrome is complicated. in arriving at a
diagnosis, it is important to exclude cases where the clinical presentation includes
both serious medical illness (¢.g., pneumonia, systemic infectian, etc.) and untreated
or inadequately treated extrapyramidal signs and symptoms (EPS) ther important
considerations in the diffsrantial diagnosis include central anticholinergic toxicity,
heat stroke, drug fever and primary central nervous system (CNS) pathology. The
management of NMS should include: 1) immediate discontinuation of antipsychotic
drugs and other drugs not essential to concurrent therapy; 2} intensive symptomatic
treatment and medical monitoring; and 3) treatment of ani/ concomitant serious
medical problems for which specific treatments are available. There is no general
agreement about specitic pharmacological treatment regimens for NMS. If a patient
requires amrrsychollc drug treatment after recovery from NMS, the potential rein-
troduction of drug therapy should be carefully considered The patient shouid be
carefully monitored since recurrences of NMS have been reported. Tardive
Dyskinesia: A syndrome of potentially irreversible, involuntary, dyskinetic move-
ments may develop in patients treated with ant|psychol|c drugs. Although the
prevalence of the syndrome appears to be highest among the elderly, especially
elderly women, it is impossible to rely upon prevalence estimates to predict, at the
inception of antrpsychotro treatment, which patients are fikely to develop the syn-
drome. Whether antipsychotic drug roducts diffe in their potential to cause tardive
dyskinesia i unknown, The risk of developing tardive dyskinesia and the liketihood
that it wili become irreversible are believed to increase as the duration of treatment
and the total (ative dose of anti ugs i to the patient
increase. However, the syndrome can develop, although much less commanly, after
relatively brief treatment periods at low doses. There is no known freatment for
established cases of tardive dyskinesia, although the syndrome may remit, partially
or completety, if antipsychotic treatment is withdrawn. Antipsychotic treatment,
itseif, however, may suppress (or partially suppress) the signs and symptoms of the
syndrome and thereby may possibly mask the underlying process. The effect that
symptomatic suppression has upon the long-term course of the syndrome is
unknown. Given these considerations, SEROQUEL should be prescribed in 2 manner
that is most likely to minimize the accurrence of tardive dyskinesia. Chronic antipsy-
chotic treztment should generally be reserved for patients who appear to suffer from
a chronic iliness that (l? is known to respond to antipsychotic drugs, and (2) for
whom alternative, equally effective, but potentially less harmful treatments are not
available or appropriate. In patients who do require chronic treatment, the smallest
dose and the shortest duration of treatment producing a saﬂslactory clinical
response should be sought. The need for continued treatment should be

nitant Iliness: Clinical with SERDQUEL in patients with certain
concomitant systemic illnesses is limited. SEROQUEL has not been evaluated or
used to any appreciable extent in patients with a recent history of myocardial infarc-
tion or unstabie heart disease. Patients with these diagnoses were excluded from
premarketing clinical studies. Because of the risk of orthostatic hypotension with
SERO WEL, caution should be observed in cardiac patients lgsee Crthostatic
|potensmn) Informatian for Patients: Physicians are advised to discuss the
follawing issues with patients for whom they prescribe SEROQUEL, Orthostatic
Hypotension: Patients should be advised of the risk of orthostatic hypotension,
especially during the 3-5 day period of initial dose fitration, and also at times of
re-initiating treatment or increases in dose. Interference with Cognitive and Motor
Parformance: Since somnalence was a commonly reported adverse event associated
with SEROQUEL treatment, patients should be advised of the risk of somnolence,
especially during the 3-5 day period of initiat dose titration. Patients should be
cautioned about performing any activity requiring mental alertness, such as operating
a motor vehicle {including automobiles) or operating hazardous machinery, until
they are reasonably certain that SEROQUEL therapy does not affect them adversely.
Pregnancy: Patients should be advised to notify their physician if they become Freg-
nant or intend to berome rregnam during therapy. Nursing: Patients should be
advised not to breast feed if they are taking SEROQUEL. Concomitant Medication:
As with other medications, patients should be advised to notify their physicians it
they are Iakmg or plan to take, any prescription or over-the-counter drugs. Alcohal:
Patients should be advised to avoid consuming alcoholic beverages while taking
SEROQUEL. Heat Exposure and Dehydration: Patients should be advised regarding
appropriate care in avoiding overheating and dehydration. Laboratory Tests: No
specific laboratory tests are recommended. Drug interactions: The risks of using
SEROQUEL in combination with other drugs have not been extensively evaluated in
systematic studies. Given the primary CNS effects of SEROQUEL, caution should be
used when it is taken in combination with other centrally acting drugs SEROQUEL
potentiated the cognmve and motor effects of aicohot in a clinical triaf in subjects
with selected psychatic disorders, and alcohelic beverages should be avoided while
taking SEROQUEL. Because of its potential for inducing hypotension, SEROQUEL
may enhance the effects of certain antihypertensive agents. FROQUEL may antag-
onize the effects of levodopa and dopamine agonists. The Effect of Other Drugs on
SEROGQUEL Phenytoin: Coadministration of quetiapine (250 mg tid) and phenytoin
{100 mg tid) increased the mean oral clearance of quetiapine by 5-fold. Increased
doses of SEROQUEL may be required to maintain control of S{mploms of schizo-
phrenia in patients receiving Guetiapine and phenytoin, or other hepatic enzyme

Nursing Mathers: SEROQUEL was excreted in milk of treated animals during lacta-
tion. tis not known if SEROQUEL is excreted in human milk. It is recommended that
women receiving SEROQUEL should not breast feed. Pediatric Use: The safety and
effectiveness of SEROQUEL in pediatric patients have not been established. Geriatric
Use: 0f the approximatety 2400 patients in clinical studies with SEROQUEL, 8% (190)
were 65 years of a ge or over. In general, there was no indication of any different
tolerability of SEROQUEL in the elderly compared to younger adults. Nevertheless, the
presence of factors that might decrease pharmacokinetic clearance, increase the phar-
macodynamic respense to SEROQUEL, or cause poorer tolerance or orthostasis,
should lead to consideration of a jower starting dose, slower titration, and careful
monitoring during the initial dosmog ))enod in the elderly The mean plasrna clearance

of QUEL was reduced by 30% to 50% in elderly patients when compared to

Adverse Evenis Occurring at an Incidence of 1% or More Among SEROQUEL
Treated Patients in Short-Term, Placeho-Controlled Trials: The most commonly
observed adverse events associated with the use of SEROQUEL (incidence of 5% or
greater) and observed at a rate on SERCQUEL at least twice that of placebo were
dizziness (10%), postural hiypotension {7%), dry mouth (7%), and dyspepsia (6%)
The following treatment- emeroem adverse experiences occurred at an incidence rate
of 1% or more, and were at least as frequent among SEROQUEL treated patients,
treated at doses of 75 mg/day ar greater than among placebo treated patients in
3- to 6-week placebo-controlled trials.!

Body as a Whole: Headache, Asthenia, Abdominal pain, Back pain, Fever; Nervous

System: Somnalence, Dlzzmess Dmes ive System: Constipation, Ory Mouth,

Dyspepsra carmovasculnr em: Postural hypotension, Tachycardia; etabolic

and Nutritional Disorders: Weight gain; Skin and Appendages: Rash; Respiratary

s s1em Rhinitis; Special Senses: Ear pain

TEvents for which the SEROQUEL incidence was equal to or less than placebo are
not fisted in the table, but included the following: pain, infection, chest pain, hostility,
accidental injury, hypertension, hypatension, nausea, vorniling. diarrhea, myalgia,
agitation, insomnia, anxiely, nervousness, akathisia, hypertonia, tremor, depression,
paresthesia, pharyngitis, dry skin, amblyopia and urinary tract infection.

Explorations far interactions on the ‘basis of gender, age, and race did not reveal any
clinically meaningful differences in the adverse event occurrence on the basis of these
demograonic factors. Dase Dependency of Adverse Events in Short-Term,
Placebo-Controlled Trials Dose-related Adverse Events: Spontaneously eiicited
adverse event data from a study comparmg five fixed doses of SEROQUEL (75 mg,
150 mg, 300 mg, 600 mg, and 750 mg/day) to placebo were explored for dose-
relatedness of adverse events. Logistic regression analyses revealed a positive dose
response (p<0.05) for the following adverse events: dyspepsia, abdominal pain, and
weight gain. Exlnngmmldal Symptoms: Data from one 6-week clinical trial comparing
five lrxed doses of SEROQUEL (75, 150, 300, 600, 750 mg/d: g provided evidence for
the lack of treatment-emergent enrapyramldal symptoms {EPS) and dose-relatedness
for EPS associated with SEROQUEL treatment. Three methods were used to measure
EPS: (1) Simpson- Angus total score (mean change from baseline) which evaluates

inducers (8.9, rifamgin, Caution

should be taken if phenytoin is withdrawn and replaced with a non-inducer (e.g.,

valproate). Thigridazine: Thioridazine (200 mg b|d§|ncreased the oral clearance of

quetiapine (300 mg bid) by 65%. Cimetidine: Administration of multiple daily

doses of cimetidine (400 mg tid for 4 days) resulted in a 20% decrease in the mean

oral clearance of quetiapine &150 mg tid). Dosage adjustment lor Quetiapine is not
it

and akathisia, (2) incidence of spontaneous complaints of EPS
{akathisia, akinesia, cogwhesl rigidity, extrapyramidal syndrome, hypertonia, hypoki-
nesia, neck rlgldny and tremor), and (3) use of anticholinergic medications to treat
emergent EPS. In three addmonal placebo-controlled clinical trials using variable
doses of SEROQUEL, there were no differences between the SEROQUEL and placebo
treatment groups in the incidence of EPS, as assessed by Simpson-Angus total

required when it is given with cimefidine. P50 3A Inhibitors: C
ketoconazote (200 myg once daily for 4 days), a J)otent inhibitor of cytochrome P450
3A, reduced oral clearance of quetiapine by 84%, resulting in a 335% increase in
maxrrnum plasma c&ncentratlon of quetiapine. Caufion is indicated when SEROQUEL

penodlcall{ If signs and symptoms of tardive dyskinesia appear in a patient on
SEROQUEL, drug discontinuation should be considered. However, some patients
maé require treatment with SEROQUEL despite the presence of the syndrome.
PREC) : General

Orthostatic Hypolanslnn SEROQUEL may induce orthostatic hypotension asso-
ciated with dizziness, tachycardia and, in some patients, syncape, especially during

and other inhibitors of cymchrome P450 3A
leg I and ery

‘of fl'uoxelme (60 mg once dally;|
imipramine (75 mg bid), haloperrdol (7.5 mg bid), or risperidone (3 mg bid) wit

quetiaping (300 mg bid) did not alter the steady-state pharmacokinetics of
Quetiapine. Effect nl uellapine on Other Drugs Lorazepam: The mean oraf clearance
of lorazepam (2 mg single dose) was reduced by 20% in the presence of quetiapine

the initial dose-titration period, probably rellecnng its tagonist
r operties. Syncope was reponed in 1% (22/2162) of lhe oatlems treated with
EROQUEL, compared with 0% (0/206) on placebo and about 0.5% {2/420) on
acrwe cantrol drugs. The risk of orthostatic hypotension and syncope may be
minimized by fimiting the initial dose to 25 mg bid. If hypotension occurs during
titration to the lar&er dose, a return to the previous dose in the titration schedule
is appropriate. SEROQUEL should be used with particular caution in patients with
known cardiovascular disease (history of myocardial infarction or ischemic heart
disease, heart failure or conduction abnormalities), cerebrovascular disease or con-
ditions hich would p patients to
and treatment with antlhypenenswe medicatians). caurar:t: The development of
cataracis was observed in assoclation with quetiapine treatment in chronic dog
studies (see Animal Tnxlnolnal‘) Lans cnanuu jave also been observed in
gallunts during long-term SE| freatment, but a causal relationship to
ERDGUEL use has not been manllshnd uavamlsless the passibility of
lenticular changes cannot be excluded at this time. Tnmlnru examination of
ihe lens by methods adequate to detect cataract formation, such as siit lamp
sxam or ather appropriately sensitive methods, is recommended a initiation of
treatment ar shortly thereatter, and al 6 month Intervals during chronic freatmant.
Selzures: During clinical trials, seizures occurred in 0.8% (18/2387) of patients
treated with SEROQUEL compared to 0.5% (1/206) on Elacebo and 1% (4/420) on
active control drugs. As with other antipsychotics SEROQUEL shouid be used
cautiously in patients with a history of seizures or with conditions that potentially
lower the seizure threshold, e.g., Alzheimer's dementia. Conditions that lower the
seizure threshold may be mare prevalent in a population of 65 years or oider.
Hypothyroidism: Clinical triais with SEROQUEL demonstrated a dose-related
decrease in total and ree thyroxine (T4) of approximately 20% at the higher end of
the therapeutic dose range and was maximal in the first two to four weeks of treat-
ment and maintained without adaptation or progression during more chronic therapy.
Generally, these chanoes were of no clinical significance and TSH was unchanged
in most patients, and levels of TBG were unchanged. in nearly all cases, cessation
of SEROQUEL treatment was associated with a reversal of the effects on total and
free T4, irrespective of the duration of treatment. About 0.4% (10/23&6% of
SEROQUEL patients did experience TSH increases. Six of the patients with TSH
increases needed replacement thyroid treatment. Cholesterol and Trigiyceride
Elevations: In a poof of 3- to 6-week placebo-controlled trials, SEROQUEL-treated
patients had increases from baseline in cholesterol and tnglycende of 11% and
17%, respectively, comparsd to slight decreases for placebo patients. These
chanqes were only weakly related to the increases in weight observed in SEROQUEL-
treated patiants. Hyperprolactinemla: Altnongh an elevation of profactin levels was
not demonstrated in clinical trials with SEROQUEL, increased prolactin levels were
observed in rat studies with this compound, and were associated with an increase
in mammary gland neoplasia in rats {see Carcinogenesis). Tissue culture experi-
ments indicate that approximately one-third of human breast cancers are prolactin
dependent in vitro, a factor of potential importance if the dprescnpllon of these drugs
is cuntemolated |n a pallent with previously detected breast cancer. Although
and impotence
have been repuned wnh Frdlactln elevating compounds, the clinical significance of
elevated serum profactin (evels is unknown for most patients. Neither clinical studies
nor epidemiologic studies conducted to date have shown an assaciation between
chronic administration of this class of drugs and tumorigenesis in humans; the
available evidence is considered too limited to be conclusive at this time.
ic, transient and reversible elevations in
serum transaminases {primarily ALT) have been reported. The proportions of
patients with transaminase elevations of > 3 times the upper limits of the normal
reference range in a pool of 3- to 6-week placebo-controlled trials were approxi-
mately 6% for SEROQUEL compared to 1% for placebo. These hepatic enzyme
elevations usually occurred within the first 3 weeks of drug treatment and prompth
returned to pre-study levels with ongoing treatment with SEROQUEL. Potential tor
Cognitive and Motor Impairment: Somnolence was a commonk 3/ reported adverse
event re?oned in patients treated with SEROQUEL esgecrally uring the 3-5 day
Penod of initial dose-titration. In the 3- to 6-week placebo-controlled trials, somno-
ence was reported in 18% of patients on SEROQUEL compared to 11% of placebo
patients. Since SEROQUEL has the potential to impair judgment, thinking, o motor
skills, patients should be cautioned about performing activities requiring mental
alertness, such as operating a motor vehicle {i gncludm automabiles) or operating
hazardous machinery until they are reasonably certain that SEROQUEL therapy
does not affect them adversely. Priaplsm: One case of priapism in a patient receiving
SEROQUEL has been regoned prior to market introduction. While a causal relation-
ship to use of SEROQUEL has not been established, other drugs with
alpha-adrenergic blocking etfects have been reported to induce priapism, and it is
possible that SEROQUEL may share this capacKY Severe priapism may require
surgical intervention. Body Temperature Regulation: Although not reported with
SEROQUEL, disruption of the body's ability to reduce core body temperature has
been atiributed to antipsychotic agents. Appropriate care is advised when prescribing
SERGQUEL for patients who will be experiencing conditions which may contribute
to an elevation in core body temperature, e.g., exercising Strenuously, exposure to
extreme heat, receiv 3 with activity, or
being sub|ecl to dehydration. Dysphagia: Esophageal dysmatility and aspiration

as 250 mg tid dosing. Lithium: Concomitant administration of
quetiapine (250 mg tid) wrth Irthlurn had no effect on any of the steadi/ -state
pharmacekinetic of multiple daily
doses up to 750 mg/day {on a tld schedule) of quetiapine to subjects with selected
psychatic disorders had no clinically relevant gffect on the clearance of antipyrine or
urinary recovery of antipyrine metabolites. These results mdlcale that quetiapine
does not sxgmﬂcantly rnduce hepatic enzymes P450

scores, complaints of EPS and the use of concomitant anticholinergic
medications 1o treat EPS, Vial Si n chan 08: SEROQUEL is associated with ortho-
static hypotension (see PRECA! eight Gain: The proportions of patients
meeting a weight gain criterion of 27% of bod?' weight were compared in a pool of
four 3- o 6-week placebo-controlied clinical trials, revealing a stanstrcally srgnmcamly
greater incidence of weight gain for SEROQUEL (23%) compared to pace bo g %)
Laboratory Changes: An of the p for SEROQUEL

suggested that it is associated with asymotomatlc increases in SGPT and increases in
both total cholesterol and tnqucendes see PRECAUTIONS). An assessment of hema-
tological parameters in short-term, gaceho controlled trigis revealed no clinically
important differences between SEROQUEL and placebo. ECG Changes: Between
group comparisans for pooled ﬁlacebo ~controlled trials revealed no statistically
significant SERDQUEL/placebo differences in the proportions of patients experiencing
potentially important changes in ECG parameters, including QT, QTc, and PR intervals.
However, the proportions of patients meeting the criteria for tachycardla were compared
in four 3- to 6-weak placebo-controlled clinical trials revealing a 1% FSA/SQQE) incidence
for SEROQUEL compared to 0.6% {1/156) incidence for placebo. SEROQUEL use was

mediated ipyrine. of
Fertility Carcinof nesls Carcmo enicity studies were conducted in €57BL mice
and Wistar rats, Quetiapine was administered in the diet to mice at doses of 20, 75,
250, and 750 mg/kg and to rats bi/ gavage at doses of 25, 75, and 250 rng/kg far
two years. These doses are equivalent to 0.1, 0.5, 1.5, and '4.5 times the maximum
human dose (800 mg/day) on a mg/m2 basis (mice) or 0.3, 0.9, and 3.0 times the
maximum human dose on a mg/m? basis (rats) There were statistically significant
increases in thyreid gland follicular adenomas in male mice at doses of 250 and
750 mg/kg or 1.5 and 4.5 times the maximurn human dose on a mg/m? basis and
in male rats at a dose of 250 mg/kg or 3.0 times the maximum human dose on a
mg/m? basis. Mammary gland” adenocarcinomas were_statistically significantly
increased in female rats at ali doses tested (25, 75, and 250 mg/kg or0.3,09 and
3.0 times the maximum recommended human dose on a mg/m basrs?1 Thyroid
follicular cell adenomas may have resulted from chronic stimulation of the thyroid
gland by thyroid stimulating hormone (TSH) resutting from enhanced metabolism
and ciearance of thyroxine by rodent liver. Changes in TSH, thyroxine, and thyroxine
clearance consistent with this mechanism were observed in subchronic toxicity
studies in rat and mouse and in a 1-year toxicity study in rat; however, the results
of these studies were not definitive. The relevance of the increases in thyroid follicula
ceil adenomas 10 human risk, through whatever mechanism, is unknown.
Antipsychetic drugs have been shown to chronically elevate prolactin levels in
rodents. Serum measurements in a 1-yr toxicity study showed that quetiapine
increased median serum prolactin levels a maximum of 32- and 13-fold in male and
female rats, respectively. Increases in mammary neoplasms have been found in
rodents after chronic admini of other drugs and are

to be prolactin-mediated. The relevance of this increased incidence of prolactin-
mediated mammary gland tumors in rats to human risk is unknown (see
Hyperprolactinemia in PRECAUTIONS, General). Mutagenesis: The mutagenic
potential of quetiapine was tested in six in vitro bacterial gene mutation assays and
In an fn viro mammalian gene mutation assay in Chinese Hamster Ovary cells.
However, sufficiently high concentrations of quetiapine may not have been used for
all tester strains, Quetiapine did produce a reproducible increase in mutations in one
Salmonsila typhimurium tester strain in the presence of metabalic activation. No
evidence of clastogenic potential was obtained in an in vitro chromosomal aberration
assay in cultured human or in the in vive \s/ in rats.
Impairment of Ferlility: Quenaprne decreased mating and fertility in male prague-
Dawley rats at oral doses of 50 and 150 mg/kg or 0.6 and 1.8 times the maximum
human dose on @ mg/m? hasis. Drug-related effects included increases in interval
to mate and in the number of matings required for successful impregnation. These
effects continued to be abserved at 150 mg/kg even after a two-week period without
treatment. The no-effect dose for impaired mating and fertifity in male rats was
25 mg/kg, or 0.3 fimes the maximum human dose on a mg/m? basis. Quetiapine
adversely affected mating and fertility in female Sprague-Dawley rats at an oral dose
0f 50 mg/kg, or 0.6 times the maximum human dose on a mg/m? basis. Drug-refated
effects included decreases in matings and in matings resulting in pregnancy, and an
increase in the interval to mate. An increase in irregular estrus cycles was observed
at doses of 10 and 50 mf?/kg or 0.1 and 0.6 times the maximum human dose on a
mg/m? basis. The no-effect dose jn female rats was 1 mg/kg, or 0.01 times the
maximum human dose on a mg/m? basis. Pregnancy: Pragnancy Category : The
teratogenic potential of quetlaolne was studied in Wistar rats and Dutch Belted rabbits
dosed during the period of organogenesis. No evidence of a teratogenic effect was
detected in rats at doses of 25 to 200 mg/kg or 0.3 to 2.4 times the maximum
human dose on a mg/m? basis o in rabbits at 1o 100 mgrkg or 0.6 to 2.4 times the
maximum human dose on a mg/m2 basis. There was, however, evidence of
embryo/fetal toxicity. Delays in skeletal ossification were detected In rat fetuses at
doses of 50 and 200 m kg (0.6 and 2.4 times the maximum human dose on a
mg/m? hasis) and in rabbits at 50 and 100 mg/kg (1.2 and 2.4 times the maximum
human dose on a mg/m? basis). Fetal body weight was reduced in rat fetuses at
200 mg/kg and rabbit fetuses at 100 mg/kg (2.4 times the maximum human dose
on a mg/m? basis for both species). There was an increased incidence of a minor
soft tissue anomaly (carpal/tarsal fiexure) in rabbit fetuses at a dose of 100 mg/kg
(2.4 times the maximum human dose on a mg/m? basis). Evidence of maternal tox-
icity (i.e., decreases in body weight gain ang/or death) was observed at the high
dose in the rat study and at all doses in the rabbit study. In a pen/oostnatal repro-
ductive study in rats, no drug-related effects were observed at doses of 1, 10, and
20 mg/kg or 0.01, 0.12, and 0.24 times the maximum human dose on a mg/mZ
basis. However, in a prelrmmary peri/postnatal study, there were increases in fetal
and pup death, and decreases in mean litter weight at 150 mg/kg, or 3.0 times
the maximum human dose on 8 mg/m? basis. There are no adeguate and well-con-
trolled studies in pregnant women and quetiapine should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus. Labor and
Delivery: The effect of SEROQUEL cn labor and delivery in humans is unkngwn.
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with a mean increase in heart rate, assessed by ECG, of 7 beats per minute
compared to a mean increase of 1 beat per minute among placebo Fallems This
slight tendency to tachycardia m%be related to SEROQUELs potential for inducing
arthostatic changes (see PRECAUTIONS). Other Adverse Events Observed During
the Pre-Marketing Evaluation of SEHODUEL Following is a list of COSTART terms
that reflect treatment-emergent adverse events as defined in the introduction to the
ADVERSE REACTIONS section reported b e/ patients treated with SEROQUEL at multiple
doses > 75 mg/day during any phase of a trial within the premarketing database of
approximately 2200 rallents All reported events are included except those already
listed in Table 1 or elsewhere in labeling, those events for which a drug cause was
remote, and those event terms which were so general as to be uninformative. it is
important to emphasize that, although the events reported occurred during treatment
with SEROQUEL, they were ot necessarily caused by it. Events are further oate?onzed
by bady system and listed in order of decreasing frequency according to the following
definitions: frequent adverse events are those occurring in at least 1/100 patients
(only those not already listed in the tabulated results from placebo-controlled trials
appear in this listing); infrequent adverse events are those occurring in 1/100 to
1/1000 patients; rare events are those occurring in fewer than 1/1000 patients.
Nervous System: Frequent: hypertonia, dﬁsanhna Infrequent: abnormal dreams,
dyskinesia, thinking abnarmal, tardive dyskinesia, vertigo, involuntary movements,
confusion, amnesia, psychosis, hallucinations, hyperkinesia, libido increased*, urinary
retention, incoordination, paranoid reaction, abnorma! gait, myoclonus, delusions,
manic reaction, apathy, ataxia, depersonalization, stupor, bruxism, catatonic reaction,
hemrrlegla Rare: aphasia, buccoglossal syndsome, choreoathetosls delirium, emo-
tional lability, eupharia, libido decreased *, neuralgia, stuttering, subdural hematoma
Body as a Whole: Frequent. flu syndrome; Infrequent. neck pain, pelvic pain*, suicide
attempt, malaise, photosensitivity reaction, chills, face edema, momllasm Rare:
abdomen enlarged Digestive System: Fnauanl anorexia; Inlrmmnl increased
salivation, increased appetite, gamma glatamy! transpeptidase increased, gingivits,
dysphagia, flatulence, gastroenteritis, gastritis, hemorrhoids, stomatitis, thirst, tooth
caries, fecal incontinence, gaslroesoﬁ)hageal reflux, gum hemorrhage mouth ulceration,
rectal hemarthage, tongue edermz; glossms hematemesis, intestinat obstruction,
melena, pancreatitis. Cardiovascular System: Freguent: palpnanon Infreguent:
vasodilatation, QT interval prolonged, migraine, bradycardia, cerebral ischemia,
irregular pulse T wave abnormality, bundle branch block, cerebrovascular accident,
deep thrombaphlebitis, T wave inversion; Rare: angina peclons atrial fibrillation, [
block first de%ree congestive heart la||ure ST elevated, thrombophiebitis, T wave flat-
tening, ST abnormality, increased QRS duration. Respiratory System: Fraquent:
pharyngitis, rhinitis, cough increased, dyspnea; Inlmquunl pneumonia, epistaxis,
asthma; Rare: hiccup, hyper ystem:
Froquent: peripheral edema; weight oss, alkalrne increased,
hyperfipemia, alcohel lnwlerance, dehydration, hyperglycemia, creatinine increased,
fhypoglycemia; Aare: glycosuria, gout, hand edema, hypakalemia, water intoxication.
Skin and Appendages System: Frequent: sweating; infrequent: pruritis, acne,
eczema, contact dermatitis, maculopapular rash, seborrhea, skin uicer; Rare: exfoliative
dermatitis, sorlams skin Sys‘lum dysmenor-
thea*, vaginitis*, urinary incontinence, metrorrhagia*, impotence*, dysuria, vaginal
monijasis*, abnormal ejacutation*, cystitis, urinary rrequency amenorrhea”, femal
lactation®, , vaginal * orchitis*; Aare:
gynecomasna nocturia, polyuria, acute k|dney lallure Special Senses: Inlrsquanl
conjunctivitis, abnormal vision, dry eyes, tinnitus, taste perversion, blepharitis, eye
pain; Rare: abnormality of accommodarlon dealness glaucoma. Musculoskeletal

em: fracture, "twitchin , arthralgia, arthritis,
leg cramps, bone pain. Hemit and Lymnllnﬂc System: raquanl leukupema

a

nemia,
’ymphadenopathy, cyanosis; Aare: hemelysis, lhrombocytopenra ‘Endocring System

Infrogquent. rxpothyrordlsm diahetes meliitus, Rare: hyperthyroidism. *adjusted for
gender Posi Marketing Experience: Adverse events reported since market introduction
which were temporally related to SEROQUEL therapy include the following: rarely
leukopenia/neutropenta. If a patient develops a low white celt count consider dis-
continuation of therapy. Possible risk factors for leukapenia/neutropenia include
pre-existing low white cell count and history of drug induced leukopenia/neutropenia.
DRUG ABUSE AND DE

Controlled Substance Class: SEROQUEL is not a controlled substance.

'
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BEGIN WITH

A UNIQUE
OLUTION

o,
i

A unique botulinum toxin therapy that-rediices neck pain and the
severity of abnormal head position in patients with cervical dystonia'*

First and only botulinum toxin in a ready-to-use solution®

o MYOBLOC

BOTULINUM TOXIN TYPE B

INJECTABLE SOLUTION
BEGIN WITH A SOLUTION

Peak effect at Week 4. Twelve- to 16-week duration of effect in patients who respond.

MYOBLOC is indicated for the treatment of patients with cervical dystonia to reduce neck pain and the severity of abnormal head position
associated with cervical dystonia.

The most frequently reported adverse events with MYOBLOC are dry mouth, dysphagia, dyspepsia, and injection site pain. These adverse
events are generally mild to moderate, transient, self-resolving, and more common with higher doses.

Before administering MYOBLOC, physicians should consult the full Prescribing Information.

Please see accompanying Brief Summary.
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@ MYOBLOC

N
INJECTABLE SOLUTION

DESCRIPTION

MYOBLOC™ (Botulinum Toxin Type B) injectable Solution is a sterile liquid formulation of a purified neurotoxin that
acts at the neuromuscular junction to produce flaccid paralysis. The neurotoxin is produced by fermentation of the
bacterium Clostridium botulinum type B (Bean strain) and exists in noncovalent association with hemagglutinin and
nonhemagglutinin protsins as a neuratoxin complex. The neuratoxin camplex is recovered from the fermentation
process and purified through a series of precipitation and chromatography steps.

MYOBLOC™ is provided s a clear and colorless to light yeHow sterile injectable solution in 3.5-mL glass vials. Each
single use vial of formulated MYOBLOC™ contains 5000 U of Botulinum Toxin Type B per milliliter in 0.05% human
serum albumin, 0.01 M sodium succinate, and 0.1 M sodium chloride at approximately pH 5.6.

One unit of MYOBLOC™ corresponds to the calculated median (ethal intraperitoneal dose {LD50) in mice. The method
for performing the assay Is specific to Elan Pharmaceutical's manufacture of MYOBLOC™, Due to differences in
specific detalls such as the vehicle, dilution scheme and laboratory protocols for various mouse LD50 assays, Units of
biological activity of MYOBLOC™ cannot be compared to or converted into units of any other botulinum toxin or
any toxin assessed with any other specific assay method. Therefore, differences in species sensitivities to
different botulinum neurotoxin serotypes precludes exirapolation of animal dose-activity relationships to human
dose estimates. The spacific activity of MYOBLOC™ ranges between 70 to 130 U/ng.

INDICATIONS AND USAGE

MYOBLOC™ Is Indicated for the treatment of patients with cervical dystonia to reduce the severity of abnormal
head position and neck pain associated with cervical dystonia.

CONTRAINDICATIONS
MYOBLOC™ is contraindicated In patients with a known hypersensitivity to any ingredient in the formulation.

WARNINGS

Do not exceed the doses of MYOBLOC™, described under Dosage and Administration. Risks resulting from
administration at higher doses are not known.

Caurtion should be exercised when g MYOBLOC™ to individuals with p } motor neuropathic diseases (e.g.,
amyotrophic latera! sclerosis, motor neuropathy) or neuromuscular junc'nonal disorders (e.g., myasthenia gravis or
Lambert-Eaton syndrome). Patients with neuromuscular disorders may te at increased risk of clinically significant
systemic effects Including severa dysphagia and respiratory compromise from typical doses of MYOBLOC™. Published
medical literature has reported rare cases of administration of a botulinum toxin to patients with known or
unrecognized neuromuscular disorders where the patients have shown extreme sensttivity to the systemic effects of typical
clinical doses. In some cases, dysphagia has lasted months and required placement of a gastric feeding tube.
There were no documented cases of botulism resulting from the IM injection of MYOBLOC™ in patients with CD
treated in clinical triafs. If, however, botulism Is clinicafly suspected, hospitalization for the menitoring of systemic
weaknass or paralysis and respiratory function (incipient respiratory failure) may be required.

Dysphagia is a commonty reported adverse event following treatment with all botulinum toxins in cervical dystonia
patients. In the medical Ilterature, there are reports of rare cases of dysphagia severe enough to wamant the insertion
of a gastric feeding tube. There are also rare case reports where subsequent to the finding of dysphagia a patient
devaloped aspiration pneumonia and died.

This product contains albumin, a derivative of human blood. Based on effective donor screening and product
manufacturing processes, It carries an extremely remote risk for transmission of viral diseases. A theoretical risk
for transmisslon of Creutzfeldt-Jakob disease (CJD) also is considered extremely remote. No cases of transmission
of viral diseases or CJD have ever been identifled for albumin.

PRECAUTIONS

Only 9 subjects without & prior history of tolerating injections of type A biotuiinum toxin have been studied. Treatment
of botulinum toxin naive patients shoufd be initiated at lower doses of MYOBLOC™ (see Adverse Reactions: Overview).
DRUG INTERACTIONS

Co-administration of MYOBLOC™ and aminoglycosides or other agents interfering with neuromuscular transmission
{e.g., curare-like compounds) should only be performed with caution as the effect of the toxin may be potentiated.

The effact of administering different botulinum neurctoxin serotypes at the same time or within less than 4 manths of
each other is unknown. However, neuromuscular paralysis may be potentiated by co-administration or overlapping
administration of different botulinum toxin serotypes.

CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY
No long-term carcinogenicity studies In animals have been performed.
PREGNANCY

PREGNANCY CATEGORY C. Animal reproduction studies have not been conducted with MYOBLOC™, It s also not
known whether MYOBLOC™ can cause fetal harm when administered to a pregnant woman or can affect
reproduction capacity. MYOBLOC™ should be given to a pregnant woman only if clearly needed.

NURSING MOTHERS

It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk,
caution should be exercised when MYOBLOC™ Is administered to a nursing woman.

PEDIATRIC USE

Safety and effectiveness in pediatric patients have not been established.

GERIATRIC USE

In the controlled studies summarized in CLINICAL STUDIES, for MYOBLOC™ treated patients, 152 (74.5%) were
under the age of 65, and 52 (25.5%) were aged 65 or greater. For these age groups, the most frequent reported
adverse events occurred at similar rates in both age groups. Efficacy results did not suggest any farge differences

between these age groups. Very few patients aged 75 or greater were enrolled, therefore no conclusions regarding
the safety and efficacy of MYOBLOC™ within this age group can be determined.

The rates of adverse events and association with MYOBLOC™ are best assessed in the results from the placebo
controiled studies of a single treatment session with active monitoring. The data in Table 1 reflect those adverse
events accurring in at least 5% of patients exposed to MYOBLOC™ treatment in pooled placebo controlied clinical
trials. Annual rates of adverse events are higher in the overall data which includes longer duration follow-up of
patients with repeated treatment experience. The mean age of the population in these studies was 55 years old with
approximately 66% being female. Most of the patients studied were Caucasian and all had cervical dystonia that was
rated as moderate to severe in severity.

Table 1 - Treatment-Emergent AEs Reported by at Least 5% of MYOBLOC™
Treated Patients by Dose Group, Following Single Treatment Session
in Controlled Studies -09,-301 and-302

Dosing Groups

Adverse Event Placebo 2500U 5000 U 10,000 U
(COSTART Term) (N=104) {N=31) (N=67) (N=106)
Dry Mouth 3(3%) 1 (3%) 8(12%) 36 (34%)
Dysphagia 3 (3%) 5 (16%) 7 (10%) 27 (25%)
Neck Pain refated to CD* 17 (16%) 0 (0%} 11 (16%) 18 (17%)
Injection Site Pain 9 (9%) 5 (16%) 8 (12%) 16 {15%)
Infection 16 (15%) 4(13%) 13 (19%) 16 (15%)
Pain 10 (10%) 2 (6%) 4 (6%) 14 (13%)
Headache 8 (8%) 3 (10%} 11 (16%) 12 (11%)
Dyspepsia 5 (5%) 1(3%) 0 {0%) 11 (10%)
Nausea 5 (5%) 3 (10%) 2 (3%) 9 (8%)
Flu Syndrome 4 (4%) 2 (6%) 6 (9%) 9 (8%)
Torticollis 7(1%) 0(0%) 3 (4%) 9 (8%)
Pain Related to CD/Torticollis 4 (4%) 3(10%) 3 (4%) 7 (7%)
Arthralgia 5 (5%) 0 (0%) 1(1%) 7(7%)
Back Pain 3 (3%) 1 (3%) 3 (4%) 7 (7%)
Cough Increased 3(3%) 1(3%) 4 (6%) 7 (7%)
Myasthenia 3(3%) 1(3%) 3 (4%) 6 (6%)
Asthenia 4 (4%) 1(3%) 0 (0%) 6 (6%)
Dizziness 2 (2%) 1 (3%) 2(3%) 6 (6%)
Accidental Injury 4 (4%) 0 (0%) 3 (4%) 5 (5%)
Rhinitis 6 (6%) 1(3%) 1(1%) 5 (5%)

* Not a COSTART term

® Not collected in Study 09 by special COSTART term

In the overall clinical trial experience with MYOBLOC™ (570 patients, including the uncontrolled studies), most cases
of dry mouth or dysphagia were reported as mild or moderate in severity. Severe dysphagia was reported by 3% of
patients, none of these requiring medical intervention. Severe dry mouth was reported by 6% of patients. Dysphagia
and dry mouth were the most frequent adverse events reported as a reason for discontinuation from repeated
treatment studies. These adverse events led to discontinuation from further treatments with MYOBLOC™ in some
patients even when not reported as severe.

The following additionat adverse events were reported in 2% or greater of patients participating in any of the clinical
studies (COSTART terms, by body system):

Body as a Whole: allergic reaction, fever, headache related to injection, chest pain, chills, hemia, malaise, abscess,
cyst, neoplasm, viral infection; Musculoskeletal: arthritis, joint disorder; Cardiovascular System: migraine; Respiratory:
dyspnea, lung disorder, pneumonia; Nervous System: anxiety, tremor, hyperesthesia, somnolence, confusion, pain
related to CD/torticolls, vertigo, vasodilation; Digestive System: gastrointestinal disorder, vomiting, glossitis, stomatitis,
tooth disorder; Skin and Appendages: pruritis; Urogenital System: urinary tract infection, cystitis, vaginal moniliasis,
Special Senses: amblyopia, otitis media, abnormal vision, taste perversion, tinnitus; Metabalic and Nutritional
Disorders: peripheral edema, edema, hypercholesterolemia; Hemic and Lymphatic System: ecchymosis.
Imeunogenicity

A two stage assay was used to test for immunogenicity and neutralizing activity induced by treatment with
MYOBLOC™. In order to account for varying lengths of follow-up, life-table analysis methods were used to estimate
the rates of development of immune responses and neutralizing activity. During the repeated treatment studies, 446
subjects were foliowed with periodic ELISA based evaluations for development of antibody responses against
MYOBLOC™. Only patients who showed a positive ELISA assay were subsequently tested for the presence of
neutralizing activity against MYOBLOC™ in the mouse neutralization assay {(MNA). 12% of patients had positive ELISA
assays at baseline, Patients began to develop new ELISA responses after a single treatment session with MYOBLOC™,
By six months after initiating treatment, estimates for ELISA positive rate were 20%, which continued to rise to 36%
at one year and 50% positive ELISA status at 18 months. Serum neutralizing activity was primarily not seen in
patients until after 6 months. Estimated rates of development were 10% at one year and 18% at 18 months in
the overall group of patients, based on analysis of samples from ELISA positive individuals. The effect of
conversion to ELISA or MNA positive status on efficacy was not evaluated in these studies, and the clinical
significance of development of antibodies has not been determined.

The data reflect the percentage of patients whose test results were considered positive for antibodies to MYOBLOC™
in both an in vitro and in vivo assay. The results of these antibody tests are highiy dependent on the sensitivity and
specificity of the assays. Additionally, the observed incidence of antibody positivity in an assay may be influenced by
several factors including sample handling, concomitant medications, and underlying disease. For these reasons,
comparison of the incidence of antibodies to MYOBLOC™ with the incidence of antibodies to other products may be
misleading.

OVERDOSAGE

Symptoms of overdose are likely not to present immediately following injection(s). Should a patient ingest the product
or be accidentally overdosed, they should be monitored for up to several weeks for signs and symptoms of systemic
weakness or paralysis.

In the event of an overdose an antitoxin may be adminstered. Contact Elan Pharmaceuticals at 1-888-638-7605
for additional information and your State Health Department to process a request for antitoxin through the Centers for
Disease Control and Prevention (CDC) in Atlanta, GA. The antitoxin will not reverse any botulinum toxin induced

ADVERSE REACTIONS muscle weakness effects already apparent by the time of antitoxin administration.

Overview HOW SUPPLIED

The most commonly reported adverse events associated with MYOBLOC™ treatment in all studies were dry mouth, ~ MYOBLOC™ is available in the following three presentations.

dysphagia, dyspepsia, and injection site pain. Dry mouth and dysphagia were the adverse reactions most Dosage Strength Volume Per Vial Single-Vial Carton

quently resulting in disconti of . There was an increased incidence of dysphagia with i

dose in the stemocleidomastoid muscle. The incidence of dry mouth showed some dose-related increase with 2500U 05mL NDC 53075-710-10

doses injected into the splenius capitis, ius and sternoclei id muscles. 5000 U 1.0mL NDC 59075-711-10
10,000 U 20mL NDC 59075-712-10

Only nine subjects without a prior history of tolerating injections of type A botulinum toxin have been studied. Adverse
event rates have not been adequately evaluated in these patients, and may be higher than those described in Table 1.

Discussi
Adverse reaction rates observed in the clinical trials for a product cannot be directty compared to rates in dlinical
trials for another product and may not reflect the rates observed in actual clinical practice. However, adverse

reaction information from clinical trials does provide a basis for identifying the adverse events that appear to be
related to drug use and for approximating rates.

MYOBLOC™ was studied in both placebo controlled single treatment studies and uncontrolled repeated treatment
studies; most treatment sessions and patients were in the uncontrolied studies. The data described below reflect
exposure to MYOBLOC™ at varying doses in 670 subjects, including more than 300 patients with 4 or more treatment
sessions, Most treatment sessions were at doses of 12500 U or less. There were 57 patients administered a dose of
20000 or 25000 U. All but nine patients had a prior history of receiving Type A botulinum toxin and adequately
tolerating the treatment to have received repeated doses.
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SCHIZOPHRENIA RISK, PATERNAL AGE,
AND VULNERABILITY GENES
page 26

“If SZ were related to new mutations, then we would
expect it to be related to paternal age. In a recent study, the
association of SZ and parental age in an 89,722-member
population birth cohort were examined. Of the 1,337 off-
spring admitted to psychiatric units prior to 1998, 658 were
diagnosed with SZ and related nonaffective psychoses
(International Classification of Diseases, Ninth Revision
diagnosis [F20~F29]). Proportional hazards and regression
analysis (controlled for maternal age, gender, ethnicity,
socioeconomic status, and duration of marriage) revealed
that the age of the father was indeed a strong and signifi-
cant predictor of SZ diagnoses in the offspring. Compared
with offspring of fathers <25 years of age, the relative risk
of SZ increased monotonically in each 5-year age group,
reaching 2.02 (95% CI: 1.17-3.51) in men 45-49 years of
age and 2.96 (95% CI: 1.60-5.47) in offspring of fathers
>50 years of age. There was no linearly increasing risk for
mothers’ age. By contrast, there was no similar significant
relationship of fathers’ age and illness risk in the group of
patients who did not have SZ.”

HIGH STRESS LEVEL MAY LEAD TO
MENTAL ILLNESS IN SOME PATIENTS
page 33

“Evidence of an association between life events and SZ
symptoms does not necessarily imply causation. It may be that
simply by virtue of having SZ (or vulnerability to SZ) an indi-
vidual is more prone to experience major life events. However,
when patients are their own controls (relapse versus baseline)
or when relapsing patients are compared with nonrelapsing
patients, an association of life events and relapse persists. A
preponderance of life events has been found in the weeks to
months leading up to relapse. Of interest, in a prospective study
Sachar found that cortisol levels increased by 250% immedi-
ately preceding psychotic exacerbation and then decreased to a
level between that of pre-episode and recovery.”

OLFACTION AND SCHIZOPHRENIA:
WHAT’S THE CONNECTION?
page 43

“This study replicated the frequently reported finding
that SZ patients have SIDs relative to normal comparison
subjects. The large UPSIT deficit we found in this large
well-characterized group of SZ patients was comparable to
that observed in other studies. Furthermore, we found that
the subjects with SZ and schizoaffective disorder had sim-
ilar UPSIT impairments and that the subtype of SZ was
also unrelated to odor identification ability. UPSIT scores
were also unrelated to antipsychotic treatment, smoking,
or clinical course characteristics such as age of onset and
first treatment, number of hospitalizations, and illness
duration. These results showed that both gender and edu-
cation were related to UPSIT scores in SZ patients, but

there was no effect of other variables that have been
related to odor identification in large studies of healthy
subjects, such as age, ethnicity, or socioeconomic status.”

NEUROLEPTIC AGENTS DO NOT APPEAR TO
CAUSE LOW HEART RATE VARIABILITY
IN SCHIZOPHRENIA PATIENTS
page 53

“We were fortunate to be able to monitor seven SZ patients
during both arms of a small pilot crossover study of haloperidol
and placebo, administered double-blind in a randomized
counter-balanced protocol. Although the sample size is small,
the results from this study show that very low HRV values in
SZ are unlikely to reflect acute neuroleptic or anticholinergic
drug effects. Furthermore, the HRV values were remarkably
unvarying within the individual patients, despite elapsed time
and changes in clinical state, suggesting that low parasympa-
thetic cardiac modulation could be a trait abnormality in at
least some SZ patients. The mean PNN50 observed in the sub-
jects in this double-blind haloperidol/placebo protocol did not
differ from the PNN50 in the larger group of 23 neuroleptic-
treated SZ patients that we previously reported. These PNN50
values are notably low, particularly in this relatively young
sample. Indeed, the magnitude of the PNN50 values in SZ are
consonant with values reported to be associated with increased
post-MI cardiovascular mortality. Likewise, MSSD levels
below 32 and below 50 have identified patients at substan-
tially increased risk of post-MI mortality. This raises the possi-
bility that diminished vagal modulation in some SZ patients
may be associated with their higher cardiac death rates.”

IS COGNITION AFFECTED BY
EMOTIONAL AROUSAL?
page 58

“Under conditions of neutral emotional stimuli, delusional
patients, in comparison to SZ patients with symptoms other
than delusions, consistently performed better than these other
patient groups on logical reasoning and assessment of rele-
vance, nearly equivalent to performance by healthy individu-
als. Under the neutral condition, multivariate analysis of
variance (MANOVA) revealed significant statistical differ-
ences between the four groups. Using a Bonferroni corrected
model, F=5.852, P=.002 (Inferences); F=3.729, P=.019
(Propositional Premise Assessment); and F=5.104, P=.005
(Class-Member Premise Assessment). Under the threat con-
dition, MANOVA also revealed significant statistical differ-
ences between the four groups. Using a Bonferroni corrected
model, F=6.628, P=.001 (Inferences); F=3.950, P=.015
(Propositional Premise Assessment); and F=3.540, P=.023
(Class-Member Premise Assessment). Post-hoc analysis
(Tukey), however, indicated that the significance could be
accounted for solely by the wide differences in performance
between healthy controls and patients with formal thought
disorder (as well as between better delusional patients and
healthy individuals on Inferences under the threat condition)
than between any of the other groups.”
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