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Avuthor Guidelines

Scope of Manuscripts

CNS Spectrums will consider and encourages the fol-
lowing types of articles for publication:

1. Original Research presents methodologically sound
original data.

2. Reviews are comprehensive articles summarizing and
synthesizing the literature on various neuropsychiat-
ric topics and presented in a scholarly and clinically
relevant fashion. Diagnostic and treatment algorithms
should be designed to aid the clinician in diagnosis
and treatment.

3. Case Reports, single or multiple, are encouraged for
publication.

4. Letters to the Editor will be considered and are
encouraged for publication. All letters will be edited
for style, clarity, and length.

Manuscript Submission

General Information Two copies of the manuscript
with a letter on the author’s letterhead should be sub-
mitted to Eric Hollander, MD, Editor (or, in Europe,
to Joseph Zohar, MD, International Editor), c/o MBL
Communications, 333 Hudson Street, 7th Floor, New
York, NY 10013. Authors are also required to submit their
manuscripts on computer disk in Microsoft Word format.
Disks should be labeled with the word processing pro-
gram, title of paper, and lead author’s name. Accepted
manuscripts will be edited for clarity and style.

eSubmissions Now Available Please go to http://cns-
spectrums.com/aspx/authorguidelines.aspx. E-mailg/our
your manuscript to Virginia Jackson, Acquisitions Editor,
CNS Spectrums, at vi@mblcommunications.com.

Letters of Permission to Reproduce Previously
Published Material All material reproduced from previ-
ously published copyrighted material must be accom-
anied by a letter of permission from the coFynght
1older. All such material should include a full credit
line (eg, in the figure or table legend) acknowledg-
ing the original source. Any citation of unpublished
material or personal communication should also
be accompanied by a letter of permission for anyone
who is not an author of the paper.

Peer Review Authors must provide five to 10 names of
qualified potential reviewers with no conflict of interest
in reviewing the work. Contact information with affil-
iations and e-mail address should be included. Peer
review is anonymous.

Manuscript Preparation

Length Reviews and Original Research should not
exceed 5,000 words (excluding References). Diagnaostic
and treatment algorithms should contain an introduction,
flowcharts or a series of ?raphs, and a concise sum-
mary. At least 2 tables or figures are required. Letters
should not exceed 1,500 words. Single-Case Reports
should not exceed 3,750 words and may be submitted
with a photograph, if applicable.

Please note: If your article is Original Research, it should
be formatted as: Abstract; Introduction, Methods; Results;
Discussion; Conclusion; References (numbered and com-
prehensive list).

Spacing and Pa%ination Manuscripts should be double-
spaced and numbered.

Abstract Authors must provide a brief abstract of 100-
200 words.

Focus Points Please provide 3-6 focus points that begin
with an action verb and specify what the reader should
know after reading the article.

Learning Objectives Authors are required provide 3-6
learning objectives, which begin with an action verb and
specify what the reader should know after reading the
article. See the following examples:

Upon the completion of this lecture the participants will
be able to:

* List four causes of aplastic anemia

» Give an example of the effect of a strong alkali react-
ing with human tissue

* Calculate the amount of AlV fluid necessary to replen-
ish a dehydrated patient

Needs Assessment Please provide a brief summary
(35-50 words) outlining the educational needs and rea-
sons for reading the article. It should address a deficit
or gap in knowledge, skills, attitudes, and/or behavior
among the expected readers about the main topic of the
article. It should justify the reasons for focusing on the
given topic and offering it as a CME activity. Reasons
would include recurrent discussions with colleagues
about the topic, new therapy or treatment techniques,
new data published, “hot topic” in the field, clinical trials
in progress, etc.

Figures/Tables Please provide at least 2 original figures
and/or tables.

References Please use American Medical Association
style. References should be superscripted in text, then
numbered, and comprehensive in list. For example:

1. Jones J. Necrotizing Candida esophagitis. JAMA. 1980;244:2190-2191.

2. Stryer L. Biochemistry. 2nd ed. San Francisco, Calif: WH Freeman Co;
1980:559-536.

3. Alzheimer's Disease Cooperative Study. Valproate protocal. Available at:
hitp://adcs.ucsd.edu/VP_Protocol.htm. Accessed October 15, 2003.

Continuing Medical Education Authors must submit 6
multiple-choice questions with answers.

Copyright Materials are accepted for exclusive publi-
cation in CNS Spectrums and become the property of
CNS Spectrums. Permission to reproduce material must
be obtained from the publisher.

Disclosure of Commercial and
Non-Commercial Interests

Authors must include a statement about all forms of sup-
port, including grant and pharmaceutical support, affilia-
tions, and honoraria received for past and present material.
Such information may, at the editor’s discretion, be shared
with reviewers. If the article is accepted for publication,
the editors will consult with the authors as to whether this
information should be included in the published paper.

Submission Checklist

(3 Original manuscript plus one copy, with cover letter
on author's letterhead

0 Copies of permission letters to reproduce previously
published and unpublished material

O A brief abstract of the article
O Six multiple-choice CME questions with answers

3 3-6 focus points that dictate the main focus of the
manuscript in bulleted format

O 3-6 learning objectives, which begin with an action
verb and specify what the reader should know after
reading the article

O Disk labeled with the word-processing program, title
of paper, and lead author’'s name

3 Names and affiliations of 3-5 potential peer reviewers
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Editorial Questionnaire

Your comments are important o us. This form provides you with the opportunity to express your opinions. Our goal
is to make CNS Spectrums your source for practical and clinical neuropsychiatric information. By filling out this
Questionnaire, you enable us to incorporate your views about our editorial content in future issues. Please fill out
this form in its entirety. Thank you.

Name (please print)

Address
City State ) Zip Code
E-mail Specialty Date

[ Fax: 212-328-0600. Mail: CNS SPECTRUMS, 333 Hudson Street, 7th Floor, New York, NY 10013 ]

1. On a scale of 1 to 5 (1=Poor, 5=Excellent), please indi- 3. Please describe your reading pattern for this issue:
cate your level of interest and/or satisfaction with the
editorial content in this issue.

ORIGINAL RESEARCH
01 gz O3 04 [Ib

[J Read cover to cover

[J Skimmed table of contents
[J Read select items of interest
] Skimmed text

REVIEW ARTICLES [J Did not read

01 02 O3 04 [@Os
CASE REPORT 4, ;)n a scalelgf 1to F:j(1=|r}gont1r?lege, StT]Cofrnprehensivfe),
—__D 1 02 03 D4 05 tr?i\sNi:\ézg? you describe the depth of coverage for
DEPARTMENTS 01 O2 O3 04 05
Trends in Psychopharmacology

b1 02 U3 04 OS5 5. Any other comments about CNS Spectrums’ edito-
Communique rial content, design, or overall usefulness?

01 002 [0»J3 D4 Ob
Clinical Updates in Neuropsychiatry

o1 02 O3 @O4 05
CME

01 02 O3 D4 [@O5

2. Which areas of neuropsychiatry would you like us to
cover in the future?

6. Please indicate your title:
[J Neurologist [J Psychiatrist

Please select any of the following complimentary educational materials you would like to receive:

CME-ACCREDITED CD-ROMs NON-CME-ACCREDITED CD-ROMs AND HYPERCDs®
O Incorporating Pharmacogenetics into Clinical Practice: [J Metabolism and the Mind: Individualize Drug Dosing
Reality of a New Tool in Psychiatry Based on Metabolic Profiling with the AmpliChip®
(1 Recognition and Treatment of Depression With or CYP450 Test
Without Comorbid Anxiety Disorders O Innovative Drug Delivery Systems in the Management
O Management of Painful Physical Symptoms of Anxiety
Associated with Depression and Mood Disorders CLINICAL POCKET REFERENCE GUIDES
[0 Differential Diagnosis of ADHD and Comorbid [JThe Black Book of Neuropathic Pain
Conditions s [0 The Black Book of Psychotropic Dosing and
[JAmyloid-Based Interventions in Alzheimer's Disease Monitoring—10™ Edition
(I Recent Advances in the Treatment and Management of OThe Black Book of Insomnia
Excessive Daytime Sleepiness [1The Black Book of Alzheimer's Disease—First
CME-ACCREDITED HYPERCDs® Edition
[0 Cholinesterease Inhibitors Across Stages of Dementia CJThe 2007 Guide to Psychotropic Drug Interactions
and Cognitive Impairments in the Elderly OThe Black Book of Attention-Deficit/Hyperactive
O Anxiety Disorders and Medical lilness: Risk Factors, Disorder
Effectiveness Trials, and Quality of Care
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BRIEF SUMMARY. See package insert for full prescribing information.

increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly pati d ia-related psychosi with
atypical antipsychotic drugs are at an increased tisk of death compared fo placebo. Analyses of sevemeen nlaeehn controlled trials
{modal duration of 10 weeks) inthese patients revealed a risk of deathin the drug-treated patients of between 1.6t0 1.7 times that seen
in placebo-treated patients. Over the course of a typical 10 week controlied rial, the rate of death in drug-treated patients was ahout
4.5%, compared to a rate of about 2.6% in the placebo group. Although the causes of death were varied, most of the deaths appeared
1o he either cardiovascular {e.g., heart failure, sudden death) or infectious {e.g., pneumonia) in nature. GEODON (ziprasidone) is not
approved for the treatment of patients with Dementia- Related Psyehnsrs

INDICATIONS—GEQDON Capsulesisi i te manic or mi isod with
bipotar disorder with or wmmnpsyemmn {eatures. GEODON® (ziprasidone mesyla\e) forInjestionis mﬂmz\eﬂ for acute agrtahwn in
schizophrenic patients.

information and i inthe Patient Laboralory Tests: Patients being considered
for GEODON treatment who are at risk of significant electrolyte disturbances should have baseline serum potassium and magnesium
meastirements, Low serum potassium and magnesium should be repleted before treatment. Patients who are started on diuretics during
GEODON therapy need periodic monitoring of serum potassium and magnesium. Discontinue GEODON in patients who are found to have
persistent QT measurements >500 msec (see WARNINGS). Drug Inferactions: (1) GEODON should not be used with any drug that prolongs
the QT interval. (2) Given the primary CNS effects of GEODON, cauition should be used when itis taken in combination with other centrally
acting drugs. {3) Because of its potential for inducing hypotension, GEODON may enhance the effects of certain antihypertensive agents.
(4) GEODON may antagonize the effects of levodopa and dopamine agonists. Effect of Other Drugs on GEQDON: Carbamazepine, 200 mg
bid for 21 days, resulted in a decrease of approximately 35% in the AUC of GEODON. Ketoconazole, a potent inhibitor of GYP3A4, 400 mg
qd for 5 days, increased the AUC and Cigx 0f GEGDON by about 35%-40%. Cimetidine, 800 mg gd for 2 days, did not affect GEODON
pharmacokinetics. Coadministration of 30 mL of Maaioxdid not affect GEODON phar ics. Population inetic analysis
of schrzophrenrc patientsin controlled clinical trials has nat revealed any clinically significant pharmacokinetic interactions with benztropine,

CONTRAINDICATIONS — QT Prolangation: Because of GEODON's dose-related prolongation of the QT interval and the association
of fatal arrhythmias with QT prolongation by some other drugs, GEODON is contraindicated in patients with a known history of QT
prolongation (mcludrng congenital long QT syndrome) with recent acute myocardial infarction, or with uncompensated heart failure (see
$).Ph ic studies between GEODON and other drugs that prolong thie QT interval have not been
performed. An additive effect of GEODON and other drugs that prolong the QT interval cannot be exclided. Therefore, GEODON should not
be given with dofetilide, sotalol, quinidine, other Class laand Ill anti-arrhythmics, mesoridazing, thioridazine, chlorpromazine, droperidol,
pimozide, sparfloxacin, gatifioxacin, moxifloxacin, halofantrine, mefloquine, idine, arsenic trioxide, levomethadyl acetate
mesylate, probucol, or tacrolimus. GEGDON is alse contraindicated with drugs that have demunstrated QT prolongation as one of their
pharmacodynamic effects and have this effect described in the full bing information as ion oraboxed or bolded waming
{see WARNINGS ). GEODON is di inindividuals with a known ity 1o the product. WARNINGS —increased
Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-related psychosis treated with atypical
antipsychotic drugs are at an increased risk of death compared to placebo. GEODON (ziprasidone) is not approved for the treatment
of patients with dementia-related psychosis (see Boxed Warning). Q7 Prolongation and Risk of Sudden Death: GEODON use should
be avoided in combination with other drugs that are known to prolong the QT interval. Additionally, clrmurans should fie alertto the
identification of other drugs that have been consistently ohserved to prolong the QT interval. Such di
GEODON. A study directly comparing the QT/QT,-prolonging effect of GEODON with several other drugs effective in the Ireatment ol
schizophrenia was conducted in patient volunteers. The mean increase in QT, from baseline for GEODON ranged from approximately
9to 14 msec greater than for four of the comparator drugs (risperidone, otanzapine, quetiapine, and haloperidol), but was
approximately 14 msac less than the prolongation observed forthioridazine. Inthis study, the effect of GEODON on QT lengthwas not
augmented by the presence of a metabolic inhibitor (ketoconazele 200 mg hid). In placebo-controlled trials, GEODON increased the
QT interval compared to placeba by approximately 10 msec at the highest recommended daily dose of 160 mg. In clinical trials the
electrocardiograms of 2/2988 (0.06%) GEGDON patients and 1/440 (0.23%) placebo patients revealed QT; intervals exceeding the
potentially clinically relevant threshold of 500 msec. in the GEODON patients, neither case suggested a role of GEODON. Some drugs
that prolong the QT/QT, interval have been associated with the occurvence of torsade de pointes and with sudden unexplained death.
The relationship of AT profongation to torsade de pointes is clearest for larger increases (20 msec and greater) but it is possible that
smaller QT/QT; prolongations may also increase risk, or increase it in susceptible individuals, such as those with hypokalemia,
hypomagnesemia, or genetic predisposition. Afthough torsade de pointes has nat been ohserved in association with the use of GEODON
atrecommended doses in premarketing studies, experience is too limited to rule out an increased risk. Astudy evaluating the QT/QT;
prolonging effect of intramuscular GEODON, with intramuscular haloperidol as a control, was conducted in patient volunteers. Inthe
irial, ECGs were obtained at the time of maximum plasma concentration following two injections of GEODON (20 mg then 30 mg) or
haloperidol (7.5 mg then 10 mg} given four hours apart. Note that a 30 mq dose of intramuscular GEGDON is 50% higher than the
recommended therapeutic dose. The mean change in QT from baseline was calculated for each drug using a sample-based correction
that removes the effect of heart rate on the QT interval. The mean increase in OT; from baseline for GEODON was 4.6 msec following
the firstinjection and 12.8 msec following the Second injection. The mean increase in QT; trom baseline for haloperidel was 6.0 msec
following the first injection and 14.7 msec following the second injection. In this study, no patient had a QT interval exceeding 500
msec. As with other antipsychotic drugs and placebo, sudden unexplained deaths have been reported in patients taking GEODON at
recommended doses. The premarketing experience for GEODON did not reveal an excess of mortality for GEODON comparedto other
antipsychotic drugs or placebo, but the extent of exposure was limited, especially for the drugs used as active controls and placebo.
Nevertheless, GEODON's larger prolongation of OT, Jength compared to several other antipsychotic drugs raises the possibility that
the risk of sudden death may be greater for GEODON than for other available drugs for treating schizephrenia. This possibility needs
{obe consideredin deciding among altemative drug products. Certain circumstances may increase the risk of the occurrence oftorsade
de pointes and/or sudden death in association with the use of drugs that praleng the QT; interval, including (1) bradycardia; (2)
hypokalemia or hypomagnesemia; (3) concomitant use of ather drugs that prolong the QT interval; and (4) presence of congenital
prolongation of the QT interval. GEODON should atso be avoided in patients with congenital long T syndrome and in patients with a
history of cardiac arrhythimias (see CONTRAINDICATIONS, and see Drug interactionsunder PRECAUTIONS). H is recommended that
patients being considered for GEODON treatment who are at risk for significant electrolyte disturbances, hypokalemia in particular,
have baseline serum potassium and magnesium measurements. Hypokalemia (and/or hypomagnesemia) may increase the risk of
QT prolongation and armvthmra Hypakalemra may resultfrom diuretic therapy, diarrhea, and other causes Patients with low serum

dically
monitor serum electrolytes in patients forwhom diuretic therapy is infroduced dunnn GEODON treatment. Persrslemly prolnnged OT,
Intervals may also ingrease the risk of further prolongation and arrhylhmia that
effectivein detecting such patients. Rather, GEODON should be avaid; with st illness,

lol, or | Effect of GEODON on Other Drugs: In vitro studies revealed little potential for GEODON to interfere with the
metabolism of drugs cleared primarily by CYP1A2, CYP2CS, CYP2G19, CYP206, and CYP3A4, and little potential for druginteractions with
GEODON due to displacement. GEODON 40 mg bid administered concomltantly wrlh IIthrum450 mg bid for 7 days did not aﬁecnhe steady-
state tevel or renal clearance of lithium. GEODON 20 mg bid did not affect the phar k of oral
contraceptives, ethinyl estradiol (0.03 mg) and levonorgestrel (0.15 mg). Consistent with in vitro results, astudy in normal heafthy votunteers
showed that GEODON did not alter the metabolism of dextrmnemphan a CYPZDB model substrate, to ns major metabollte dextrorphan.
There was no statisticaily significant change in the urinary d ratio. & Mu!aaenosrs
Impairment of Fertility: Lifetime carcinogenicity studies were conducted with GEODON in Long Evans rats and CO-1 mice. In male mice,
there was no increase in incidence of tumors refative to controls. In female mice there were dose-related increases in the incidences of
pituitary gland adenoma and carcinoma, and mammary gland adenocarcinoma at ali doses tested. Increases in serum prolactin were
observed ina 1-month dietary study in female, but not male, mice. GEODON had no effect on serum prolactin in rats in a 5-week dietary
study at the doses that were used inthe carcinogenicity study. The relevance for human risk of the findings of prolactin-mediated endocrine
tumors in rodents is unknown (see Hyperprolactinemia). Mutagenesis; There was a reproducible mutagenic response in the Ames assay
in one strain of S. typhimuriumin the absence of metabolic activation. Positive results were obtained in both the in vitro mammalian cell
gene mutation assay and the in vitro chromosomal aberration assay in human fymphocytes. mpg|rmem of Fertility: GEODON increased
time to copulation in Sprague-Dawley rats in two fertility and early embryonic d tudies at doses of 10t0 160 mg/kg/day (0.5to
§ times the MRHD of 200 mg/day on a mg/m? basts). Fertility rate was reduced at 160 mg/kg/day (8 times the MRHD on a mg/m* basis).
Therewas noeffect on fertility at 40 mg/kg/day (2 times the MRHD on a mg/mr” basis). The fertility of female rats was reduced. Pregnancy—
Pregnancy Category C: There are no adequate and well-controlled studies in pregnant women. GEODON should be used during pregnancy
onlyifthe potential benefit justifies the potential risk to the fetus. Labor and Delivery. The effect of GEODON on labor and delivery in humans
is unknown. Nursing Mothers: \tis not known whether, and if so in what amount, GEODON or its metabolites are excreted in human milk.
Itis recommended that women receiving GEODON should not breast feed. Pediatric Usa: The safety and effectiveness of GEODON in
pediatric patients have not been established. Gerfatric Use: Of the approximatety 4500 patients treated with GEODON in clinical studies,
2.4% (109) were 65 years of age or over. In general, there was no indication of any different tolerability for GEODON or of reduced clearance
of GEODON in the elderly compared to younger adults. Nevertheless, the presence of multipte factors that might increase the
pharmacodynamic response to GEODON Or GAUSE poorer tolerance or orthostasis, should lead to consideration of  lower starting dose,
slowertitration, and careful moni ial dosing period for some elderly patients. ADVERSE REACTIONS — Adverse Findings
Observed in Short-term, Placeho- Controfled Trals: The following findings are based on the short-term placebo-controlled premarketing
trials for schizophrenia (a pool of two 6-week, and two 4-week fixed-dose trials) and bipofar mania (a pool of two 3-week flexible-dose trials)
inwhich GEODON was administered in doses ranging from 10 to 200 mg/day. Adverse Evants Associated with Discontinuation:
Schizophrenia: Approximately 4.1% (29/702) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment
due to an adverse event, compared with about 2.2% (6/273) an placebo. The most common event associated with dropout was rash,
including 7 dropouts for rash among GEODON patients (1%) compared to n placebo patients (see PRECAUTIONS). Bipolar Mania:
Approximately 6.5% (18/279) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment due to an
adverse event, compared with about 3.7% (5/136) on placebo. The most common eventsassociated with dropout inthe GEODON-treated
patients kathisia, anxiety, dlzzrness dystonia, rashand vomiting, with 2d eachof GEODON
patients {1%) compared to one placebo patient each for dystonia and rash (1%) and no placebo patients for the remaining adverse events.
Adverse Events al an Incidence 25% and al Least Twice the Rafe of Piacebo: The most commonly observed adverse events associated
with GEODON in schizophrenia trials were somnolence (14%) and respiratory fractinfection (8%). The most commonly observed adverse
events associated with the use of GEODON in bipolar mania trials were somnolence {31%), extrapyramidal symptoms (31%), diziness
(16%), akathisia (10%), abnormal vision (6%), asthenia (6%), and vomiting (5%). The following list enumerates the treatment-emergent
adverse avents that occurred during acute therapy, including anly thase events that occurred in 2% of GEQDQN patients and ata greater
incidence than in placebo. Schizophrenia: Body as a Whoie—asthenia, accidental injury, chest pain. Cardigvascular—tachycardia.
Digestive—nausea, constipation, dyspepsia, diarrhea, dry mouth, anarexia. Nervoys—extrapyramidal symptoms, somnolence, akathisia,
dizziness. Respiratory— respiratory tract infection, rhinitis, cough increased. Skin and A —rash, fungal dermatitis. Special
Senses— abnormal vision. Bipolar Mania: Body as a Whole—headache, asthenia, accidental injury. Cardiovascular— hypertension.
Digestive—nausea, diarrhea, dry mouth, vomiting, increased salivation, tongue edema, dysphagia. Musculoskeletal—myaigia. Nervous—
somnolence, extrapyramidal symptoms, diziness, akathisia, anxiety, hypesthesia, speech disorder. Respiratory—pharyngitis, dyspnea.
Skin and Appendages—fungal dermatitis. Speciat Senses—abnormal vision. Dase Dependency: An analysis for dose response in the
schizophrenia trials revealed an apparent relation of adverse event to dose for the following: asthenia, postural hypotension, anorexia, dry
mouth, increased salivation, arthralgra anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rah, and abnormal vision.

o4, QT prolongation, recent acute myocardial infarction, um:umpensa\ed heartfailure, or cardiac amwthmra GEODON should be
discontinued in patients who are found to have persistent QT, measuremems >500 msec. Newroleptic Malignant Syndrome (NMS): A
potentially fatal symptom cor nplex imes referred toas drome (NMS) has been reported in association with
administration of antipsychotic drugs. Th 0f NMS should include: [¢)] immedate iscontinuation ofantipsychotic drugs and
other drugs not essential to concurrent therapy; (2) intensive symptomatic treatment and medical monitoring; and (3) treatment of any
concomitant serious medical problems for which specific treatments are available. |f a patient requires antipsychotic drug treatment after
recovery from NMS, the potential reintroduction of drug therapy should be carefully considered. The patient should be carefully monitored,
since recurrences of NMS have been reported. Tardive Dyskinesia {TD): A syndrome of potentially i ible, involuntary, dy
movements may develop in patients undergoing treatment with antipsychotic drugs. Although the prevalence of TD appears to be highest
among the elderly, especially elderly women, it is impossible to rely upor prevalence estimates to predict, at the inception of antipsychotic
treatment, which patients are likely to develop TD. If signs and symptoms of TDappearina patient on GEODON, drug discontinuation should
be considered. Hyperglycemia and Diabetes Meffitus:Hyperg) lated adverse events, imes sertous, have been reported in
patients treated with atypical antipsychotics. There have been few reports of hyperglycemia or diabetes in patients treated with GEODON,
and itis not known if GEODON is associated with these events. Patients treated with an atypical antipsychotic should be monitored for
symptoms of hyperglycemia. PRECAUTIONS — General: Rash: In premarketing triais, about 5% of GEODON patients developed rash
and/or urticaria, with discontinuation of treatment in about one-sixth of these cases. The occurrence of rash was dose related, although the
finding mightalso be explained by longer exposure in higher-tose patients. Several patients with rash had signs and

systemic iliness, e.g., elevated WBCs. Most patients improved promptly upon treatment with antrhrstammes or sterords and/or upon
discontinuation of GEODON, and all patients were reported to recover completely. Upon appearance of rash for hich 0y

PS): The incid reported EPSior GEODON panems inthe short- term placeb(rcontroiled schizophrenia
tr\alswas14“/nv58“/n10rplaeebo Objectively col fromthosetrials onthe Si Ar i the B Akathisia
Scale did not generally showa difference between GEODON and placebo. Vital Sign L‘Irangas GEODON is associated with orthostatic
hypotension {see PRECAUTIONS). Weight Gain: In short-term schizophrenia trials, the proportions of patients meeting a weight gain
criterion of 7% of body weight were compared, revealing a statistically significantly greater incidence of weight gain for GEODON patients
(10%) vs placebo patients (4%). A median weight gain of 0.5 kg was observed in GEODON patients vs 0.0 kg in placebo patients. Weight
gain was reported as an adverse event in 0.4% of both GEODON and placebo patients. During fong- -term therapy with GEODON, a
categorization of patients at baseline on the basis of body index (BMI) showed the greatest mean weigh highestincidence
of clinically significant weight gain (>7% of body weight) in patients with a low BMI (<23) compared to normal (23- 27) oroverwerght(>27)
patients. There was 2 mean weight gain of 1.4 kg for patients with a “low” baseline BMJ, 0.0 kg for patients with a “normal” BMi, and a 1.3
kg mean weight loss for patients with a “high” BMI. ECG Changes: GEODON is associated with anincrease in the QT, interval {see
WARNINGS). In schizophrenia trials, GEODON was assaciated with ameanincreasein heart rate of 1.4 beats per minute comparedtoa0.2
beats per minute decrease among placebo patients. Other Advarse Events Observed During the Premarketing Evaluation of GEODON;
Frequent adverse events are those occurring in at least 1/100 patients; infrequent adverse events are those occurring in 1/1001 /1000
patients; rare events are those occurring in fewer than 1/1000 patients. Schizophrenia: Body as a Whole— Frequentabdominal pain, fu
syndrome, fever, actidentalfall, face edera, chils, ph itvity reaction, flank pain, ypothermia, motor vehicle accident. Cardiovascular
System— Frequent: h ural h "bradycardia, angina pectoris, atrial fibrillation; Rare: first-
degree AV block, bundle branch block, phlebitis, pulmunary embolus, cardmmegaly cerebral infarct, cerebrovascular accident, deep
thrombophlebitis, myocarditis, thrombophlebitis. Digestive System — Frequent: anorexia, vemiting; Infrequent: rectal hemorrhage,

hagia, tongue edema;, Rare: gum hemorrhage, jaundice, fecal impaction, gamma glutamyl transpeptidase increased, hematemesis,

cannot beidentified, GEODON should be discontinued. Qrthostatic Hypotension: GEODON may induce

with diziness, tachycardia, and, in some patients, syncope, especially during the initial dose-titration period, probably reflectrng itsay-
adrenergic antagonist pruperties. Syncope was reported in 0.6% of GEODON patients, GEODON should be used with particular cautionin
patients with known cardiovascular disease (history of myocardiat infarction or ischemic heart disease, heart failure or conduction
abnormaiities), cerebrovascular disease or conditions that would predispose patients to hypotension (dehydration, fiypovolemia, and
treatment with antihypertensive medications). Seizures: In clinical trials, seizures occurred in 0.4% of GEODON patients. There were
coﬂoundmg factors that may have contributed to seizures in many of these cases. As with other antipsychotic drugs, GEODON should be

ic jaundice, hepatitis, hepatornegaly, leukoptakia of mouth, fatty liver deposit, melena ing— Rare: hypothyroidism,
hyperthyroidism, thyroiditis. Hemic and Lymphatic System— nfrequent anemia, is, leukopenia, eosinophilia,
lymphadenopathy; Rare:thrombocytopenia, hyp h i, lymphedema, polycythemia,
thrombocythemia. Metabolic and Nutritional Disordars — infrequent: thirst, transaminase increased, peripheral edema, hypergiycemia,
creatine phosphokinase increased, alkaline phosphatase increased, hypercholesteremia, dehydration, lactic denydrogenase increased,
albuminuria, hypokalemia; Rare: BUN increased, creatinine rncreased hyperllpemla hypocholesteremra hyperkalemla hypochloremra

lyin patients with a history of seizures or with conditions that potentially lower the seizure threshold, eg Alzheimer's dementia.

Conditions that lower the seizure threshold may be more prevalem ina populatron 0f 65 years or oider. Dysphagia. F

and aspiration have been with hotic drug use. ia is acommon cause of morbidity and mortality in
elderly patients, in particular those with atvanced Alzheimer's dememra and GEODON and other antipsychotic drugs should be used
cautiously in patients at risk for aspiration pneumonia. {See also Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients
with Dementia-Retated Psychosis). Hyperprolactinemia; As with other drugs that antagonize dopamine D, receptors, GEODON elevates
profactin levels inhumans. Tissue culture expenmems rndrcate that approximately one third of human breast cancers are prolactin dependent

invitro, afactor of potential i gsis comemplated in apatrent with prevrouslydeteded breastcancer.
Neither clinical studies nor eprdemrologlc stud|es conducted todate ion of this class
of drugs and ideredtoa limitedto b lusive at this time. Potentiat for Cognitive
and Motor Impairment: Somnolence was acommonly reported adverse eventin GEODON patients. Inthe 4- and 6 placeho-controlled

hypoglycemra hyponatremra hypoproteinemia, gtucose tolerance gou
hypogly reaction, h ketosis, resp y alkalosis. usgu oskel ela Sy,srem—Frequenr mya!gra
dysmotility ; - Rare: myopathy, Nervgu§8y§tem Frequentagitation, midal tremor, dystonia, i

dyskinesia, hostilty, twitching, b confusion, vertigo, ia, hyperkinesia, abnormal gait, oculogyric crisis, hypesthesla,
ataxia, aminesia, cogwheel ngrdrty delirium, hypotonia, akinesia, dysarthria, withdrawal syndrome, buccoglossal syndrome,choreoathetosis,
diplopia, incoordination, neuropathy; /nfrequent: paralysis; Rare:myoclonus, nystagmus, torticollis, circumoral paresthesia, opisthotonos,
reflexes increased, trismus. Respiratory System — Frequent:dyspnea; /nfrequent: pneumonia, epistaxis; Rare: hemoptysis, laryngismus.
Skin and Appendages— Infrequent: maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, contact dermatitis,
vesiculobullous rash. Special Senses—Frequent: fungal dermatms Inlrequent conjunctivitis, dry eyes, tinnitus, blepharitis, cataract,
photophobia; Aare: eye hemorrhage, visualfield defect, keratitis, keratocon;unctlvms I m —Infrequentimpotence, abnormal

lation, amenorrhea, female tactation, polyuria, urinary retention, metrorrhagia, male sexual dysfunction,
; Rare; gynecomastia, vagrnai hemorrhage, nocturia, oliguria, female sexual dysfunction, uterine hemorrhage.

trials, somnolence was reported in 14% of GEGDON patients vs 7% of placebo patients. Somnolence led to discontinuation in 0.3% of
patients in short-term clinical trials. Since GEQDON has the potential to impair judgment, thinking, or motor skills, patients should be
cautioned about performing activities requiring mental aleriness, such as operating a motor vehicle {including automobiles) or operating
hazardous machinery until they are reasonably certain that GEODON therapy does not affect them adversely. Priapism: One case of priapism
was reported in the premarketing database. ture Requlation: Although not reported with GEODON in premarketing triais,
disruption of the body’s ability to reduce core body temperature has been attributed to antipsychotic agents. Suicide: The possibility of a
suicide attempt is inherent in psychatic illness and close supervision of high-risk patients should accompany drug therapy. GEQDON
prescriptions should be written for the smaliest quantity of capsules consistent with good patient management to reduce overdose risk.

liness; Clinical experience with GEODON in patients with certain concomitant syst islimited.

Adverse Fmdmy Observed inTrials ofintramuscular GEODON: Inthese studies, the most commonly observed adverse events associated
with the use of intramuscutar GEODON (25%) and observed ata rate on intramuscular GEODON (in the higher dose groups) at least twice
that of the Jowest intramuscular GEODON group were headache (13%), nausea (12%), and samnolence (20%). Adverse Events at an
Incidence >1% in Short-Term Fixed-Dose Intramuscutar Trials: The following list enumerates the treatment-emergent adverse events
that occurred in 21% of GEODON patients (in the higher dose groups) and at feast twice that of the lowest intramuscular GEODON group.

BodyasaWhole—headache, injectionsite parn asthenia, abdominal pain, flu syndrome, back pain. Cardiovascular—postural hypotension,
hypartension, bradycardia, vasodilation. Digestive—nausea, rectal hernarehage, diarrhea, vomiting, dyspapsia, anatexia, constipation,
tooth disorder, dry mouth. Nervggg—drzzrness anxiety, insomnia, somnolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,

gwheel rigidity, paresthesia, personality disorder, psychosis, speech disorder. Regpiratgry—rhinitis. $Skin and Appendages—

Usgin Patients with Goncomitant linegs;

GEODON has not been evaluated or used toany appreciable extent in patients with a recent history of myocardial infarction or unstable heart
disease. Patignts with these diagnoses were excluded from premarketing clinical studies. Becausg of the risk of QT prolongation and
orthostatic hypotension with GEODON, caution should be observed in cardiac patients (see QT Prolongation and Risk of Sudden Deathin
WARNINGS and Qrthostatic Hypotension in PRECAUTIONS). Information for Patients: To ensure safe and effective use of GEODON, the

furunculosis, sweating. Urogenital—dysmenarrhea, priapism. DRUG ABUSE AND DEPENDENCE— Controlied Subslance Class:
GEQODON s nota controlled substance. OVERDOSAGE— In premarketing trials in over 5400 patients, accidentaf or intentional overdosage
of GEODON was documented in 10 patients. Al patients survived without sequelae. Inthe patienttaking the largest confirmed amount (3240
mg}, the anly symptoms reported were minimal sedation, slurring of speech, and transitory hypertension (8P 200/75).

References: 1. Daniel DG, Potkin SG, Reeves KR, Swift RH, Harrigan EP. Intramuscular (IM) Ziprasidone 20 mg is effective in reducing acute agitation associated with psychosis: a double-blind, randomized trial.
Psychopharmacology. 2001 155:128-134. 2. Brook S, Walden J, Benattia I, Siu CO, Romano SJ. Ziprasidone and hatoperidol in the treatment of acute exacerbation of schizophrenia and schizoaffective disorder: comparison
of intramuscular and oral formulations in a 6-week, randomrzed blinded-assessment study. Psychopharmacology. 2005;178:514-523. 3. Lesem MD, Zajecka JM, Swift RH, Reeves KR, Harrigan EP. Intramuscular ziprasidone,

2 mg versus 10 mg, in the short-term management of agitated psychotrc patients. J Clin Psychiatry. 2001
with intramuscular haloperidot in the treatment of acute psychosis. J Clin Psychiatry, 2000;61:933-941

62:12-18. 4. Brook S, Lucey JV, Gunn KP, for the lerasrdone IM Study Group Intramuscular ziprasidone compared
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Control acute agitation with

GEODON

for Injection (ziprasidone mes)lofe
*

In schizophrenia. ..

Rapid improvement with low EPS'?

* Significant control achieved between 15 and 30 minutes™ after injection'”
* Proven advantages over haloperidol IM

— twice the improvement as measured on the BPRS"'

— significantly lower incidence of movement disorders®

e Smooth transition, with continued improvement, from IM to oral therapy®*
e May be used concomitantly with benzodiazepines

*In 2 pivotal studies vs control, significance was achieved at 15 minutes (with 10 mg dose) and 30 minutes (with 20 mg dose), respectively.
'In a 7-day, open-label IM-to-oral transition study.
*In a 6-week, open-label IM-to-oral transition study.

GEODON

Oral Capsules /mpras idone HCl|
and Injection (ziprosidone mesylofe

Elderly patients with dementia-related psychosis treated with atypical antipsychotic drugs are at an increased risk of death
compared to placebo. GEODON is not approved for the treatment of patients with dementia-related psychosis.

GEODON is contraindicated in patients with a known history of QT prolongation, recent acute myocardial infarction,
or uncompensated heart failure, and should not be used with other QT-prolonging drugs. GEODON has a greater capacity to prolong
the QT interval than several antipsychotics. In some drugs, QT prolongation has been associated with torsade de pointes,
a potentually fatal arrhythmia. In many cases this would lead to the conclusion that other drugs should be tried first.

In fixed-dose, pivotal studies, the most commonly observed adverse events associated with the use of GEODON for Injection (incidence
>5%) and observed at a rate in the higher GEODON dose groups (10 mg, 20 mg) of at least twice that of the lowest GEODON dose group
(2 mg control) were somnolence (20%), headache (13%), and nausea (12%).

Please see brief summary of prescribing information on adjacent page.
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