
Lithium or Valproate) 
Ziprasidone should be administered at an ini�al 
daily dose of 40mg twice daily with food. The dose 
may then be increased to 60mg or 80mg twice 
daily on the second day of treatment and 
subsequently adjusted on the basis of tolerance 
and efficacy within the range 40mg-80mg twice 
daily.

USE IN SPECIFIC POPULATIONS 
P r e g n a n c y : 
Pregnancy Category C
In animal studies ziprasidone demonstrated 
developmental toxicity, including possible teratogenic 
effects at doses similar to human therapeu�c 
doses. When ziprasidone was administered to 
pregnant rabbits during the period of organogenesis, 
an increased incidence of fetal structural abnormali�es 
(ventricular septal defects and other cardiovascular 
malforma�ons and kidney altera�ons) was observed 
at a dose of 30mg/kg/day.

Nursing Mothers 
It is not known whether ziprasidone or its metabolites 
are excreted in human milk. It is recommended that 
women receiving ziprasidone should not 
breas�eed. 

Pediatric Use 
The safety and effec�veness of ziprasidone in 
pediatric pa�ents have not been established.

WARNING & PRECAUTIONS
• Increased Mortality in Elderly Pa�ents with
 Demen�a-Related Psychosis
• QT Prolonga�on and Risk of Sudden Death
• Neurolep�c Malignant Syndrome (NMS)
• Drug Reac�on with Eosinophilia and Systemic  
 Symptoms (DRESS)
• Tardive Dyskinesia
• Hyperglycemia and Diabetes Mellitus
• Orthosta�c Hypotension
• Leukopenia, Neutropenia, and Agranulocytosis
• Seizures
• Dysphagia
• Hyperprolac�nemia
• Poten�al for Cogni�ve and Motor Impairment
• Priapism

ADVERSE EFFECTS
Somnolence, respiratory tract infec�on, hypertonia, 
dystonia, dyskinesia, tremor, dizziness, abnormal 
vision, asthenia, vomi�ng, cons�pa�on, dyspepsia, 
orthosta�c, hypotension. 

DRUG INTERACITON
• Carbamazepine
 Carbamazepine is  an inducer of CYP3A4;
 administra�on of 200 mg twice daily for 21 days
 resulted in a decrease of approximately 35% in
 the AUC of ziprasidone. This effect may be
 greater when higher doses of carbamazepine  
 are administered.

• Ketoconazole 
 Ketoconazole, a potent inhibitor of CYP3A4, at a
 dose of 400mg QD for 5 days, increased the AUC
 and Cmax of ziprasidone by about 35-40%. Other
 inhibitors of CYP3A4 would be expected to have
 similar effects. 

CONTRAINDICATIONS 
• In pa�ents with a known history of QT prolonga�on
 (including congenital long QT syndrome) 
• In pa�ents with recent acute myocardial   
 infarc�on 
• In pa�ents with uncompensated heart failure 
• Ziprasidone is contraindicated in individuals with
 a known hypersensi�vity to the product.

STORAGE
Store below 30°C. 
Protect from light, heat & moisture.
Keep out of reach of children.

PRESENTATION
Ziprawin (Ziprasidone HCl) 20mg Capsule: 
Pack of 5’s in Alu-Alu blister.
Ziprawin (Ziprasidone HCl) 40mg Capsule: 
Pack of 20’s in Alu-Alu blister.
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COMPOSITION
Ziprawin 20mg  Capsule 
Each capsule cona�ns: Ziprasidone HCl (USP) 
equivalent to Ziprasidone ….......................… 20mg

Ziprawin 40mg  Capsule 
Each capsule cona�ns: Ziprasidone HCl (USP) 
equivalent to Ziprasidone ……....................... 40mg

DESCRIPTION
Ziprasidone is a psychotropic agent that is chemically 
unrelated to phenothiazine or butyrophenone 
an�psycho�c agents.Ziprasidone hydrochloride 
monohydrate is 5-[2-[4-(1,2benzisothiazol-3-yl)-1- 
piperazinyl]ethyl]-6- chloro- 1, 3-dihydro-2H-in-
dol-2-one, monohydrochloride, monohydrate. The 
empirical formula is C21H21ClN4OS· HCl · H2O and its 
molecular weight is 467.42.

Ziprasidone’s antagonism of histamine H1 
receptors may explain the somnolence observed 
with this drug. Ziprasidone’s antagonism of α1 
-adrenergic receptors may explain the orthosta�c 
hypotension observed with this drug.

Pharmacokinetics
Absorption
Ziprasidone is well absorbed a�er oral administra-
�on, reaching peak plasma concentra�ons in 6 to 8 
hours. The absolute bioavailability of a 20mg dose 
under fed condi�ons is approximately 60%. The 
absorp�on of ziprasidone is increased up to 
two-fold in the presence of food. 

Distribution
Ziprasidone has a mean apparent volume of 
distribu�on of 1.5L/kg. It is greater than 99% 
bound to plasma proteins, binding primarily to 
albumin and α1-acid glycoprotein. 

Metabolism and Elimination
Ziprasidone is extensively metabolized a�er oral 
administra�on with only a small amount excreted 
in the urine (<1%) or feces (<4%) as unchanged 
drug. Ziprasidone is primarily cleared via three 
metabolic routes to yield four major circula�ng 
metabolites, benzisothiazole (BITP) sulphoxide, 
BITP-sulphone, ziprasidone sulphoxide, and 
S-methyldihydroziprasidone. Approximately 20% 
of the dose is excreted in the urine, with 
approximately 66% being eliminated in the feces.

INDICATIONS
• Schizophrenia
• Bipolar I  Disorder (Acute Mixed or Manic  
 Episodes and Maintenance Treatment as an
 Adjunct to Lithium or Valproate).

DOSAGE AND ADMINISTRATION
Schizophrenia 
Ziprasidone HCl Capsules should be administered 
at an ini�al daily dose of 20mg twice daily with 
food. Efficacy in schizophrenia was demonstrated 
in a dose range of 20mg to 100mg twice daily in 
short-term, placebo-controlled clinical trials. 
There were trends toward dose response within 
the range of 20mg to 80mg twice daily, but results 
were not consistent. An increase to a dose greater 
than 80mg twice daily is not generally 
recommended. The safety of doses above 100mg 
twice daily has not been systema�cally evaluated 
in clinical trials.
Bipolar I Disorder (Acute Mixed or Manic Episodes 
and Maintenance Treatment as an Adjunct to

CLINICAL PHARMACOLOGY
Mechanism of Action 
The mechanism of ac�on of ziprasidone, as with 
other drugs having efficacy in schizophrenia, is 
unknown. However, it has been proposed that this 
drug’s efficacy in schizophrenia is mediated 
through a combina�on of dopamine type 2 (D2) 
and serotonin type 2 (5HT2) antagonism. As with 
other drugs having efficacy in bipolar disorder, the 
mechanism of ac�on of ziprasidone in bipolar 
disorder is unknown. 

Pharmacodynamics 
Ziprasidone exhibited high in vitro binding affinity 
for the dopamine D2 and D3, the serotonin 5HT2A, 
5HT2C, 5HT1A, 5HT1D, and α1-adrenergic receptors and 
moderate affinity for the histamine H1 receptor. 
Ziprasidone func�oned as an antagonist at the D2, 
5HT2A, and 5HT1D receptors, and as an agonist at the 
5HT1A receptor. Ziprasidone inhibited synap�c 
reuptake of serotonin and norepinephrine. 
Antagonism at receptors other than dopamine and 
5HT2 with similar receptor affini�es may explain 
some of the other therapeu�c and side effects of 
ziprasidone.
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