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ZELDOX®

Capsules

NAME OF THE MEDICINAL PRODUCT
ZELDOX®

QUALITATIVE AND QUANTITATIVE COMPOSITION
Capsules containing ziprasidone hydrochloride monohydrate equivalent to 40, 60 or 80 mg

Ziprasidone.

PHARMACEUTICAL FORM

Ziprasidone is available as capsules for oral administration:

40 mg - No. 4 blue capsules, marked “Pfizer” and ZDX 40

60 mg - No. 3 white capsules, marked “Pfizer” and ZDX 60

80 mg - No. 2 blue/white capsules, marked “Pfizer” and ZDX 80

CLINICAL PARTICULARS

Therapeutic indications

Schizophrenia

Ziprasidone is indicated for the management of schizophrenia and other psychotic
disorders, and for maintenance of clinical improvement and prevention of relapse during

continuation therapy.

Bipolar Mania

Ziprasidone is indicated for the treatment of manic or mixed episodes associated with
bipolar disorder and as an adjunct to lithium or valproate for the maintenance treatment of
bipolar disorder (based on the double-blind randomization, 127 subjects were treated with

ziprasidone and 112 subjects were treated with placebo in 6 months period).

Posology and method of administration

For oral use. Capsules should be taken with food and swallowed whole without chewing,
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crushing or opening beforehand.

Use in adults

Schizophrenia and bipolar mania

The recommended initial dose is 40 mg twice daily, to be taken with food (see section 5.2
Pharmacokinetic properties). Daily dosage may subsequently be adjusted on the basis of
individual clinical status up to a maximum of 80 mg twice daily. If indicated, the maximum

recommended dose may be reached as early as Day 3 of treatment.

Maintenance treatment (as an adjunct to lithium or valproate)

Continue treatment at the same dose on which the patient was initially stabilized, within
the range of 40 mg - 80 mg twice daily with food. Patients should be periodically

reassessed to determine the need for maintenance treatment.

Use in children

Safety and effectiveness in children under 18 years have not been established.

Use in the elderly

Generally, no dosage adjustment is required in elderly patients (65 years and over).

Use in renal impairment

No dosage adjustment is required in patients with renal impairment.

Use in hepatic impairment
In patients with mild to moderate hepatic insufficiency, lower doses should be considered.
There is a lack of experience in patients with severe hepatic insufficiency and ziprasidone

should be used with caution in this group (see section 5.2 Pharmacokinetic properties).

Use in smokers

No dosage adjustment is required in patients who smoke.

Contraindications
Ziprasidone is contraindicated in patients with:
® Known hypersensitivity to ziprasidone or any of the excipients;

® Known QT-interval prolongation including congenital long QT syndrome;
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® Recent myocardial infarction;
® Uncompensated heart failure;
® Cardiac arrhythmias requiring treatment with Class IA and Ill antiarrhythmic drugs (see

section 4.4 Special warnings and precautions for use).

Special warnings and precautions for use
QT Interval

Ziprasidone causes a mild to moderate prolongation of the QT interval.

In the pre-marketing clinical trials database, the incidence of QTc prolongation above
500 msec was 3 in a total of 3,266 (0.1%) in ziprasidone-treated patients and 1 in a total

of 538 (0.2%) in placebo-treated patients.

Some drugs including Class IA and Il antiarrhythmics that prolong the QT interval greater
than 500 msec have been associated with the rare occurrence of torsade de pointes, a

life-threatening arrhythmia (see section 4.3 Contraindications).

There have been rare post-marketing reports of torsade de pointes in patients with
multiple confounding risk factors taking ziprasidone. A causal relationship with ziprasidone

has not been established.

Ziprasidone should be used with caution in patients with the following risk factors, which
can increase the risk for occurrence of this arrhythmia:

® Bradycardia;

® FElectrolyte imbalance;

® Concomitant use with other drugs that prolong QT.

If cardiac symptoms suggestive of arrhythmias are observed or reported during treatment,
then appropriate cardiac diagnostics should be performed. If the QTc interval is greater
than 500 msegc, it is recommended that treatment be stopped (see section 4.3

Contraindications).

Venous Thromboembolism
Cases of venous thromboembolism (VTE) have been reported with antipsychotic drugs.

Since patients treated with antipsychotics often present with acquired risk factors for VTE,
3
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all possible risk factors for VTE should be identified before and during treatment with

ziprasidone and preventive measures undertaken.

Neuroleptic Malignant Syndrome

Neuroleptic Malignant Syndrome (NMS), a potentially fatal complex, has been reported in
association with antipsychotic drugs, including ziprasidone. If a patient develops signs and
symptoms indicative of NMS, or presents with unexplained high fever without additional

clinical manifestations of NMS, all antipsychotic drugs must be discontinued.

Severe Cutaneous Adverse Reactions

Drug reaction with eosinophilia and systemic symptoms (DRESS) has been reported with
ziprasidone exposure. DRESS consists of a combination of three or more of the following:
cutaneous reaction (such as rash or exfoliative dermatitis), eosinophilia, fever,
lymphadenopathy and one or more systemic complications, such as hepatitis, nephritis,

pneumonitis, myocarditis, and pericarditis.

Other severe cutaneous adverse reactions, such as Stevens-Johnson syndrome, have

been reported with ziprasidone exposure.

Severe cutaneous adverse reactions are sometimes fatal. Discontinue ziprasidone if

severe cutaneous adverse reactions occur.

Tardive Dyskinesia
There is a potential for ziprasidone to cause tardive dyskinesia and other tardive
extrapyramidal syndromes after long-term treatment. If signs and symptoms of tardive

dyskinesia appear, dose reduction or discontinuation of ziprasidone should be considered.

Falls

Antipsychotic drugs (which includes ziprasidone) may cause somnolence, postural
hypotension, and motor and sensory instability, which could lead to falls and,
consequently, fractures or other injuries. For patients with diseases, conditions, or
medications that could exacerbate these effects, a fall risk assessment should be
completed when initiating antipsychotic treatment and recurrently for patients on long-term

antipsychotic therapy.
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Seizures

Caution is recommended when treating patients with a history of seizures.

CNS Drugs/Alcohol
Given the primary CNS effects of ziprasidone, caution should be used when it is taken in
combination with other centrally acting agents, including alcohol and drugs acting on the

dopaminergic and serotonergic systems.

Increased Mortality in Elderly Patients with Dementia-related Psychosis

Elderly patients with dementia-related psychosis have been shown to be at an increased
risk of death and/or potentially, cerebrovascular adverse events compared with placebo
when treated with some antipsychotic drugs. Study data with ziprasidone in the treatment
of elderly patients with dementia are insufficient to conclude whether or not there is an
increased risk of death with ziprasidone versus placebo in this patient population.
Ziprasidone is not approved for the treatment of elderly patients with dementia-related

psychosis.

Priapism
Cases of priapism have been reported with antipsychotic use, including ziprasidone. This
adverse reaction, as with other psychotropic drugs, did not appear to be dose-dependent

and did not correlate with the duration of treatment.

Hyperprolactinemia

As with other drugs that antagonize dopamine D2 receptors, ziprasidone may elevate
prolactin levels. Disturbances, such as galactorrhea, amenorrhea, gynecomastia, and
impotence have been reported with prolactin-elevating compounds. Long-standing
hyperprolactinemia when associated with hypogonadism may lead to decreased bone

density.

Interactions with medicinal product and other forms of interaction
Class IA and Il antiarrhythmic drugs (see section 4.3 Contraindications and section 4.4

Special warnings and precautions for use - QT interval).

Concomitant use with other drugs that prolong QT interval (see section 4.4 Special

warnings and precautions for use - QT interval).
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CNS drugs/alcohol (see section 4.4 Special warnings and precautions for use - CNS

drugs/alcohol).

Effect of ziprasidone on other drugs

Using human liver microsomes, ziprasidone demonstrated no inhibitory effect on CYP1A2,
CYP2C9 or CYP2C19. The concentration of ziprasidone required to inhibit CYP2D6 and
CYP3A4 in vitro is at least 1000-fold higher than the free concentration that can be

expected in vivo.

Dextromethorphan — Consistent with in vitro results, a study in normal healthy volunteers
showed that ziprasidone did not alter the CYP2D6 mediated metabolism of

dextromethorphan to its major metabolite, dextrorphan.

Oral contraceptives — Ziprasidone administration results in no significant change to the
pharmacokinetics of estrogen (ethinyl estradiol, a CYP3A4 substrate) or progesterone

components.

Lithium — Co-administration of ziprasidone has no effect on the pharmacokinetics of

lithium.

Protein binding — Ziprasidone extensively binds to plasma proteins. The in vitro plasma
protein binding of ziprasidone was not altered by warfarin or propranolol, two highly
protein bound drugs, nor did ziprasidone alter the binding of these drugs in human
plasma. Thus, the potential for drug interactions with ziprasidone due to displacement is

unlikely.

Effects of other drugs on ziprasidone
In vitro and animal data suggest that ziprasidone may be a P-glycoprotein (P-gp)

substrate. The in vivo relevance for humans remains unknown.

Ketoconazole (400 mg/day), a potent inhibitor of CYP3A4, which also inhibits P-gp,
produced an increase of approximately 35% in ziprasidone exposure (AUC and Ca)-
Since ziprasidone is a substrate of CYP3A4 and induction of CYP3A4 and P-gp is related,

co-administration with inducers of CYP-3A4 and P-gp, such as carbamazepine, rifampin
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and St. John’s Wort could cause decreased concentrations of ziprasidone.

Carbamazepine 200 mg twice daily, an inducer of CYP3A4, produced a decrease of 36%

in ziprasidone exposure.

Cimetidine, a non-specific CYP inhibitor, did not significantly affect ziprasidone

pharmacokinetics.

Antacid — Multiple doses of aluminium and magnesium-containing antacids did not affect

the pharmacokinetics of ziprasidone.

Fertility, pregnancy and lactation

Use in pregnancy

No studies have been conducted in pregnant women. Women of childbearing potential
receiving ziprasidone should therefore, be advised to use an appropriate method of
contraception. Neonates exposed to antipsychotic drugs during the third trimester of
pregnancy are at risk for extrapyramidal and/or withdrawal symptoms following delivery.
There have been reports of agitation, hypertonia, hypotonia, tremor, somnolence,
respiratory distress and feeding disorder in these neonates. Ziprasidone should be used
during pregnancy only if the potential benefit to the mother outweighs the potential risk to

the fetus (see section 5.3 Preclinical safety data).

Use in lactation
There are no adequate and well-controlled studies in lactating women. Limited data
indicate that ziprasidone is excreted into breast milk at very low levels. Patients should be

advised not to breastfeed if they are receiving ziprasidone.

Fertility
There are no adequate and well-controlled studies in women and men exposed to

ziprasidone.

Contraception - Women of childbearing potential receiving ziprasidone should be advised

to use an appropriate method of contraception.
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4.7 Effects on ability to drive and use machines

Ziprasidone may cause somnolence. Patients should be cautioned about operating

hazardous machinery, including automobiles, until they are reasonably certain that

ziprasidone does not affect them adversely.

4.8 Undesirable effects

Table 1: ADRs by SOC and CIOMS frequency category listed in order of decreasing

medical seriousness within each frequency category and SOC.

System Organ | Very Common Uncommon Rare Very Frequency
Class Common 21/100 to 21/1,000 to 21/10,000to | Rare Not Known
21/10 <1/10 <1/100 <1/1,000 <1/10,000 | (cannot be
estimated
from
available
data)
Immune Hypersensitivity*
system
disorders
Endocrine Hyperprolactinemia*
disorders
Psychiatric Insomnia*® Mania*a, Nervousness,
disorders Agitation*, Libido decreased
Anxiety
Nervous Somnolence, | Dystonia®, Syncope*, Neuroleptic
system Headache Extrapyramidal | Grand mal malignant
disorders disorder*, convulsion, syndrome?®,
Tardive Ataxia, Serotonin
dyskinesia*, Hyperkinesia, syndrome*®,
Dyskinesia, Speech disorder Facial droop*
Hypertonia,
Akathisia,
Tremor,
Dizziness,
Sedation*
Eye disorders Visual Oculogyric crisis®
impairment

Cardiac

disorders

Tachycardia*

Torsade de

pointes*
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System Organ | Very Common Uncommon Rare Very Frequency
Class Common 21/100 to 21/1,000 to 21/10,000to | Rare Not Known
21/10 <110 <1/100 <1/1,000 <1/10,000 | (cannot be

estimated
from
available
data)

Vascular Orthostatic, VTE**

disorders hypotension*

Respiratory, Laryngospasm®

thoracic and

mediastinal

disorders

Gastrointestinal Vomiting, Dysphagia®,

disorders Constipation, Tongue oedema®,
Nausea, Tongue disorder®
Salivary
hypersecretion,
Dry mouth,
Dyspepsia
Skin and Rash* Drug reaction
subcutaneous with
tissue disorders eosinophilia

and systemic

symptoms
(DRESS)*,
Angioedema*
Musculoskeletal Muscle rigidity | Torticollis®
and connective
tissue disorders
Renal and Urinary Urinary
urinary incontinence*, retention,
disorders Urinary hesitation Enuresis*
Reproductive Male sexual Galactorrhea®, Priapism*
system and dysfunction Gynecomastia,
breast Amenorrhea
disorders
General Asthenia, Malaise
disorders and Fatigue*
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System Organ | Very Common Uncommon Rare Very Frequency
Class Common 21/100 to 21/1,000 to 21/10,000to | Rare Not Known
21/10 <110 <1/100 <1/1,000 <1/10,000 | (cannot be
estimated
from
available
data)
administration
site conditions
Investigations Weight Electrocardiogram
decreased®, QT interval
Weight prolonged*
increased*

* ADR identified post-marketing

a hypomania included; frequency not known

P Acute dystonic reactions

* Antipsychotic medication class effect

Pediatric Population

In the placebo-controlled clinical trials in bipolar disorder (ages 10-17 years), the most

frequent adverse reactions (reported with a frequency >10%) were sedation, somnolence,

headache, fatigue, dizziness, nausea, vomiting, and decreased appetite and

extrapyramidal disorders. In a placebo-controlled schizophrenia trial (ages 13-17 years),

the most frequent adverse reactions (reported with a frequency >10%) were somnolence

and extrapyramidal disorder.

The pediatric safety profile of ziprasidone was similar to the adult profile, except for an

increased incidence of sedation and somnolence in pediatric patients.

Ziprasidone was associated with a mild to moderate dose-related prolongation of the QT

interval in pediatric clinical trials similar to that seen in the adult population.

4.9 Overdose

Experience with ziprasidone overdosage is limited. The largest confirmed single ingestion

is 12,800 mg. In this case, extrapyramidal symptoms and a QTc interval of 446 msec (with

no cardiac sequelae) were reported. In overdose cases in general, the most commonly

10
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reported symptoms are extrapyramidal symptoms, somnolence, tremor, and anxiety.

There is no specific antidote to ziprasidone. In cases of acute overdosage, establish and
maintain an airway and ensure adequate ventilation and oxygenation. Gastric lavage (after
intubation, if patient is unconscious) and administration of activated charcoal, together with
a laxative, should be considered. The possibility of obtundation, seizures or dystonic
reaction of the head and neck following overdose may create a risk of aspiration with
induced emesis. Cardiovascular monitoring should commence immediately and should
include continuous electrocardiographic monitoring to detect possible arrhythmias. Given
the high protein binding of ziprasidone, hemodialysis is unlikely to be beneficial in the
treatment of overdose. Close medical monitoring and supervision should continue until the

patient recovers.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Receptor binding studies

Ziprasidone has a high affinity for dopamine type 2 (D,) receptors and substantially higher
affinity for serotonin type 2, (5HT,,) receptors. Ziprasidone also interacts with serotonin
5HT,¢, 5HT,p and 5HT,, receptors where its affinities for these sites are equal to or
greater than its affinity for the D, receptor. Ziprasidone has moderate affinity for neuronal
serotonin and norepinephrine transporters. Ziprasidone demonstrates moderate affinity for
histamine H,- and alpha;-receptors. Antagonism at these receptors has been associated
with somnolence and orthostatic hypotension, respectively. Ziprasidone demonstrates
negligible affinity for muscarinic M;-receptors. Antagonism at this receptor has been

associated with memory impairment.

Receptor functional studies
Ziprasidone has been shown to be an antagonist at both serotonin type 2, (5HT,4) and
dopamine type 2 (D,) receptors. It is proposed that the antipsychotic activity is mediated,

in part, through this combination of antagonist activities.

Ziprasidone is also a potent antagonist at 5SHT,; and 5HT,p receptors, a potent agonist at

the 5HT,, receptor and inhibits neuronal reuptake of norepinephrine and serotonin.

Human PET studies
11
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At 12 hours following a 40 mg oral dose of ziprasidone, receptor blockade was greater
than 80% for 5HT,, and greater than 50% for D, using positron emission tomography

(PET).

Further information from clinical trials

In a double-blind comparative study, metabolic parameters including weight, fasting levels

of total cholesterol, triglycerides, insulin and an insulin resistance (IR) index were
measured. In patients receiving ziprasidone, no significant changes from baseline were

observed in any of these metabolic parameters.

Results of a large post—-marketing safety study
A randomized post—approval study of 18,239 patients with observational follow-up for
1 year was conducted to determine whether ziprasidone’s effect on the QTc interval is

associated with an increased risk of non-suicide mortality in patients with schizophrenia.

This study, which was conducted in naturalistic clinical practice settings, showed no
difference in the rate of non-suicide mortality between ziprasidone and olanzapine

treatments.

The SAEs related to psychiatric disorders in ziprasidone group were higher than in the

olanzapine group (12.7% versus 8.6%).

In a double-blind study of ziprasidone plus adjunctive lithium or valproate, ziprasidone was

well tolerated during the trial. The most common adverse events are such as somnolence,

akathisia, and tremor. The effect of ziprasidone on the QTc value and the change in QTc

was similar to other trials in which ziprasidone was administered as a monotherapy.

Pharmacokinetic properties
Following oral administration of multiple doses of ziprasidone with food, peak serum
concentrations typically occur 6 to 8 hours post-dose. Ziprasidone demonstrates linear

kinetics over the therapeutic dose range of 40-80 mg twice daily in fed subjects.

The absolute bioavailability of a 20 mg dose is 60% in the fed state. The absorption of
ziprasidone is reduced by up to 50% when ziprasidone is administered under fasting

conditions.

12
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Twice daily dosing generally leads to attainment of steady-state within three days.

Systemic exposures at steady-state are related to dose.

At steady-state, the mean terminal elimination half-life of ziprasidone is about 6.6 hours
following oral dosing. Mean systemic clearance of ziprasidone administered intravenously
is 7.5 mL/min/kg and the volume of distribution is approximately 1.5 L/kg. Ziprasidone is
extensively bound (>99%) to plasma proteins and its binding appears to be independent of

concentration.

Ziprasidone is extensively metabolized after oral administration with only a small amount
(<1%) excreted in urine or feces (<4%) as unchanged drug. Ziprasidone is primarily
cleared via three metabolic routes to yield four major circulating metabolites,
benzisothiazole piperazine (BITP) sulphoxide, BITP sulphone, ziprasidone sulphoxide and
S-methyldihydroziprasidone. Approximately 20% of the dose is excreted in urine, with
approximately 66% being eliminated in feces. Unchanged ziprasidone represents about

44% of total drug-related material in serum.

Ziprasidone is primarily metabolized by two pathways: reduction and methylation to
generate S-methyldihydroziprasidone which accounts for approximately two-thirds of the
metabolism, and oxidative metabolism accounting for the other third. In vitro studies using
human liver subcellular fractions indicate that S-methyldihydroziprasidone is generated in
two steps. These studies indicate that the first step is mediated primarily by chemical
reduction by glutathione as well as by enzymatic reduction by aldehyde oxidase. The
second step is methylation mediated by thiol methyltransferase. In vitro studies indicate
that CYP3A4 is the major cytochrome P450 catalyzing the oxidative metabolism of

ziprasidone.

Ziprasidone, S-methyldihydroziprasidone, and ziprasidone sulphoxide, when tested in vitro,
share properties which may predict a QTc-prolonging effect. S-methyldihydroziprasidone is
mainly eliminated by fecal excretion and CYP3A4 catalyzed metabolism. The sulphoxide is

eliminated through renal extraction and by secondary metabolism catalyzed by CYP3A4.

In a phase | trial, the CYP3A4 inhibitor ketoconazole (400 mg/day) increased the serum

concentrations of ziprasidone by <40%. The serum concentration of

13
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6.2

S-methyldihydroziprasidone, at the expected T, Of ziprasidone, was increased by 55%

during ketoconazole treatment. No additional QTc prolongation was observed.

No clinically significant differences in the pharmacokinetics of ziprasidone in young and

elderly male or female subjects were observed following oral administration.

Pharmacokinetic screening of patients treated orally has not revealed any significant

pharmacokinetic differences between smokers and non-smokers.

No marked differences in the pharmacokinetics of oral ziprasidone have been observed in
patients with moderate to severe impairments in renal function as compared to subjects
with normal renal function. It is unclear whether serum concentrations of the metabolites

are increased in these patients.

In mild to moderate impairment of liver function (Child-Pugh A or B), the serum
concentrations of ziprasidone after oral administration were 30% higher and the terminal

half-life was about two hours longer than in normal subjects.

Preclinical safety data

Preclinical safety data on ziprasidone revealed no special hazard for humans based on
conventional studies of safety pharmacology, genotoxicity, and carcinogenic potential. In
reproductive studies in rats and rabbits, ziprasidone has shown no evidence of
teratogenicity. Adverse effects on fertility and increased numbers of pups born dead,
decreased pup weights and delayed functional development were observed at doses that
caused adverse effects suggestive of maternal toxicity (e.g., sedation, decreased body
weight gain). Increased perinatal mortality and delayed functional development of offspring
occurred at maternal plasma concentrations extrapolated to be similar to the maximal

concentrations in humans given therapeutic doses.

PHARMACEUTICAL PARTICULARS
List of excipients
Lactose monohydrate, pregelatinized maize starch, magnesium stearate, gelatin, titanium

dioxide, indigotin.

Incompatibilities
14
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None known

6.3 Shelf-life

Please see details on carton.

6.4 Special precautions for storage

Ziprasidone capsules should be stored below 30°C.

7. MARKETING AUTHORISATION HOLDER
Viatris (Thailand) Limited

LPD Revision No.: 19.1
LPD Date: July 27, 2022

Country: Thailand
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Qs 6 1 1 a o 1 va J U = dz
ldsudszlomiudatinela ansdaauguanazuusinatnilndfaaunithedionnsdiu
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Ziprasidone ﬁﬂ’n&lﬁa@@ﬁﬁ]ﬂﬂﬁ?’u (affinity) AL dopamine type 2 (D,) receptor §1 UaZAUNL
serotonin type 2, (5HT,,) Iuizﬁuﬁlgdmﬂﬂiﬁ ziprasidone #984WaG8 serotonin 5HT,c
5HT,;, WAz 5HT,, receptor 94 ziprasidone ﬁmwﬁagmﬁﬁ]z{uﬁu receptor LRENILYINTTLWS
11NN D, receptor  ziprasidone ﬁﬂaﬁuﬁag@ﬁﬂzﬁuﬁu neuronal serotonin LA
norepinephrine transporter Tuszaudunans ziprasidone ﬁm’mﬁdg@‘ﬁﬁ]zﬁ'ﬂﬁb histamine
H4- Was alpha,-receptor JAULUNAY %Gﬂﬁiﬁﬁmm%% receptor L%ﬁﬁﬁﬁﬂﬂﬁﬂﬁﬁ@ﬂﬁﬂﬁ
daauamm:mwu@?’u@ﬁ'wmzqﬂfuﬁu (orthostatic hypotension) ANBGL Ziprasidone L&
Iﬁl,ﬁud’]ﬁm’]uﬁogmﬁam"’un"’u muscarinic M-receptor $2841n 81NNIANNITLNNIB

v a v o ~A kg
RUNUSAUNIAUONTN receptor %

NNSANBINININ A receptor
< o @ A . .
ziprasidone LLamNaLﬂummuf}‘nﬁﬁ serotonin type 2, (5HT,,) receptor Lazdopamine type
] v 1 n; e a 1 $ Qs v n; {
2 (D,) receptor S’fiaﬁgLauafnqmmﬁﬂmﬂmﬁmmwﬁammﬂmﬂﬂummuqmﬁ

receptor LA

-5 L= v er 1 s ~a Q€
ziprasidone H9LIuAIFIUINTNNANNUIIFIGE 5HT,c Uaz 5HTyp receptor Ludnaiunns
2EN9NNAE 5HT 4, receptor WazgLgINaAUNaUNUa8Us28n (neuronal reuptake) Va4

norepinephrine LAY serotonin

m3Ans1laan13vin Positron Emission Tomography (PET) 1%&14:1:}&7
NNNNTIALay PET WUT1 12 T2 LN9anadnshAen ziprasidone 4@ 40 Un. 5HT, receptor
andanuunnnin 80% uaz D, receptor andanuunnnit 50%

TaNANAANIINNIIANBIIIBNWARHN

nnndnsuuundeaainni 2 madisufisuiuean lasasiag metabolic parameter
A v 4 o LY [ a a . . .

Byldun ¥mniin 326 total cholesterol lasndimalsd ugiu uaz insulin resistance (IR)

. A ' X A v . . ' . A '
index 1189081%13 Wuinlugilef ld3uen ziprasidone #1 metabolic parameter ta#az laj

o @ '

A oA &
LﬂﬂEluLL‘]_]adaf;l’]dllw;la’]ﬂtyﬁ]’mﬂﬂwug’m

HAaNISANEIAMNUAANIRAIINYIINIIININY
MIANBULUFURAIIN mvl,@'f%'uagl,u”ﬁ Iupjj”ﬂa g lunIAn BTN 18,239 T

a a o . Aa a = AV v o XA ]
WIBULNeuny olanzapine NN sENAaauNaLdwIa 1 T Vlmmmmmwag’swamaa
ziprasidone (31%3% 9,120 T#) 60 QTc interval BWAFIBLNBITINUNTILANANLTLIVDS

A Ao Al [l L a 1 s W a = g;é |
ﬂ']iLﬁEl‘]j’]@I"ﬂ’mﬁ’]L%@lﬂhﬂ‘ﬁm@ﬁﬂﬂﬂ’ﬁ‘lﬂ@n@ﬂﬂl%ﬁdﬂ')ﬂﬁ]@n.ﬂﬂ INMIAN DI
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5.2

nmsdn il fUdundnaly (naturalistic clinical practice setting) liwuauuaneslu

é’m’m’mﬁm%%mnmm@;ﬁ"l,&%l,ﬁmnﬂﬂwah@”m’]mszw ziprasidone NU olanzapine

o ot 1 R €¢=l' A o o 6 o A a a 1 . .
mmummﬂuwoﬂs:aoﬂwgmwmawwuﬁﬂum’mN@ﬂﬂmmawwulumg‘w ziprasidone

(12.7%) ¥1NNIINGY olanzapine (8.6%)

NIANHINNTLTEN Ziprasidone 20N lithium %38 valproate ;&”ﬂmwu@iam Ziprasidone
vl = &a . . A ' YR < a A o
VL@@] mmﬂwwaﬂnmmwumﬂm ziprasidone ‘Yl‘W‘]JiJElEJVL@LLﬂ JWUa EJ’]ﬂ’]i‘LNVLZJ@](ﬂ‘Y] A%

Iudu navasendad QTe JanuaaaafInwAuNSANE1aunlT ziprasidone tduaden

wa Y 6
AMANLANLNTBIARATTNS
I@Uﬂﬂﬁix@”ﬂmgaq@lmﬁawﬁamﬁuﬂs:mu ziprasidone #a18ATIGABLHBY (Mmultiple
doses) Wiawam13 agfl 6-8 TaluInadlaiue ziprasidone uaaIIaUAAATIIWEUATI

(linear kinetics) luzwmamfldinmaa 40 - 80 wn. Fuaz 2 a33 ludihefldivamis

AhefTudszmuanmauazldsue ziprasidone 2u1a 20 an. 2zdiA absolute
bioavailability U838L¥INAL 60% migcﬂe?m ziprasidone Lﬁﬁg&i’ﬁdmﬂa@awuﬁa 50% L@
sudssmuenluaniziinemeaneainig

M3lAEIua 2 939 launa luvinlvendsszaunasnanele 3 7 szauilusramanasn

¥ o .
YWNUVWIA LT LA

AILAULNAIN ALaRBad terminal elimination half-life Va4 ziprasidone A3z 6.6
T LUIRAITUUTEMUEN ALade systemic clearance BAIAALIINLFULADAGIYINAL 7.5 Na./
wIfi/nA. @1 volume of distribution U5zt 1.5 Aa3/nn. ziprasidone 3UAULYUsAUluwaIENN

U 1 |&/ Qs v v
l@@ann @nnin 99%) laslaidunuanuitutuuaden

#8991N3ULIzNULN ziprasidone udendiulngjazgniuavalad landonissdwiuion
ngnianaannedaaiz (daunin 1%) wiagaan: (Heunii 4%) luguflawfsuudas

AR Ao o a AdA o v a A Ao @ o v
wauedgunsand 3 i ldiAawaveladlunszualafandan 4 6a laud
benzisothiazole piperazine (BITP) sulphoxide, BITP sulphone, ziprasidone sulphoxide L.82
S-methyldihydroziprasidone gngniaannItaazUszaNmh 20% UAZDNTLNIGINTE
U3z010u 66% VIVWIALINITULTEN1U ziprasidone lugﬂﬁ"l,ajLﬂﬁﬂuuﬂaaﬁagﬂszmm 44%
238 ulsznauNNEINUENNInNa UG5y
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Ziprasidone dulwagniuanualaduiiu 2 auaunanan : 2 lu 3 vauuauaffuaziu
YUIUANT reduction ke methylation @&15 S-methyldihydroziprasidone 8n1 11 3 wadLuan
YRS NZHIUVLINMT oxidative  nmsanunlunasanasssianenlaglsEudiuemasau
ﬂjadu‘ldflsm( (human liver subcellular fractions) WU S-methyldihydroziprasidone ‘g]ﬂai”’ml’m
2 Juaan Fenmsanmunsinaasliiini suaeuwusnidutuaaunanAAaINILINIT
chemical reduction I@]Elglutathione LBWLALINUNITAAVUIBANT enzymatic reduction lag

aldehyde oxidase PUAUN 2 LAAINNVLIBNNT methylation 1@ thiol methyltransferase

o <&

nMIan lunaaananesnuin CYP3A4 tulaw o cytochrome P450 NdAtyTaL34

[

(catalyse) LWANLBATNLL oxidation U89 Ziprasidone

NnNsAnElunasanaaad Qmauﬂ@ﬁﬁi’mﬁumao ziprasidone, S-methyl-
dihydroziprasidone LLaz ziprasidone sulphoxide 813¥in18 QTc-prolonging effect 16 s-
methyl-dihydroziprasidone musl,mngﬂﬁﬁ@‘[@ﬂgmﬁJaaﬂ‘maq’%msmazmmuaﬁ%uﬁgﬂLs'o
8 CYP3A4 sulphoxide gnindalasusanmalauaziuamuedfuiddysasasuiuazgn
139628 CYP3A4

namsanwnlu phase | WU ketoconazole (W1 400 un.Aa3) Sadusaduss CYP3A4
RN NUTNT U89 ziprasidone ludsudnin 40% Tuszninefisnenaasen ketoconazole ¢
ATt Ul S S-methyl-dihydroziprasidone 1RR3" 55% o LaAANATIIANUTITY
U84 ziprasidone ﬁdi:ﬁugdq@ ldwuf QTc prolongation RuLA

v a

ALNFTIRUAFAIVEY ziprasidone ﬁﬁ@%’uﬂizmﬂuﬂum}wma KE9078) Jne WIaRwd

ql 2

Tifenuuandranunmenifinasgnalivedany

MIATIIAANTINILNFTINUAFATVRIEN ziprasidone THaTULTzMUlUH oAguywIny
' A A | (% | > A a ~ [ &
Vl,mguqmvl,uumwmmnmanuamauuummy Wl USoUN UL RTIRUANFATVDILN
. . A o X A ° ' =< o o A
ziprasidone THATUL TN Mgm m"l@mmumwsaaﬂmﬂmamgmmﬂummaumw%
9uUn@ wuIn L TauuLane1IN e NTALY 89 lUNTILLTAIIANUTUTWlwETU a9

. W .
Lumua"lavﬂupdmm%mﬁmmu%%a"lu

15



LPD Title: Ziprasidone hydrochloride

LPD rev no.: 19.1

LPD Date: July 27, 2022

Country: Thailand

Reference: CDS ver: 19.0; dated: April 16, 2021

5.3

6.2

6.3

6.4

Mauiin1sinasunwsadszabsawisl 1 unad (Child-Pugh A or B) s2aLANNTNT LYY
. . o o o £ : . . .
ziprasidone %adiuﬂizmu‘luﬁingwu 30% WaA terminal half-life 9z 1w

osavaIUnAUTTNh 2 TY.

Payanulaaananawn1s@nBImMaakn
ﬁagammﬂaa@ﬁbﬁaumsﬁﬂmmoﬂ§ﬁﬂ°?i"l,@i”’anﬂﬂ’ﬁﬁﬂiﬂ'1ﬁ5vl,ﬂ°naamé’ﬁmnﬁ’mmm
Usaans muiuiudawugnisy minausis Vlaiwm'wmftﬁé’ummﬂuﬁmwiawgwﬁ
mifinmwadansiuRulunguaznazes lawuii ziprasidone vlwiianindzy lu
swamnfinalfifaUfAseliRedszasd SaoratananfannzRndaus (15w 92980 wazms
RNV EIaA89) wu'j'n,ﬁ@Naé’u"l,;iﬁaﬂi:mﬁ@iamsﬁuW”%fl,l,a:ﬁﬂ'mﬁm"’mmgﬂ
FasnensuIniia ﬁmﬁfﬂgﬂﬁmfmmLLazﬂ’ﬁw’“@uu’mﬁﬁN’]wada’i‘mz"ﬁﬁm WudnsAa
MINEIZARINAREA uazHawMIhausesaisazlugndaithas e nututuueseln

1 =)

WRIFUIVDIA) LL;jﬁmmsmwhﬁ'um']uL?Tu“ﬁugaqmaamluugwﬁﬁvléﬁ'umﬂumm@mﬁhm

IYAZLDYAN AT NITN
dmisznavdnlnansu
lactose monohydrate, pregelatinised maize starch, magnesium stearate, gelatin, titanium

dioxide, Indigotin

Y o [ o A
ﬂ'J']&Jl&JL‘iI']ﬂ%ﬂ‘iJﬂ']@l'Jﬁ)%

1ﬁﬁﬁé§a

angan

Iﬂi@]@i’lﬂﬂilﬁﬂ@ﬂuﬂdaﬂ

[ o @ A [
fdamrszatduntaslwn1siiuen
AYLAL Ziprasidone TiaLALTA Vlﬁﬁqm%{]ﬁ@‘hﬂ’h 30°C
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