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1. EHNETORETRKR
Zarontin & LCT LB F o, ¥ — HFE T7I7U0A XU ¥, TALTUR ALV T, =a—
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THRFEESN TV D,

(Martindale 38th ed. 2014)

2. BB T DEERIEIFHR
VEWRICEET SBANMER (A —RX S UTHE)

F—A TV T AR D Drugs which have caused, are suspected to have
[ZARONTIN caused or may be expected to cause, an increased
Pfizer Australia Pty Ltd, incidence of human fetal malformations or irreversible
2016 4 2 A1 damage. These drugs may also have adverse

pharmacological effects. Accompanying texts should

be consulted for further details.

<BZE . Hin. EF. RIGFCET LHEE>
KEERASCEICRBWO T FDA SHEOT#HIZ R VWA, TWARNINGS] & TPRECAUTIONS] IZIX Fatot#
N5, EERZICOVWTHEE L LT 5,

Parke-Davis Div
of Pfizer Inc,
2015 4% 12 A ]

HiH FLHIAA
KE O SCGE WARNINGS
[ZARONTIN
(ethosuximide) | Usage in Pregnancy
solution:

Ethosuximide crosses the placenta.

Reports suggest an association between the use of anticonvulsant drugs by women with
epilepsy and an elevated incidence of birth defects in children born to these women. Data are
more extensive with respect to phenytoin and phenobarbital, but these are also the most
commonly prescribed anticonvulsants; less systematic or anecdotal reports suggest a possible

similar association with the use of all known anticonvulsant drugs.

Cases of birth defects have been reported with ethosuximide. The reports suggesting an
elevated incidence of birth defects in children of drug-treated epileptic women cannot be
regarded as adequate to prove a definite cause and effect relationship. There are intrinsic
methodological problems in obtaining adequate data on drug teratogenicity in humans; the
possibility also exists that other factors, e.g., genetic factors or the epileptic condition itself,
may be more important than drug therapy in leading to birth defects. The great majority of
mothers on anticonvulsant medication deliver normal infants. It is important to note that
anticonvulsant drugs should not be discontinued in patients in whom the drug is administered
to prevent major seizures because of the strong possibility of precipitating status epilepticus
with attendant hypoxia and threat to life. In individual cases where the severity and frequency
of the seizure disorder are such that the removal of medication does not pose a serious threat to
the patient, discontinuation of the drug may be considered prior to and during pregnancy,
although it cannot be said with any confidence that even minor seizures do not pose some

hazard to the developing embryo or fetus.
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The prescribing physician will wish to weigh these considerations in treating or counseling
epileptic women of childbearing potential.
Ethosuximide is excreted in human breast milk. Because the effects of ethosuximide on the
nursing infant are unknown, caution should be exercised when ethosuximide is administered to
a nursing mother. Ethosuximide should be used in nursing mothers only if the benefits clearly
outweigh the risks.
PRECAUTIONS
Pregnancy
To provide information regarding the effects of in utero exposure to Zarontin, physicians are
advised to recommend that pregnant patients taking Zarontin enroll in the (NAAED)
Pregnancy Registry. This can be done by calling the toll free number 1-888- 233-2334, and must
be done by patients themselves. Information on the registry can also be found at the website:
http://www.aedpregnancyregistry.org/.
See WARNINGS.

J[E oD SPC 4. Clinical particulars

(Zarontin Syrup

250mg/ 5ml : 4.6 Fertility, pregnancy and lactation

Pfizer Limited,

2014 7 H Pregnancy
Ethosuximide crosses the placenta. Reports suggest an association between the use of other
anticonvulsant drugs by women with epilepsy and an elevated incidence of birth defects in
children born to those women. Cases of birth defects have been reported with ethosuximide.
The prescribing physician should weigh the benefit versus risk of ethosuximide in treating or
counselling epileptic women of childbearing potential.
Breast-feeding
Ethosuximide is excreted in breast milk. Because the effects of ethosuximide on the nursing
infant are unknown, caution should be exercised when ethosuximide is administered to a
nursing mother. Ethosuximide should be used in nursing mothers only if the benefits clearly
outweigh the risks. Breast feeding is best avoided.
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oo FLENE
KE OYFT SCE PRECAUTIONS
[ZARONTIN
(ethosuximide) Pediatric Use

Safety and effectiveness in pediatric patients below the age of 3 years have not been
established. (See DOSAGE AND ADMINISTRATION section.)

DOSAGE AND ADMINISTRATION

Zarontin is administered by the oral route. The initial dose for patients 3 to 6 years of age
is one teaspoonful (250 mg) per day; for patients 6 years of age and older, 2 teaspoonfuls
(500 mg) per day. The dose thereafter must be individualized according to the patient's
response. Dosage should be increased by small increments. One useful method is to
increase the daily dose by 250 mg every four to seven days until control is achieved with
minimal side effects. Dosages exceeding 1.5 g daily, in divided doses, should be
administered only under the strictest supervision of the physician. The optimal dose for
most pediatric patients is 20 mg/kg/day. This dose has given average plasma levels within
the accepted therapeutic range of 40 to 100 mcg/mL. Subsequent dose schedules can be

based on effectiveness and plasma level determinations.

Zarontin may be administered in combination with other anticonvulsants when other
forms of epilepsy coexist with absence (petit mal). The optimal dose for most pediatric
patients is 20 mg/kg/day.

H:[E D SPC

(Zarontin Syrup
250mg/ 5ml : Pfizer
Limited, 2014 47 H)

4. Clinical particulars

4.2 Posology and method of administration

For oral use.

Adults, the Elderly and Children over 6 Years:

Start with a small dose - 500mg (2 X 5ml) daily with increments of 250mg every five to
seven days until control is achieved with 1000 - 1500 mg daily. Occasionally 2000 mg in

divided doses may be necessary.

Children aged 0-6 years:
Begin with a daily dose of 250 mg (5ml) and increase the dose gradually by small
increments every few days until control is achieved. The optimal dose in most children is

20mg/kg/day. The maximum dose should be 1000 mg.

Effective plasma levels of ethosuximide normally lie between 40 and 100 mcg per ml, but
the clinical response should be the criteria for the regulation of the dosage. The half-life of
ethosuximide in the plasma is more than 24 hours but the daily dose if large is more

comfortably divided between morning and evening.

Older children and adults will normally take ethosuximide in capsule form.

Currently available clinical trial data regarding the use of ethosuximide in the paediatric

population are described in section 5.1
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4.4 Special warnings and precautions for use
Autoimmune Disorders

Cases of systemic lupus erythematosus have been reported with the use of ethosuximide.
The physician should be alert to this possibility. Additionally, lupus-like reactions have
been reported in children given ethosuximide. They vary in severity from systemic
immunological disorders, which include the nephrotic syndrome, to the asymptomatic
presence of antinuclear antibodies. The nephrotic syndrome is rare and a complete

recovery has usually been reported on drug withdrawal
5. Pharmacological properties
5.1 Pharmacodynamic properties

In a double-blind, randomized trial of 20 week duration in 453 children aged 2.5 to 13
years old with newly diagnosed childhood absence epilepsy, the efficacy, tolerability, and
neuropsychological effects of ethosuximide, valproic acid, and lamotrigine as monotherapy
in childhood absence epilepsy were investigated. Those treated with either ethosuximide
or valproic acid had higher freedom-from-failure rates (53% and 58%, respectively) than
those given lamotrigine (29%; odds ratio with ethosuximide vs. lamotrigine, 2.66; 95%
confidence interval [CI], 1.65 to 4.28; odds ratio with valproic acid vs. lamotrigine, 3.34;
95% CI, 2.06 to 5.42; P<0.001 for both comparisons). In both prespecified and post hoc
analyses, ethosuximide resulted in fewer attentional effects as compared with valproic
acid (at week 16 and week 20, the percentage of subjects with a Confidence Index score of
0.60 or higher in the Conners' Continuous Performance Test was greater in the valproic
acid group than in the ethosuximide group (49% vs. 33%; odds ratio, 1.95; 95% CI, 1.12 to
3.41; P=0.03) and the lamotrigine group (49% vs. 24%; odds ratio, 3.04; 95% CI, 1.69 to
5.49;P<0.001).

5.2 Pharmacokinetic properties

Ethosuximide is given by mouth. It is completely and rapidly absorbed from the
gastrointestinal tract. Peak serum levels occur 1 to 7 hours after a single oral dose.
Ethosuximide is not significantly bound to plasma proteins and therefore the drug is
present in saliva and CSF in concentrations that approximate to that of the plasma.
Therapeutic concentrations are in the range of 40 to 100 micrograms/ml. Ethosuximide is
extensively metabolised to at least 3 plasma metabolites. Only between 12% and 20% of
the drug is excreted unchanged in the urine. The elimination half life of ethosuximide is

long, 40 to 60 hours in adults and 30 hours in children.
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