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[LITHOBID (Lithium Carbonate,
USP), Extended - Release Tablets
300mg, ANI Pharmaceuticals,
Inc., 202042 H ]

Hi i RLAN A
KIE DA SCH INDICATIONS

LITHOBID® (lithium carbonate) is indicated in the treatment of
manic episodes of Bipolar Disorder. Bipolar Disorder, Manic (DSM-
IV) is equivalent to Manic Depressive illness, Manic, in the older
DSM-II terminology. LITHOBID® is also indicated as a
maintenance treatment for individuals with a diagnosis of Bipolar
Disorder. Maintenance therapy reduces the frequency of manic
episodes and diminishes the intensity of those episodes which may
occur.

Typical symptoms of mania include pressure of speech, motor
hyperactivity, reduced need for sleep, flight of ideas, grandiosity,
elation, poor judgment, aggressiveness, and possibly hostility.
When given to a patient experiencing a manic episode, lithium may
produce a normalization of symptomatology within 1 to 3 weeks.

DOSAGE AND ADMINISTRATION

Acute Mania

Optimal patient response can usually be established with 1800
mg/day in the following dosages:

ACUTE MANIA
Morning Afternoon | Nighttime
LITHOBID® 3 tabs 3 tabs
Extended-Release Tablets! (900 mg) (900 mg)

1 Can also be administered on 600 mg TID recommended dosing
interval.

Such doses will normally produce an effective serum lithium
concentration ranging between 1.0 and 1.5 mEq/L. Dosage must be
individualized according to serum concentrations and clinical
response.

Regular monitoring of the patient's clinical state and of serum
lithium concentrations is necessary.

Serum concentrations should be determined twice per week during
the acute phase, and until the serum concentrations and clinical
condition of the patient have been stabilized.
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Long-Term Control

Desirable serum lithium concentrations are 0.6 to 1.2 mEq/L which
can usually be achieved with 900 to 1200 mg/day. Dosage will vary
from one individual to another, but generally the following dosages
will maintain this concentration:

LONG-TERM CONTROL

Morning Afternoon | Nighttime

LITHOBID® 2 tabs 2 tabs
Extended-Release Tablets! | (600 mg) (600 mg)

1 Can be administered on TID recommended dosing interval up to
1200 mg/day.

Serum lithium concentrations in uncomplicated cases receiving
maintenance therapy during remission should be monitored at
least every two months. Patients abnormally sensitive to lithium
may exhibit toxic signs at serum concentrations of 1.0 to 1.5
mEq/L. Geriatric patients often respond to reduced dosage, and
may exhibit signs of toxicity at serum concentrations ordinarily
tolerated by other patients. In general, dose selection for an elderly
patient should be cautious, usually starting at the low end of the
dosing range, reflecting the greater frequency of decreased hepatic,
renal, or cardiac function, and of concomitant disease or other drug
therapy.

Important Considerations

+ Blood samples for serum lithium determinations should be
drawn immediately prior to the next dose when lithium
concentrations are relatively stable (i.e., 8 to 12 hours after
previous dose).

Total reliance must not be placed on serum concentrations alone.
Accurate patient evaluation requires both clinical and laboratory
analysis.

H[E DSPC

(Lithium Carbonate Essential
Pharma 250 mg film-coated
tablets, Essential Pharma Ltd,
202049 H)

4.Clinical particulars
4.1 Therapeutic indications

The treatment and prophylaxis of mania, manic-depressive illness
and recurrent depression, and the treatment of aggressive or self-
mutilating behaviour.

4.2 Posology and method of administration

Lithium carbonate has a narrow therapeutic window. The dose
required for treatment must be titrated and adjusted on the basis
of regular monitoring of the serum concentration (see section 4.4).
Lithium therapy should not be initiated unless adequate facilities
for routine monitoring of plasma concentrations are available. On
initiation of treatment, plasma therapy concentrations should be
measured weekly until stabilisation is achieved, then weekly for
one month and at monthly intervals thereafter.

Additional measurements should be made if signs of lithium
toxicity occur, on dosage alteration, development of significant
intercurrent disease, signs of manic depressions or depressive
relapse and if significant change in sodium or fluid intake occurs.
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More frequent monitoring is required if patients are receiving any
drug treatment that affects renal clearance of lithium e.g. diuretics
and NSAID (see sections 4.4 and 4.5). As bioavailability may vary
between formulations, should a change of preparations be made,
blood levels should be monitored weekly until restabilisation is
achieved.

Toxic symptoms are usually associated with concentrations
exceeding 1.5 mmol/l and levels above 1.5mmol/l should be avoided.
In the event of toxicity, lithium should be withdrawn immediately.

Withdrawal:

If lithium is to be discontinued for other reasons particularly in
cases of high doses, the dose should be reduced gradually over a
suitable period of time, e.g. 2 weeks, to prevent the risk of relapse.

Posology

Lithium carbonate 250 mg tablets are usually administered
according to a twice daily regimen. When lithium levels have
stabilised, a once daily regimen may be preferred.

Acute mania’

Adults: Treatment should be initiated in hospital where regular
monitoring of plasma lithium levels can be conducted. The dosage
of lithium carbonate should be adjusted to produce a plasma
lithium level between 0.6 and 1.0 mmol/l 12 hours after the last
dose. The required plasma lithium level may be achieved in one of
two ways but, whichever is adopted, regular estimations must be
carried out to ensure maintenance of levels within the therapeutic
range. For consistent results it is essential that the blood samples
for plasma lithium estimations are taken 12 hours after the last
dose of lithium.

1. 1,000-1,500 mg of lithium carbonate are administered daily for
the first five days. A blood sample for plasma lithium estimation is
taken 12 hours after the last dose on the fifth day, and the dosage
of lithium carbonate is adjusted to keep the plasma lithium level
within the therapeutic range. Subsequently, regular plasma
lithium estimations must be carried out and, where necessary, the
dosage of lithium carbonate adjusted accordingly. The precise
initial dose of lithium should be decided in the light of the age and
weight of the patient; young patients often require a dose higher
than average and older patients a lower dose.

2. A lithium clearance test is carried out and the initial dosage
calculated from the results. Even when the initial dosage is
calculated in this way, it is still desirable that plasma lithium
levels should be determined at weekly intervals during the first
three weeks of treatment, and any necessary adjustments to
dosage made as a result of the levels actually obtained.

Most of the above applies in the treatment of hypomania as well as
mania, but the patient (if not too ill) can be started on treatment as
an outpatient provided that facilities for regular plasma lithium

monitoring are available, and assays are initiated within one week.
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Prophylaxis of recurrent aftective disorders:

Adults: (Including unipolar mania & unipolar depressions and
bipolar manic-depressive illness): A low dose of 300-400 mg of
lithium carbonate can be administered daily for the first seven
days. A blood sample for plasma lithium estimation is then taken
12 hours after the last dose, and the dosage of lithium carbonate is
adjusted to keep the plasma lithium level within the range of 0.4-
0.8 mmol/l.

Aggressive and self-mutilating behaviour-

Adults: Dosage is at the lower end of the range for the treatment
for manic depressive illness.

Special Populations
FElderly
Start treatment with a low dose.

Elderly patients often require lower lithium dosage to achieve
therapeutic serum levels. As for prophylaxis above, but 12-hour
lithium levels should be kept in the range of 0.4-0.7 mmol/l as toxic
symptoms are likely with plasma concentrations above 1.0 mmol/l.
Toxic symptoms are more likely at lower concentrations than in the

general population.
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(LITHICARB Lithium cabonate, | to have caused or may be expected to
Aspen Pharmacare Australia Pty cause, an increased incidence of human
Ltd, 2020 4F 2 H) fetal malformations or irreversible

Drugs which have caused, are suspected

damage. These drugs may also have
adverse pharmacological effects.
Accompanying texts should be consulted
for further details.

bEIG. EENR. IREFUFFICEIY HECHE

[LITHOBID (Lithium Carbonate,
USP), Extended - Release Tablets
300mg, ANI Pharmaceuticals,
Inc., 2020424 ]

Hi gt FLINA
KE DA SCE WARNINGS

Usage in Pregnancy

Adverse effects on nidation in rats, embryo viability in mice, and
metabolism in vitro of rat testis and human spermatozoa have been
attributed to lithium, as have teratogenicity in submammalian
species and cleft palate in mice.

In humans, lithium may cause fetal harm when administered to a
pregnant woman. Data from lithium birth registries suggest an
increase in cardiac and other anomalies, especially Ebstein's
anomaly. If this drug is used in women of childbearing potential, or
during pregnancy, or if a patient becomes pregnant while taking
this drug, the patient should be apprised by their physician of the
potential hazard to the fetus.

Usage in Nursing Mothers

Lithium is excreted in human milk. Nursing should not be
undertaken during lithium therapy except in rare and unusual
circumstances where, in the view of the physician, the potential
benefits to the mother outweigh possible hazard to the infant or
neonate. Signs and symptoms of lithium toxicity such as
hypertonia, hypothermia, cyanosis, and ECG changes have been
reported in some infants and neonates.

PRECAUTIONS
Usage in Pregnancy

See WARNINGS.

Usage in Nursing Mothers

Because of the potential for serious adverse reactions in nursing
infants and neonates from lithium, a decision should be made
whether to discontinue nursing or to discontinue the drug, taking
into account the importance of the drug to the mother (see
WARNINGS).




XII.

H[E DSPC

(Lithium Carbonate Essential
Pharma 250 mg film-coated
tablets, Essential Pharma Ltd,
202049 H)

4.Clinical particulars
4.3 Contraindications

- Breast-feeding.

4.6 Fertility, pregnancy and lactation

Pregnancy

Lithium therapy should not be used during pregnancy, especially
during the first trimester, unless considered essential. There is
epidemiological evidence that it may be harmful to the foetus in
human pregnancy.

Lithium crosses the placental barrier. An increase in cardiac and
other abnormalities, especially Ebstein anomaly, are reported.
Therefore, a pre-natal diagnosis such as ultrasound and
electrocardiogram examination is strongly recommended. In
certain cases where a severe risk to the patient could exist if
treatment were stopped, lithium has been continued during
pregnancy. Studies in animals have shown reproductive toxicity
(see section 5.3).

If it is considered essential to maintain lithium treatment during
pregnancy, serum lithium levels should be closely monitored and
measured frequently since renal function changes gradually during
pregnancy and suddenly at parturition. Dosage adjustments are
required. It is recommended that lithium be discontinued shortly
before delivery and reinitiated a few days post-partum.

Neonates may show signs of lithium toxicity necessitating fluid
therapy in the neonatal period. Neonates born with low serum
lithium concentrations may have a flaccid appearance that returns
to normal without any treatment.

Women of child-bearing potential

It is advisable that women treated with lithium should adopt
adequate contraceptive methods. In case of a planned pregnancy, it
is strongly recommended to discontinue lithium therapy.

Breast-feeding

Since adequate human data on use during lactation and adequate
human reproduction studies are not available and as lithium is
secreted in breast milk, bottle-feeding is recommended (see section
4.3 Contraindications).

Fertility

Studies in animals have shown adverse effects on male fertility
(see section 5.3).

5.3 Preclinical safety data

Lithium is teratogenic in rats and mice. In rats, lithium caused a
reduction in fetal weights, numbers of live fetuses, delayed
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development of the skeleton and kidney toxicity in newborns at
maternally toxic doses. In male rats, lithium caused morphological
and histological changes in sperm tube epithelium and spermatids
at doses comparable to human dosing, and reduced testicular
weights and sperm production at doses more than 20 times higher
than the human administered dose. The safety margin for these

effects cannot be estimated due to an absence of exposure data.
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NRFICEE Y HECE

HH R LN
KEOUAT SCE WARNINGS
[LITHOBID (Lithium Carbonate, L
USP), Extended - Release Tablets Pediatric Use
300mg, ANI Pharmaceuticals, Safety and effectiveness in pediatric patients under 12 years of age
Inc., 2020424 ] have not been determined; its use in these patients is not
recommended.

There has been a report of transient syndrome of acute dystonia
and hyperreflexia occurring in a 15 kg pediatric patient who
ingested 300 mg of lithium carbonate.

PRECAUTIONS
Pediatric Use

Safety and effectiveness in pediatric patients below the age of 12
have not been established (see WARNINGS).

JEDSPC 4.Clinical particulars
(Lithium Carbonate Essential
Pharma 250 mg film-coated

tablets, Essential Pharma Ltd, Special Populations
20204F9 1)

4.2 Posology and method of administration

Paediatric population

Lithium Carbonate Essential Pharma 250 mg film-coated tablets
should not be used in children.
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