Targaba®
Mirogabalin Besylate INN

Description: Targaba® is a preparation of Mirogabalin which
is a gamma-aminobutyric acid derivative. It is usually used for
treating neuropathic pain.

Mode of Action: Mirogabalin has selective and potent binding
affinities for human a28 subunits of voltage-gated calcium
channels. It reduces calcium (Ca?*) influx and
neurotransmission which inhibits neurotransmitter release in
presynaptic neuron endings. Due to the inhibition of
neurotransmitter release, the hyper-excitability of central
nervous system (CNS) neurons decreases.

Pharmacokinetics: The apparent volume of distribution of
Mirogabalin is 78L to 88 L following an oral dose of 3 mg to 30
mg. The protein binding rate is 23.4% to 25.5% at plasma
concentration of 0.1 pug/ml to 10 pg/ml and the blood to
plasma ratio is almost 0.85 to 0.87. Mirogabalin is
metabolized by UGT (Uridine 5'-Diphospho-Glucuronosyl
Transferase). Following the administration of Mirogabalin at a
single oral dose of 30 mg, the excretion rate up to 168 hours
post-dose is =98%. Excretion through urine and feces is
approximately 97% (76% as unchanged Mirogabalin) and 1%,
respectively.

Composition:

Targaba® 2.5 mg Tablet: Each film coated tablet contains
Mirogabalin Besylate INN 4.39 mg equivalent to Mirogabalin
2.5mg.

Targaba® 5 mg Tablet: Each film coated tablet contains
Mirogabalin Besylate INN 8.78 mg equivalent to Mirogabalin 5
mg.

Targaba® 10 mg Tablet: Each film coated tablet contains
Mirogabalin Besylate INN 17.56 mg equivalent to Mirogabalin
10 mg.

Targaba® 15 mg Tablet: Each film coated tablet contains
Mirogabalin Besylate INN 26.34 mg equivalent to Mirogabalin
15 mg.

Indications: It is usually used for treating neuropathic pain,
post-herpetic neuralgia, diabetic peripheral neuropathic pain
and peripheral neuropathic pain.

Dosage and Administration: The initial dose for adults is 5
mg of Mirogabalin given orally twice daily, and then the dose
is gradually increased by 5 mg at an interval of at least a week
to 15 mg given orally twice daily. A dose may be adjusted
appropriately between 10 mg and 15 mg twice daily
depending on ages and symptoms.

Contraindications: Mirogabalin is contraindicated in patients
with known hypersensitivity to Mirogabalin or any of its
components and patients with severe renal and hepatic
impairments.

Precaution: Mirogabalin may cause blurred vision / double
vision. It may also impair the ability to drive or operate
machinery.

Side Effects: Edema, dizziness, somnolence, weight gain,
nasopharyngitis, light headedness, general malaise, loss of
appetite, vomiting, jaundice.

Use in Pregnancy and Lactation: There is no available data
on the use of Mirogabalin in pregnancy and lactation.

Use in Children and Adolescents (Below 18 years): There
is no available data on the use of Mirogabalin in children and
adolescents. The clinical trials conducted on Mirogabalin were
in the adult population. Mirogabalin is only approved for the
use in adults.

Hepatic Impairment: A single 15 mg dose of Mirogabalin
does not produce significant adverse reactions in mild to
moderate hepatic impairment patients. No data available for
severe hepatic impairment.

Renal Impairment: In mild renal dysfunction, the initial dose
starts from 5 mg twice a day then slowly increased by 5 mg at
an interval of 1 week to 10 mg. In moderate renal dysfunction,
the initial dose starts from 2.5 mg at an interval of 1 week to
7.5 mg twice a day.

Drug Interaction: Mirogabalin does not induce or inhibit P450
isoenzymes. Co-administration of Mirogabalin with Cemetidine
or Probenecid may raise the Mirogabalin plasma
concentration. Importantly, if Mirogabalin is taken with alcohol
or lorazepam, the depressive effects on the CNS may be
potentiated.

Overdose: Repeated-dose toxicity studies showed that the
dose-limiting toxicity was considered abnormal clinical signs
associated with CNS depression, resulting from exaggerated
pharmacological action.

Storage: Keep out of reach of children. Store in a dry place,
below 25° C temperature and protected from light.

Packaging:

Targaba® 2.5 mg Tablet: Each commercial box contains 14x2
tablets in Alu-Alu blister pack.

Targaba® 5 mg Tablet: Each commercial box contains 14x2
tablets in Alu-Alu blister pack.

Targaba® 10 mg Tablet: Each commercial box contains 14x1
tablets in Alu-Alu blister pack.

Targaba® 15 mg Tablet: Each commercial box contains 14x1
tablets in Alu-Alu blister pack.
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