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Gabapentin

SUMMARY OF PRODUCT CHARACTERISTICS
ONEGABA
(Gabapentin Capsules)
Rx Only

Name of Product:
ONEGABA 400 MG CAPSULES (Gabapentin Capsules 400 mg).
ONEGABA 300 MG CAPSULES (Gabapentin Capsules 300 mg).
Description and Composition:
ONEGABA 400 MG CAPSULES:
Orange/Orange size ‘0’ hard gelatin capsules imprinted with ‘D’ on orange cap and ‘04’ on orange body
with black edible ink filled with white to off-white crystalline powder.
Each capsule contains: Gabapentin 400 mg.
ONEGABA 300 MG CAPSULES:
Yellow/ Yellow size ‘1’ hard gelatin Capsules imprinted with ‘D’ on Yellow Cap and ‘03’ on Yellow body
with black edible ink filled with white to off-white crystalline powder.
Each capsule contains: Gabapentin 300 mg
Pharmacodynamics

Gabapentin is structurally related to the neurotransmitter GABA (gamma-aminobutyric acid) but it does
not modify GABA or GABA radioligand A B binding, it is not converted metabolically into GABA or a GABA
agonist, and it is not an inhibitor of GABA uptake or degradation.

Gabapentin was tested in radio ligand binding assays at concentrations up to 100 uM and did not exhibit
affinity for a number of other common receptor sites, including benzodiazepine, glutamate, N-methyl-D-
aspartate (NMDA), quisqualate, kainate, strychnine-insensitive or strychnine-sensitive glycine, alpha 1,
alpha 2, or beta adrenergic, adenosine Al or A2, cholinergic muscarinic or nicotinic, dopamine D1 or D2,
histamine H1, serotonin S1 or S2, opiate mu, delta or kappa, cannabinoid 1, voltage-sensitive calcium
channel sites labeled with nitrendipine or diltiazem, or at voltage-sensitive sodium channel sites labeled
with batrachotoxinin A 20-alpha-benzoate.

Furthermore, Gabapentin did not alter the cellular uptake of dopamine, noradrenaline, or serotonin.
Pharmacokinetics

All pharmacological actions following Gabapentin administration are due to the activity of the parent
compound; Gabapentin is not appreciably metabolized in humans.
Absorption

Gabapentin bioavailability is not dose proportional; i.e., as dose is increased, bioavailability decreases.
Bioavailability of Gabapentin is approximately 60%, 47%, 34%, 33%, and 27% following 900, 1200, 2400,
3600, and 4800 mg/day given in 3 divided doses, respectively. Food has only a slight effect on the rate
and extent of absorption of Gabapentin (14% increase in AUC and Cmax).

Distribution

Less than 3% of Gabapentin circulates bound to plasma protein. The apparent volume of distribution of
Gabapentin after 150 mg intravenous administration is 58+6 L (Mean +SD). In patients with epilepsy,
steady-state predose (C) min concentrations of Gabapentin in cerebrospinal fluid were approximately 20%
of the corresponding plasma concentrations.

Metabolism

There is no evidence of Gabapentin metabolism in humans. Gabapentin does not induce hepatic mixed
function oxidase enzymes responsible for drug metabolism.

Elimination

Gabapentin is eliminated from the systemic circulation by renal excretion as unchanged drug. Gabapentin
elimination half-life is 5 to 7 hours and is unaltered by dose or following multiple dosing. Gabapentin
elimination rate constant, plasma clearance, and renal clearance are directly proportional to creatinine
clearance.

Indications
Epilepsy

Gabapentin is indicated as adjunctive therapy in the treatment of partial seizures with and without
secondary generalization in adults and children age 3 years and above.

Safety and effectiveness for adjunctive therapy in pediatric patients below the age of 3 years have not
been established.

Neuropathic pain:

Gabapentin is indicated for the treatment of neuropathic pain which includes diabetic neuropathy, post-
herpetic neuralgia and trigeminal neuralgia in adults age 18 years and above. Safety and effectiveness in
patients below the gate of 18 years have not been established.

Recommended dose
General:

Gabapentin is given orally with or without food. When in the judgment of the clinician there is a need for
dose reduction, discontinuation, or substitution gradually over a minimum of one week.

Epilepsy
Adults and pediatric patients over 12 years of age:

The effective dose of Gabapentin is 900 to 3600 mg/day. Therapy may be initiated by administering 300mg
three times a day (TID) on Day 1, or by titrating the dose as described in Fig. 1. Thereafter, the dose can
be increased in three equally divided doses up to a maximum dose of 3600 mg/day.

Dosages up to 4800 mg/day have been well tolerated in long-term open-label clinical studies. The
maximum time between doses in the three times a day (TID) schedule should not exceed 12 hours to
prevent breakthrough convulsions.

Fig. 1
Dosing chart- initial titration
Dose Day 1 Day 2 Day 3
900mg 300 mg QD* 300 mg BID® 300 mg TID®

=+ QD = once a day
» BID = two times a day
< TID = three times a day

A/s: 210 x 300 mm

Pediatric Patients Age 3-12 years: The starting dose should range from 10-15 mg/kg/day in 3 equally
divided doses, and the effective dose reached by upward titration over a period of approximately 3 days.
The effective dose of Gabapentin in patients 5 years of age and older is 25-35 mg/kg/day and given in
divided doses (three times a day). The effective dose in pediatric patients ages 3 to less than 5 years is 40
mg/kg/day and given in divided doses (three times a day). Dosages up to 50 mg/kg/day have been well
tolerated in long-term clinical study. The maximum time interval between doses should not exceed 12 hours.
It is not necessary to monitor Gabapentin plasma concentrations to optimize Gabapentin therapy.

Further, Gabapentin may be used in combination with other antiepileptic drugs without concern for
alteration of the plasma concentrations of Gabapentin or serum concentrations of other antiepileptic
drugs.

Neuropathic Pain in Adults:

The starting dose in 900 mg/day given as three equally divided doses, and increased, if necessary, based
on response, up to a maximum dose of 3600 mg/day. Therapy should be initiated by titrating the dose as
described in Fig 1.

Dosage adjustment in Renal Impairment function for patients with Neuropathic pain or Epilepsy:

Dosage adjustment is recommended in patients with compromised renal function as described in Fig 2
and or those undergoing hemodialysis.

Fig 2
Dosage of Gabapentin in adults based on renal function

Creatinine Clearance (mL/min) Total Daily Dosea (mg/day)
>80 900 to 3600

59-79 600 to 1800

30-49 300 to 900

15-29 150° to 600

15 150° to 300

=Total daily dose should be administered as a TID regimen. Doses used to treat patients with normal
function (creatinine clearance > 80 ml/min) range from 900 to 3600 mg/day. Reduced dosages are for
patients with renal impairment (creatinine clearance < 79 ml/min)

» To be administered as 300mg every other day.

Dosage adjustment in patients undergoing Hemodialysis:

For patients undergoing hemodialysis who have never received gabapentin, a loading dose of 300 to
400mg is recommended, then 200 to 300 mg of gabapentin following each 4 hours of hemodialysis.
Mode of administration

Oral route of administration

Contraindication

Gabapentin is contraindicated in patients who have demonstrated hypersensitivity to the drug or its
ingredients.

Warning and precautions

General: Although there is no evidence of rebound seizures with gabapentin, abrupt withdrawal of
anticonvulsants in epileptic patients may precipitate status epilepticus. Gabapentin is not generally
considered effective in the treatment of absence seizures. Patients who require concomitant treatment
with morphine may experience increases in gabapentin concentrations. Patients should be carefully
observed for signs of CNS depression, such as somnolence, and the doses of gabapentin or morphine
should be reduced appropriately.

Information for patients:

To assure safe and effective use of gabapentin, the following information and instructions should be given

to patients.

1. Inform your physician about any prescription or nonprescription medications, alcohol or drugs you
are now taking or plan to take during your treatment with gabapentin.

2. You should inform your physician if you are pregnant, or if you are planning to become pregnant, or
if you become pregnant while you are taking gabapentin.

3. Gabapentin is excreted in human milk, and the effect on the nursing infant is unknown. You should
inform your physician if you are breast feeding an infant.

4.  Gabapentin may impair your ability to drive a car or operate potentially dangerous machinery. Until
it is known that this medication does not affect your ability to engage in these activities, do not drive
a car or operate potentially dangerous machinery.

5. You should not allow more than 12 hours between gabapentin doses to prevent breakthrough
convulsions.

Respiratory depression:

Gabapentin has been associated with severe respiratory depression. Patients with compromised
respiratory function, respiratory or neurological disease, renal impairment, concomitant use of central
nervous system (CNS) depressants and the elderly might be at higher risk of experiencing this severe
adverse reaction. Dose adjustments might be necessary in these patients.

Interactions with other medicaments

Gabapentin is not appreciably metabolized nor does it interfere with the metabolism of commonly co-
administered antiepileptic drugs.

No interaction between Gabapentin and phenobarbital, phenytoin, valproic acid, or carbamazepine has
been observed.

Coadministration of Gabapentin with oral contraceptives containing norethindrone and/or ethinyl estradiol,
does not influence the steady-state pharmacokinetics of either component.

Coadministration of Gabapentin with antacids containing aluminium and magnesium reduces Gabapentin
bioavailability by about 20%. It is recommended that Gabapentin be taken at the earliest two hours
following antacid administration.

Renal excretion of Gabapentin is unaltered by probenecid.

A slight decrease in renal excretion of gabapentin that is observed when it is co-administered with
cimetidine is not expected to be of clinical importance.

Laboratory tests: False positive readings were reported with the Ames N-Multi-stix SG dipstick test when
gabapentin was added to other anticonvulsant drugs. To determine urinary protein, the more specific
sulfosalicylic acid precipitation procedure is recommended.
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Pregnancy and lactation

Usage in Pregnancy: There are no adequate and well-controlled studies in pregnant women. Because
animal reproduction studies are not always, predictive of human response, this drug should be used during
pregnancy only if the potential benefit to the patient justifies the potential risk to the fetus.

Usage in Nursing Mothers: Gabapentin is excreted in human milk. Because the effect on the nursing infant
is unknown, caution should be exercised when gabapentin is administered to nursing mother.

Gabapentin should be used in nursing mothers only if the benefits clearly outweigh the risks.
Side effects

The adverse reactions in epilepsy (adjunctive and monotherapy) and neuropathic pain have been provided
in a single list below by class and frequency (very common > 1/10), common >1/100, <1/10),

uncommon >1/1000, <1/100) and rare >1/10,000; <1/1,000).

Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.
Infections and infestations

Very Common: Viral infection

Common: Pneumonia, respiratory infection, urinary

tract infection, infection, otitis media

Blood and the lymphatic system disorders

Common: leucopenia

Rare: thrombocytopenia

Immune system disorders

Rare: allergic reactions (e.g. urticaria)

Metabolism and Nutrition Disorders

Common: anorexia, increased appetite

Psychiatric disorders

Common: hostility, confusion and emotional lability, depression, anxiety, nervousness, thinking abnormal
Rare: hallucinations

Nervous system disorders

Very Common: somnolence, dizziness, ataxia,

Common: convulsions, hyperkinesias, dysarthria, amnesia, tremor, insomnia, headache, sensations
such as paresthesia, hypaesthesia, coordination abnormal, nystagmus, increased, decreased, or absent
reflexes

Rare: movement disorders (e.g. choreoathetosis, dyskinesia, dystonia)
Eye disorders

Common: visual disturbances such as amblyopia, diplopia
Ear and Labyrinth disorders

Common: vertigo

Rare: tinnitus

Cardiac disorders

Rare: palpitations

Vascular disorder

Common: hypertension, vasodilatation

Respiratory, thoracic and mediastinal disorders

Rare: Respiratory depression

Post-marketing experience: Dysphagia

Common: dyspnoea, bronchitis, pharyngitis, cough, rhinitis
Gastrointestinal disorders

Common: vomiting, nausea, dental abnormalities, gingivitis, diarrhea, abdominal pain, dyspepsia,
constipation, dry mouth or throat, flatulence

Rare: pancreatitis

Hepatobiliary disorders

Rare: hepatitis, jaundice

Skin and subcutaneous tissue disorders

Common: facial oedema, purpura most often described as bruises resulting from physical trauma, rash,
pruritus, and acne

Rare: Stevens-Johnson syndrome, angioedema, erythema multiforme, alopecia
Musculoskeletal, connective tissue and bone disorders

Common: arthralgia, myalgia, back pain, twitching

Renal and urinary disorders

Common: incontinence

Rare: acute renal failure

Reproductive system and breast disorders

Common: impotence

Symptoms and Treatment of over dose

Acute, life-threatening toxicity may not occur with Gabapentin overdoses of up to 49 grams. Symptoms of
the overdoses included dizziness, double vision, slurred speech, drowsiness, lethargy and mild diarrhoea.
All patients recovered fully with supportive care. Reduced absorption of Gabapentin at higher doses may
limit drug absorption at the time of overdosing and, hence, minimise toxicity from overdoses.

Although gabapentin can be removed by hemodialysis, based on prior experiment, hemodialysis may be
indicated.

An oral lethal dose of gabapentin was not identified in mice and rats given doses as high as 8000 mg/kg.
Signs of acute toxicity in animals included ataxia, labored breathing, ptosis, hypoactivity, or excitation.
Storage condition

Do not store above 30°C.

Shelf life

24 months.

Presentation:

ONEGABA 300 MG CAPSULES:

3 blisters of 10 capsules each are packed in a printed carton along with a package insert.
10 blisters of 10 capsules each are packed in a printed carton along with a package insert.
ONEGABA 400 MG CAPSULES:

3 blisters of 10 capsules each are packed in a printed carton along with a package insert.

The effects of long-term (greater than 36 weeks) gabapentin therapy on learning, intelligence, and
development in children and adolescents has not been adequately studied. The benefits of prolonged
therapy must therefore be weighed against the potential risks of such therapy.
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