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Important Information. Please read carefully.

Brigalin

Capsule 75mg & 150mg

COMPOSITION
Brigalin Capsule 75mg: Each capsule contains 75mg pregabalin
Brigalin Capsule 150mg: Each capsule contains 150mg pregabalin.

PHARMACODYNAMICS

Mechanism of action

Pregabalin binds to an auxiliary subunit (a,- protein) of voltage-gated calcium channels in the

central nervous system

Available animal studies with nerve damage have shown that pregabalin reduces calcium
release of in the spinal cord possibly by disrupting

calcium trafficking and/or reducing calcium currents. Other available animal studies of nerve

damage suggest the antinociceplive activities of pregabalin may also be mediated through

with the and pathways.

Clinical experience

Neuropathic pain

- Efficacy has been shown in studies in diabetic neuropathy and post-herpetic neuralgia. Efficacy

has not been studied in other models of neuropathic pain

+ Pregabalin has been studied in 9 controlled clinical studies of up to 13 weeks with twice a day

osing and Up 1o & weeks with three imes a day dosing as par reported data. Overall, the salety

and efficacy profiles for twice a day and three times a day dosing regimens were similar.

+ Published clinical data shows a reduction in pain was seen by wesk 1 and was maintained

throughout the treatment peri

 Roportod data demonsirates, %i5% of the pregabalin treated patients and 18% of the patients on

placebo had a 50% improvement in pain score.

+ For patients not such an was observed in 33% of

patients treated with pregabalin and 18% of patients on placebo. For patients who experienced

somnolence the responder rates were 48% on pregabalin and 16% on placebo.

Fibromyalgia

+ Pregabalin as monotherapy has been studied in 5 placebo-controlled studies, three of 12 weeks

fixed-dose duration, one of 7 weeks fixed-dose duration, and a 6-month study demonstrating

long-term  efficacy based on available data. Pregabalin treatment in all fixed-dose studies

produed a signifcant reducton in pain associated with foromyalgia at doses from 300 to 600

mg/day (BID)
" Available_tata shows 40% of in-treated patients a 30% or more
improvement in pain score versus 26% of the pafients on placebo; 23% of treated patients
50% or more n pain score versus 15% of the patients on placebo
Superiof giobal scores via the Patient Global

impression of Change (PGIC) i the thies 12-week fed.dose Stadios as comparad to placebo

roatment (41% patisnts fesling very much o much improved on pregabalin versus 29% on
. As measured by act Q (FIQ), a

statisticaily significant mprovement i Tuncton varbes Placebo treatment i 2 obt Co5e 3

fixed-dose studies as per reported d:

« Pregabalin treatment produced significant improvements in patient-reported sleep outcomes in

the 4 fixed-dose studies as measured by Medical Outcomes Study Sleep Scale (MOS-SS) Sleep

disturbance subscale, MOS-SS overall sleep problem index, and the daily sieep quality diary.

- Published data shows improvement in pain, global assessment (PGIC), functon (FIQ lotal scorc)

DOSAGE AND ADMINISTRATION

For oral administration only.

The dose range is 150 to 600mg per day given in either two or three divided doses.

Pregabalin may be taken with or without food

Neuropathic pain

Pregabalin treatment can be started at a dose of 150 mg per day. Based on individual patient

response and tolerability, the dose may be increased to 300 mg per day after an interval of 3 to 7

days, and if needed, to @ maximum dose of 600 mg per day after an addiional 7-day interval.
ibromyalgi

The usual dose range for most patiens is 300 to 450mg per day in two divided doses. Some
patients may derive additional benefit at 600mg per day. Dosing should begin at 75 mg two times

Gaily (150mgiday) and may be increase (o 150mg o mes & day (300ma/aay) witkin 2 week

based on efficacy and tolerability. Patients who do not experience sufficient benefit with 300mg/day

may be further increased to 225mg two times a day (450mg/day). If needed, in some patients,

based on individual response and tolerability, the dose may be increased to maximum dosage of

600mg/day after an additional week.

Epilepsy
Pregabalin treatment can be started with a dose of 150 mg per day. Based on individual patient
response and tolerability, the dose may be increased to 300 mg per day after 1 week. The
maximum dose of 600 mg per day may be achieved after an additional week.

isorder

The dose range is 150 to 600 mg per day given as two or three divided doses. The need for
treatment should be reassessed regularly.
Pregabalin treatment can be started with a dose of 150 mg per day. Based on individual patient
response and tolerability, the dosage may be increased to 300 mg per day after 1 week. Following
an additional week the dosage may be increased to 450 mg per day. The maximum dosage of 600
mg per day may be achieved after an additional week.

Discontinuation of pregabalin

If has 1o be it is

minimum of 1 week.

Patients with renal impairment

Dosage reduction in patients with compromised renal function must be individualised according to
creatinine clearance (CLcr), as indicated in Table 1 determined using the following formula

this should be done gradually over a

[140 - age (years)] x weight (kg)
72 x Serum creatinine (mg/dL)

ClLer (ml/min) = (x 0.85 for female patients)

For patients receiving haemodialysis, the pregabalin daily dose should be adjusted based on renal
function. In addition to the daily dose, a supplementary dose should be given immediately following
every 4 hour haemodialysis treatment.

Table 1. Pregabalin dose adjustment based on renal function

and sleep (MOS-SS Sleep subscale) were treated patients
fora signiicantly longer period Compared to placebo,
+ Pregabalin 600 mg/day showed an additional improvement in patient-reported sleep outcomes
as compared to 300 and 450 mg/day; mean effects on pain, global assessment, and FIQ were
similar at 450 and 600 mg/day, although the 600 mg per day dose was less well tolerated
- Available data shown 107 pediatric patients with fibromyalgia, ages 12 through 17 years, at
pregabalin total daily doses of 75-450 mg per day. The primary efficacy endpoint of change from
baseline to Week 15 n mean pain itensty (derived from an 11 point numericrating scale) showed
for treated patients compared to placebo treated
patients, but did not reach statistical slgmflcance The most frequently observed adverse reactions
in the ciinical trial included dizziness, nausea, headache, weight increased, and fatigue. The
overall safety profile in adolescents was similar to that observed in aduits with fibromyalgia.

Pregabalin has been studied in 3 controlled clinical studies of 12-week duration with either twice a
day dosing or three times a day dosing as per published data. Overall, the safety and efficacy
profiles for twice a day and three times a day dosing regimens were similar. A reduction in seizure
frequency was observed by week 1
Generalised anxiety disorder
Pregabali hes been studied in 6 contrlled studies of 4 w 6 weeks duraton, an elderly siudy of &
weeks duration and a long-term relapse lapse

phase of 6 months duration based on published nioadat
Roliof of the Symploms of GAD es reflected by the Harnitton Anxiety Rating Scale (HAM-A) was
observed by W
Reported data o 52% of the pregabalin treated patients and 38% of the patients on placebo
had at least a 50% improvement in HAM-A total score from baseline to endpoint.

PHARMACOKINETICS

Absorptior

Progabaiin Is rapidly absorbed when administered in the fasted state, with peak plasma
concentrations occurring within 1 hour following both single and multiple dose administration.
Pregabalin oral bioavailability is estimated to be > 90% and is independent of dose. Following

Creatinine Clearance | Total pregabalin daily dose" Dose regimen
(CLer) (mLimin)

Starling dose Maximur dose

(mglday) (mg day)
> 60 150 600 BID or TID
>30 - <60 75 300 BID or TID
>15- <30 2550 150 QD or BID
<15 25 75 5]
Supplementary Dosage following haemodialysis (mg)

[2s [ 100 Single dose *

TID = Three divided doses
BID = Two divided doses

QD = Single daily dose

*Total daily dose (mg/day) should be divided as indicated by dose regimen to provide mg/dose
+ Supplementary dose is a single additional dose

Hepatic impairment
No dose adjustment is required for patients with hepatic impairment.

Paediatric population

The safety and efficacy of pregabalin in children below the age of 12 years and in adolescents
(12-17 years of age) have not been established.

The use in children is not recommended.

Elderl

Elderly patients may require a dose reduction of pregabalin due to a decreased renal function.

CONTRAINDICATIONS
' itivity to any

repeated administration, steady state is achieved within 24 to 48 hours. The rate of
absorption is decreased when given with food resulting in a decrease in Cmax by approximately
25-30% and a delay in tmax to approximately 2.5 hours. However, administration of pregabalin with
food has no clinically significant effect on the extent of pregabalin absorption.

Distribution

In humans, the apparent volume of following oral is
approximately 0.56 I/kg. Pregabalin is not bound to plasma proteins.

transformation

g oes negligible in_humans. Following a dose of radiolabelled

98% of the i recovered in the urine was unchanged

of this product.

WARNING AND PRECAUTIONS
Diabetic patients
In accordance with current clinical practice, some diabetic patients who gain weight on pregabalin
treatment may need to adjust hypoglycaemic medicinal products.
Hypersensitivity reactions

gabalin should be discontinued immediately if symptoms of angioedema, such as facial,
perioral, or upper airway swelling occur.
Dlzzrness somnolence, loss of consciousness, confusion and mental impairment

he derivative of in, the major of found
in urine, accounled for 09% of the dose In precllnlcal studies, there was no indication of

Elimination
Pregabalin is eliminated from the systemic circulation primarily by renal excretion as unchanged
drug. Pregabalin mean elimination half-life is 6.3 hours. Pregabalin plasma clearance and renal
clearance are directly proportional to creatinine clearance.
Dosage adjustment in patients with reduced renal function or undergoing hemodialysis is
necessary.

in special patient groups

Gen

Gimesr study indicate that gender does not have a clinically significant influence on the plasma
concentrations of pregabalin.

Renal impairment

Pregabalin clearance is directly proportional to creatinine clearance. In addition, pregabalin is
efectively removed from plasma by hemodialyss (following a, &-hour hemodialysis treatment
plasi are reduced by 50%). Because renal elimination
{5 the meijor elimination pathway, dosage reduction in patients with renal impairment and dosage
supplementation following hemodialysis is necessary.

Hepatic impairment

No specific pharmacokinetic studies were carried out in patients with impaired liver function
Since pregabalin does not undergo significant metabolism and is excreted predominantly as
unchanged drug in the urine, impaired liver function would not be expected to significantly alter
pregabalin plasma concentrations.

Elderly (over 65 years of age)

Pregabalin clearance tends to decrease with increasing age. This decrease in pregabalin oral
clearance is consistent with decreases in creatinine clearance associated with increasing age.
Reduction of pregabalin dose may be required in patients who have age related compromised
renal function

Breast-feeding mothers

The of 150 m, given every 12 hours (300 mg daily dose) was
evaluatod i 10 lactating women whowere a lesst 12 woeks postpartum. Lactation had fitle to no
influence on pregabalin pharmacokinetics. Pregabalin was excreted into breast milk with average

76% of those in matemal plasma. The esimated
average aauy infant dose of from breast milk

tment has been associated with dizziness and somnolence, which could increase
the ocourrence of accidental injury (fal) in the elderly population. Therefore, patients should be
advised to exercise caution until they are familiar with the potential effects of the medicinal
product.

Renal failure

Cases of renal failure have been reported and in some cases discontinuation of pregabalin did
show reversibility of this adverse reaction.

Withdrawal of concomitant antiepileptic medicinal products

There are ient data for the of i medicinal products, once

seizure control with pregabalin in the add-on situation has been reached, in order to reach
monotherapy on pregabalin.
Withdrawal symptom:
After discontinuation of short-term and long-term treatment with pregabalin withdrawal symptoms
have been observed in some patients, The following events have been mentioned: insomnia,
headache, nausea, anxiety, diarrhoea, flu syndrome,
dizziness, of physical

abot this at the start of the treatment.
Convulsions, including status and grand mal
use or shortly after discontinuing pregabalin.
Concerning discontinuation of long-term treatment of pregabalin, data suggest that the incidence
and severily of withdrawal symptoms may be dose-related
Congestive heart failure
Pregabalin should be Used wih cation in elderly cardiovascular compromised patients during

treatment for a indication. of may resolve the

, pai
The patient Shouid be informed

 may ocour during

reaction.

Treatment of central neuropathic pain due to spinal cord injury

in the treatment of central neuropathic pain due to spinal cord injury the incidence of adverse
reactions in general, central nervous system adverse reactions and especially somnolence was
increased. This may be attributed to an additive effect due to concomitant medicinal products (e.g.
anti-spasticity agents) needed for this condition. This should be considered when prescribing
pregabalin in this condition.

There have been reports of severe respiratory ion in relation to i use. Patients
function, respi disease, renal i

150
kg day) was 0.31 makb/asy. which on & mg/kg basis would bo. approxlmately o8 of the
maternal dose.

INDICATIONS

Neuropathic pain

Pregabalin is indicated for the treatment of peripheral and central neuropathic pain in adults.
Epilepsy

Pregabalin is indicated as adjunctive therapy in adults with partial seizures with or without
secondary generalization

Generalised anxiety disorder

Pregabalin s indicated o tho treatment of Generalised Anxioty Disorder (GAD) in aduls.
Eibromyalgia

Pregabalin is indicated for the management of fibromyalgia.

CNS nd the aldarly may be ot higher risk of experiancing ths
severs adverse reaction, Doss adjusiments may be necessary i these patients
Suicidal ideation and behavi
Sticidal idestion and behavioar have been reported in patients treated with anfi-epileptic agents in
several indications. Therefore, patients should be monitored for signs of suicidal ideation and
behaviours and appropriate treatment should be considered. Patients (and caregivers of patients)
should be advised to seek medical advice should signs of suicidal ideation or behaviour emerge.
Potential for an increase in risk of suicidal thoughts or behaviours.
Reduced lower gasirointestinal tractfunction
When pregabalin and opioids wil be used in combination, measures to prevent constipation may
be considered (especiall n female patients and eider)
Concomitant use with opio
Caution is advised when prescrlblng pregabalin concomitantly with opioids due to risk of CNS
depression

‘20 Xepa™”

ise, abuse potential or dependence
Cases of misuse, abuse and dependence have been reported. Caution should be exerclsed In

patients with a history of substance abuse and the patient should be monitored for
pregabalin misuse, abuse or dependence (development of tolerance, dose o
drug-seeking behaviour have been reported)

Encephalopatl

Cases of encephalopathy have been reported, mostly in patients with underlying conditions that
may precipitate encephalopathy.

Severe cutaneous adverse reactions (SCARS) including Stevens-Johnson syndrome (SJS) and
toxic epidermal necrolysis (TEN), which can be life-threatening or fatal, have been reported rarely
in association with pregabalin treatment. At the time of prescription patients should be advised of
the signs and symptoms and monitored dlosely for skin reactions. If signs and symptoms

Uncommon Dyspnoea, epistaxis, cough, nasal congestion, rhinitis, snoring, nasal
dryness

Rare Pulmonary oedema, throat tightness

Not known! Respiratory depression

Gastrointestinal disorders

Common Vomiting, dry mouth, constipation, diarrhoea, flatulence, abdominal
distension

[ reflux disease, salivary hypersecretion,
oral

suggestive of these reaclions appear, pregabaiin should be wihdrawn
t

treatmer
Women of childbearing p tentla//ConIracegtlon

use in the first may cause major birth defects in the unborm
chid. Progabalin hould nof bo used durlng pregnancy unless the benefit to the mother clearly
outweighs the potential risk to the foetus. Women of childbearing potential have to use effective
contraception during treatment.

DRUG INTERACTIONS
Since excreted in the urine, undergoes negligible
metabalism in human (<2% of a dose recovered in urine as metabolites), does not inhibit drug
metabolism in vitro, and is not bound to plasma proteins, it is unlikely to produce, or be subject to,

Rare Ascites, pancreatitis, dysphagia, swollen tongue
Hepatobiliary disorders

Uncommon Elevated liver enzymes®

Rare Jaundice

Very rare Hepatic failure, hepatitis

Skin and subcutaneous tissue disorders
L [Rash papular, hyperhidrosis, urticaria, pruritus

PamacoKinetic miartions, Rare | Steven Johnson syndrome, cold sweat, Toxic Epidermal Necrolysis
Invivo siudles and populslion pharmacokinetic analysis y — Musculoskeletal and connective tissue disorders
ccordingly, in in vivo studies no clinically relevant pharmacokinetic mteractlons were observer Comm ] " - .

belweenggregabalm andphenytoin. Ca}’bamazeplﬁe aiproc. acd. Common Muscle cramp, arthralgia, back pain, pain in limb, cervical spasm

or_ethanol. Pop analysis indicated that_oral Uncommon Joint swelling, myalgia, muscle twitching, neck pain, muscle stiffness
i diuretics, insulin, tiagabine and had no clinically significant R Rhabdormyol

effect on pregabalin clearance. are abdomyolysis

Oral contraceptives, norethisterone and/or ethinyl cestradiol Renal and urinary disorders

Co-administration of pregabalin with the oral contraceptives norethisterone and/or ethinyl 4’L|— - -

oestradiol does not influence the steady-stats of either sub Uncommon ry incontinence, dysuria

Central nervous system influencing medical products Rare |Renal failure, oliguria, urinary retention

Pregabalin may potentiate the effects of ethanol and lorazepam. - =

In the post-marketing experience, mere are reports of respiratory failure, coma and deaths in Reproductive system and breast disorders

patients taking and o including in patients who are Common Erectile dysfunction

Slbstance sbusers. Thers are postmarketing reports of events related 1o reduced  lower

gastrom(eslma\ tract function (eg intestinal obstruction, paralytic ileus, i Uncommon Ejaculation delayed, sexual dysfunction, dysmenorrhoea, breast pain

that have the potential to produce constipation, Common Erectile dysfunction

Such as opioid anaigesics. -

Pregabalm appears to be additive in the impairment of cognitive and gross motor function caused Rare Amenorrhoea, breast discharge, breast enlargement, gynaecomastia

by oxyco General disorders and ti

B the elder
s specmc ic i studies were in elderly

PREGNANCY AND LACTATION
Women of childbearing potential/Contraception

Women of child bearing potential have to use effective contraception during treatment

Pregabalin should not be used during pregnancy unless the benefit to the mother clearly outweighs
the potential risk of the foetus

Breast-feedin

Pregabalin is excroted nto human milk. The effec o pregabalin on newbomsiifarts s nknown.
A decision must be made whether to  to

therapy taking into account the benefi of breast-feeding for the Ghitd and tho benei of tharapy for
tt

SIDE EFFECTS
The adverse reactions, are listed by class and frequency (very common (21/10); common (21/100
to <1/10); uncommon (21/1,000 to <1/100); rare (21/10,000 to <1/1,000); very rare (<1/10,000), not
known (cannot be estimated from the available data).

The adverse reaclions listed may also be associaled with the underying discase andlor
concomitant medicinal produc

in the treatment of central neuropamuc pain due to spinal cord injury the incidence of adverse
reactions in general, CNS adverse reactions and especially somnolence was increased

Table 1. Pregabalin adverse drug reactions

System Organ Class_| Adverse drug reactions

Common Gait abnormal, feeling drunk, fatigue, oedema peripheral, oedema,

fall, feeling abnormal

Uncommon Generalised oedema, pyrexia, face oedema, chest tightness, pain,
thirst, chills, asthenia

Common Weight increased

Uncommon Blood creatine phosphokinase increased, blood glucose increased,
platelet count decreased, blood creatinine increased, blood potassium
decreased, weight decreased.

Rare White blood cell count decreased

* Alanine aminotransferase increased (ALT) and aspartate aminotransferase increased (AST).
After discontinuation of short-term and long-term treatment with pregabalin withdrawal symptoms
have been observed in some patients. The following reactions have been mentioned: insomnia,
headache, nausea, anxiety, diarrhoea, flu syndrome, convulsions, nervousness, depression, pain,
izziness of physical The patient should be informed
about this at the start of the treatment.
Concerning discontinuation of long-term treatment of pregabalin, data suggest that the incidence
and severity of withdrawal symptoms may be dose-related

SYMPTOMS AND TREATMENT FOR OVERDOSAGE
The most commonly reported adverse reactions observed when pregabalin was taken in overdose
included state, agitation, and restlessness. Seizures were also reported.

Infections and infestations
Common Nasopharyngitis

In rare occasions, cases of coma have been reported.
Treatment of pregabalin overdose should include general supportive measures and may include

Blood and lymphatic system disorders

Uncommon Neutropaenia

Immune system disorders

Uncommon [Hypersensitivity
Rare | Angioedema, allergic reaction
and nutrition disorders
Common [Appetite increased
Uncommon | Anorexia, hypoglycaemia
Psychiatric disorders
Common Euphoric mood, confusion, irritability, libido decreased, disorientation,
insomnia
L ion, panic attack, agitation,

depressed mood, elevated mood, mood swings, depersonalisation,
word finding difficulty, abnormal dreams, libido increased, anorgasmia
apathy

Rare Disinhibition,
Nervous system disorders
Very Common Dizziness, somnolence, headache

Common ‘Ataxia, coordination abnormal, tremor, dysarthria, amnesia, memory’

i i i in attention,

sedation, balance disorder, lethargy
Uncommon Syncope, stupor, . loss of
hyperactivity, dyskinesia, dizziness postural, intention tremor,
gmus, cognitive disorder, speech disorder, hyporeflexia,
hyperaesthesia, burning sensation, ageusia, malaise

Rare Convulsion, i parosmia,
Eye disorders

Common Vision blurred, diplopia

Uncommon Peripheral vision loss, Visual disturbance, eye swelling, visual field

defect, visual acuity reduced, eye pain, asthenopia, photopsia, dry
eye, lacrimation increased, eye irrtation,

Rare Vision 0ss, keratt, oscilopsia, altred isual depth perception,
mydriasis, strabismus, visual brightne!

Ear and labyrinth disorders
Common Vertigo

Uncommon | Hyperacusis

Cardiac disorders

[ i block first degree, sinus bradycardia,
congestive heart failure

Rare lat sinus ia, sinus

Vascular disorders

Uncommon [Flushing, hot flushes, hypotension, hypertension, peripheral coldness
Respiratory, thoracic and mediastinal disorders

KLF011181

STORAGE CONDITION

Store below 30°C. Protect from light and moisture.
SHELF-LIFE

The expiry date is indicated on the packaging

PRODUCT DESCRIFTION DOSAGE FORM AND PACKAGING AVAILABLE

Brigalin Capsule 75m

Size 3, red/ahite harg gelatin capsule, printed with “XS" and 75", filed with white to off-white
granules.

Available in pack size of 3x10 and 6x10 capsule. Clear PVC/PVAC-Aluminium blister of 10
capsules per bister,

Brigalin Capsule 15

Size 2, whitlwhite A gelatin capsule, printed with “XS” and *150", filled with white to off-white

granu
aabie in pack size of 3x10 and 6x10 capsule. Clear PVC/PVAC-Aluminium blister of 10
capsules per blister.

KEEP OUT OF REACH OF CHILDREN/ JAUHI DARI KANAK-KANAK
For further information, please consult your pharmacist or physician
Revision Date: 20-04-2025
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Manufacturer and Product Registration Holder (in Malaysia)
Xepa-Soul Pattinson (Malaysia) Sdn. Bhd.
1-5 Cheng Industrial Estate, 75250 Melaka, Malaysia.
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