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Each capsule contains:
Pregabalin.... cieeersseen- 50 Mg, 75 Mg, O 150 mg
PHARMACOLOGIC CATEGORY
Anticonvulsant
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+ a yellow body.
CLINICALPHARMACOLOGY
PHARMACODYNAMICS
Pregabalin is an anticonvulsant thatis structurally related to the inhibitory central nervous system (CNS) itter gamma (GABA). Although pregabalin
was developed as a structural analog of GABA, the drug does not bmd dvecny to GABA,, GABA,, or benzodiazepine receptors; does not augment GABA, responses in cultured
neurons; d de talter! A iptake or degradation. However, in cultured neurons, prolonged application of pregabalin increases
port.
Pregabalin binds with high afinity to the It channels) in CNS tissues. Although the exact mechanism of action of pregabalin has
ot been elucidated, binding to the a,:5 subunit may be involved i pregabalin's anticonvulsant effect. I vito, pregabalin reduces the calcium-dependent release of several
P, function.

PHARMACOKINETICS
Fregabalin is rap\dly absorbed when adm\mslered m the iasled state, with hour after ingl iple d

Jin oral bi i i of dose. )Jandarea under the p\asmawncenlrauon time curve (AUC)
values increase fonality after smg\e and Itiple-d fer repeated admini steady state is achieved within 24 to 48 hours. The rate of pregabalin

absorption s decreased when given vih food resuling i a decrease i C,..by appruxlmale\y 251030% and a delay in T,,,to approximately 2.5 hours. However, administration of

At cinical doses of 150 o 600 mg per day, the average steady-state plasma pregabalin concenrations were approsimately 1.5 and 6 gimL, respectively. Pregabalin
pharmacokinetics are linear over the recommended daly dose range. Inter-subject pharmacokinetic variabilty for pregabalin is low (<20%). Multiple dose pharmacokinetics are
predictablefromsingle-dose data.

The apparent i joni 56Llkg. i proteins. i system
Ltransporter brain barrier.
Pregabain undergoes negiigle melabofm i human. Afer a dose of radiolabelled pregabalin, approximately 98% of the radioaciity recovered in the urne vas unchenged
pregabalin. The N oregabain. themajo . 0.9%ofthe dose.
y L. Istudies was 73 mLimin. Pregabalin
lfeis 6.3 hours. prop

Special Population:

roportional I Inaddition, pregabalin s effectiy afour hour
hemodialyss trelment plasma pregabalin concentrtions are ecced by approximately 50%). Because renalelminaton is the major eliminaion pathway, dosage feduction in

de t i i as hanged drug in the urine, liver fur uld not be

Elderly (65 years and older): Pregabalin clearance tends to decrease with increasing age. This decrease in pregabalin oral clearance is consistent with decreases in creatinine
Reduction of|

INDICATIONS
. foradult
+ Treatmentof generalized anxiety disorder (GAD) in adults
DOSAGE AND ADMINISTRATION
ithoutfood. i lin, taper g
daygivenin either twoor
Epilepsy
it 150 mg per
i perdayafterone week
600mgper
u fono necessary to monitor plasma pregabalin concentratons o opmize pregabaln therapy Pregabalm dces not alter the plasma concentrations
Ds. Similarly,

Generalized Anxle(yDlsarder

reed or
Initial Dose: 150y perday;
Based on individual patient response and tolerabily,the dose may be increased to 300 mg per day after one week. After an additional week the dose
may be increased to 450 mg per day.
600mg per day may

Special Population:
Renal Impairment: For patients receiving hemodialysis, the pregabalin daily dose should be adjusted based on renal function. I addition o the dily dose, a supplementary

Pregabalin Dosage Adjustment Based on Renal Function
Creatinine clearance (CL, )(mLimin) SO ‘I“’;;'a;;“g"’a"" Dally Dose e ) Dose regimen
>60 150 600 BID
30 to 60 75 300 QD or BID
15 to 30 25 to 50 150 QD or BID
<15 25 75 QD
osage after falysis (mg)
T 25 T 700 T Single dose”
o aly dose g day) houl e Gided a nicaled o Gose rgimen o provide g dose BID: Two divided doses
dose is a single additonal dose QD: Single daily dose
for|

Iy
Or,as prescribed by a physician.
CONTRAINDICATION

WARNINGS AND PRECAUTIONS

Angioedema

There have been postmarketing reports of angioedema in patients, some without reported previous history/episode, during initialiacute and chronic treatment with pregabalin.

Speaificsymptoms included swellng ofthe ace, mout tongue, s, and qums), and neck, throat,and arynilupper ainway. There wier reports of fethreatening angioederma vith
ge treatment. Some of Di immediately

in pauents with these sympmms
Exercise caution when prescribing pregabalin to patients had ode of i taking other drug with angi 9.
E.

Hypersensitivity
There have been pes(markelmg report of hypersensiiviy i patients shortly aftr nitaton of treatment with pregabalin. Adverse reactons inluded skin redness, bisers hives,
rash, dyspnea,
Serious Skin Reactions

There have been very rare postmarketing reports of serous cutaneous reactons, including Stevens~Johnson Syndrome (SS),toxic epidermal necralysis (TEN), dermatts

exfolatve, pregabalin. Most of the rep
P i Therefore, inmost cases, causality n relation in could not be clearly established. Pai if
y physicianfor

Suicidal Behaviorand Ideation

Annepnepucdmgs (AEDs),incucing pregabalin, increase th risk ofsucidal thoughs or behawormpamems taking th anymdicalwon Monitor jth any

AEDforany
Anyone considering prescribing pregabalin or any other AED must balance the risk of suicidal thoughts or behavior with the risk of unire’aied Hlness Epilepsy and many other
illnesses for

behavior ‘whether

Inform patients, their caregivers, and families that pregabalin and other AEDs increase the risk of suicidal thoughts and behavior and advise them of the need to be alert for the
‘emergence or worsening of the signs and symptoms of depression, any unusual changes in mood or behavior, or the emergence of suicidal thoughts, behavior, or thoughts about
self-harm. Report behaviors of concern immediately to healthcare providers.

Withdrawal Symptoms

Afterabruptor rap on of pregabalin, the insomnia, headache, nausea, anxiety, diarrhea, , depression,
pain, convulsion, the start of

Convulsions, i i i oceur dui hort afterdi i

G i pregabalin, ated

Asvith all AEDs, withdraw pregabahn gradually to minimize the potentialof increased seizure frequency in patients with seizure disorders. If pregabalin is discontinued, taper the
drug gradually overaminimum of one week.
Dizziness and Somnolence

pair their ability operating
machinery. i confusion,
Substance Misuse, Abuse and Dependence
There have been pos!markeung reporsofsubstance misuse and abuse wihpregabalin.AS with any CNS g, patents should be careflly evaated o a istoryof subsiance
abuse(e.g., tolerance, i g )

Monotherapy for Seizure Control
In patients where pregabalin was used as add-on therapy, there are insufficient data on seizure control when concomitant AEDs were withdrawn and pregabalin was used as
monotherapy.

Encephalopathy
s of mostlyin h
ofkidney orliver disease. renal ith age-

i renal failure.
Ingeneral, C! p i injury. This may be atti dit
9., anti-spasticity for i ibi
Peripheral Edema
I pregabalin than in patients treated Peripheral with
Congestive Heart Failure
There have been post-marketing reports of congestive heart failure in some patients receiving pregabalin. The i mostly seen in elderly
for DI

Weight Gain

\tgain. Pregabalin associ ightg ofexposure, bt didnotappear o b associated it baseine body
mass index, gender or age. We\ghtgamwzs notlimited to pai as not duet Ithough weight g with

clinically important changes in blood pressure in short-term controlled studies, the long-term cardiovascular eﬂems of pregabalin-associated weight gain are unknown. While the

efects of pregabalin-associated weight gain on glycemic control have been systematically assessed, n conrolled and longer-term open label studies with diabefic patiens,

pregabalin treatment id not appear to b tclinical practice, g

treaiment i

Gastrointestinal Effect

There have been postmarketing reports of events related to reduce lower gastrointestinal tract function (e.g., intestinal obstruction, paralytic ileus, constipation) in patients, some

without reported previous historylepisode, during inital/acute and chronic treatment with pregabalin, primarily in combination with other drugs that have the potental to produce

constipation, such as opioid analgesics. Some of these events were considered serious and required hospitalization. When pregabalin and opioids will be used in combination,

measures to prevent constipation may be considered, particularly in female patients and the elderly as they may be at increased risk of experiencing lower gastrointestinal related

ents.

Renal Failure

There are repors of patients, withor withoutpreious hstry, experiencing enal falure whle recaving pregabalin lone o in combinaion it ot drugs. Discontinuaton of
ithas shown this eventin some cases. Caution is advised when prescribing pregabalin to the elderly or those with any degree of

renalimpairment.
Creatine Kinase Elevations
Treatment i i is; however
between these myopathy events and pregabalin s ot completely understood. Pregabalin should be discontinued if myopathy is diagnosed or suspected o if markedly elevated
creatine kinase levels occur.
‘Ophthalmological Effects
In controlled studies, a higher proportion of patients treated with pregabalin reported blurred vision than did patients treated with placebo. In the majority of cases, blurred vision
further
: vision, other changes of visual acuty,

Di
Patients should be informed that if changes in vision occur, they should notify their physician. If visual disturbance persists, further assessment, including discontinuation of
pregabalin, for lymonitored for ocular conditions

ITYTODRIVE,

d d hi h il

or
the ability to drive or use machines. Patients are advised not to drive, operate complex machinery or engage in other potentially hazardous activities until it is known whether this

« Drugs affecting hepatic microsomal enzymes: In vitro drug metabolism showed that pregabalin at concentrations which were, in general, 10-fld greater than observed in

Phase 2/3 clinical s, does notinhibithuman CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,CYP2E1, and CYP3A4 enzyme systems.

Anticonvulsants: In viro and in vivo studies showed that pregabalin s unlikely to be involved in significant phamacokinetic drugs interactions. There are no cinically

significant pharmacokinetic interactions between pregabalin and the following: carbamazepine, valproic acid, lamotigine, phenyloin, phenobarbital, and topiramate.
Ds.

« ACEinhibi i jth ACE inhibitors (..
Tiagabine: i

Gabapentin: Gabapentin pharmacokinetics after single and multiple dose administration were unaltered by pregabalin coadministration. The rate of pregabalin's absorption

was reduced by approximately 26% (single dose administration) and 18% (muliple dose administration) based on lower C,., values; however, the extent of pregabalin

« O

Lorazapa, oxycodons and alcohol: Mulple dose admiistaton of regabain ad no afecton te rteand etntof aazspam, axycodane, and aloonol. Likewise, single
pregabalin

Muliple oral doses of pregabahn mnmmuanuy used with oxycodone, lorazepam, or ethanol did not result in clinically important effects on respiration. Pregabalin may

respirator

howed no clinically significant effect on pregabalin clearance with the concomitant use of diurectics, oral hypoglyceric (e.g
glyburide, metformin), and insulin. Higher frequencies of weight gain and peripheral edema were reported in patients taking both pregabalin and a thiazolidinedione antidiabetic
agent compared to patients taking eilher drug alone. As the thiazolidinedione class of antidiabetic drugs or pregabalin can cause weigh gain and/or fluid refention alone or
together, P failure,

:F pregabalin.
STATEMENTON USAGE FORHIGH RISK GROUPS
PREGNANCY AND LACTATION
Pregnancy
Pregnancy Category C.: There are no adequate and well-controlled studies in pregnant women. Pregabalin should be used during pregnancy only if the potential benefit
justifies the potentialrisk to the fetus.

Laborand Delivery

Lactation

Pregabalin is excreted in the milk of breastfeeding women. As the safety of pregabalin i infants is ot known, breasffecding is not recommended in women taking pregabalin. A
therapy, hild and the benefit

oftherapy for the mother. Pali isedtonofify their physicianif

Fertility

Pregabalin did not exhibit detrimental effects on the reproductive function of healthy male subjects, as measured by semen analyss, in a double-blind, placebo-controlled study to
assessthe effect of pregabalin on sperm motiiy
RENAL IMPAIRMENT

ttients, with or without ibalin alt
pregabahn showed reversiblty o this event in some cases. Because pregabaiin i eliminated primariy b renal excretion, the dose of pregabalin should e adjusled as noted for

CHILDREN

ELDERLY

Y 'y pop
UNDESIRABLE EFFECTS
Infections and infestations: Abscess, balanitis, cellulitis, epididymitis, flu syndrome, gangrene peripheral, halitosis, herpes simplex, herpes zoster, infection (bacterial, fungal,
iral), aginal) orchits, salpingt

Neoplasms benign, malignant and unspecified (incl cysts and polyps): Adenom, carcinoma (bladder, breast, endometial, thyroid, lung, prostatic,skin), chronic leukermia,
macrocyic anemia, musculoskeletal congenital anomaly, neoplasia (CNS, laryngeal, prostate, thyroid, urogenital), neoplasm (bladder, bone, breast, cervix, thyroid), granuloma,

Biood and Lymphaic System Disorders: Aneria (hyochvonic,macocyt, mgaloblasti),coaguiaion sorder cyanoss, echymosis,ecsiophia, eyrocytes anorma,
ke

eukopenia, lymphoma like reaction,
neutropenia, ia, petechiae, i prolhrombln decreased, purpura, rupture of spleen,
thrombocytopenic purpura
ystem Disorders: arcoidosis, sepsis, Stevens-
Johnson syndrome
ine D goiter, thyroiditis,viriism

Metabolism and Nutrition Disorders: Acidosis, alcohol intolerance, anorexia, appeite increased, avitaminoss, bilubinemia, calcium disorder, dehydration, enzymatic

abrarmaly flid reteton,glucosetoeranc decreased, g
obesity, hirs, ia, uremia

Psychlatnr. Disorders: Addiction, agitation, aggression, apathy, aphasia, anorgasmia, anxiety, confusional state, delirium, delusion, depersonalization, depression, disinhibiton,

hostity, insomnia,iitabilty, manic reaction, mood swings, nervousness, panic attack, paralyss, paranoid eaction,

pe psychosi i P , word

N Systom Disorders: , ageusia, amnesia, ataxia, . brain edema, burning sensation, CNS (depression, stmulation), cerebellar syndrome,

cerebral infarct, cognitive disorder, cogwheel rgidty, coordination abnormal, coma, convulsion, demen\la disturbance in attention, dizziness, dizziness postural, dysautonomia,

dysgraphia, dyskinesia, dystonia, foo! Guillain-Barre syndrome, headache, hemlpleg\a hypalgesia,
dnesi hypokinesia, hyporeflexia muacrama\ i lethargy, loss of intracranial

aneuysm, memory impament menings, mentalimpaiment migraine, muliple sclross myells, myoconu, neuraga neroaty, paestsia, pareihesia icurora
peripheral neurits, psychomolor hyperactiviy, reflexes decreased, sedation, somnolence, speech disorder, stupor, subarachnoid hemorrhage, tremor, tremor intention, thinking
abnormal,torticolls,tremor, twitching, vertigo, vestibular disorder, withdrawal syndrome

Eye Disorders: snornal i, bnormalty of aocommodalo, ansccora, asmempm blepharits, blindness, blurred vision, cataract specified, color biindness, conjunctivits,

plopia, dryey ular palsy, eye disorder, eyeiritation, eye pain, eye sweling, , s, keratii
keratoconjunctivitis, lacrimation disorder, - lacrimation mcreased apmha\mopleg\a papmedema mydriasis, night blindness, nystagmus optic atrophy, oscillopsia, parosmla
peripheral vision loss, photophobia, photopsia, ptosis, , retinal retinal retinal detachment,
retinal edema, retinal hemorrhage, retinal vein thrombosis, scleritis, strab\smus uvems ty A visual depth perception altered, | disturbs 3
visual field defecl vision loss
EarandL Ear| , otitis media, tinnitus
Cardiac Disorders: Angina pectons arrhylhmna (atrial), aortc stenosis, atrialfibilation, atrial fluttr, block (first degree, , bradycardia, bradycardia
sinus,bundie ranch bk, cardemegal, cardomyopaihy,caold rombosis, cerebral chemia,congesiv heartfaire,coronaryartrydisorder, elecrocardogram bnorma,

heartarrest, heart block, carotid), palpitation, QT interval

pro\onged/shurlened, ST depressedielevated, sinus arthythmia, syncope, T inverted, tachycardia (nodal, sinus, supraventricular, ventricular), vascular headache, vasculifs,

ventricular arthythmia, ventricular extrasystole, ventricular ibrilation

Vescukar Disordors: Al snomay, saasdlootos, s hemntiago, cambrovasar soiden, e lowar extaiy, ustin, bemantage b fustes,
hypotension, eral vascular , pallor, petechiae, shock, phlebitis, thrombophlebitis deep, thrombosis, vascular

anomaly, vascular disorder, vascu\ard\sarderrehna\ vasodilatation
Respiratory, Thoracic and Mediastinal Disorders: Apnea, asthma, atelectasis, bronchiolts, bronchits, bronchiectasis, cough, dyspnea, emphysema, epistaxis, hiccup,
hyperventiation, laryngismus, laryngits, lung edema, lung disorder, lung edema, lung fibross, lung function decreased, hemoplysis, hiccup, hypoxia, hypoventiation, nasal
dryness, nasal congestion, nasal septum disorder, nasopharyngitis, pharyngits, pharyngolaryngeal pain, pleural disorder, pleural effusion, pneumonia, pneumonia aspiration,
preumothorax, pulmonary embolus, puimonary hypertension, respiratory disorder, rhinits, sinusits, snoring, sputum increased, throat tightness, varicose vein, voice alteration,

Gastrointestinal Disorders: Abdomen enlarged, abdominal distention, abdominal pain, aphthous stomatts, ascites, bloody diarthea, cardiospas, cheils, cholelithiasis,
cholecystis, colis, constipation, iarthea, dry mouth, dysphagia, enteits, enterocoliis, eructation, esophageal icer, esophagits, fecal mpaction, flaulence, gastii, gastis

reflux disease, hemorthage, gingivits, glossits, gum hyperplasia, hematemesis, hepatoma, hypoesthesia oral,
intestinal perforation, the mouth, melena, mouth uiceration, nausea, pancreatit
periodontits, i, rectal disorder, alivary sialadentis,

stomach atony, stomach ulce, stomach ulcer hamorthage, stools abnormal, stomatis, swollen tongue, aste loss,tzse pervrsion, tenesmus, tongue discolraton, ongus
disorder, tongue edema, ooth caries ooth disorder,ulcer (duodenal, nestinal,peptic) uiceraivecols,vomitin
i : Ascites, biliary pain, hepatit jaundice, jaundi ! ,liver fatty deposit, liver tendemess
Skin and subcutaneous Tissue Disorders: Acne, alopecia, angioedema, cold sweat, decubitus uicer, dry skin, eczema, dermatis (exoliatve, fungal, lichenoid), face sweling,
furunculosis, hair disorder, Henoch-Schonlein purpura, hirsutism, chthyosis, melanosis, milria, nail disorder, photosensitivity reaction, rash (maculopapular, petechial, papular,
pup pustur, vesicbulows). prurtus, poras, sebrtis, i aophy,skin discoratn, skin dorer, sk hypetophy, in necross, kin o, sk Ui
caria

: Arthralgia, arthits, arthrosis, bone disorder, bone pain, bursits, cervical spasm, chondrodystrophy, dysarthria, generalized
spasm, hyperlonia, hypotona, jointdisorder, oint swelling, leg cramps, lupus erythematosus syndrome, muscle atrophy, muscle cramp, muscle spasms, muscle twitching, muscle
stifiness, muscular weakness, myalgia, myasthenia, myopathy, myosits, neck rigidty, osleomyehus osteoporosis, pathological fracture, pyogenic arthiits, thabdomyolysis,

Renal and Urinary Disorders: Acue idney faiure, abuminura, belaits, b\adderoa\culus lcum crystalluria, creatinine clearance decreased, cystis, dyspareunia, dysuria,
epidicymits, domeruits,gycosuria, hmalur,hyronephrosi, iy clclu, ey faiure, dneyfuncton abnormal, ey pain, eukorthe, masts,nephrts, neptross,
nocturia, oliguria, polycystc kidney, polyuria, figen increase, pyuria, renal failure, urethral pain, urethris, urination impaired,
urine abnormality, urinary frequency, urinary incontinence, urinary etention, urinary actdeorder urinary urgency, urogenital disorder, urolthiasis, uterine disorder, uterine
hemorthage
Pregnant

ditions: Unintended pregnancy

Reproductive System and Breast Disorders: Abnormal ejaculation, amenorrhea, breast abscess, breast discharge, breast enlargement, breast pain, cervicitis, cervix disorder,
dysmenorthea, ejaculation delayed, endometrial disorder, erectile dysfunction, female lactation, fibrocystic breast, gynecomastia, hypomenorrhea, impotence, libido
menopause, menstrual disorder, ovarian disorder, papanicolau smear suspicious, penis disorder, sexual dysfunction, uterine

Vaginitis,

thenia, body odor, chils, death, d face, peripheral), fatigue, feeling
drunk, fever, hangover effect, healing abnormal, hernia, hypothermia, joint swelling, malaise, mucous membrane disorder, pain (pelvic, neck, back, chest,limb), pain in extremities,

Investigations: Alanine aminotransferase increased, alkaline phosphatase increased, amylase increased, aspartate aminotransferase increased, blood calcium
decreasedincreased, blood creatine phosphokinase increased, blood creatinine increased, blood magnesium decreased, blood phosphate decreased, blood potassium
drugeffectincreased, drug
transpeptidase increased, gonadotropic follicle stimulating hormone increased, hormone level altered, medication error, non-protein nitrogen increased, platelet count decreased,

Injury, fall, injury (accidental, intentional), medicati 3 idental, intentional)
OVERDOSE AND TREATMENT
10159, \

other drugs have been reported balin overd day. Innone ofth h tablished
monotherapy.
Themost wmmomy reported adverse events observed when pregabalin was taken in overdose (dose range: 800 mg/day to 11,500 mg as a single dose) include affective disorder,

depression, agitation

pregabalin fthe clnicl
status of the patient. Consider clivated inthe eventof d i i

ofingestion. In patents who are not full conscious or have impaired gag reflex, consideration should be given to administering activated charcoal via nasogastic ube once the
airway s protected.

linp: toxicity or i Standard
hours). i the potential for

For suspected adverse drug reaclmn seek medical attention immediately and report to the FDA a‘ 'da gov.ph AND Unilab at (+632) 858-1000 or
Y

STORAGE CONDITIONS

STORAGE . Manufactured by Aianta Pharma Linited
peratures notexceeding 30°C. Protectfrom ight. PN B WD, Pt Aungabed
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