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1. NameoftheMedicinalProductProduct 

Name: PROBION 25   (PregabalinCapsules25mg) 

Strength:25mg 

PharmaceuticalDosageForm:SolidDosageform(Capsule) 

2. QUALITATIVEANDQUANTITATIVESCOMPOSITION: 

Composition: 

EachhardGelatincapsulecontains: 

PregabalinBP 25mg 

Excipients q.s 

 

Excipient with known effect:-Lactose. 

For the full list of excipients, see section 6.1 

 

3. PHARMACEUTICALFORM: 

Visualdescriptionoffinishedproduct: 

Blue/whitecolouredsize"2"emptyhardgelatinCapsulesfilledwithwhitetooff-

whitecolourpowder. 

 

4. CLINICALPARTICULARS 

4.1TherapeuticIndicationsandUsageNeuropathicpain 

Pregabalinisindicatedforthetreatmentofneuropathicpaininadults. 

Epilepsy 

Pregabalinisindicatedasadjunctivetherapyinadultswithpartialseizureswithorwithoutsecondary

generalization. 

GeneralizedAnxietyDisorder 

PregabalinisindicatedforthetreatmentofGeneralizedAnxietyDisorder(GAD)inadults. 
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4.2. Posologyandmethodofadministration 

Posology 

Thedoserangeis150to600mgperdaygivenineithertwoorthreedivideddoses.Neuropathicpain 

Pregabalintreatmentcan bestartedatadoseof150 mg per 

daygivenastwoorthreedivideddoses.Basedonindividualpatientresponseandtolerability,thedos

emaybeincreasedto300mgperdayafteranintervalof3to7days,andifneeded,toamaximumdoseof

600mgperdayafteranadditional7-dayinterval. 

Epilepsy 

Pregabalintreatmentcanbestartedwithadoseof150mgperdaygivenastwoorthreedivideddoses.B

asedonindividualpatientresponseandtolerability,thedosemaybeincreasedto300mgperdayafter

1week.Themaximumdoseof600mgperdaymaybeachievedafteranadditionalweek. 

GeneralisedAnxietyDisorder 

Thedoserangeis150to600mgperdaygivenastwoorthreedivideddoses.Theneedfortreatmentsho

uldbereassessedregularly. 

Pregabalintreatmentcanbestartedwithadoseof150mgperday.Basedonindividualpatientrespon

seandtolerability,thedosemaybeincreasedto300mgperdayafter1week.Followinganadditional

weekthedosemaybeincreasedto450mgperday.Themaximumdoseof600mgperdaymaybeachie

vedafteranadditionalweek. 

Discontinuationofpregabalin 

Inaccordancewithcurrentclinicalpractice,ifpregabalinhastobe 

discontinueditisrecommendedthisshouldbedonegraduallyoveraminimumof1weekindependen

toftheindication 

Specialpopulations 
 

Patientswithrenalimpairment 

Pregabaliniseliminatedfromthesystemiccirculationprimarilybyrenalexcretionasunchangeddr

ug.Aspregabalinclearanceisdirectlyproportionaltocreatinineclearance,dosereductioninpatient

swithcompromisedrenal 

functionmustbeindividualizedaccordingtocreatinineclearance(CLcr),asindicatedinTable1det

erminedusingthefollowingformula: 
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Pregabalinisremovedeffectivelyfromplasmabyhemodialysis(50%ofdrugin4hours).Forpatient

sreceivinghemodialysis,thepregabalindailydoseshouldbeadjustedbasedonrenalfunction.Inad

ditiontothedailydose,asupplementarydoseshouldbegivenimmediatelyfollowingevery4-

hourhemodialysistreatment 

 

Table1.Pregabalindoseadjustmentbasedonrenalfunction 
 

Creatinineclearance(

CLcr) 

(mL/min) 

Totalpregabalindailydose* Doseregimen 

 Starting

 dos

e(mg/day) 

Maximumdose(

mg/day) 

 

60 150 600 BIDorTID 

30-<60 75 300 BIDorTID 

15-<30 25–50 150 OnceDailyorBI

D 

<15 25 75 OnceDaily 

Supplementarydosagefollowinghemodialysis(mg) 

 25 100 Singledose+
 

 

TID=ThreedivideddosesBID=Twodivideddoses 

*Totaldailydose(mg/day)shouldbedividedasindicatedbydoseregimentoprovidemg/dose 

+SupplementarydoseisasingleadditionaldoseUseinpatientswithhepaticimpairment 

Nodoseadjustmentisrequiredforpatientswithhepaticimpairment. 
 

Pediatricpopulation 

Useinchildrenandadolescents(12-17yearsofage) 
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ThesafetyandefficacyofPregabalinCapsuleinchildrenbelowtheageof12yearsandinadolescents

(12-17yearsofage)havenotbeenestablished.Nodataareavailable. 

 

Useintheelderly(over65yearsofage) 

ElderlypatientsmayrequireadosereductionofPregabalindue 

toadecreasedrenalfunction(seepatientswithrenalimpairment). 

Methodofadministration 

Pregabalinmaybetakenwithorwithoutfood.Pregabalinisfororaluseonly. 

 

4.3. Contraindications 

` Hypersensitivitytotheactivesubstanceortoanyoftheexcipients. 

 

4.4. SpecialWarningandPrecautionsforuse 
 

Patientswithrarehereditaryproblemsofgalactoseintolerance,theLapplactasedeficiencyorglucos

e-galactosemalabsorptionshouldnottakethismedicine. 

Somediabeticpatientswhogainweightonpregabalintreatmentmayneedtoadjusthypoglycemicm

edications. 

Pregabalintreatmenthasbeenassociatedwithdizzinessandsomnolence,whichcouldincreasethe  

occurrenceofaccidentalinjury(fall)intheelderlypopulation.  

Therefore,patientsshouldbeadvisedtoexercisecautionuntiltheyarefamiliarwiththepotentialeffe

ctsofthemedication. 

Thereareinsufficientdataforthewithdrawalofconcomitantantiepilepticmedicinalproducts,once

seizurecontrolwithpregabalinintheadd-

onsituationhasbeenreached,inordertoreachmonotherapyonpregabalin. 

 

Afterdiscontinuationofshort-termandlong-termtreatmentwithpregabalinwithdrawalsymptoms 

have been observedinsome patients. The followingevents 

havebeenmentioned:insomnia,headache,nauseaanddiarrhoea. 

Therehavebeenpost-
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marketingreportsofcongestiveheartfailureinsomepatientsreceivingpregabalin.Inshort-

termtrialsofpatientswithoutclinicallysignificantheartorperipheralvasculardisease,therewasnoa

pparentassociationbetweenperipheraledemaandcardiovascularcomplicationssuchashypertensi

onorcongestiveheartfailure.Becausetherearelimiteddataonseverecongestiveheartfailurepatient

s,pregabalinshouldbeusedwithcautioninthesepatients. 

 

4.5. Interactionwithothermedicinalproductsandotherformsofinteraction 
 

Sincepregabalinispredominantlyexcretedunchangedintheurine,undergoesnegligiblemetabolismin

humans(<2%ofadoserecoveredinurineasmetabolites),doesnotinhibitdrugmetabolisminvitro,andis

notboundtoplasmaproteins,itisunlikelytoproduce,orbesubjectto,pharmacokineticinteractions. 

Noclinicallyrelevantpharmacokineticinteractionswereobservedbetweenpregabalinandphenytoin,

carbamazepine,valproicacid,lamotrigine,gabapentin,lorazepam,oxycodoneorethanol.Populationp

harmacokineticanalysisindicatedthatoralantidiabetics,diuretics,insulin,phenobarbital,tiagabinean

dtopiramatehadnoclinicallysignificanteffectonpregabalinclearance. 

Co-

administrationofpregabalinwiththeoralcontraceptivesnorethisteroneand/orethinyloestradioldoesn

otinfluencethesteady-statepharmacokineticsofeithersubstance. 

Multipleoraldosesofpregabalinco-

administeredwithoxycodone,lorazepam,orethanoldidnotresultinclinicallyimportanteffectsonrespi

ration.Pregabalinappearstobeadditiveintheimpairmentofcognitiveandgrossmotorfunctioncausedb

yoxycodone.Pregabalinmaypotentiatetheeffectsofethanolandlorazepam. 

 

4.6. PregnancyandlactationPregnancy 

TherearenoadequatedataontheuseofPregabalininpregnantwomen. 

Studiesinanimalshaveshownreproductivetoxicity.Thepotentialrisktohumansisunknown.Therefor

e,Pregabalinshouldnotbeusedduringpregnancyunlessthebenefittothemotherclearlyoutweighsthep

otentialrisktothefoetus.Effectivecontraceptionmustbeusedinwomenofchildbearingpotential. 

Lactation 

ItisnotknownifPregabalinisexcretedinthebreastmilkofhumans;however,itispresentinthemil

kofrats.Therefore,breast-feedingisnotrecommendedduringtreatmentwithPregabalin. 
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4.7Effectsonabilitytodriveandusemachines 
 

Pregabalinmaycausedizzinessandsomnolenceandthereforemayinfluencetheabilitytodriveorusema

chines.Patientsareadvisednottodrive,operatecomplexmachineryorengageinotherpotentiallyhazard

ousactivitiesuntilitisknownwhetherthismedicationaffectstheirabilitytoperformtheseactivities. 

 

4.8. UndesirableEffects 

Themostcommonlyreportedadversereactionsweredizzinessandsomnolence.Adversereactionswer

eusuallymildtomoderateinintensity. 

Inallcontrolledstudies,thediscontinuationrateduetoadversereactionswas13%forpatientsreceivingP

regabalinand7%forpatientsreceivingplacebo.Themostcommonadversereactionsresultingindiscon

tinuationfromPregabalintreatmentgroupsweredizzinessandsomnolence. 

Immunesystemdisorder:Allergicreaction,hypersensitivity 

Nervoussystemdisorders:Headache 

Cardiacdisorders:Congestiveheartfailure 

Gastrointestinaldisorders:Swollentongue,diarrhea,nausea 

Skinandsubcutaneoustissuedisorders:Faceswelling,pruritus 

 

Reporting of suspected adverse reactions 

Reporting suspected adverse reactions after authorization of the medicinal product is important. 

It allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare 

professionals are asked to report any suspected adverse reactions via EFDA yellow Card 

Scheme, online at https://primaryreporting.who-umc.org/ET or toll free call 8482 to Ethiopian 

food and drug authority (EFDA). 

 

4.9. Overdoseandspecialantidotes 

Inoverdosesupto15g,nounexpectedadversereactionswerereported. 
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TreatmentofPregabalinoverdoseshouldincludegeneralsupportivemeasuresandmayincludehaemod

ialysisifnecessary. 

 

5. PHARMACOLOGICALPROPERTIES: 

5.1 Pharmacodynamicsproperties: 

Pharmacotherapeutic group: Antiepileptics, other antiepileptics ATC code: N03AX16 

 

MechanismofAction 

Pregabalinbindswithhighaffinitytothealpha2-deltasite(anauxiliarysubunitofvoltage-

gatedcalciumchannels)incentralnervoussystemtissues.Althoughthemechanismof 

actionofpregabalinisunknown,resultswithgeneticallymodifiedmiceandwithcompoundsstructurall

yrelatedtopregabalin(suchasgabapentin)suggestthatbindingtothealpha2-

deltasubunitmaybeinvolvedinpregabalin'santinociceptiveandantiseizureeffectsinanimalmodels.In

vitro,pregabalinreducesthecalcium-

dependentreleaseofseveralneurotransmitters,possiblybymodulationofcalciumchannelfunction. 

Whilepregabalinisastructuralderivativeoftheinhibitoryneurotransmittergamma-

aminobutyricacid(GABA),itdoesnotbinddirectlytoGABAA,GABAB,orbenzodiazepinereceptors,

doesnotaugmentGABAAresponsesinculturedneurons,doesnotalterratbrainGABAconcentrationor

haveacuteeffectsonGABAuptakeordegradation.However,inculturedneuronsprolongedapplication

ofpregabalinincreasesthedensityofGABAtransporterproteinandincreasestherateoffunctionalGAB

Atransport.Pregabalindoesnotblocksodiumchannels,isnotactiveatopiatereceptors,anddoesnotalter

cyclooxygenaseenzymeactivity.Itisinactiveatserotoninanddopaminereceptorsanddoesnotinhibitd

opamine,serotonin,ornoradrenalinereuptake 

 

5.2 PharmacokineticsProperties 

PreclinicalPregabaliniswellabsorbedafteroraladministration,iseliminatedlargelybyrenalexcretion,

andhasaneliminationhalf-lifeofabout6hours. 

Absorption 

FollowingoraladministrationofPregabalincapsulesunderfastingconditions,peakplasmaconcentrati

onsoccurwithin1.5hours.  Pregabalinoralbioavailabilityis≥ 
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90%andisindependentofdose.Followingsingle-(25to300 mg) and multiple-dose(75to900 

mg/day)administration,maximumplasmaconcentrations(Cmax)andareaundertheplasmaconcentra

tion-

timecurve(AUC)valuesincreaselinearly.Followingrepeatedadministration,steadystateisachieved

within24to48hours.Multiple-dosepharmacokineticscanbepredictedfromsingle-dosedata. 

TherateofPregabalinabsorptionisdecreasedwhengivenwithfood,resultinginadecreaseinCmaxofap

proximately25%to30%andanincreaseinTmaxtoapproximately3hours.However,administrationof

PregabalinwithfoodhasnoclinicallyrelevanteffectonthetotalabsorptionofPregabalin.Therefore,Pre

gabalincanbetakenwithorwithoutfood. 

 

Distribution 

Pregabalindoesnotbindtoplasmaproteins.TheapparentvolumeofdistributionofPregabalinfollowin

goraladministrationisapproximately0.5L/kg.Pregabalinisasubstrate 

forsystemLtransporterwhichisresponsibleforthetransportoflargeaminoacidsacrossthebloodbrainb

arrier.Althoughtherearenodatainhumans,Pregabalinhasbeenshowntocrossthebloodbrainbarrierin

mice,rats,andmonkeys.Inaddition,Pregabalinhasbeenshowntocrosstheplacentainratsandispresenti

nthemilkoflactatingrats. 

 

Metabolism 

Pregabalinundergoesnegligiblemetabolisminhumans.FollowingadoseofradiolabeledPregabalin,a

pproximately90%oftheadministereddosewasrecoveredintheurineasunchangedPregabalin. 

TheN-

methylatedderivativeofPregabalin,themajormetaboliteofPregabalinfoundinurine,accountedfor0.9

%ofthedose.Inpreclinicalstudies,Pregabalin(S-enantiomer)didnotundergoracemizationtotheR-

enantiomerinmice,rats,rabbits,ormonkeys. 

 

Elimination 

Pregabaliniseliminatedfromthesystemiccirculationprimarilybyrenalexcretionasunchangeddrugwi

thameaneliminationhalf-

lifeof6.3hoursinsubjectswithnormalrenalfunction.Meanrenalclearancewasestimatedtobe67.0to80
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.9ml/mininyounghealthysubjects.BecausePregabalinisnotboundtoplasmaproteinsthisclearancerat

eindicatesthatrenaltubularreabsorptionisinvolved.Pregabalineliminationisnearlyproportionaltocr

eatinineclearance(CLcr). 

 

5.3 Preclinicalsafetydata: 

-Thereisnopreclinicalsafetydata 

 

6. PHARMACEUTICALPARTICULARS 

6.1 Listofexcipients 
 

EXCIPIENTS SPECIFICATION 

Lactose BP 

ColloidalAnhydroussilica(Aerosil200) BP 

Talcumpowder BP 

EHGCapsulessize‘2’Blue/White In-House 

 

6.2 Incompatibilities:NotApplicable. 

 

6.3 Shelflife:2years(24Months). 

 

6.4 Specialprecautionsforstorage 

Storeincool,dry&darkPlacebelow300c.Keepoutofreachofchildren 

 

 

6.5Natureandcontentsofcontainer 

PrimaryPacking: 

12capsulespackedinAlu-PVDCblisterSecondaryPacking: 

2x12blistersarepackedinaPrintedCartonwithapackinsert 
 

6.6Specialprecautionsfordisposalandotherhandling: 

-None 
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7. MARKETING AUTHORISATION HOLDER 

 

CachetPharmaceuticalsPrivateLimited 

Address:Cachet Pharmaceuticals Pvt. Ltd 

415, Shah Nahar, Worli, Mumbai 400 018. India. 

Phone No. Office +91-22-40829991 

Email:- regulatory@cachetpharma.com 

 

8. MARKETINGAUTHORISATIONNUMBER 
 

07141/08307/REN/2021 

9. DATE OF FIRST AUTHORISATION/DATEOFRENEWALOFTHEREGISTRATION 

DATE OF FIRST AUTHORISATION: 22/05/2018 

DATEOFRENEWAL: 21/02/2022 

10. DATEOFREVISIONOFTHETEXT 

      02/01/2023 

 


