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Summary of Product Characteristics
1 NAME OF THE MEDICINAL PRODUCT

PIasmaLyte® 148 (pH 7.4) solution for infusion.

2QUALITATIVE AND QUANTITATIVE COMPOSITION

SOAIUMCRIONAE:. ... et e e e e e e eeaeeennnne 5.264/l
POtasiumM ChIONde: ... v 0.37¢g/l
MagnesiunChloridehexahydrate:...........cccooooiieiiiiiiiiee e, 0.30g/I
SodiumAcetaB trNYdrate:...........eueeiiiii e 3.684/l
SOAIUM GIUCONALE......uuiiii e e e as 5.2.g/l
Na* K* Mg*™* ClI" CH,COO  CgH,,0/
(Acetate) (Gluconate)
mmol/| 140 5.0 15 98 27 23
mEg/ 140 5.0 3.0 98 27 23

For thefull list of excipients,seesection6.1.
3PHARMACEUTICAL FORM
Solution for infusion.

Clearsolution, freefromvisible particles

Osmdarity: 295mOsm/I (approx.)
pH: appiox. 7.4 (6.5t0 8.0)

4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications

PlasmalLyte 148 (pH 7.4)is indicated:

- for fluid replacemen(e.g.after burns,heal injury, fracture,infection, andperitonel irritation),

- asintraoperativdluid replacement,

- in haemorrhagi shockandclinical condtionsrequiring rapid bloodtransfusiongcompatibilitywith blood),
- in mild to moderatametabolicacidoss, alsoin caseof lactaie meaboism impairment.

4.2 Posology and method of administration

Posdogy:

Adults, older patients and adolescents (age 12 years and over):

Thedosageandrate of admnistration dependon the age,weight, clinical andbiological conditionsof the patientand
concamitanttherapy.

Therecommendedosagas: 500ml to 3 litres/ 24 h

Administration rate:
Theinfusionrateis usualyy 40 mL/kg/24hin aduls, theelderly andadolescats.
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Whenusedfor intraoperativdluid replacenent,normd rate canbe higherand is about15 mL/kg/h.

Usein Geriatric Patients

Whenselectingthetype of infusion solutionand the volume/rak of infusionfor ageriatic patient,considerthat
geriatric paients aregenerallymorelikely to havecardiac,renal, hepatic, andotherdiseasesr concomitantrug
therapy.

Paediatric population

Safety andeffectiveressof Plasmalyte 148(pH 7.4)in children havenot beenestablishedy adequatendwell
controlled trials. Treatmenbf paediatrigpatentsis descrbedin literaure.

Thedosagerarieswith weight:

e 0-10kg bodyweight up to 100ml/kg/24h
e 10-20 kg bodyweight 1000ml + (50 ml/kg over10kg)/24h
e >20Kkg bodyweight: 1500ml + (20 ml/kg over20kg)/24h.

Theadministraion ratevarieswith weight:

e 0-10kg bodyweight 6-8 ml/kg/h
o 10-20 kg bodyweight 4-6 ml/kg/h
e >20Kkg bodyweight: 2-4 ml/kg/h

Methodof adminstration:

Theadministraion is performedby intravenousoute.

Thesolutionshouldbe administeredvith sterile equipnmentusinganaseptic technique.The equipmenshouldbe
primedwith the solutionin orderto preventair enteing the system

This solutioncanbe adminiseredbefore during or after a bloodtransfusion.
Dueto its iso-osmolaity, this solution canbe admnisteral througha peripheralvein.

Thesolutionshouldbeinspectedvisually for particulate mater and discolordion prior to administratiorwhenever
solution and container permit. Do notadmnisterunlessthesoluion is clearand the sealis intact.

Do not removeunit from overwrapuntil readyfor use.Theinnerbag maintainsthe sterility of the solution.Administer
immediatelyfollowing theinsertion of infusionset.

Do not useplasic contanersin seriesconnectons.Suchusecouldresult in air embolismdueto resdualair being
drawnfrom the primary containerbeforetheadminstration of thefluid from the seconday containelis completd.
Pressurizig intravenousolutionscontainedn flexible plastcs contanersto increaselow ratescan resultin air
embolismif theresidualair in thecontaine is notfully evacuate prior to administration.

Useof aventedintravenousadministation setwith the ventin the open postion couldresultin air embolism.Vented
intravenousdninistration setswith thevent in the open postion shouldnot be usedwith flexible plasticcontaines.

Additives maybeintroducedoeforeinfusionor during infusionthroughtheinjection site
4.3 Contraindications

Thesolutionis contraindicatedin patientspresating:

— Hyperkalaemia

— Renalfailure

— Heat block

— Metabolicor respiratoryalkalosis

— Hypochlorhydria
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— Hypersenstivity to theacive substancesr to anyof theexcipiens listedin sedion 6.1

4.4 Special warnings and precautions for use
WARNINGS
Electrolyte balance

PlasmaLyte 148(pH 7.4)is notindicated for the treament of hypochlor@mic hypokalaemialkalosis
PlasmalLyte 148 (pH 7.4)is notindicated for the primary treamentof severemetabolicacidoss neitherfor the
treamentof hypomagnesaemi

Usein Patients with or at Risk for and from Hypermagnaesemia

Parenteramagnesium saltsshouldbe usedwith cauton in lessseveredegres of renalimpairmentandin patientswith
myasthaia gravis. Patientsshould be monitored for clinical signs of excess magneium, particulaly when being
treaedfor eclampsia. (Seealso secton 4.5— Interactionswith other Medicnal Productsandothe formsof interacion)

Use in patients with Hypocal caemia

PlasmaLyte 148 (pH 7.4) containsno calcium,andanincreag in plasmapH dueto its alkalinizing effect may lower
the cone@ntation of ionized (not proten-bound) caldum. PlasmaLyte 148 (pH 7.4) shoud be administered with
particular cautionto patientswith hypocal@aemia

Usein Patients with or at Risk for Hyperkalaemia

Solutionscontahning potassum saltsshaild be admnisterel with cauton to paientswith cardiacdiseaeor conditions
predisposingo hyperkademiasuchasrend or adrenoortical insufficiengy, acutedehydration,or extensivetissue
destructionasoccurswith severeburns The plasmapotassum levd of the patientshouldbe paticularly closely
monitoredin patientsatrisk of hyperkahema.

Thefollowing combnationsarenotreconmendedtheyincreasehe concentation of potassiunin the plasmaand may
leadto potentally fatd hyperkalaemiaotablyin caseof renalfailureincreasingthe hyperkalaemi@ffects(see 4.5).

- Concanitantusewith potasiumsparig diuretics (amiloride, potassiumcarreonate spironolactonetriamterane)

- Angiotensn convertingenzyne inhibitors (ACEi) and, by extrapoldion, angiotensinll receptorantajonids :
hyperkalaemigotentally lethal

- Tacroimus,cyclosporin

Use in patients with potassium deficiency

AlthoughPlasne-Lyte 148 (pH 7.4) solution hasa potassiumconcentation similar to theconcentrationn plasmaijt is
insufficientto producea usefuleffectin caseof severgyotassiundeficiency andtherdore it shouldnotbeusedfor this
purpose.

Fluid balance/renal function.

Risk of Fluid and/or Solute Overload and Electrolyte Distur bances

Thepatients clinical statusandlaboratoryparanetes (fluid balance,bloodand urine electrolytesas well asacidbase
balance) mustbe monitoredduring useof this solution.

Dependingon thevolume andrate of infusion, intravenousadministraion of PlasmalL yte 148(pH 7.4) cancause

- fluid andor sdute overloadreaulting in overhydraton/hypervohemathereforehigh volumeinfusionmustbeused
underspeific monitoringin patientswith cardiac, pulmonaryor renalfailure

Use in Patients with Hypervolaemia or Overhydration, or Conditions that Cause Sodium Retention and Oedema
Plasmalyte 148 (pH 7.4) shouldbe admnisteredwith particular caution to hypervolaemior ovetydratedpatients.

Solutions containingsodum chloride should be carefully adminsteredto patientswith hypertensionheat failure
peripheral or pulmonaryedemajmpairedrend funcion, pre-eclampsia,aldosteronismor othercondiions assoaated
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with sodiun retention(seealsoSecton 4.5— Interactionswith otherMedicinal Productsandforms of interaction).
Use in Patients with Severe Renal mpairment

Plasmalyte 148 (pH 7.4) shouldbe admnisteredwith particular caution to patientswith severerenalimpairment.n
suchpatientsadminigrationof Plasme-Lyte 148 (pH 7.4) may resultin sodum and/orpotassiunor magnesium
retention.

Acid-base balance
Usein Patients with or at Risk for Alkalosis

PlasmalLyte 148 (pH 7.4) shouldbe admnisteredwith particular caution to patientswith alkalosisor atrisk for
alkaloss. Excessadninistrationof Plasmalyte 148 (pH 7.4) canresultin metabolicalkalosisbecaus®f the presence
of acetateandglucondeions
Other warnings

Hyper sensitivity Reactions

Hypersasitivity/infusionreactons including anghyladoid reactions,have beenreportal with PlasmalLyte 148 (pH
7.4).

Theinfusionmustbe stoppedmmediatdy if anysignsor sympbmsof a suspetedhypesensitivityreactiondevelop.
Appropriatetherapeuic countermeasresmustbeinstituted asclinicaly indicated.

Administration
Administraton in the postoperatie periodshortly after recoveryfrom neuromusculablock shouldbe usedwith
cautionsincemagnesiunsaltscanleadto recurarisabn effed.

Whenused concomitatly with parenterahutition, electrolyte supply shoutl betakeninto accountandadjusted
accordingly.

PRECAUTIONS
Interference with laboratory tests for gluconate containing solutions

Therehave beenreports of false-positive testresults using the Bio-Rad Laboratolies Platelia Aspergillus EIA testin
patientsreceivingBaxtergluconatecontining Plasmalyte solutions. Thesepatientswere subsequentlyoundto befree
of Aspergillus infection. Therefore positive teg resuls for this testin patientsreceivingBaxter gluconatecontaining
Plasmalytesolutionsshouldbe interpreed cautiously andconfirmed by otherdiagnostianethods.

Administraton

Adding othermedicatonsor usinganincorrect administration techniquemight causethe appeaanceof feverreactions
dueto the possibleintroductionof pyrogensin caseof an adversaeeaction, infusionmustbe stoppedmmediately.

For information on incompatibilitesandprepardion of the productand addiives, pleaseseesection6.2and6.6.
4.5 Interaction with other medicinal products and other forms of interaction

Interaction related to the presence of sodium:

- Corticoids/Steroidsandcarbenoxoloneyhich are associatd with theretentionof sodiumandwater(with
oedemaand hypertension).

Interaction related to the presence of potassium:

Thefollowing combinationsncreag the concentation of potassum in the plasmaandmayleadto potentially
fatd hyperkalaemiaotablyin caseof renalfailure increaing the hypekalaemic effects:

- Potassiumsparingdiuretics(amiloride potassum canreonate spironolactonetriamterenealoneor in
combinaton) (see4.4),

- Angiotensn conwertingenzymeinhibitors (ACEi) and,by extrapoldion, angotensinll receptorantagonists
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hyperkalaemigotertially lethal (see4.4).
Taaolimus,cyclosporin (see4.4)

Administraton of potassum in patientstreated with suchmedicaions can producesevereandpotentiallyfatal
hyperkdaema, particularlyin paients

with severe renalinsufficiency.
Interaction related to the presence of magnesium:

Neuomusculablockerssuchastubocuranne, suxanethonium,andvecuroniumwhoseeff ectsareenhancedby the
presenceof magnesium.

Acetylcholine whosereleaseandeffecs are reducel by magnesiunsdts wha may contibuteto neuromuscular
blockade

Aminoglycosde antibacteials andnifedipinethathaveaddtive effeds with parenteramagnesiunandenhancedhe
neuromusculablocking.

Interaction related to the presence of acetate and gluconate (which are metabolised into bicarbonate):

Cautionis advisedwhenadninistering PlasmalLyte 148 (pH 7.4)to patientstreata with drugsfor which renal
eliminationis pH dependentDueto its alkalinizing effect (formation of bicarbonate) PlasmalLyte 148 (pH 7.4) may
interferewith the eliminationof suchdrugsRenalclearanceof acidic drugssuchassaligylates,barbturatesandlithium
may beincreasedecaus®f thealkalinisationof urine by the bicarbonag resultingfrom acetateandgluconate
metabolism.

Renalclearancef alkalinedrugssuchassympathomimeics (e.g.ephalrine,pseudoephedrin@ndstimulants(e.g.
dexamphetarme sulphate phenfluramime hydrodloride) maybe decreased.

4.6 Fertility, pregnancy and lactation

Pregnancy and lactation

Thereareno adequatelatafrom theuse of PlasnaLyte 148(pH 7.4) solution for infusionin pregnanbor lactating
women.The potentialrisksandbenefitsfor eachspedfic patientshouldbe carefully consideredeforeusingPlasma
Lyte 148 (pH 7.4) sdution for infusion in pregnancyor lactating woman.

Fertility
Thereis noinformationontheeffects Plasmalyte 148 (pH 7.4) solution for infusionon fertility

4.7 Effects on ability to drive and use machines

Thereis noinformation of the effectsof PlasmaLyte 148(pH 7.4) solution for infusionon the ability to drive anduse
machnes.

4.8 Undesir able effects

Thefollowing adversaeactionshavebeen reportedin the postmarkeing experience,with variouselectrolyte soluions
similar to Plasmalyte, listedby MedDRA SystemOrganClass(SOC),thenby Preferred Term in orderof severity,
wherefeasibé.

Frequencys definedasvery comnon (> 1/10); common(> 1/100 to < 1/10); uncommon(> 1/1000to < 1/100):rare(>
1/10,000to < 1/1000Q; veryrare(< 1/10,000);andnot known (cannotbe estimatedfrom the availabledata)

System Organ Class (SOC) MedDRA Preferred Term Frequency
Immunesystemdisorder« | Hypersensitivity/infusior reactior Not knowr
(including Anaphyhctoidreaction,and
the following manfestations:
Tactycardia,
Palpgtations,
Chestpain,
Chestdiscomfort,Dyspnea,
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Respratory rate increasec

Flushing,
Hyperaemia,
Asthenia,
Feelingabnomal, Piloerection,
Oedemaeripheral Pyrexia
Urticaria
*Hypotension, Wheezing, Cold
sweat,
Chills, Hyperkalaemia)
Metabolismandnutrition Hypervolaemi Not knowr
disordeg
Nervoussystendisorder | Seizure: Not knowr
VVasculardisorder Thrombophebitis Not knowr
Venousthrombosg Not knowr
Skin andsubcutaneou Urticarie Not knowr
tissuedisorder
Generadisordersand Infusionsitereactons Not knowr
admnistration site (e.g.,Burningsenséon
conditions Feve

Injectionsite pain
Injectionsitereacton
Injectionsite phlebitis
Injectionsiteirritation
Injectionsiteinfection
Extravasatior
Investigation: Falsepositivelaboratoryreaults (Bio- Not knowr
RadLaboratores PlateliaAspergillus
EIA test)(seeSection4.4)

* Theadversaeactionshighlightedin italic arereporta for othersimilar products

Reportingof suspecteddversageactions

Reportingsuspecte@dverseaeactionsafterauthorisaton of the medicinal productis important.It allows cortinued
monitoring of the bendit/risk balanceof the medidnal produd. Heathcae professionalsre askedo reportany
sugpectedadverseeactionsvia:

HPRA Pharnacovigilance

Eadsfort Terrace

IRL - Dublin 2

Tel: +3531 6764971

Fax:+3531 6762517

Website:.www.hpra.ie

e-mail: medsaéty@hpra.ie

4.9 Overdose

Overuseor too fastadmnistrationmay lead to water andsodiumoverloadwith arisk of oedemaparticularlywhen
thereis a defecive renalsodiumexcretion.In this caseextrarenal dialysismaybe necessar.

Excesiveadministraion of potasgum may leadto the devebpmentof hyperkalaemiagspecidly in patientswith renal
impairment. Symptons includepareshesiaof the extremiti es,musde wegness paralysis cardiacarrhythmiasheat
block, cardac arrest,andmentalconfuson. Treament of hyperkahema involvesthe administationof calcium, insulin
(with glucose)sodiumbicarbonategexchangeesinsor dialysis.
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Excesive parenterabdministratiorof magnesiunsalts leadsto the devebpmentof hypermagnsaemiajmportant
signsof which arelossof deeptendonreflexes andrespiratory depression,both dueto neuromusculablockade Other
symptomsof hypermagnesaemiaayincludenause, vomiting, flushing of the skin, thirst, hypotensbn dueto
peripheralvasodiatation, drowsinessconfusion, muscke weaknesshradycadia, coma,andcardiacamrest.A patient
with supralethahypermagnesaemisassuccasfully treaked using asssted ventilation,calciumchloride, administerd
intravenouslyandforceddiuresiswith mannitol infusions.

Excesiveadministraion of chloridesalts may causealossof bicarbonge with anacidifying effed.

Excesive administraion of compoundssud assodiumacetae and sodum gluconate which are metabolisedo form
the bicarbonateanion may leadto hypokabhenma andmetaboic alkalosis, especially in patientswith impairedrend
function. Symptomamayincludemoodchangestirednessshortnes®f breah, musck weaknessandirregular
heartbeatMuscle hypertonicity,twitching, and tetany maydevdop espedlly in hypocalcaene paients Treament of
metabolicalkalosisassocated with bicarbonateverdoseconssts mainly of approprate correctionof fluid and
electrolytebalance.

Whenoverdosas relatedto medicaionsaddedo the solution infused, the signsandsymptomsof over infusionwill be
relaedto the natureof theadditivebeingusel. In the eventof accidentd overinfusion,treatmenshouldbe

discontinuedandthe patientshouldbe observedor the appropria¢ signsandsymptomselatedto thedrug
administered.Therelevantsynptomaticand supportivemeasureshouldbe providedasnecessat.

5 PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup:“Electrolytes” - ATC code “BO5BB0OTI

PlasmaLyte 148(pH 7.4)is anisotonic soluton of electrolytes.The electrolytesconstituent®f PlasmalLyte 148 (pH
7.4) solutionandtheir concentrabnsare desgned to match thoseof plasma.

Thepharmacologicapropertesof PlasmaLyte 148 (pH 7.4) solution arethoseof its componentgwater, sodium,
potassiummagneaium, chloride, acetateand gluconage).

Themaineffectof PlasmalLyte 148(pH 7.4)is the expansionof the extracellular compatmentincluding boththe
interstitial fluid andtheintravasularfluid.

Sodiumacetateandgluconatearebicarbonag-producingsalts and assud arealkalinizing agents.

Whenmaedicaton is addedto Plasme-Lyte 148 (pH 7.4),theoverall phamamdynamicsof the solutionwill dependn
thenature of thedrug used.

5.2 Phar macokinetic properties

Thepharmacokinetipropertesof the PlasmaLyte 148 (pH 7.4) solution are thoseof theionsits compositionncludes
(sodum, potassiummagnesiumg¢hloride aceateand gluconae).

Acetatesaremetabolisedby muscleandperipheraltissues to bicarbonge, without solicitatiion of theliver.

Whenmaedicaton is addedo Plasme-Lyte 148 (pH 7.4),the overall phamaakineticsof the solutionwill dependn
the nature of thedrug used.

5.3 Preclinical safety data

Preclinical safey dataof Plasme-Lyte 148 (pH 7.4) solution for infusionin animalsarenotrelevantsinceits
constituentsarephysiologicalconponerts in animd andhuman plasma
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Toxic effects arenotto be expecedunderthe condiion of clinical appication.
The safetyof potentialadditivesshould be consderedsepaately.

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Waterfor Injections
Sodiumhydroxide (for pH adjusment)

6.2 Incompatibilities

Additives
Whenintroducingadditvesto Plasmalyte 148(pH 7.4), aseptic technguemustbeused.Mix the solutionthoroughly
whenadditives havebeenintroduced Do not storesolutionscontaning additives.

Incompatibilty of the medicinalproductto beaddedwith thesolutionin Viaflo containemustbe assessellefore
addition.

Thelnstructionsfor Use of the medicina produd to be addedmustbe consulted

Before addinga subganceor medcation verify it is solublke and/orsteble in waterandthatthe pH rangeof Plasma
Lyte 148(pH 7.4)is approprate(pH 6.5- 8.0). After addiion, che for a possiblecolourchangeand/orthe
appearancef precpitates,insoluble complexe or crystds.

Thoseadditivesknownto beinconpatble shouldnot be used.

6.3 Shelf life

Shdf life aspackaged24 months for the 500 ml and 1000 ml containersShelflife afterfirst opening The product
should beusedimmediatelyafter opening.

In-useshef-life after reconstitition with additives:

Chemica andPhysica stability of anyaddiive atthepH of PlasmaLyte 148 (pH 7.4) solutionin the Viaflo container
should be estblishedprior to use.

From amicrobiological point of view, the diluted productshouldbe usedimmediately.If notusedimmediately,in-use
storagetimesandconditionsprior to useare theresponsibiity of the userandwould normallynot belongerthan24
hoursat 2 to 8°C unlessreconstitutbn has takenplace in controlledandvalidated asepticcondiions.

6.4 Special precautionsfor storage

This medicinalprodud doesnotrequireanyspecal storagecondiions

For storageconditionsafterreconstitutiorof addiiveswith themediind product,seesecion 6.3.
6.5 Nature and contents of container

Thebagsarecomposedf polyolefin/pdyamide co-extrudedplastc (PL 2442).The bagsare overwrappedvith a
protectiveplastc pouchcomposef polyanidepolypropylenewhich servesonly to providephyscal protectionto the

bags.

Thebagsizeis either5000r 1000ni..

Outer cartoncontents 20 bagsof 500ml
10 bagsof 1000ml

Not all packsizesmaybemarketec
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6.6 Special precautionsfor disposal and other handling

After opening the containerthe contentsshoul be usel immediakly and shouldnot be storedfor a subsequent
infusion.

Discardafter singleuse.
Discardany unusedportion.
Do not reconnecpartially usedbags.

1. Openng

a. Removethe Viaflo containerfrom the overpouchjustbeforeuse.

b. Checkfor minuteleaksby squeezingnnerbagfirmly. If leaks are found, discardsolution,assteility maybe
broken.

c. Checkthesolution for clarity andabsnceof foreignmattes. If soluion is notclearor containsforeign mattes,
discardthe solution.

2. Preparaton for admnistration

Usesterilematerialfor preparatiorandadminigration.

a. Sugpend contairer from eyeletsupport

b. Removeplasic protectorfrom outletport at bottomof contaner:

- grip thesmallwing onthe neckof the portwith onehand,

- grip thelargewing on the capwith the otherhand andtwist,

- thecapwil | pop off.

c. Useanaseptianethodto setup theinfusion.

d. Attachadministratiorset.Referto compketedirectionsaccompaying setfor connectionpriming of the setand
administrationof the soluion.

3. Technguesfor injection of additivemedications

Warning:Someadditivesmaybeincompaible
Whenadditive is used,verify isotonicity prior to pareneraladministration. Thoroughandcaretul aseptiamixing of any
additive is mandabry. Solutions containng additivesshoutl be usal immedigely andnot stored.

To add medication before administration

a. Disinfectmedicatiorsite.

b. Usingsyringewith 19 gauge(1.10mm)to 22 gauge(0.70mm) needle punctureresealablenedicationportand
inject.

c. Mix solutionandmedcationthoroughly.For high-densitymedicdion suchas potassiunthloride, taptheports
gently while ports areuprightandmix.

Caution: Do not storebagscontainingaddedmediations.
To add medication during administration

a. Closeclampontheset.

b. Disinfect medicatiorsite.

c. Usingsyringewith 19 gauge(1.10mm)to 22 gauge(0.70mm) neede, puncure resealablenedicationport and
inject.

d. Removecontainerfrom IV poleand/orturnto anupright postion.

e. Evacuatéboth portsby tappinggentlywhile the contaneris in anupright posiion.

f. Mix soluionandmedicationthorougtty.

g. Returncontainerto in usepostion, re-openthe clamp andcontinueadministration.
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