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SUMMARY OF PIIODUCT CHAITACTERISTICS

NAME O}- THE MI,DICINAL PRODUCT

Livazo I mg filnr-coated tablets.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each fihr-coated lablet contains pitavastatin calcium equivalerrt to I mg Pitavastatin.
Excipient(s) include 63.085mg Laclose monohydrate

For a full list ofexcipients see section 6 I

3. PHARMACEUTICAL FORM

Film-coated tablel.
Round white film-coated tablets embossed 'KC' ot't one face and '1' on the Ieverse.

4. CI,INICALPARTICULARS

4.t Therapeuticindications

Livazo is inclicated tbr the rcductiorr of clevated total cllolesterol (lC) and l-Dl.-C. in adults.

adolescents ancl childlen aged 6 years or older with prinrary hyperclto Iestcro laenr ia. incltrding

heterozygous fanilial hypercho lestero laerr ia, aud coltbirted (nrixed) dyslipidaemia. u'hen respo!rsc lo

diet and other non-pharmacological moasures is inadequate.

4.2 Posology and method of Ad nr inistration

Posoloqy

patients should be on a cholestorol lorvering diet befbre treatrnent. It is inlpotlant that a!l patients

continue dietary control during treatnlerlt.

The usual startirrg dose is lmg once daily. Adjustment ofdose should be made at intervals ot 4 weeks

or more. Doses should be individualized according to LDL-C levels, the goal of therapy and patient

response. The maximttm daily dose is 4mg

Ekle-rly

No dose adjustment necessary in patients older than 70 years (see sectiorl!-! arrd Sef1iolllj'

Pagdi4lrs-pgpdalql

Childrett qnd adolescents aged 6 years and over"

Livazo use ip childrerr shoulcl only be carried out by physicians exper-ienced in thc treatnlent of
hyperlipidaerr ia and progress should be regulatly reviewed.

l-ivazo l ng filrn-coaled tabiels
u Kr-l/155iio3rDC

starting dose

Doses should
ildrcn 6 tt:

In chilclren and aclolescents with heterorygous farnilial hypercholesterolaelnia the ustlal

is lng once daily. Adjustrrent ofdose shrltrld bcmadeat inlervals of4 rveeks ot more

be individualized aocording to LDL-C levels. the

9 years oI age the tnaxintunl daily dose is 2rng ln

is 4nrg(see Sections 4.8.5.1 and 5.2).

Children younger than 6 yeat"s ofage:
Tlre safety and efficacy of Livazo in childlen bc

data are available.
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Patients rvith inrnaired renal tirqglort

No dosage adjustmellt is required in rnild renal impairment but pitavaslatin should be used wilh

cautiol. bataivith 4mg close are limited in allgrades of irrpaired rertal iilltction. 'l'herefore 4mg dose

shoulcl ONLY be usecl with close monitoring arter g|aded dose titratioD. ln tl]ose with severe renal

iurpairnrent 4mg close is uot recommended (see Seclion 4.4 and Scctiotr 5 2)'

Patients witlr nrild to rnoderate imDaired hepatic function

Tire 4rng dose is not recommended in patienls with nild fo lrloderate irnpaired heparic fitnction. A

maximu;l daiiy dose of 2rng rnay be give' rvith close nronitoi'ing (see Scction 4,4 and Sectio' 5-2).

Method o-f Adu]]j!l&!q]

For oral use only and should be swallorved rvhole. l-ivazo can be taken at any timc ofthe day with or

wirhout food. Ii is clesirable tlrat tlte patienl lakes the tablet at the sar]re titne eaclr day Statin iherapy

is generally rrore effcctive in the evenillg due to the circadian rhythnr of lipid nretabolisttr.

If I shild or adolescerrt is unable to swallow the tablct, rvltcrc ncccsszrty, llre tablet nay bc dispersed in

aglassofwaterandtakenimmetliately'Toensureaccuratedosageasecondvolunretl|.watelshould
be used to rinse the glass and swallowed immed;ately. l'ablets urust not be dispersecl irr either acidic

fi'uit juices oL milk.

4.3 Contraindications

Livazo is contraind icated:

_i ill palients witlr k[own hypersensit iv ity lo pilavastalir] oI to any of lhc cxclptcnts ot'

otlrer statlns

!illpatientswithsevefehePaticitnpairtnelt,activeliverdiseaseoruncxplained
persistent elevations in serunr transaminases (exceeding 3 tilnes the upper lirnit ofnormal

iuLNl)
I itr Patients with rnYoPathY

tr in patients receivit.tg concomitant ciclosporill

Udurirrgpr.egnalrcy,rvhilebreast|eedingandittr,von]ettolchiIdbearirrgllotenlialnot
taking appropriate contraceptive precautions

4.4 Special warnings antl precautions for use

Muscle Effects
In commort with other l{MG-CoA reductase inhibitors

myopathy and, rarely, rltabdonyolysis to devcloP' ii[sc le

,y*;r;rir. CLcatinc kinase (Ck; ievels shoulcl be rreasured i. any patient feponing r'r'ruscle pai..

,rrraale t",ld"tn"ts or weaktless especially il accompanied by rnalaise or fevet

Creatiue kilase shoulri not be measurcd following slrcntloLls cxctcise ot in tltc Ptcscttee ol'atrl Dllrt't'

flausible caLrse of CK i'crease wlrich may coufourtd irlterpretation of the result. When clcvatcd CK

concentrations(>5xULN)afenoted'aconfir|natol.ytestshouldbeperformedrvilhin5loTdays'

There have been very rare reposs of an inrnune-nrediated necrotizirrg nlyopatlly (IMNM) dLrring or

after h€atment \vith sorne statins. IMNM is clinically charactefized by Pcrsisle|t proxitrtal nrrtscle

weakness anrj elevated serun] crealinc kinase, r,vhiclr pcrsisl despite discontinuation of statin freatnlent'

Livazo rnust rroL be co-adr r rstered witlr systcIric tbrrnulalrorrs of lu:iciic aiid nt uitllirr ? clav: o"

strlnning fusidic acid treatnlent. In parienis r^her.c rhe usc oI srsrernic Iirsi,.lii aeiJ i: (o si(lefecl

ess.mia'i, stafin lreatrncnt should be discontitttred thlottgltout tlle dttralloll of frrsidic acid itclttneltt

il;;;; h;t" been repods of rhabdo*ryolysis (inclucling sonre fatalities) in patients receiving ftrsidic
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acid and slatins in conrbination (see sectio_rr,4.j). 'l'he patient should be advised to seek nedica
advice irnmediately if th e1, experience an),syn'rptons ol rnusclc rvcakness. pain or tenderness.

Statin therapy nray be re-introdlrced seven days aftel the lasl close of tirsidic acid. In erccptiona,
cifcurnstances, where prolonged systenric fLrsidic acid is needed, e.g.. for' the tfeatnlenl of sr:vcr(
infections. the reed for co-administration of Livazo and fusidic acid should only be considcrccl on a
case by case basis and under close medical supen',ision.

Before 'll.ealnlqtl

In cornrnol with other statins, Liyazo shoLrld be prcsclibed wilh cautior ir patients i.vith plc-clisposint
factors for rhabdomyolysis. A creatinine kinase lcvel should be rrrcasurcd. to estahlirh a reference

baseline, in the following situations:

i-.1 renal inpairmcnt.
I hypothyroid isnr,

E personal or lhr.rily history of heleditary muscular disorders.
lJ prcvious history ofnruscular toxicit-v *'ith a fibrate or another stiltin,
! history of liver disease or alcohol abuse,

I eldefly paticnts (over'70 years) rvith orher predisposing risk larctors fbr rhabdonrlolysis.

In such situations, clinical nrouitoring is recomrrenclecl and the risk oftreatnenl should bc considcrcd
in relation to thc possible benefit. lreatrnent with I-ivazo shoulcl not be starte(l il'CIi valLres are >-\

U LN,

During Treatnont
Patients ntust be encouraged to fepod rnuscle pain, weakness ol cramps imnredialcly. Creatine kinase

levels should be measured and treatment stopped i1'CK levels are eievaled (>5r LjLN). Stoppirrg
lreatmcnt shouid be considered if rnuscLr[al synlpton]s are scvere everr if Cl( lcvels ale 

-<5x 
ULN. Il

symptonts resolve and CK levels retun] to nonral, then ro-introdLrctior of L,ivazo may be consiclerecl at

a dose of lrng and with close rronitoring.

Liver Effects
In commorr rvitir o,;her statins, Livazo should Lre used with cauliol in patients lvith a lristor;,- of livcr'

disease or.rvho regularly consirme exccssivc quantities of alcohol. Livet l"unclion lests should bc

perlbrrned prior to initiating treatment rvith Livazo ancl therr perioclically during tlcatnrcnt. Livnzo

tleatmenl siroLrld be discontinLred in l)aticnts riho lrave a petsistent inclease ir sctuln tralsarltirtas(!
(ALT and AST) exceeding 3x ULN.

Renal Effccts
Livazo should be used rvith caLrtion iu patients \.yith moclerate or severe rcnal impairnenl. Dose

increments shoLrld be instifuled only rvith close rnonitoring. In those r.r'ilh sevetc rcnal itnpairnrent.

4rng dosc ls rro( rcconrnrelrded (see ser-tintt L2).

Diabetes Mellitus
Some evidcncc suggests that statius as a class faise Lrlood glucose artcl in sorre patients, al high risk of
ftrture diabetes. may produce a level ol hypelglycaernia rvhere forrnal diabetes carc is appropriate.

This risk, horvever', is outrveighed lry the reduction in vascu]ar fisl( with statins and {herefofe shotrld

nol be a reason for sropping statin treatmerlt. Palient-q at Iisk of hlpergly,caemia (fasting glucose 5.6 1o

and biochenricalll, according to national guideli
diabetes lisk for pitavastatin cither in post

studies (see sectior 5.l)

Interstitial Lung I)isease
Exceptiorral cascs of interstitial lung disease hari.e --beerr..r,qpQded^\uidl-some..starins. ially witlr

long ternt therapy (sce section tl.8). Presenting fcalllres cau incluclc dyspnoca. noll-plodtlctr\,e cotrgh

and deterioration in genelal health (fatigLre. ,,r'eight loss arrd fevcr'). lf it is strspected a paljorll lras

developed intelstitial lLrng disease, staiin thcrapy shotrld be disconlinLted
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llaediatric population
There is liniit;d data orr tlre long telnr effcct on glou,t6 arcl sexual nratufatiolt i' paediatric 

'alienls 
6

year.s of age or older taking Livazo. i\dolescent felllales shoLtld be counsellecl on applopliate

"onraceptirle 
precaLrtions durirg lreat!ncrrt r'vitlr Livaz'o (see :gg!4u,:Ll'r-sqr]!ll {-q)

Other cffccts
A telnporary suspension of t-ivazo is recorrrrtrended for the dLuation of tleatrlerlt wilh elythrolllycrll'

other macrolide antibiotics ol fusidic acid (see Wgtjlttt-:l-i). Livazo shoLrld be Ltsed rvith catrtic'n in

patients taking ,:inrgs knowtl to cause myopathy (e.g. fibrates or niacin see sectiorr .1.)).

The tablets cotltair lactose. Patients rvitLr the |a|e hereditary problents of galaclose irllolerarlce. L,aPr,

lactase cleficiency or glucose-galactosc nTalabsofptjon should nol take this rrredicinc.

4,5 Interaction lvitlr other nledicinal products and othcr ftirnts of itrteraction

Pitavastat;n is actively transpoficd into hun'lau hepatocytes by nrultiple hePatic lransporters (irtclLtding

or.ganic anion tlansporting polypepticle. o;\TP). ivhich ntay be involvecl in sornc of thc fbllorvina

intel actrol'ls.

Ciclosporin: Co-adm in istration ofa single tlose of ciclosporin rvitlt I ivazo rl \tead) stat(' rcsultcd irr a

,1.6-tbli increase in pitavastatin AUC. i'tte effecr of steady state ciclosPorin or s1e..ly statc l'ivazo is

not know . l,.ivazo is contraindicatcd in paticnts being l|eatcd with ciclospolil) (see se-cliorr 4 l)'

Erl,thromycin: co-adrninistration with Livazo resulted irr a 2.8-fold itrcreasc itr PilaYaslalin n []( . ,\
t",nporury i, sper',, ion of L,ivazo is 

'econmeuded 
for the duratiorr of treatnrent with eryhror'ycin or

other nrac|olide antibiotics.

Gcmlibrozil and other librates: The use of fibrales alone is occitsiotrally associated \\'ith nr)opath).

Co-adnrinistiation of fibrates with statins has bcen associiited tvith incteascd nrlopathv an{l

l.l1ub,lo.yolyrir. Livazo should be adnrinistelcd tvith caution when rtseci corrcLr rrl ita rrt ly rvith tlbratcs

lsee sectic,n 4.4;. ]rr pharuracokinetic stuclies co-aclnrinistlation of I.ir.ezo rvitll Cicrllllblozil lcsitllecl ttl

ulq.iotai'.'.'*..illpitavastatil]AUC;ivithFenot.ibrateAUC.irrcleasccll2-|blc]'

Niacin: Interacliorl sludies with Livazo and niaciu have l10t beell condtrctecl. The Lrse ol niacin alone

has been associatetl with myopathy arld |habclonlyolysis rvhcn Ltsed as a lnollothefapy l'hLts ['ivaz

should be adlrrinislered \Yith caLltion \\'heli Ltsed cotrcotllilaillly rvilh ia'in

Fusidic acid: The risk of$yopathy illclLrdirg rhabclornyolysis tllay be incleascd by thc concomilanl

adninistr.ation ofsystcnric fusiaic acicl witlr statins. 
.l 

he ntechauism of this irrtefaction (whethet it is

f harrl,acoclynar,ic ot' pharmacokinetic. or both) is yet utrknorvtt 
-l 

ilere lrave beell fepo s oi
ilabdomyoiysis linclucling sone l"talitics) in patients receiving this contbination ll tfeatnlenl \\j1h

systcmic'fusid ic acid is neiessaty, Livazo tfealnle t slroLrlcl be cliscontinLred tllfotrqhout tlte clurittitln oi

the firsidic acid lreahnent (see sectiorr 41)

Rifampicin: Co-administration
pitavastatin AUC due to reduaed

rvith Livazo at the satne tinle lesulted in a I 3-tblcl increase ttr

llepatic uptal(c. '-- .'_.'*l

Ezetimibe and

administration
cotlcer'ltfatlons

Proteasc inhibitors: Co-adm in istration rvith l'ivazo

pitavastatin AUC.

its glLrcuronide rretabolile inhibit thc absbrptioii

and ezetiuribe had uo itrpact on pitavastatin plasnla concentrations

Inhibitors of Cyp3A4: lrlteractror'r studics witlr itracortazole arrcl grapelnrit.jLrice, knorvn irhibitcrrs ol

iiiillr+, had no clinically significarrt effect on thc plast.ii co'cerrtfatr.-.rrs ot l)rlavastirtirr'
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Digoxin, a knorvn P-gp substrate, did not iuteract rvith Livazo. Dttring co-aclministratioll tllere was no

significant change in eitlrer pitavastatin or digoxin concentratrotrs

Warfarin:Thesteady-Statepharnlacokineticsirn<|phantracoclvnanrics(INRandP"I.)o1.war1hrirr.in
n"rf,irf ult,r,t,".r, was unaff'ected by thc co'administration of Livazo 4mg daily However'.as.for

ot1,e, itatins, patie ts receiving war.farin shoirlcl have tlreir prothronrbin tine or INR rno.ritored whe'

Livazo is added to tlleit therapy.

Paediatric population ,- -. -1. r-.^-^^+:^^- i,. ih-
b;;;;;G iniiru"tion studies have outy been perfbrnred in adulrs. -fhe extent of inreracrions in th(

paediatric populatiorr is uot known

4.6 Fertility, pregnancy and lactation

Pregnancy
Llu;o i, contraindicated during pregnarrcy (see scction 4.3). Wornen of childbearing poterlral rnusl

take appropriate contlaceptrve p"caitiont'au'ing l"ut'n"nt with Livazo Sincc cholcsterol and othet'

[oa"ii, oi"rror"uerol biosynthcsis are essential-for the cleveloprnent ofthe fetus. the l]otential risk lbf

inhibition of I-IMG-CoA .eOu"tase our*eighs tbe advantagc ot'treatment during pregnancy Anirnal

sttrdiesslroweviclenceolleproductivetoxicity.butnoteratogenicPotential'(seeseclion5.])'lfthe
patierrt is plartrtittg to beconre f'regrralll- trealtnelll shoLrld be stopped al leacl one rrlontrr prror r'

conceDtiotl. If a patient becomes 
"pregnant dtring use of Livazo. lfeatDlent nrus( be discontinued

immediately,

Breastfceding
Livazoiscoirtraindioateddurirrgbr.easfeeding(Ssesection4'j-)'PilavastatiniSexcletedinlatnrilk.lt
is not known whether it is excreted in lturran milk'

Fcrtility
No cut renr data

4.7 Effects on ability to drivc and use machines

There is no patl€rn of adverse events that suggests thai

irnpairment of ability to drive and Ltse hazardotts nrac[LBg'ty

patients taking Livazo will have an)
that

there have becn reports ofdizzincss atrd somnolence

4,8 Llndesirableeffects

Sumrnary of tlre saferY Profile
ln oontroiled clirical trials, at thc reconrnrendcd d

withdrawn due to adverse events The nlosl commotlly reported

in controlled clinical trials was nryalgia

Summary of adYerse reactions
Adversereactionsalldfiequenc|esobservedinwortdwidecontro|ledclirricaltLialsa|rdextonsion
;;;;, ";;; ;"""nrmendecl doses, are lisled below by systenr organ class Frequencies are defined

or,-r",1 
"onln,ou 

(Zl/10), cornnion (ll/100, to 'il101' unto'n'non (Zli l'000 to <l/100)' rare

(>fltO,6OO to <l/1,000) verl rare (<l/10,000) and nol hnorvn

Blood and the lvnlphatic svstenl disofders
(Jlcomntorz: Anaenia

Me14ls!Ea,4udlsqtieu-di&rd9!5
Unconmon: Anorexia

I
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Psyclriatric disorders
IJnconnon: lusomn ia

Nsvor:s-ry$9-m.djsc,Idsc
Comnon: Headache

Lhr o mm on. Dizziness, Dysgeusia, Somnolellce

Eve disorders
Rarc: Visual acuitY reduced

EsL4!!d labyur&-dlssrde$
Ll n cornn o n : T intrtttts

Gastroirttestinal d isordcrs

Z.r\-r:rr*,,,C."trp^tion,Diarrhoea.Dyspepsiz"Natrsea
U,r"o,rurro,r, Abdorninal Pain, Dry Mouth' Vomiting

Rare; Glossodynia, pancreatitis acute

Hepa(o-biliarY disordqrs

IJncctmnton:Transalnlnases (aspa ate al]linoflansferase' alanine atn inotransferase) il'lcreased

Rarc: laundice cholestatic

M usculoske lelal. connectiv

Contnon : MYalgia, Artllralgla

unconrtnon Muscle sPasms

Frettuettcv r'tk,to\t47 ; lmmune-tnediatcd necrotising myopathy (see 5ectiq! :!j!)

Renal and urirrary disorders

IJncom mon : Poilakiuria

Cenerrl disorders and adlrritlistr4-tion siLe curtditiotis-

li6*ou Astlrerria, Malaise' Fatigtre' Pct il:helal Ocderna

Elevated blood creatinire krnase of >3 times tl.)e upper lirnit oi normal (ULN) occurrecl in 49 or"rt.of

2g00 (l.S%) patients receiving f-i""^'i"',l " "i,nro'tLa "tini"rf 
trials. l.,evels of )10 tirnes tJLN vith

concurrenl muscle symptons *"t" J" '"J 
onfy observed in one patie t out of 2406 treated !vi1lr 4nl8

Livazo (0.04%) in the clinical trial programme

Paediatric PoPulation
ii:T:Hllit:l;i,11,0"." incrudes sarctv data ror r42,pae.dii:''-:.i:i:.:':,:*",iiiil:l ijilJ;':il:
ffiX ;iffii;iili:1""[:1ffi: A;:H;: 9,:,::::i, ]', lll: *ff:::'ffi xl'"iilff. ;"1
iJil-'l*l:;nTi:T'5i:#fii,""""i""r"' iv"t lll'l '.?^1115::: :::::l;r;tll;ilili.,l"Jlo 17' In total' 9l patrents t"""'"': 

L';:;;;t' jy" 
"ip1*^tt"tin 

tre;ted patients rvere withdrau'r due

2.5 years and 2 Patients for 3 vear 
-:+-.,^...rin ,."',,J';;';;;;;;;dions in the clinical2.5 years and 2 Patlarts t"t: ll:";i; ;;oo,t"d pitouu.tutin r.elated aclverse reacrions in the clinical

to adverse events' The most conl ,;,-,-.--*,...--* fn-s Y*tjtsed*bn thc dale

;;;;;;;,;. *;," hcrdache (4 e%)' nrvalgia^(2 l7p)

arailable, the freqtrerrcy, type and sevcrrty ol aovcfst

and adolescents to adults : I

Pbst Marketing ExPcrience .,, ] ,

il:; Ti::lX'ffi:;;'[ffi'l;Jir':.;;'jlltffilm-,'i,1,-i,ln','.""1::l'[]:n':'i"l:
illil*li;:lli:lillll','lil"ii'"" '.,1t; :*i:i*:*l,i:.:J:ii:"';';"Jl;il':::"11,,:"1:llJ:iJ,,i.loitavastattn ano nor 4rrrs '"-" ";,fi'; ;;; ;i;;;it"" wilhclleu' fronr therap) drre 1() ad!crse cv!'tlrs'
pitavastatin could not be ruled out atld 1 4"/b or parrcrrts

thc dala

cir ildren

./ <)
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Tlre rnyalgia rate rvas 1.08o/0. The rnaiority of adverse events werc nrild. Adverse evellt tates were

lrigher-ovlr 2 years iu patients with ri l,istory of clrug aller.gy (20.4o/o), or hepatic or relal disease

(13.s%).

Adversereactionsarrdfrequerrciesobservedinthep.ospectivepost.ntarketingsurveillatrcestudybUI
rrotinwor[dwidecontro|Iedc|ilricaltriaIs'attheteconrtrrendeddosesarelisteclbelou',

L{cpalo-lrlaq-dliardsi!
1?are. Hepatic function abnortlal. Liver disorder

Musculoskc letal. connective tissue disorders

Itare: Myopatltl. Rhabdonlyolysis

lnthePost.mafkelingsurveillancestudy|here\\/eretlvoreportsol.rhabdontyolysist'equtltttg
hospitalisation (0.01% of patients).

In addition rhero are unsolicited post-marketing repons of skeletal muscle effects including rnyalgia

and rnyopathy in Livazo trcated patients at all reoonlnended doses Repofts of rhabdomyolysis'. with

un,l *lrtrout lcute renal failure, inchrcling fatal rhabclonryolysis ltave also Lreen received ttrsolicited

reportsofthefollowirrgeventslravealsobeenreceived(thefrequencyisbasedonthatobseryedin
post-rlarkeling studies):

Neruous svstem disorders
IJtt c o tnmort : I-lYPoaesthesia

Gastlojntestinal di sorders

.Rarz: Abdorninal discomfort

Slatin class effects
The follorving adverse events have been repofted with some stalrtls:

! Sleep dislLrrbances, including nighlmares

J Memory loss

I Scxual dYslltttction
! Depressiolt
LJ Exceptional cases of interstitiaI lung disease, especial|y with long term therapy (see section.4.4)

! Diabetes Mellitus: Frequency will depend on the presenee or absence of risk factors (fasting blood

glucose:5.6 mmolil-, BMI >30 kg/nr2, raised triglycerides' lristory ofhypertension)

&epeltifl ssf -s-u$eq!9d3dl9rs9-{cagQ!r
[6.Ji,li- t,,rp*t"o 

"dverse 
reactions after 

^a 
utholisat ion of the,rnedicinal {"1T:. 1:

impofiant. It
. I lealthcare
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1.9 Overdose

systen]

t<i

ly
There is no specifie tt'eatnlent in the event ol ov

and supportive measures instituted as iequired. ieveis should be ntonitored.

Hacrnodialysis is Lrn)ikely to be ol bcncfit

5. PH-{RMACOLOGICALPROPEIITIES

5.1 Pharmacodynamicpropelties

Pharmacotherapeutic group: HMG-CoA redrtctaseinlribitors

ATC Code: C l0A 408
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Mechanism of Ar '

Pitavastatin comp
of cholesterol. ar

receptors in Lhe lj
total cholester-ol
iuhibition of hei
triglyceride ('fG'

I-ivazo lmg filnr-coalcil rab lcr s

u K/H1r 55i/03/i)C

"s Ill\'lC-CoA iecluctase, the rate-linriting e|zyrre in the biosynthesrs
Jlesterol synlhesis in thc Iivcr. As a result the expression of l.D[,

:d, plornoting lhe uplake ofcirculatilg i.Dl. fr-onr the blood. declerrin!.
-DL-clrolesterol (LDL-C) conccntiations in the biood. lts suslairretl

ielol synthesis reduces VLDL sccrelior into lhe blood. r'edircing plasnra

Pharnracodyna .[lTects
Livazo reduces elevated LDL-C, tolal cholesterol and triglycerides arrd ilcreases llDl--cholcsterol
(HDI--C). It reduces Apo-B. and produces valiable increases in Apo-A I (s€e 

.l 
ablc l ). lt also teduccs

non-HDL-C and elevated TC/I-JDL-C. ard Apo-ll/Apo-AI latros.

Table 1: Dose response in patieots with prinrary hypercholestcrolacmia
from tlasclin 2 Nccks

xunadj Lrsted

Clinical efficacy
hl controlled clinical studies which enrolled a total of 1687 patients with printary

Lrypercholesterolaernia and mixed dyslipidaemia, inclurling 1239 patielts treatcd at the thefapeutic

doses (nrean baseline LDL-C about 4.8 rlnrol/l-), Livazo consisterltly redtrced LDl,-C, TCi, n<x-llDl-'
C, TG and Apo-B concentrations and elcvalcd IIDL-C and Apo-Al concenlrations. IC/ill)1.-( and

Apo-B/Apo-A I ratios were reduced. l,Dl--C w:rs reduced by i8 lo 39% u'ith l-ivazo 2mg anrl 44 trr

45% rvith Livazo 4mg. The najority of patients taking 2mg achicved thc FlLrropean Atherosclerosrs

Society (EAS) lreatnlenl target fof l-D1.,-C (<i ntnrol/L).

ln a con|rolled clinical trial in 942 patierrts aged 265 years (434 treaLcd u,ith l-iVazo llng, 2nrg or 4nrg)

rvitlr prinary bypercholesterolaemia and ntixed dyslipidaenria (rnean baseline LDL-C about 4 2

rnnrol/L), LDI--C values rvete reduced by 31%,39.0% and 44.3%, respcclivclv. atlcl aboLrt 9004 of'
paticnts reached the EAS tleatment tafget. Mofe than 80% of tllc patients wcfc tal(ing conconrriarrt

medicaliorrs, but the incidence of aciversc" events !\'as sinilar in all treatrnent groups and iewer thall

5alo of paticrlts rvithdrerv lrorn the study due to adverse cvcnls. Safcty and cfficacl' findings rvcrc

similar ir p:rlients in thc. cliffclent age subgrotrps (65-69,74-74. and:75 years).

In controlled clinicai lrials which errrollcd r lolal ol'761 palicrrls (507 treatecl wi{h L.ivazo 4nrg) rvho

had prinrary hypcrc holcstcro lacrn ia or nrixcd dyslipidacrnia. with 2 or nrorc cardiovascular ljsk factors

(rnean baseline LDL-C about 4.lnrnrol/L), or mixed dyslipidaemia with type 2 diabetes (mean

bascline LDL-C about 3.6 mmol/L), approximatcly 80% ach i91'9511f,e.re levant l-AS
2.5 nrrnol/L. depending on lisk). I-DL-C ri'as reduced by
groups. ):)
In long ternr studies of up to 60 rveeks duration in pri

dyslipidaernia. EAS target attaintnent has bccn rllaintaincd b)'

C, and l-lDt--C concentfations have conlinued to iltcfease.

completed l2 weeks of statin therapy {LDL-C redLrction 42.1%, IlAS target attainr'nert 69%, IlDl.-(l
elevation 5.6%), values after a firrthcr 52 rveeks of trcatmont with pitavastatin 4mg rvere LDL-C

reduction 42.9%. EAS target attainmerrt 7 4%, HDL-C ele vation I 4.3%

ln an extension to the tlyo year sLtrveillance stutly condLtcred irr Japarr (l-IVES-01. s!'e scction:1.$)'

6582 patients with hypercho lestero laenr ia rvlro had reccived treatnrent \.vith pilavastalin 1.2. or'4nrg

tbf2 ygars, were continued on t[ea nenl fb|a further'3 years(5 \'ears iotal trealrlrent). DuLing this 5

year study, l.,Dl,-C redLrction (-30.5%) rvas nraintainccl flont 3 nronths lbr lhc clrrration ofthc sltrd).

tJI(,/ll,xxxxi WS,2i I
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Ad iusted mean nercent clra c oYcr
Dose \t LDL-C TC* HDL-C TC Apg-B

0.i
Ap!'-A I

3.2Placebo 5t -4.0 L:l 2.5 :.I
llTrg 5: -l3.3 -22.8 9..1 - I .1.11 -24 .1 8.5

49 -3 8.2 -26.1 9.0 l1 ,, -i0.4 5.6

4mq 50 -46.5 -32.5 8.1 -2 t.l -16.I 4.7
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U (n:106:48

I.IDI,-Cvaluesincrcasedbyl.-la/oa|3tnonthstoS..lokat5ycars.lvithsreater}IDL-Cincreasesseeti
i,'' patients with l.rvcr baseli'e HDi-C r,alues (<40 nrgicll.,). e.g. s"rum levels incteasccl b}' 11 9?'o at 3

;;uths to 23 9% tlfter 5 yeats rvere obsetved

+;::.$"i"i";:a st'cly conrparecl rhe effecrs of I to r2 nronth's trearnrerlr \vith rritavastatin 4rrg or'

atoNaslati''l 2.,tllg orr 
"o,onu'y 

plnqu" volunle in 251 palients^!ndergoillg peicLruneolrs colollilf)

inlervention ior Acute coronarv 3y',dron.,e. gLrided by intravascular ttlltasorttlcl -l hrs stud)

den.]or]strated appro\irnately 1?%'t"til;;;; i;pliqt'e voltrl1'te for both treat|rlcnts (-16 9 I 13 9%o wrtl:

pitavastatir'l ancl -18.1 I 14 2% *i;; 't;t"t"^i"i """"*:]::i:l 
t*t Proveli bellveen pitavastatirl

and aror-vastalir and vice versa. In both cases, plaque re-eression rvas associated wilh negattvc vesser

rernodelling (113.0 to f OS q ntntii iltt'" u*t 
'''n''ign.iitarlt 

co'relation bel\Yecn LDL-(l tccittction

and Dlaque regression in tlris 
"uoyi 

in 
"on"o" 

to tire iindings in placebo-controlled stuclies'

Thebeneficialef.tects0nnrorta|ityandnlorbidityha\'enol}.e1beenc\llu,lted'

l'iT""TIii;'J'' pfospcctivc corrttoilccr sltr'i) ill 126q .rrr.?:1":l:".r'l::'i l:'1",i":l'"lill'l,r*'r', 
j ,"

rorerauce randomisc,l to tifestyte"'molii"rir" 
""irr', 

or rvitlroLrt Lir'azo I rng or 2nrg drilS 'lj 79o .f

;:;:;;",i'i;; ;;;:;l"q;y.::i:,1{{:*llul;;J;..ru:iil,lllr' 3e e% a' pa'iie l'is i 1 
'he 

r ivaz.o

orouo over a 2,8 Year Perlod' llaz

A meta-anarysis or48r5 non-diabetic patients incrutrel-'l;1':l:ll:'lf'lI'iffi.Xliii;i]ill'::[:i:
l:';i3;:ii'J"ii::lJffil[lii*til[1il;,;;';';;;;il::l l'.?]lJ"i:::i:11"1ffi:!ff'.1
:r:5^:il:;;;:f':j:3'::i'\I";il't;;;;.;;; 

* 
ti'"y ?l:ti',:;l ::i:$:1i3,:i:%l:i

ffi:l;:i:::,:1.i:l:;""o"ll;';:.'JJ,"';:;i;;:'***33j:**,1**l*1.j-,1f;i'n:iil:Jlig alorvastatlll.
contlol patients wefe treated witlr placeboi

pravastatin and sirlvastatlll

Pac(liatlic loPulation
i,, I'to,'rt r"-uiiu,r. r'atrclontized, nrulti centre' of age) wrLh

male ard 58 female) childfen ald ado l.DL.-C -r I l0
n'ei, 

".i,on.''ip'tlcernia 
(fastirrs pl:'t'li ::l :,':).:]:,t"" : ll'high-risk hvpctltptgiemll, (':',':l'li,l;i]:i:i;.i";)';;;;l*a 

f i'"""*,,nrin llng 2nrg. '1nrg or placcbtr

rurg/dL {i.4 mrlol/L) wLth aoottrc 
,,--.--..:^-:i., ^r fh. n,rlerrs rver.e cliagiosecl rvitlr lretelozygoLrs

::1;1"J: l";::i:: ^i 
lil,i'''"i'"r"'''e "'",*i'y,ij ':: Li:'":li:.11,:'",1',:*I::0.'i;'"r$::'""11-;X;

iilii,,::',,;;.1;:}'';,ll"il'"li'i"lo;':-:^"i:;; i'"; ;iji: il':l;''.:;;tl::i * fil:;lt;';1
:X;liil"l:TiJlxjili",ililljl;,iJ{ill ili'.11::l:,,1 ii 

":y, 
llil,ll;t:.iillilt .Yllll,i?i;

3li:]H:1:;!;:;i)i);il,');T,i^'i; r;;;;,i;;;;.,;i,, r. 2 anct ', mg, rcspecti'crv cornparcd to

L0% for Plrccbo

itr":,iiJ,",.l":ilf :$.".:::ff ii'1l,,:lTi:111:;l;ii*':'.::iiltit*f li*ilitil:
ti[T;rit*::li=1J.'"'",1,1';:i:*i*'J".i-1..1;;ii;,,.*rl1;i:*il",l;:iq*;i
'dl",liiJ,,T;t'ili:"i iiliii,i;:,:;; *;;;,'; ""Jil"'t ', 11"i'r'")":1,*',i'tl11',TT:ll;ri[:

itir $:'li ruffq;;:i: ;q#i:ri"$Jail':il :r, ur.* r . r J x' l',:,t;
::ll;" li li: k H f : * i, i i:* i*'lt I 

n'r-# **J 
"i 
f ;:li i'Jif ': iT"" iil:"t 

-ii

i1,?tJ"i,?l;!,jili;,lij;ll:',iig::;t'ilIi::1#ri::tlltt;:llrutf '.,1j:,:l',i;#'i.i

i*i:;:*n,il.:,1;i:J il':'i1;,i"ff;;'+J:il::i,J;'"'t';l;;;;;;;i""^n rc was iiecreased

/.60'o at lllc Wech 52 errdPoint
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o[ sludies in children under the age of 6 yeals and in

homozygous lani I ial hypercholesterolactnia

5.2 Pha rmaco kinetic proPerties

Effect of food: ]-ltc nraxitnunl plasma

l,iYazo Irug lllrn-coalcd lablcls
UK,Hrl)5i,0l1l)('

the tleatrnent o1'children of all ages with

Absorption: P'tavastatin is rapidly absorbed fi'our the Lrpper gashointestinal tract ancl peak Plasnra

concentr.ations are aclrieved rvithin one houl aftcr oral adnrinistratiort. Absolption is not aff'ccled b)'

food. Unchangecl drug undergoes enterohepatic circulation rnd is rvell absorbed flon the.jejununr anc

ileun.r. The absolute bioavirilabilify ofpitavastatin is 51%

Distribution: Pilavastatin is r.nore than 99% protein bound in hrLrnan plasnra. tnainly to altrLrrnin and

alpha l-acid gl),coprotein, and the meau voiume ofdistribution is approximately 133 L. Piavastatin is

actively trarxported into hepalocytes, the site of action ancl nretabolisnr. bv nltrltiple hepatic

transportefs inclucling OATPIBi and OATPIBi. Plasrna ALIC is variablc rvitll an approxirnately'l-

fold iange betrveen tlte highest and lowesl values. Studies \Jvith Sl,COlRl (the gene which encodes

OATPlBl) suggests that polymorplrism ofrhis gene could account for rnuch oithe variabilily in AtJC.

Pitavastatin is r'rot a sLlbstrate for p-glycoproteitt

lJiotransformatio n: Unchanged pitavastatirr is the predonrir)ant drtrg Inoi€1y in plasnra. 'l'hc principal

metabolite is the inactiYe lactone wlrich is tbrnrcd via an csler-type pitavastali!1 glLrcttronidc colljugale

by UDp glucLrronosyltr.ansferase (UCTiAi ancl ?B7). ll1 vitto stuclics. ttsitt'- li lrttnrrtr cVtoehtonre

p,|50 {Ctp) isoforrls. indicate that the metabolism of Pitavastatin by CYP is minirnal; CYP2C9 (a,rd

to a lessef ext€nt CYP2C8) is resltousible lbl the nlctabolisnl of pitavastatin to Ininol n'lelabolites

Elimination: Unchangcd pitavastatin is [apidly cleareri frorn tlre livel in the bile. bLrt undergoes

enterohePatic recirculation, corrtribuling to itS dufatjon of aclion, Less than 5yo of Pitavastatin ls

excreted in the urine. The plasnla eliutination lrall-life langes fl-onr 5 ? lrotrfs (!inslc dosc) to

8.9 hours (steady state) and tltg apparent geometrio rnean o|al olearitnce is 43.4 L/h after singlc dose.

43ol whcn it u'as

taken with a high-1'at tneal, bLtt AUC was

Spccial populations

Eldcrly: ln a pharmacokir)etic stud)'

volunteers, pitavastatirr AU(,' was I 3-fold

buig?a#viu gli ,.1{r$Tr JS{j 
I

., " . (l ,i"l j \ t. .'t,i >
f--t i,:-i^.. . "" . '\,. "r-_ ,n n, ,)

icrirriiirpilit.r 
' 
,,,,,u: ,{.,,(',,1,((A.,t, , u,Lltv tvuurlrl lllrLl elotl l\ (.-o-l

;ccti Tlri"ilu* no eflecr,rrr thc
vcilt sl
sa fL'1\

or efficacy ofLivazo in elderly patients in clinical lrials

Gender: ln a ph arrtr acokinetic stLrdy whiclt contpared heallhy rlrale ancl fenrale v(ilunteers' Pitavastatln

AUC was incieasecl LGfold in wonrcn. Tlris has o ef'fect on the sal-ety o| efficacy o1'Livazo in

women in clinical rials.

Race: l-here rvas uo clil'ference in the pltarmacokinetic p|ofile ofpita!astatin betrrecrt l;tprncsc and

Caricasian healthl, voltrnteers rvhetl agc and bodl'leight *as taliell lnto accolrrlf

Paediatric population: There are limited pltarrlacokinel ic data in chilclren end adolescents. In slud)

NK-f 04-4.0lEb (see section 5.1) sparsc sampling revealccl a dosc-dcpendetrt effect on pit.vastatin

plasma concenlrafions at I hour post dole. There r'vas also illclication that collcetltratioll al I llour post

dose were (invcrscly) related to body rveight and may be higher-in childrerr tharl adults

Renal insufficicncy; FOr patients wilh nro(leraie reral tliscase atlcl llt,rs,: ort llrcnrodialysis irlcrc'r\e( irl

AUC valLres wele 1.8-fold and 1.7-1old respectively (see ssql lg]ril-l )'

Hepatic insufficiency: Fof patients rvith rrrild ({lhild-t'Lrgh A) hcPatic impairntent A(,lc-- was I 6 ttttrcs

ir..ui i,,, lr"nttny sublects, while for. patients with mo4erate (Clrild-Pugh B) lrepalic inrpairnren.t AUC

rvas I9-fold trigt].i. Oor" resh ictio|rs are recomnrended irr patients ivith nrild and modelate hepatio

inrpainnent (see sectiorr 4.2)- l.iyazo is contrainclicaterl ilr paLients witlr sevcre hepatic itnpai|mcnt.
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6.1
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Livazo lmg filnr-coated tablets

uK,/H/ 1555/03/DC

5.3 Preclinical safety data

Non-clinical dala reveal Iro special hazald fbr hunrans based on results fiom conventional studies ot'
salety pharmacology, r'epeated dose toxicit,, genotoxicity carcinogenic potential, toxicitv to
reproduction. Indicatiols of renal toxicily were seen in nronkeys at exposures greater than {hose
reached ill adult ltttnans adntinistered th€ maximurn daily dose of 4rng ancl uriuary excr.etion plays a
far greater role in the tltonkey than in other anirnal species. In vilro studies with liver rnicrosonres
indicare that a nrol key-spec ifrc metabolite may be irnplicated. The renal effects observed irr monkel,s
afe unlikely to have clinical felevartce for humans, however tlre potential ibr renal adverse reactions
canlot be courp]etely excluded.

PiLavastatir lrad no effect on fertility or reproductive performancc and thcrc was no evidence t:f
teratogenic potential. However, maternal toxicit)i rvas observed at high closes. A study ill rals
indicated rraternal mortality at or near tcnr accornpanicd by lctal and neonatal deaths at cioses of
I mg/kg/day (approximately 4 lold greater than the highesl dose in hurnans on arr AUC basis). No
studies have beeu conducted injuvenile anirnals.

PHARMACEUTICAL PARTICULARS

Lisl of cxcipients

Tablet core
Lactose monohydrate
Low substituted hydroxypropylcellu lose
Hypromellose (E464)
Magnesiunr A lum inometasilicate
Magnesiun) slearale
Film coaling
Hypromellose (8464)
Titanium dioxide (E 171)
Triethyl citrate (E I505)
Colloidal anhydrous silica

6.2 lrcompatibilities

Not applicable,

6.3 Shelf life

4 years.

6.4 Special precarrtions I'or

Do not store above 25oC,

To protect florn Iight keep blister

6.5 Nalure and contents ofcontainer

Wh ite PVdC coated PVC/AL blisters in cartons of 7, 28, 30, 90 or I 00 tab lets.

Not all pack sizes nlay be marketed.

6.6 Special precautions for disposal

To protect the environnertt, do not dispose of via waste water or household waste.
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