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Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

NAV ELBINE 20 mg softcapsul

2QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead soft capsuleconiins20 mg vinorelbine(astartrae).

Excipients:Each20 mg capsile contains:
Ethanolanhydrous  5.00mg
Sorbitol 10.54mg

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

Soft capsle
Light brownsoft capsule printedN20

4 CLINICAL PARTICULARS
4.1 Therapeutic Indications

Treatmet of nonsmallcell lung cancerin adult paients.
Treatmat of advancedreasicancerstage3 and4.

4.2 Posology and method of administration

Posdogy

In adult patients
As a single agent, therecommendedegimenis:

First threeadministrations
60mg/nt of bodysurfacearea,administerednceweekly

Subsequent administrations

Beyondthethird admnistration, it is recomnendedo increaethe doseof Navelbineto 80mg/n% onceweekly except
in thosepaientsfor whomthe neutophil countdroppedoncebelow500/mm?3 or morethan oncebetween500and

1000/mn? during thefirst threeadministratbnsat 60mg/mg.

Neutrophilcountduringthefirst Neutrophik Neurophis Neutrophil Neurophis
3 adninistrationsof 60 mg/mP/week >1000 > 500 > 500 <500
and <1000 and< 1000
(1 episode (2 episodes
Recommendedosestartingwith the 80 8C 60 60
4 administration
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Dose maodification

For anyadministraibn plannecto begivenat 80mg/n#, if the neutophil countis below500/mn? or morethanonce
between500and1000/ mm? the administraton shouldbe delayeduntil recoveryand the doseredwcedfrom 80 to
60mg/rr? per weekduring the 3 following administraions.

Neutrophilcoun Neutrophils Neutrophik Neutrophils Neutophils
beyondthe 4™ administraion > 1000 > 500 > 500 <500
of 80 mg/nf/week and <1000 and < 1000

(1 episode (2 episodes
Reammmendediose
starting with the next 80 60
administraton

It is possble to re-escalatehe dosefrom 60to 80 mg/m2 perweekif the neutrophilcountdid notdrop below500/mn?

or more than once betveen500 and 1000mm? during 3 adminstrationsgiven at 60 mg/m2 accordingto the rules
previouslydefinedfor thefirst 3 administratons.

For combination regimens, the dose and schedule will be adapted to the treatment protocol.

Basedon clinical studiesthe oral doseof 80 mg/n? wasdemonstradto corespondo 30 mg/n? of theiv form and

60 mg/n? to 25 mg/n.
This hasbeenthebasefor combinatiorregimensalternating iv andoral formsimproving patientconvenience.

Capsulesf different strenghs (20, 30,80 mg) areavailablein orderto choosethe adequateombinationfor theright
dosage.

Thefollowing tablegivesthe dose requirad for appropraterangesof body surfacearea(BSA).

60 mg/rr2 80 mg/m2

BSA (m?) Dose(mg) Dose(mg)
0.95to0 1.04 60 80
1.05t01.14 70 90
1.15t01.24 70 100
1.25t01.34 80 100
1.35t01.44 80 110
1.45t0 1.54 90 120
1.55t0 1.64 100 130
1.65t01.74 100 140
1.75t01.84 110 140
1.85t01.94 110 150
> 1095 120 160

Even for patientswith BSA> 2 m? the total dose should never exceed
120 mg per week at 60 mg /m? and 160 mg per week at 80 mg/m?

Administration

Navelbinemustbe givenstrictly by the oral route

Navelbinemustbe swallowedwhole with water,without chewing,suckingor dissolvingthe capsule
It is recommendetb administerthe capsulewith some food.

Administration in theelderly

Clinical experiencehasnot detectedany significantdiffereneesamongelderly patientswith regardto theresponseate,
athoughgreatersersitivity in someof thesepatients cannotbe excluded.Age doesnot modify the pharmacokineticef
vinorelbine(seesecton 5.2).
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Administration in children
Safetyandefficacyin childrenhavenotbeenestblishel and admnistraton is therebre notrecommende, (seesectior
5.1).

Administration in patientswith liver insufficiency
Navelbinecanbe administeredt the standarddoseof 60 mg/n2/weekin patiens with mild hepaticdisorder(bilirubin
<1.5x ULN, andALT and/orAST betweenl.5and2.5x ULN).

In patientswith moderatenepaic disorder(bilirubin betveen 1.5and3 x ULN independentf ALT andAST level),
Navelbineneedso be adminigeredat a doseof 50 mg/nr2/week.

Administraton of Navebine to paientswith sevee hepdic disorde is not recommended becausethereis
insufficient data in this population in order to deter mine the phar macokinetics, efficacy and safety, (seesectons
4.4,5.2).

Administration in patients with renal insufficiency
Giventheminor renalexcretion thereis no pharma&okingic justific ation for reduéng the doseof Navelbinein patient:
with se@iousrenalinsufficiency (seesedion 4.4,5.2).

Specific instructionsmustbe observedor handling Navelbine (see secton 6.6).
4.3 Contraindications

- Known hypersenisivity to vinorelbineor othe vincaalkdoids or to any of the constituents.
- Diseasesignificantly affectingabsaption
- Previoussignificantsurgical resection of ssomach or smallbowd.

- Neutophi count< 1500/mn? or sewereinfectioncurrentor recent(within 2 weeks).

- Plateletcount< 100000/mm

- Lactation(seesection4.6)

- Patientgequring long-termoxygentherapy

- In combination with yellow fevervaccine (seesection 4.5).

4.4 Special warnings and precautions for use

Special warnings
Navelbineshouldbe prexribedby a physcian who is expeienced in the useof chemotherapyvith facilitiesfor
monitoring cytotoxicdrugs.

If the paientchews or sucksthe capsuleby error, theliquidis anirritant Proeedto mouthrinseswith wateror
preferablya normal sdine solution.

In theeven of the capsile beingcutor damage, theliquid content is anirritant, andsomay causedamagef in contact
with skin, muccsaor eyes.Damagedapsuésshouldnot be swdlowed andshouldbereturnedo the phamacyor to
thedoctorin orderto beproperlydestroyd. If anycontact occurs,immaediate thoroughwashingwith wateror
preferablywith normal saline solution should be underaiken.

In the caseof vomiting within afew hours after drugintake, do notre-administer.Supportivetreatmentsuchas5SHT 5
antagonists(e.g.ondansetrongranisetronynayredue the occurrene of this (seesection4.5).

Navelbinesoft capsulas associatedavith a higherincidenceof nausef&romiting thantheintravenougormulation.
Primary prophylaxiswith antiemeticsand administraion of the capsule with same food is recomnendedasthis has
also beenshownto reducetheincidenceof naugaand vomiting (see secton 4.2).
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Patientsreceving concomiaintmorphineor opioid andgesics:laxatvesandcarefulmonitoring of bowel mobility are
recanmendedPrescriptiorof laxativesmay beappropratein patientswith prior histoty of constipation.

Dueto sorbitol content patientswith rarehereditay problemswith fructoseintoleranceshouldnottakethe capsules.
This medicinalprodud containssmall amountsof ethanol(alcohol), lessthan100mgperdose

Closehaematologial monitoringmug be undetakenduring treatment(deteminationof haemoglobirlevel andthe
leucayte neutophil and plateket countsonthe day of eachnew administration).

Dosing shouldbe deternmined by haemablogical status:

- f the neuto% i cownt is below 1500/mm? andor the plateket countis below 100000imm?3, thenthe treatnen
shauld bedelayeduntil recovery.

- For doseescaaition from 60to 80 mg/m2 per week,afterthethird adminigration: seesection 4.2.

For theadministrationsgivenat 80mg/n?, if the neutrophilcountis bdow 500/mn? or morethanoncebetweerb00
and 1000/mm?, thenthetreatnentshouldbe delayeduntil recovey. The administraton shouldnot only bedelayel but
also reducedo 60mg/n# perweek.It is possble to reescahtethe dosefrom 60 to 80 mg/n? perweek(seesecton 4.2).

During clinical trialswheretreatmentsvere initi ated at 80 mg/n12, afew patientsdevelopedexcessivaneutrop@ic
complicationsincludng those with apoa performancestatus.Therdore it is recommadedthatthe startingdose

should be 60 mg/m2 escadtingto 80 mg/m2 if thedoseis toleratedasdescribedn sedion 4.2.
If paientspresensignsor sympbmssuggesive of infection, a promptinvestigatbn shouldbe caried out.

Special precautionsfor use

Special careshouldbe takenwhenprescribng for paients with:
- history of ischemicheartdiseasdseesecton 4.8)
- poor perfamarce status

Navelbineshouldnot be givenconcomitatly with radiothergy if thetreamentfield includestheliver.

This productis specificallycontraindicaedwith yellow fevervacaine andits concomitant usewith otherlive
atteruatedvacchnesis notrecommende@seesecton 4.3).

Caution mustbe exerésedwhencombning Navelbne andstronginhibitorsor induces of CYP3A4 (seesectiord.5),
and its combinaton with phenytoin(like all cytotoxics)andwith itraconaole (like all vincaalkaloids)is not
recanmended.

Oral Navelbinehasbeenstudiedin patients with hepatic disorderat the following dosages:

- 60 mg/ntin 7 patiens with mild hepaic disorder(bilirubin < 1.5x ULN, and ALT and/orAST between 1.5and2.5
x ULN);

- 50 mg/n? in 6 patiens with moderag¢ hepdic disorde (bilirubin betwea 1.5and3 x ULN, independendf ALT and
AST levdl).

The safetyandpharma&okinetics of vinorelbinewerenot change in thesepatientsat thetesteddoses.

Oral Navelbinehasnot beenstudiedin patientswith severehepdic disordertherebretheusein thesepaientsis not
recommended,(seesections4.2,5.2).

Asthereis alow level of renalexcretionthereis no pharnmacokineic rationalefor reducingthe dose of Navdbine in
patientswith impairedkidneyfunction(see sectons4.2,5.2).
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4.5 Interaction with other medicinal productsand other forms of interaction

Concomitant use contraindicated
Yellow fevervaccire: aswith all cytotoxics,risk of fatal generéisedvacaine diseasdseesedion 4.3).

Concomitant use not recommended

Live attenuatedvaccines (for yellow fevervaccine,seeconcomitanuusecontaindicaed) aswith all cytotoxics,risk of
generalisedvacche disease,possbly fatd. This risk is increased in patients already immunodepessedby their
underlyingdiseaselt is recommendedo usean inactvated vacane when one exists(e.g. poliomyelitis) (seesedion
4.4).

Phenytoin: aswith all cytotoxics risk of exacerbatiomf convulsionsresulting from the deceaseof phenytoindigestive
absomtion by cytotoxic drug or loss of efficacy of the cytotoxic drug due to increasedhepatic metabolismby
pherytoin.

Itraconazoleaswith all vincaralkaloids, increagd neurotoxiaty of vinca-alkaloids dueto the deaeaseof their hepdic
metabolism.

Concomitant useto takeinto consideration

Cisplatin Thereis no mutualpharmacokinetiinteratcion whencombiningNavdbine with cisplatinoverseveal cydes
of treatmentHowever theincidenceof granulocybpeniaassocited with Navelbineusein combinationwith cisplatin
is higherthanassociateavith Navelbinesingleagent.

Mitomycin C: risk of bronchospasranddyspnoeareincreaed, in rarecaseaninterstital pneumonitisvasobseved.

Ciclosporin,tacrolimus excesiveimmunodepressn with risk of lymphoprolferation.

Asvinca-alkalbidsareknownassubgrates for P-glycoproten, andin the absencef specifc study,cautionshouldbe
exerci:zdwhencombiningNavebinewith strongmodulaorsof this menbranetranspoter.

The combination of Navelbine with other drugs with known bone marrow toxicity is likely to exacebate the
myelosuppressie adverseeffects.

No clinically significant pharmacokinet interaction was observedvhencombiningNavelbinewith seveal other
chemotherapeutiagentqpaclitaxel,docetxel, cgpectabineandoral cyclophophamide)

As CYP3A4is mainly involvedin the metédolism of vinordbine, combnation with stronginhibitors of thisisoerzyme
(eg. azoleantifungalssuchas ketoconaza anditraconaole) could increaseblood concentration®f vinorelbineanc
combinationwith stronginducersof thisisoenzyne (e.g.rifampicin, phenytoin) could decreaseblood concentationsof
vinorelbine.

Anti-emeticdrugssuchasSHT, antagoniss (e.g.ondansetrongranisetronflo not modify the phamaamkinetcs of
Navelbinesoft capsulegseesection4.4).

An increasedncidenceof grade3/4 neutropenighas bean suggestd whenintravenousvinorelbineandlapatinibwere
asscciatedin oneclinical pha® | study.In this study, the recommendeddoseof intravenoudorm of vinorelbinein a 3-

weekly scheduleon day 1 and day 8 was 22.5 mg/m2 when combned with daily lapatinib 2000 mg. This type of
combinationshouldbe adminigeredwith cauton.

Anticoagubnt treatment as with all cytotoxics, the frequencyof INR (Internaionad Normalised Ratio) monitoring
should beincreasd dueto the potentialinteraction with oral anticoaguantsand increasedrariability of coagulationin
patientswith cancer.

Fooddoesnot modify the pharmacokieics of vinorelbne
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4.6 Fertility, pregnancy and lactation

Pregnancy

Thereareinsufficientdataavailableon the useof vinorebinein pregnantwomen.Studiesin animds haveshown
embryotoxicity andteratogenicity(seesecton 5.3). On the bass of theresuls of animalstudiesandthe
pharmacologicahctionof the medicinalproduct,thereis a potential risk of embryonicandfoetalabnomdities.
Navelbineshouldthereforenot be usedduring pregnacy, unlesstheindividud awaitedbenefitcleaty outweighshe
potentialrisks.If pregnancyccursduringtreatmat, the patint shouldbeinformedabouttherisksfor theunbornchild
and be monitoredcarefully. The possibility of geneic counseling shouldbe considered.

Women of child-bearing potential
Womenof child-bearingpotential mug useeffective contracepton duringtreamentandup to 3 monthsaftertreatment.

L actation

It is unknownwhethervinorelbineis excrete in humanbreastmilk. The excreton of vinorelbinein milk hasnotbeen
studiedin animalstudies A risk to the sudkling child cannotbe excludedthereforebreastfeedingmustbe discontinued
before startng treatment with Navelbine(seesedion 4.3).

Fertility
Menbeingtreatedwith Navelbineareadvisednot to fathera child duringandminimally up to 3 monthsafter

treament.Prior to treatmentadviceshouldbe soughtfor conservingspermdueto the chanceof irrevesibleinfertility
as a consequencef treatmenwith vinorelbine

4.7 Effects on ability to drive and use machines
No studies on the effectson the ability to drive and usemachneshavebeenperfomec butonthe basisof the

pharmacoginamicprofile vinorelbinedoes not affect the ability to drive and usemachinea. However cautionis
necessary in patientstreatedwith vinorelbine consderingsomeadverseeffeds of the drug: seesection4.8.

4.8 Undesir able effects

Theoverallreporedfrequencyof undesirble effeds was deerminedfrom clinical studiesin 316 patients (132 patients
with nonsmall cell lung cancerand184 patientswith breasicancer)who recaved therecommendd regimenof
Navelbine(first threeadministratbnsat 60mgm?/weekfollowedby 80mg/nt/week).

Adversereactonsreportedarelistedbelow, by systen organandby frequency.

Additional Adversereactionsfrom PostMarketing expaiencehavebeenaddel accordingto the MedDRA
classificationwith thefrequencyNot known.

Thereactionsveredescribedusing the NCI commontoxicity criteria

Very commot >1/10

Commor >1/100,<1/1C
Uncommol >1/1,000,<1/100
Rare >1/10,000,<1/1,00(
Veryrare <1/10,00(

Not knowr Postmarketng report:
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Undesir able effects reported with Navelbine soft capsule:

Pre-marketing experience:

Themostcommonly reportedadversedrugreactonsarebonemarrowdepressionvith neutiopenia,anaemiaand
thrombogtopena, gastointestinaltoxicity with nauseavomiting, diarrho&, stomatitisandconstipationFatigueand
feverwerealsoreporedvery commonly.

Post-marketing experience:
Navelbinesoft capsuleas usedassingle agentor in combnation with otherchemotherapeutiagens suchascisplatin,
or capecitabine.

Themostcommonly sygemorganclassesnvolved during postmarkeing experienceare: ‘ Blood andlymphatic
systemdisorers, ‘ Gastrointestinatlisorders and* Generadisordersandadninistration site conditions. This
informationis consisentwith the premarketing expeience.

| nfections and | nfestations

Very common: Bacterial,viral or fungalinfectionswithoutneutropaia at differentsitesG1-4: 12.7% G3-4:
4.4%,
Common: Bacterial,viral or fungd infectionsresuling from bonemarrow depessionand/orimmune

systemcompromse (neutopenicinfections)areusualy reversibe with an apprriatetreatment.
Neutropenidnfection G3-4: 3.5%

Not known: Neutropenicsepsis
Complicaedsepticaemiandsometmesfatd

Blood and lymphatic system disorders
Very common: Bonemarrowdepesson resuling manly in neutropena G1-4: 71.5%; G3:21.8%; G 4: 25.9
%, is reversble andis thedose limiting toxicity.

LeucopeniaGl1-4: 70.6%; G3:24.7%; G4:6 %,
AnemiaG1-4: 67.4%; G3-4: 3.8 %,
ThrombocybpeniaG1-2: 10.8%,
Common: G4 Neutropera assocated with feverover38 °C includingfebrile neutropenia2.8 %.

M etabolism and nutrition disorders
Not Known: Severehyponatraena

Psychiatric disorders
Common: Insomnia:G1-2: 2.8%

Nervous system disorders

Very common: NeurosensorgisordersG1-2: 11.1% weregeneraly limitedto lossof tendonreflexesand
infrequentlysevere.
Common: Neuromotordisordas G1-4: 9.2%:G3-4: 1.3%.

HeadacheG1-4: 4.1%,G3-4: 0.6%.
DizzinessG1-4: 6%; G3-4: 0.6%.
Tastedisordeis: G1-2: 3.8%.

Uncommon: Ataxiagrade3: 0.3%,
Eyedisorders
Common: VisualdisorderdG1-2: 1.3%
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Cardiacdisorders
Uncommon: Heartfailure andcardacdysrhytimia
Not Known: Myocardialinfarction in patientswith cardiac medcal history or cardiacrisk factors.

Vascular disorders
Common: HypertensiorG1-4: 2.5%;G3-4: 0.3%;
Hypotenson G1-4: 2.2%; G3-4: 0.6%

Respiratory system, thoracic and mediastinal disorders
Common: DyspnoeaG1-4: 2.8%;G3-4: 0.3%.
Cough:G1-2: 2.8%

Gastrointestinal disorders
Very Common: Nauseds51-4: 74.7%;G3-4: 7.3%;
Vomiting G1-4: 54.7%;G 3-4: 6.3%; Supportivetreatmentsuc asSHT, antagonists

(ondansetronjnayreducethe occurrencef nauseand vomiting (see secion 4 4);
DiarrhoeaG1-4: 49.7%; G3-4: 5.7%);

AnorexiaG1-4: 38.6%;G 3-4: 4.1%.

StomatitisG1-4:10.4%; G3-4: 0.9%,

Abdominalpain: G1-4: 14.2%,

ConstipationG1-4: 19%; G3-4: 0.9%Prescripton of laxatives may beappr@riatein patients
with prior history of constipatiorand/or who receive concomtanttreament with opioid
analgesicqseesecton 4.4),

GastricdisordersG1-4: 11.7%,

Common: Oesophagiti$s1-3: 3.8%;G3: 0.3%,
DysphagiaG1-2: 2.3%
Uncommon: ParalyticileusG3-4: 0.9%][exceptonaly fatd] treatmentmayberesumedafterrecovey of

normal bowel mobility
Not Known: Gadrointestinalbleeding

Hepatobiliary disorders
Common: HepaticdisordersG1-2: 1.3%

Skin and subcutaneoustissue disorders

Very common: Alopecia usually mild in nature G1-2: 29.4%may occur.
Common: Skinreactiongz1-2: 5.7%

Musculoskeletal and connective tissue disorders

Common: Arthralgiaincluding jaw pain,
Myalgia:G1-4: 7 %, G3-4: 0.3%

Renal and urinary disorders
Common: DysuriaG1-2: 1.6%
OthergeniburinarydisordersG1-2: 1.9%

General disorders and administration site conditions

Very common: Fatigue/malais€&1-4: 36.7%; G3-4: 8.5%;
FeverG1-4:13.0%,G3-4:12.1%
Common: Painincludingpain atthetumoursite G1-4: 3.8%,G3-4: 0.6%

Chills: G1-2: 3.8%
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| nvestigations
Very common: WeightlossG1-4: 25% G3-4:0.3%
Common: WeightgainG1-2: 1.3%

Undesirable effectswith Navelbine, concentrate for infusion:
Someundesirablesffectswereobservedvith Navebine,concentrae for solution for infusionduring pre- andpost
marketingexperiencewhich werenot reportedwith Navebine soft capsule.

In orde to providethe completeinformation and to furtherthe sdety of useof Navelbinesoft capsile, theseeffectsare
presentd below:

Undesir able effects with Navelbine, concentrate for infusion:

Someundesirablesffectswereobservedvith Navebine,concentrde for infusion during pre- andpostmarkeing
experiencenvhichwerenotreportedwith Navelbne soft cgpsule

In orde to providethe completeinformation and to furtherthe sdety of useof Navelbinesoft capsile, theseeffectsare
presentd below:

| nfections and I nfestations
Uncommon: Septicemigvery rarely fatal)

|mmune system disorders
Not known: Systenic allergicreactionswerereportedasanghylaxis, anaphylactichockor anaphylactoid
typereaction.

Endocrinedisorders
Not known: Inappropriateantidiurdic hormonesecretion (SIADH)

Vascular disorders
Uncommon: Flushingandperipheal coldness
Rare: Severehypotenson, collapse

Respiratory system, thoracic and mediastinal disorders

Uncommon: Bronchospasmay occuraswith othe vincaalkaloids.

Rare: Intersttial pneummopathyhasbeenreportedin particularin patientsreatel with Navelbinein
combinationwith mitomycin.

Gastrointestinal disorders
Rare: Pancreatitis

Reporting of suspected adver sereactions

Reportingsuspecte@dverseaeactionsafterauthorisaton of the medicinal productis important.It allows cortinued
monitoring of the bendit/risk balanceof the medidnal produd. Heathcae professionalsre askedo reportany
sugpectedadversaeactionsvia HPRA Pharnacovigilance EarlsfortTerrae, IRL - Dublin 2; Tel: +3531 6764971,
Fax+3531 6762517 Webste: www.hpra.ie e-mail: medsafet@hpra.ie

4.9 Overdose

Symptoms
Overdosge with Navelbinesoft capsilescould producebonemarrowhypoplasissometimesssociatedvith infection,
fever, paraytic ileusand hepatc disordes.

Emer gency procedure
Generalsupportivemeasuresogeherwith bloodtransfusiongrowth factors,and broadspectrumantibiotictherapy
should beinstitutedasdeemedecessarpy the physican.
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A close monitoring of hepaticfunction isrecommendd.

Antidote
Thereis no known antidotefor overdosge of Navdbine.

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Pharmacotherapeutigroup:Vincaalkaloidsandanalogue
ATC Code:LO1C AO4

Navelbineis anantineoplasc drugof the vincaalkaloid family butunlike all the othervincaalkaloids,the caharanine
moiety of vinorelbinehasbeenstructurally modified. At themoleailarlevel it actsonthe dynamc equilibriumof
tubulin in the microtubularapparatusf the cell. It inhibits tubulin polymerizaion andbindspreferentiallyto mitotic
microtubulesaffectingaxonalmicrotululesat high concentationsonly. Theinductionof tubulin spiralizationis less
thanthatproducedy vincristine.

Navelbineblocksmitosisat G2-M, causng cell deathin interphag or atthefollowing mitosis.

Safetyandefficacy of Navelbinein paediatic paients have not been estabished.Clinical datafromtwo Phasell
studiesusing intravenouinorelbinein 33 and46 padiatric patients with recurentsolid tumours,including
rhabdomyosarcomathersoft tissue sacomaEwing saroma,liposacoma syrovial sarcomafibrosacoma,cental

nervoussysemcancerpsteosarcomaneuroblastora, at dosesof 30to 33.75rrg/m2 D1 and D8 every3 weeksor once
weeklyfor 6 weeksevery8 weeks showedno meanngful clinical adivity. Thetoxicity profile wassimilarto that
reportedin adultpatients (seesection4.2)

5.2 Phar macokinetic properties

Phamacoknetic paranetersof vinorelbinewere evalatedin blood.

Absor ption
Afteroraladministrationyinorelbineis rapidly absorbel andtheT . is reachedoetveenl.5to 3 h with ablood
concentraton peak(C, ) of appioximately 130 ng/ml aftera doseof 80 mg/n®.

Absolutebioavaibbility is approximately40% anda simultaneousntakeof food doesnot alterthe exposue to
vinorelbine.

Oral vinorebineat 60 and80 mg/m2 leadsto bloodexposureconparableto thatachevedwith intravenousvinorebine
at 25 and30 mg/im?, respetively.

Thebloodexposurdo vinorelbineincreass proportiondly with thedoseup to 100mg/m°-. Interindividual variability of
theexposuras similar afteradmnistration by intravenousandoral routes.

Distribution

The steag-statevolumeof distribution is large,on average21.21.kg 1(range: 7.5- 39.71.kg 1), which indicaes
extersivetissuedistribuion.
Binding to plasna proteinsis weak(13.5%),vinorelbine bindsstrongly to blood cellsandespeciallyto platelets78%).

Thereis a significant uptakeof vinorelbinein lungs,as assessé by pulmonay surgicalbiopsieswhich showed
concentraton up to a 300- fold higherconentraton thanin serum Vinorelbneis notfoundin the cental nervous
syster.
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Biotransformation

All metaboliesof vinorelbineareformedby CYP3A4isoformof cytochrome P450,except4-O-deacetylvinorelbine
likely to beformedby carboxylestrases4-O-deacdylvinordbine is theonly activemetabolie andthemainone
obseredin blood.

Neithersulfate nor glucuronideconjugatesrefound

Elimination
Themeanterminal half-life of vinorelbineis around40 hours.Blood cleaianceis high, approachmg hepadic bloodflow,

andis0.721.h"Lkg ! (range:0.321.261.h L.kgd).

Renaleliminationis low (<5 % of the doseadmnistered)and consistanosty in parentcompoundBiliary excretionis
the predominanteliminationrouteof bothunchangedinorelbine which is the mainrecovereccompoundandits
metabolites.

Special patients groups

Renal and liver impair ment:

Theeffeds of renaldysfunctionon the pharnmacokineics of vinorebine have not beenstudiald. However,dose
reductionin caseof reducedrenalfunction is notindicaedwith vinordbine dueto thelow level of renalelimination.

Pharmacokneticsof orally adminigeredvinorelbine werenot modified after adminstraion of 60 mg/nein 7
patientswith mild hepaic disorder(bilirubin< 1.5x ULN, andALT and/or AST betweenl.5and2.5x ULN) and
of 50mg/n?in 6 patientswith moderag¢ hepdic disorde (bilirubin betwea 1.5and3 x ULN, independenof ALT
and AST level).

The safetyandpharma&okinetics of vinorelbinewerenot change in thesepatientsat thetesteddoses.

No dataare available for patientswith severehepaticdisorder therebrethe useof Navebinein thesepatientss not
recommended, (seesectionst.2,4.4).

Elderly patients

A studywith oral vinorelbinein elderly paients(> 70 yeass) with NSCLC demonstratethatphamacokindics of
vinorelbinewerenotinfluencedby age.However,sinceeldelty patientsarefrail, caution shouldbe exergésed when
increamg thedoseof Navelbinesoft capsué (see secton 4.2).

Phar macokinetics/Phar macodynamic r elationships
A strongrelationshiphasbeendemonstated betweenblood exposureand depletionof leucocytesor PMNs.

5.3 Preclinical safety data

Vinorelbineinducedchromosomalamage$ut wasnot mutagenicin amestest.

It is assumedthatvinorelbinecancaug mutagent effects (inducion anauploidy andpolyploidy) in man.

In animal reproductivestudiesvinorelbinewasembryo-feto-lethd andterabgenic.

No haemodynamg effects werefoundin dogsrecaving vinordbine at maximal tolerateddose;only someminor, non

significant disturbancesf repohkrisationwere observe aswith othervincaalkaloidstested. No effed onthe
cardovascuar systemwasobservedn primatesreceiving repeaed dosesof vinorelbineover39 weeks.

Date Printed 08/02/2017 CRN 2188995 page number: 11



Health Products Regulatory Authority

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Fill solution:

Anhydrousethanol
Waterpurified
Glycerol
Macrogol400

Shdl capsué:

Gelain

Glycerol

ANIDRISORB85/70 (D-sorbitoland1,4-sorbitan)

Yellow iron oxideE172

TitaniumdioxideE171

Mediumchaintriglycerides

PHOSAL 53 MCT (phosphatidylchahe, glycerides,anhydrousethano).

Edible printingink :

CarminicacidE120

Sodiumhydroxide

Aluminium chloridehexahydrate
Hypromellose

Propyleneglycol

Isogopyl Alcohol

Purified Water

6.2 Incompatibilities

Not applicable

6.3 Shelf life

3years

6.4 Special precautionsfor storage
Storeat 2° C —8° C (in arefrigerator).Storein the original contaner.

6.5 Natur e and contents of container

PVDC/PVC/AL+PETP+Paperpeetpush blister.
Packsize: 1 capsué

6.6 Special precautionsfor disposal and other handling

Any unusedoroductor wase materialshould bedisposé of in acawrdancewith local requirements

Instructionsfor use/handling
To openthe packaging
1. Cuttheblisteralongthe blackdottedline
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2. Peelthesoft plasti foil off
3. Pushthecapsuleghroughthealuminium foil
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