
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

NAVELBINE 20mgsoft capsule

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each soft capsulecontains20mg vinorelbine(astartrate).

Excipients:Each20mgcapsulecontains:

Ethanolanhydrous 5.00mg

Sorbitol 10.54mg

For thefull list of excipients,seesection6.1

3 PHARMACEUTICAL FORM

Soft capsule
Light brownsoft capsule printedN20

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Treatment of nonsmallcell lungcancerin adult patients.
Treatment of advancedbreastcancerstage3 and4.

4.2 Posology and method of administration

Posology

In adult patients
As a single agent, therecommendedregimenis:

First three administrations
60mg/m² of bodysurfacearea,administeredonceweekly

Subsequent administrations
Beyondthethird administration,it is recommendedto increasethedoseof Navelbineto 80mg/m² onceweeklyexcept
in thosepatientsfor whomtheneutrophil countdroppedoncebelow500/mm3 or morethanoncebetween500and
1000/mm3 during thefirst threeadministrationsat60mg/m².

Neutrophilcountduringthefirst
3 administrationsof 60mg/m2/week

Neutrophils
> 1000

Neutrophils
≥ 500

and < 1000
(1 episode)

Neutrophils
≥ 500

and< 1000
(2 episodes)

Neutrophils
< 500

Recommendeddosestartingwith the
4th administration

80 80 60 60
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Dose modification
For anyadministration plannedto begivenat 80mg/m², if theneutrophil countis below500/mm3 or morethanonce
between500and1000/ mm3 the administrationshouldbedelayeduntil recoveryand thedosereducedfrom 80 to
60mg/m2 per weekduring the3 following administrations.

It is possible to re-escalatethedosefrom 60 to 80 mg/m2 per weekif theneutrophilcountdid not dropbelow500/mm3

or more than once between500 and 1000/mm3 during 3 administrationsgiven at 60 mg/m2 accordingto the rules
previouslydefinedfor thefirst 3 administrations.

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

Basedonclinical studies,theoral doseof 80mg/m2 wasdemonstratedto correspondto 30mg/m2 of theiv form and
60 mg/m2 to 25 mg/m2.
This hasbeenthebasefor combinationregimensalternating iv andoral formsimprovingpatientconvenience.

Capsulesof different strengths(20,30,80mg) areavailablein orderto choosetheadequatecombinationfor theright
dosage.

Thefollowing tablegivesthedose required for appropriaterangesof bodysurfacearea(BSA).

Administration
Navelbinemustbegivenstrictly by theoral route.
Navelbinemustbeswallowedwholewith water,without chewing,suckingor dissolvingthecapsule.
It is recommendedto administerthecapsulewith somefood.

Administration in the elderly
Clinical experiencehasnotdetectedanysignificantdifferencesamongelderly patientswith regardto theresponserate,
althoughgreatersensitivity in someof thesepatientscannotbeexcluded.Agedoesnot modify thepharmacokineticsof
vinorelbine(seesection5.2).

Neutrophilcount
beyondthe4th administration
of 80mg/m2/week

Neutrophils
> 1000

Neutrophils
≥ 500

and < 1000
(1 episode)

Neutrophils
≥ 500

and< 1000
(2 episodes)

Neutrophils
< 500

Recommendeddose
startingwith thenext
administration

80 60

60 mg/m2 80 mg/m2

BSA (m2) Dose(mg) Dose(mg)

0.95 to 1.04
1.05 to 1.14
1.15 to 1.24
1.25 to 1.34
1.35 to 1.44
1.45 to 1.54
1.55 to 1.64
1.65 to 1.74
1.75 to 1.84
1.85 to 1.94
≥ 1.95

60
70
70
80
80
90
100
100
110
110
120

80
90
100
100
110
120
130
140
140
150
160

Even for patients with BSA≥ 2 m2 the total dose should never exceed
120 mg per week at 60 mg /m2 and 160 mg per week at 80 mg/m2
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Administration in children
Safetyandefficacyin childrenhavenotbeenestablished andadministration is thereforenot recommended, (seesection
5.1).

Administration in patients with liver insufficiency
Navelbinecanbeadministeredat thestandarddoseof 60mg/m²/weekin patients with mild hepaticdisorder(bilirubin
< 1.5x ULN, andALT and/orAST between1.5and2.5x ULN).

In patientswith moderatehepatic disorder(bilirubin between 1.5and3 x ULN independentof ALT andAST level),
Navelbineneedsto beadministeredat a doseof 50mg/m²/week.

Administration of Navelbine to patientswith severehepatic disorder is not recommended because there is
insufficient data in this population in order to determine the pharmacokinetics, efficacy and safety, (seesections
4.4,5.2).

Administration in patients with renal insufficiency
Giventheminor renalexcretion,thereis nopharmacokinetic justification for reducing thedoseof Navelbinein patients
with seriousrenalinsufficiency, (seesection 4.4,5.2).

Specific instructionsmustbeobservedfor handlingNavelbine(seesection 6.6).

4.3 Contraindications

- Known hypersensitivity to vinorelbineor other vinca-alkaloids or to anyof theconstituents.
- Diseasesignificantlyaffectingabsorption
- Previoussignificantsurgicalresectionof stomachor smallbowel.
- Neutrophil count< 1500/mm3 or severeinfectioncurrentor recent(within 2 weeks).
- Plateletcount< 100000/mm3

- Lactation(seesection4.6)
- Patientsrequiring long-termoxygentherapy
- In combinationwith yellow fevervaccine(seesection4.5).

4.4 Special warnings and precautions for use

Special warnings
Navelbineshouldbeprescribedby a physician who is experienced in theuseof chemotherapywith facilitiesfor
monitoringcytotoxicdrugs.

If the patient chews or sucksthecapsuleby error, theliquid is anirri tant. Proceedto mouthrinseswith wateror
preferablyanormal saline solution.
In theevent of thecapsulebeingcutor damaged, theliquidcontent is anirritant, andsomaycausedamageif in contact
with skin,mucosaor eyes.Damagedcapsulesshouldnot beswallowedandshouldbereturnedto thepharmacyor to
thedoctorin orderto beproperlydestroyed. If anycontact occurs,immediate thoroughwashingwith wateror
preferablywith normal salinesolutionshouldbeundertaken.

In thecaseof vomiting within a few hours afterdrugintake,donot re-administer.Supportivetreatmentsuchas5HT3
antagonists(e.g.ondansetron,granisetron)mayreduce theoccurrenceof this (seesection4.5).

Navelbinesoft capsuleis associatedwith ahigherincidenceof nausea/vomiting thantheintravenousformulation.
Primaryprophylaxiswith antiemeticsand administration of thecapsules with somefood is recommendedasthis has
alsobeenshownto reducetheincidenceof nauseaandvomiting (see section 4.2).
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Patientsreceiving concomitantmorphineor opioidanalgesics:laxativesandcarefulmonitoring of bowel mobility are
recommended.Prescriptionof laxativesmaybeappropriatein patientswith prior history of constipation.

Dueto sorbitol content,patientswith rarehereditary problemswith fructoseintoleranceshouldnot takethecapsules.

This medicinalproduct containssmall amountsof ethanol(alcohol), lessthan100mgperdose

Closehaematologicalmonitoringmust beundertakenduring treatment(determinationof haemoglobinlevel andthe
leucocyte, neutrophil andplatelet countson theday of eachnew administration).

Dosing shouldbedeterminedby haematologicalstatus:
- If theneutrophil count is below1500/mm3 and/or theplatelet countis below 100000/mm3, thenthe treatment

should bedelayeduntil recovery.

- For doseescalation from 60 to 80mg/m2 per week,afterthethird administration:seesection4.2.

For theadministrationsgivenat 80mg/m², if theneutrophilcountis below 500/mm3 or morethanoncebetween500
and 1000/mm3, thenthetreatmentshouldbedelayeduntil recovery. Theadministrationshouldnot only bedelayed but
also reducedto 60mg/m² perweek.It is possible to reescalatethedosefrom 60 to 80mg/m2 perweek(seesection 4.2).

Duringclinical trialswheretreatmentswere initiated at 80mg/m2, a few patientsdevelopedexcessiveneutropenic
complicationsincluding thosewith a poor performancestatus.Therefore it is recommendedthatthestartingdose
should be60mg/m2 escalatingto 80mg/m2 if thedoseis toleratedasdescribedin section 4.2.

If patientspresentsignsor symptomssuggestive of infection,apromptinvestigationshouldbecarriedout.

Special precautions for use
Special careshouldbetakenwhenprescribing for patients with:

- historyof ischemicheartdisease(seesection4.8)
- poorperformancestatus

Navelbineshouldnot begivenconcomitantly with radiotherapy if thetreatmentfield includestheliver.

This product is specificallycontra-indicatedwith yellow fevervaccineandits concomitant usewith otherlive
attenuatedvaccinesis not recommended(seesection4.3).

CautionmustbeexercisedwhencombiningNavelbineandstronginhibitorsor inducers of CYP3A4(seesection4.5),
and its combinationwith phenytoin(like all cytotoxics)andwith itraconazole(like all vincaalkaloids)is not
recommended.

Oral Navelbinehasbeenstudiedin patients with hepatic disorderat thefollowing dosages:
- 60mg/m² in 7 patients with mild hepatic disorder(bilirubin < 1.5x ULN, andALT and/orAST between 1.5and2.5
x ULN);
- 50mg/m² in 6 patients with moderate hepatic disorder (bilirubin between 1.5and3 x ULN, independentof ALT and
AST level).

Thesafetyandpharmacokineticsof vinorelbinewerenot changed in thesepatientsat thetesteddoses.

Oral Navelbinehasnot beenstudiedin patientswith severehepatic disorder,thereforetheusein thesepatients is not
recommended,(seesections4.2,5.2).

As thereis a low level of renalexcretionthereis nopharmacokinetic rationalefor reducingthedoseof Navelbine in
patientswith impairedkidneyfunction(seesections4.2,5.2).
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4.5 Interaction with other medicinal products and other forms of interaction

Concomitant use contraindicated

Yellow fevervaccine: aswith all cytotoxics,risk of fatalgeneralisedvaccinedisease(seesection 4.3).

Concomitant use not recommended
Live attenuatedvaccines: (for yellow fevervaccine,seeconcomitantusecontraindicated)aswith all cytotoxics,risk of
generalisedvaccine disease,possibly fatal. This risk is increased in patients already immunodepressedby their
underlyingdisease.It is recommendedto usean inactivated vaccine whenoneexists(e.g.poliomyelitis) (seesection
4.4).
Phenytoin: aswith all cytotoxics, risk of exacerbationof convulsionsresulting from thedecreaseof phenytoindigestive
absorption by cytotoxic drug or loss of efficacy of the cytotoxic drug due to increasedhepatic metabolismby
phenytoin.
Itraconazole: aswith all vinca-alkaloids, increasedneurotoxicity of vinca-alkaloidsdueto thedecreaseof their hepatic
metabolism.

Concomitant use to take into consideration
Cisplatin: Thereis nomutualpharmacokineticinteraction whencombiningNavelbine with cisplatinoverseveral cycles
of treatment. However,theincidenceof granulocytopeniaassociated with Navelbineusein combinationwith cisplatin
is higherthanassociatedwith Navelbinesingleagent.

MitomycinC: risk of bronchospasmanddyspnoeaareincreased, in rarecaseaninterstitial pneumonitiswasobserved.

Ciclosporin,tacrolimus: excessiveimmunodepression with risk of lymphoproliferation.

As vinca-alkaloidsareknownassubstrates for P-glycoprotein, andin theabsenceof specific study,cautionshouldbe
exercisedwhencombiningNavelbinewith strongmodulatorsof this membranetransporter.

The combination of Navelbine with other drugs with known bone marrow toxicity is likely to exacerbate the
myelosuppressiveadverseeffects.

No clinically significant pharmacokinetic interactionwas observedwhencombiningNavelbinewith several other
chemotherapeutic agents(paclitaxel,docetaxel, capecitabineandoral cyclophosphamide).

As CYP3A4is mainly involvedin themetabolism of vinorelbine, combination with stronginhibitors of this isoenzyme
(e.g. azoleantifungalssuchasketoconazole anditraconazole) could increaseblood concentrationsof vinorelbineand
combinationwith stronginducersof this isoenzyme (e.g.rifampicin, phenytoin) coulddecreasebloodconcentrationsof
vinorelbine.

Anti-emeticdrugssuchas5HT3 antagonists (e.g.ondansetron,granisetron)donot modify thepharmacokinetics of

Navelbinesoft capsules(seesection4.4).

An increasedincidenceof grade3/4 neutropeniahas been suggested whenintravenousvinorelbineandlapatinibwere
associatedin oneclinical phase I study.In this study, therecommendeddoseof intravenousform of vinorelbinein a 3-
weekly scheduleon day 1 and day 8 was 22.5 mg/m2 when combined with daily lapatinib1000 mg. This type of
combinationshouldbeadministeredwith caution.

Anticoagulant treatment: as with all cytotoxics, the frequencyof INR (International Normalised Ratio) monitoring
should be increased dueto thepotentialinteraction with oral anticoagulantsand increasedvariability of coagulationin
patientswith cancer.

Fooddoesnot modify thepharmacokinetics of vinorelbine.
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4.6 Fertility, pregnancy and lactation

Pregnancy
Thereareinsufficientdataavailableon theuseof vinorelbinein pregnantwomen.Studiesin animals haveshown
embryotoxicity andteratogenicity(seesection5.3).On thebasisof theresults of animalstudiesandthe
pharmacologicalactionof themedicinalproduct,thereis apotential risk of embryonicandfoetalabnormalities.
Navelbineshouldthereforenot beusedduringpregnancy,unlesstheindividual awaitedbenefitclearly outweighsthe
potentialrisks.If pregnancyoccursduringtreatment, thepatient shouldbeinformedabouttherisksfor theunbornchild
and bemonitoredcarefully.Thepossibilityof genetic counselling shouldbeconsidered.

Women of child-bearing potential
Womenof child-bearingpotential must useeffective contraceptionduringtreatmentandup to 3 monthsaftertreatment.

Lactation
It is unknownwhethervinorelbineis excreted in humanbreastmilk. Theexcretion of vinorelbinein milk hasnotbeen
studiedin animalstudies.A risk to thesuckling child cannotbeexcludedthereforebreastfeedingmustbediscontinued
beforestarting treatment with Navelbine(seesection 4.3).

Fertility
Menbeingtreatedwith Navelbineareadvisednot to fatherachild duringandminimally up to 3 monthsafter
treatment.Prior to treatmentadviceshouldbesoughtfor conservingspermdueto thechanceof irreversibleinfertility
as a consequenceof treatmentwith vinorelbine.

4.7 Effects on ability to drive and use machines

No studies on theeffectson theability to driveandusemachineshavebeenperformedbut on thebasisof the
pharmacodynamicprofile vinorelbinedoesnot affect theability to driveandusemachines.However, caution is
necessary in patientstreatedwith vinorelbineconsideringsomeadverseeffectsof thedrug:seesection4.8.

4.8 Undesirable effects

Theoverallreportedfrequencyof undesirableeffects was determinedfrom clinical studiesin 316patients(132patients
with non-small cell lungcancerand184patientswith breastcancer)who received therecommended regimenof
Navelbine(fi rst threeadministrationsat60mg/m²/weekfollowedby 80mg/m²/week).

Adversereactionsreportedarelistedbelow, by system organandby frequency.

Additional Adversereactionsfrom PostMarketingexperiencehavebeenadded accordingto theMedDRA
classificationwith thefrequencyNot known.

Thereactionsweredescribedusing theNCI commontoxicity criteria

Verycommon ≥1/10

Common ≥1/100,<1/10

Uncommon ≥1/1,000,<1/100

Rare ≥1/10,000,<1/1,000

Very rare <1/10,000

Not known Postmarketing reports
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Undesirable effects reported with Navelbine soft capsule:

Pre-marketing experience:
Themostcommonly reportedadversedrugreactionsarebonemarrowdepressionwith neutropenia,anaemiaand
thrombocytopenia,gastrointestinaltoxicity with nausea, vomiting, diarrhoea,stomatitisandconstipation.Fatigueand
feverwerealsoreportedverycommonly.

Post-marketing experience:
Navelbinesoft capsuleis usedassingleagentor in combinationwith otherchemotherapeuticagents suchascisplatin,
or capecitabine.

Themostcommonlysystemorganclassesinvolved duringpost-marketing experienceare: ‘Bloodandlymphatic
systemdisorders’ , ‘Gastrointestinaldisorders’ and‘General disordersandadministrationsiteconditions’ . This
informationis consistentwith thepre-marketingexperience.

Infections and Infestations
Very common: Bacterial,viral or fungalinfectionswithoutneutropenia at differentsitesG1-4: 12.7%; G3-4:

4.4%,
Common: Bacterial,viral or fungal infectionsresulting from bonemarrow depressionand/orimmune

systemcompromise(neutropenicinfections)areusually reversible with an appropriatetreatment.
NeutropenicinfectionG3-4: 3.5%

Not known: Neutropenicsepsis
Complicatedsepticaemiaandsometimesfatal

Blood and lymphatic system disorders
Very common: Bonemarrowdepression resulting mainly in neutropeniaG1-4: 71.5%; G3:21.8%; G 4: 25.9

%, is reversibleandis thedose limiting toxicity.

LeucopeniaG1-4: 70.6%; G3: 24.7%; G4: 6 %,

AnemiaG1-4: 67.4%; G3-4: 3.8%,

ThrombocytopeniaG1-2: 10.8%,

Common: G4Neutropenia associated with feverover38°C includingfebrileneutropenia:2.8%.

Metabolism and nutrition disorders
Not Known: Severehyponatraemia

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

Nervous system disorders
Very common: NeurosensorydisordersG1-2: 11.1% weregenerally limitedto lossof tendonreflexesand

infrequentlysevere.
Common: NeuromotordisordersG1-4: 9.2%:G3-4: 1.3%.

Headache:G1-4: 4.1%,G3-4: 0.6%.
Dizziness:G1-4: 6%; G3-4: 0.6%.
Tastedisorders: G1-2: 3.8%.

Uncommon: Ataxia grade3: 0.3%,

Eye disorders
Common: VisualdisordersG1-2: 1.3%
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Cardiac disorders
Uncommon: Heartfailure andcardiacdysrhythmia
Not Known: Myocardialinfarction in patientswith cardiacmedical historyor cardiacrisk factors.

Vascular disorders
Common: HypertensionG1-4: 2.5%;G3-4: 0.3%;

Hypotension 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: NauseaG1-4: 74.7%;G3-4: 7.3%;

Vomiting G1-4: 54.7%;G 3-4: 6.3%;Supportivetreatmentsuch as5HT3 antagonists

(ondansetron)mayreducetheoccurrenceof nauseaandvomiting (seesection 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%Prescription of laxatives maybeappropriatein patients
with prior historyof constipationand/or who receiveconcomitanttreatment with opioid
analgesics(seesection 4.4),
Gastricdisorders:G1-4: 11.7%,

Common: OesophagitisG1-3: 3.8%;G3: 0.3%,
Dysphagia:G1-2: 2.3%

Uncommon: ParalyticileusG3-4: 0.9%[exceptionally fatal] treatmentmayberesumedafterrecovery of
normal bowel mobility

Not Known: Gastrointestinalbleeding

Hepatobiliary disorders
Common: Hepaticdisorders:G1-2: 1.3%

Skin and subcutaneous tissue disorders
Very common: Alopecia usually mild in natureG1-2: 29.4%mayoccur.
Common: Skin reactionsG1-2: 5.7%

Musculoskeletal and connective tissue disorders
Common: Arthralgia including jaw pain,

Myalgia:G1-4: 7 %, G3-4: 0.3%

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

OthergenitourinarydisordersG1-2: 1.9%

General disorders and administration site conditions
Very common: Fatigue/malaiseG1-4: 36.7%; G3-4: 8.5%;

FeverG1-4: 13.0%,G3-4: 12.1%
Common: Painincludingpain at thetumoursiteG1-4: 3.8%,G3-4: 0.6%.

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

Undesirable effects with Navelbine, concentrate for infusion:
Someundesirableeffectswereobservedwith Navelbine,concentrate for solution for infusionduringpre- andpost-
marketingexperiencewhichwerenot reportedwith Navelbinesoft capsule.

In order to providethecompleteinformationand to furtherthesafety of useof Navelbinesoft capsule, theseeffectsare
presented below:

Undesirable effects with Navelbine, concentrate for infusion:
Someundesirableeffectswereobservedwith Navelbine,concentrate for infusionduring pre- andpost-marketing
experiencewhichwerenot reportedwith Navelbinesoft capsule:
In order to providethecompleteinformationand to furtherthesafety of useof Navelbinesoft capsule, theseeffectsare
presented below:

Infections and Infestations
Uncommon: Septicemia(very rarely fatal)

Immune system disorders
Not known: Systemic allergicreactionswerereportedasanaphylaxis,anaphylacticshockor anaphylactoïd

typereaction.

Endocrine disorders
Not known: Inappropriateantidiuretic hormonesecretion (SIADH)

Vascular disorders
Uncommon: Flushingandperipheral coldness
Rare: Severehypotension, collapse

Respiratory system, thoracic and mediastinal disorders
Uncommon: Bronchospasmmay occuraswith other vincaalkaloids.
Rare: Interstitial pneumonopathyhasbeenreportedin particular in patientstreated with Navelbinein

combinationwith mitomycin.

Gastrointestinal disorders
Rare: Pancreatitis

Reporting of suspected adverse reactions

Reportingsuspectedadversereactionsafterauthorisationof themedicinalproductis important.It allowscontinued
monitoringof thebenefit/risk balanceof themedicinal product. Healthcareprofessionalsare askedto reportany
suspectedadversereactionsvia HPRA Pharmacovigilance, EarlsfortTerrace, IRL - Dublin 2; Tel: +3531 6764971;
Fax:+3531 6762517.Website:www.hpra.ie; e-mail: medsafety@hpra.ie.

4.9 Overdose

Symptoms
Overdosagewith Navelbinesoft capsulescouldproducebonemarrowhypoplasiasometimesassociatedwith infection,
fever,paralytic ileusandhepatic disorders.

Emergency procedure
Generalsupportivemeasurestogetherwith bloodtransfusion,growth factors,and broadspectrumantibiotictherapy
should beinstitutedasdeemednecessaryby thephysician.
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A close monitoringof hepaticfunction is recommended.

Antidote
Thereis noknown antidotefor overdosageof Navelbine.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:Vinca alkaloïdsandanalogues

ATC Code:L01C A04

Navelbineis anantineoplastic drugof the vincaalkaloid family but unlike all theothervincaalkaloids,thecatharantine
moiety of vinorelbinehasbeenstructurally modified. At themolecular level, it actson thedynamic equilibriumof
tubulin in themicrotubularapparatusof thecell. It inhibits tubulinpolymerization andbindspreferentiallyto mitotic
microtubules,affectingaxonalmicrotubulesat highconcentrationsonly. Theinductionof tubulinspiralizationis less
thanthatproducedby vincristine.

Navelbineblocksmitosisat G2-M, causing cell deathin interphaseor at thefollowing mitosis.

Safetyandefficacyof Navelbinein paediatric patients havenot been established.Clinical datafromtwo PhaseII
studiesusing intravenousvinorelbinein 33and46paediatric patients with recurrentsolid tumours,including
rhabdomyosarcoma,othersoft tissuesarcomaEwingsarcoma,liposarcoma, synovial sarcoma,fibrosarcoma,central
nervoussystemcancer,osteosarcoma,neuroblastoma,at dosesof 30 to 33.75mg/m2 D1 andD8 every3 weeksor once
weeklyfor 6 weeksevery8 weeks, showednomeaningful clinical activi ty. Thetoxicity profile wassimilar to that
reportedin adultpatients. (seesection4.2)

5.2 Pharmacokinetic properties

Pharmacokineticparametersof vinorelbinewereevaluatedin blood.

Absorption
Afteroraladministration,vinorelbineis rapidly absorbed andtheTmax is reachedbetween1.5to 3 h with ablood

concentrationpeak(Cmax) of approximately 130ng/ml afteradoseof 80mg/m².

Absolutebioavailability is approximately40%anda simultaneousintakeof fooddoesnot altertheexposure to
vinorelbine.

Oral vinorelbineat 60and80mg/m2 leadsto bloodexposurecomparableto thatachievedwith intravenousvinorelbine
at 25and30 mg/m2, respectively.

Thebloodexposureto vinorelbineincreases proportionally with thedoseup to 100mg/m2. Interindividual variability of
theexposureis similarafteradministrationby intravenousandoral routes.

Distribution

Thesteady-statevolumeof distribution is large,onaverage21.2l.kg-1(range: 7.5- 39.7l.kg-1), which indicates
extensivetissuedistribution.
Binding to plasmaproteinsis weak(13.5%),vinorelbinebindsstrongly to bloodcellsandespeciallyto platelets(78%).

Thereis asignificantuptakeof vinorelbinein lungs,as assessed by pulmonary surgicalbiopsieswhichshowed
concentrationup to a300- fold higherconcentration thanin serum. Vinorelbineis not foundin thecentral nervous
system.
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Biotransformation
All metabolitesof vinorelbineareformedby CYP3A4isoformof cytochromes P450,except4-O-deacetylvinorelbine
likely to beformedby carboxylesterases.4-O-deacetylvinorelbine is theonly activemetabolite andthemainone
observedin blood.

Neithersulfatenor glucuronideconjugatesarefound.

Elimination
Themeanterminal half-life of vinorelbineis around40hours.Bloodclearanceis high,approachinghepatic bloodflow,
and is 0.72 l.h-1.kg-1 (range:0.32-1.26l.h-1.kg-1).

Renalelimination is low (<5 % of thedoseadministered)andconsistsmostly in parentcompound.Biliary excretionis
thepredominanteliminationrouteof bothunchangedvinorelbine, which is themainrecoveredcompound,andits
metabolites.

Special patients groups
Renal and liver impairment:
Theeffects of renaldysfunctionon thepharmacokinetics of vinorelbinehave notbeenstudied. However,dose
reductionin caseof reducedrenalfunction is not indicatedwith vinorelbine dueto thelow levelof renalelimination.

Pharmacokineticsof orally administeredvinorelbinewerenot modifiedafteradministration of 60mg/m² in 7
patientswith mild hepatic disorder(bilirubin< 1.5x ULN, andALT and/or AST between1.5and2.5x ULN) and
of 50mg/m² in 6 patientswith moderate hepatic disorder (bilirubin between 1.5and3 x ULN, independentof ALT
and AST level).

Thesafetyandpharmacokineticsof vinorelbinewerenot changed in thesepatientsat thetesteddoses.

No dataare available for patientswith severehepaticdisorder,thereforetheuseof Navelbinein thesepatientsis not
recommended, (seesections4.2,4.4).

Elderly patients
A studywith oral vinorelbinein elderlypatients(≥ 70 years)with NSCLC demonstratedthatpharmacokineticsof
vinorelbinewerenot influencedby age.However,sinceelderly patientsarefrail, cautionshouldbeexercised when
increasing thedoseof Navelbinesoft capsule (seesection 4.2).

Pharmacokinetics/Pharmacodynamic relationships
A strongrelationshiphasbeendemonstrated betweenbloodexposureanddepletionof leucocytesor PMNs.

5.3 Preclinical safety data

Vinorelbineinducedchromosomedamagesbut wasnot mutagenicin amestest.

It is assumedthatvinorelbinecancausemutagenic effects(induction aneuploidyandpolyploidy) in man.

In animal reproductivestudiesvinorelbinewasembryo-feto-lethal andteratogenic.

No haemodynamic effects werefoundin dogsreceiving vinorelbine at maximal tolerateddose;only someminor, non
significantdisturbancesof repolarisationwere observed aswith othervincaalkaloidstested. No effect on the
cardiovascularsystemwasobservedin primatesreceiving repeateddosesof vinorelbineover39weeks.
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6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Fill solution:

Anhydrousethanol
Waterpurified
Glycerol
Macrogol400

Shell capsule :

Gelatin
Glycerol
ANIDRISORB85/70 (D-sorbitoland1,4-sorbitan)
Yellow iron oxideE172
TitaniumdioxideE171
Mediumchaintriglycerides
PHOSAL 53MCT (phosphatidylcholine,glycerides,anhydrousethanol).

Edibleprinting ink :

CarminicacidE120
Sodiumhydroxide
Aluminium chloridehexahydrate
Hypromellose
Propyleneglycol
Isopropyl Alcohol
Purified Water

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

3 years

6.4 Special precautions for storage

Storeat 2° C – 8° C (in a refrigerator).Storein theoriginal container.

6.5 Nature and contents of container

PVDC/PVC/AL+PETP+Paper˝peel-push̋ blister.
Packsize : 1 capsule

6.6 Special precautions for disposal and other handling

Any unusedproductor waste materialshould bedisposed of in accordancewith local requirements.

Instructionsfor use/handling
To openthepackaging:

1. Cut theblisteralongtheblackdottedline
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2. Peelthesoft plastic foil off
3. Pushthecapsulethroughthealuminium foil

7 MARKETING AUTHORISATION HOLDER

PierreFabreLtd
250LongwaterAvenue
GreenPark
ReadingRG2 6GP
UnitedKingdom

8 MARKETING AUTHORISATION NUMBER

PA 1287/001/001

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorisation: 13April 2006

Dateof lastrenewal:13April 2011

10 DATE OF REVISION OF THE TEXT

February2017
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