
I, NAMEOFTHEMEDICINALPRODUOT

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
1 ml contains 13.85m9 vinorelbine tartrate equivalent to 1omg/ml vinerelbine base as aAive ingredient.
For excipients, see 6. _ _

3. PHARMACEUTICAL,F-ORM' 
Concentrate for solution for infusion.
Clear, colourlesto pale yellow solution. -,
The diluted solution for infusion is a cleai colourless or pale yellow solution.

4. Clinicalparticulars-
4.1 Therapeutic indications

- Non-small cell lung cancer
- Advanced breast cancer

4,2 Posology and method of administration
Only for intravenous administEtion.The use of the intrathecal route is stfictly @ntmindicated.
Vinorelbile conceftate for soiution tor inlusion must be administered intravenousty-only",Betore
application it is eltremeiy important to ensur€ that the intravenous needle is positioned in the vein.
Leakage into surrounding tissue during administration of vinorelbine may cause.considerable irritation.
lf extravasation occurs, the injoction should be discontinued immedidely, and any remaining portion of
the dosb should then be introduced into another vein.
Aduhs:
As monotherapy the usual dose is 25-30m9/m,w€kly.

- In combination theEpy the same dose may be administered, but the number of apolications are
: reduced so that 25-30m9/m'�is given d.g. ffirythird week days 1 and 5 or everythird week days I and 8.

Vinorelbine may be administered by slow bolus (5-10 minutes) after dilution in 20:50m1 of normal
- saline solution or by a shon infusion {2G-30 minutes) after dilution in 125m1 of normal saline soli;tion. ,
I Administralion should always be followed by a normal saline infusion to flush the vein.
lI uoseaor*men I
I - '*- severe neparc oysLncron: Tne oose oT vrnorerorne snourd be reduced.

- In patients with renal insufficiency a dose reduction is ndt needed as vinorelbine is predominantly
excreted by the biliary route.

- During therapy the hematologic condition of the patient should be carefullv monitored_
Max. single-dose is: about 35mg/m,
Max. dose oer treatment is: 60mg

4.3 Contraindications
Hypersensitivity to the active substance.
Severe hepatic insufficiency, not relatedto the tumoml process.
Pregnancy.
Lactation.

4.4 Special warnings and special precautions for use
. Vlnorelbine concentrate for solulion for infusion must only be administered by the intravenous rofie.

The use ol intEthffil rcute is contraindicated.
. Treatnffl should be undertaken with clGe hamatological monitoring (determination of haemo-

globin level and numbs of leucoc!'tes, gauloc),ts ild platelets before each new injection); if the
neutrcphil @flt is <2000/mm3, treatment should be delayed untiJ recovery and the patient should
be observsi.

. lf ihe patisrt p{sents signs tr s}mptoms suggestive oi infection. a prompt inve$igatiffi siould be
ffi€ oul.

. lf there 6 signifi€nt hepatic impairmeni the de sho-ttd be reduced.

. In c*e oftr3l impaiment,'bball3.ot the low level of |"nats(cr€tion,-neidbg*lEdi6caiioti.b
necessary

. Vlnorelbine should noi be given concomitartly with radjotherapy f the teatmeflt field includs the
livs

. Al cstact with the e_ve sfiould be strictiy avoided: risk ot w* initatim and afl comeal
ulcsation if the drug E sprayed unds prsure, lmmediaie liberal washing of the e!€ with nomal
saline solution shdld ile undertd(ffi if ily contact ocaB.

4.5 Interaciion with oths medicinal products and oths toms of intffic-tion
The pharmacokinetics tre not influtrced bv concurent adminiskation of ssplatin with vinorelbine
concentrate for soltrtion td infusion.

4.6 Pregnanca and lactation
|n t-
Wmfl should not bffime pregnilt during tratmflt with vinorelbine.
This product should nd be used during pregnancl.
lf pregnancy should mcur during treatmer{, the pNiblility of genetic counselling should be usd.
It is not known whether vinorelbine passes into the breast milk. Lactation musttherefore be discoritinued
before treatment wiht this medicine.

4.7 Elfects on ability to drive and use machines
Unknown.

4.8 Undesirable efiEts
. Blood and the tymphatic system disordtrs

- The limiting toxicity is neutropsia ic1t 9,7%'. G2: 15.2yo; c3'. 24.3%: c4: 228%) which is' 
rapidly revengble (5 to 7 days) ild haii-ilmulative; it is mximal between 5 and 7 days after
administmtim. Further treatment may be given after movery of the granulocyte count.

- Anaemia (G1-2: 61 .zvo.: cHt1Ayd and thrembocytopenia (cl-2: 5.1%; G3-4: 2.5%) are stdom
severe.

. lmmunesystem disord*
- Like -other vinca alkaloids viMelbine may cause dyspnea and bronchospasm rarely and very

mrely local or generalised skin reactions.
. Nervous systeih disddere

- PeriDheral
This is generally limited to lo$ of deep tendon reflexes; severe paraesthesiae are uncommcn
(G1:17.2Yo: Gzt 3.6o/oi Gst 2.6yo; G4: 0.1 %). The efiects are dose dependent but reversible when
treatment is disconting€d.

- Autonomic neuropathy
- The main symptom is intestinal parsi$.Causing constipation (G1: 16.9%; G2: 4.9%) which rarely

' progffis t0 paral},'tic ileus (G3: zo/o)i G4: O.7yo).
Treatment may be resumed after recovery of nomal bowel mobility.

. Vascirlar di$rdss
Burning pain at the injecti'tn site trd tocat phtebitis {c1: 1z.gyoi. c2: B.2o/o., G3: 3.6%; G4: 0.1%)
may occur with repeated injections of Eberelbin.
Bolus inimtion tollowed by.liberal flushing of the vein oan limit this etfect. Insertion of a central
venous line may be necessary

. Gastrointestinal disorders
- Constipation (see autonomic neuropathy)

Diarrhoea (G1: 76% i G2: 3.6Vo; G3: 0.7%'. G4: 0.1o/o\: severe diarrhoea is uncommoyl
- Nausea-vomiting (cl: 19.9%; G2: 8.3%i c3: 1.9%; c4: 0.3%) : severe nausea and !@mitirig may

occasionally occur Conventional anti-emetic therapy rgducs these undesjEble effects.
i Skin and subcutaneous tissue disorders

l' . . : Alopecia is mild (G1-2: 21%) ed may appear progregsively with repeated couEes of treatm€nt
,(G3-4j4.1%t.



. General disorders and administralion site conditions 
'

- Jaw pain has occasionally been reported.
- Any extravasation may cause local reactions which rarely progress tonerortis {i-oo 4.2. posology

and method of administfation).

4.9 Overdose
. Acute toxicity studies in animals
The symptoms of overdose are piloerection, behaviour abnomalities oethargy, prostation), lulg
lesions, weight reduction with more or less severe bone marow hypoptasia in ahimals sdcrilied during
the course of the study.
. Symptoms ot overdoses in humans may sometimes be fever, rnedullary aplasia, in{eciion ild a

possible paralytic ileus. In the treeitment of infeclious cortplication broad-spectrum dntibiotic therapy
may be instituted andrJin the Veatment ot paralltic ileus, nasogastric aspiration.

5. PHAFMACOLOGICALPROPERTIES
5.1 Pharmacodynamic prcpsrds

Pharmacotherapeutic group: Plant Alkaloids, Mnca alkaloids and analogues,
ATC code: L01 C A04
VinoGlbine conc€ilEte for Solution for intusion is a antineoplas'tic otthe vinca atkaloid group.

-' The adive'substflce vinorelbin6 has as its molecular lArg'€i''the dynamic batanee ot tufOinl
microtubule. Vlnorelbine prevents the polymerisaiion of iubulin. The activrty is targeted mainly on
mitotic mitrotubul€s; axonal microtubules are affected at high concentration.
The vinotelbine spiElizing effec{ on tubulin is lower than that of vincristine- Vinorelbine inhibits the
mitcis at phase G2-M md induc6 cell death at the int6rph6s and at the following miiosis.

5.2 Pharmacokinetic properties

: Total cledance of vinorelbine is high (1.31/h/kg) with exsetion occuffing mainly by the biliary route;

I renal excretion is low (18.5% of labd is recovered in urine).

I The active substance.has a !!!St!.brrtion volume of morethan 40yl€.

- Vinorelbine hre a modemte binding to plasma proteins (13.5%) and binding to thromboc),tes is high

I (78%). Vlnorelbine psetmt6 into lung tissue exilemely w€ll (from biopsy material the quotjent tor
tissue/plasma-ooncentration was greder tha 300).
Mnorelbine is eliminated primarily unchtrged in the urine, only low deacetyMnorelbine mncstrations
have beffi recovered in humans.

5.3 Preclinical safety data
Mutaotric and carcinogenic ootential
Mnorelbine is assumed to cause mutagenic effects because of its interaction withthe spindle apparates
during mitosis.
To avoid toxic effects in the carcinogmicty study vinorelbine was administered only once every two
weeks and no carcinogenic potffitial Ms s€en.
Reoroductive tdicitv
ln ilimal studiF vinorelbine wffi embryo- and feto-lethal ild teratogenic.
Safew oharmacol@v
Bibliographic review concerning the tolerance of vinca alkaloids on the cardiovascular system shows
the occurence of some adiac events (such as angina, myocardial infarc{ion), brjt the incidence of
thse is low.
An Ecc-study in dogs showed only some non signif€nt repolarisation-disturbances. A 3g-week-
study on primates showed no cardiowscular effecis.

6. PHABMAGEUTICALPARTICULABS
6.1 List ot excipients

\4iater for injections and nitrogen {inert filling).

6.2 Incffipatibilifes
lihor€lb*re corHilrde br solutim ts infusifr musl not be diluted with alkaline soluti,ons due to
the risk of precipilation. In case of potychffiotheEpy Eberdbin shoild not be mixed with other
agenrs.
Mnorelbine concentrate {or solution for infusion musl not be mixed with othe? preparations except with
thffi mentioned in 6.6.
Eberelbin is not absorbed to or affected by either PVC, PE or clear neutral gla$.

6.3 She[ life
Unopened package: 36 months

6.4 Special precautions for storage
Store at 2-8"C. Keeo containtr in the outer cadon.
From a microbiological poirt o{ view, the product should be used immediateiy, lf not used imrediately,
in-use storage times and conditions pdor to us are the responsibility of the user and would normally
not be longer than 24 hours at 2 to 8'C, unls dilution has taken place in controlled and validated
eptic conditions.

6.5 Natcrc and cortetrts of oontainer
Glas vials (twe 1). The stopper is covered with a crimped-on aluminium cap equipped with a
p€lypropyfl e fl ip-otf cap.
1 vial containing 10mg/1 ml
1 vial containing 50mg/5ml

6.6 lnstruc{ions tor use and handling
Eberelbin lomg/ml concentrate tor solution for in{usjon may be diluted in either physiologic sodium
chloride solution or 5% glucose solution for infusion- The quantity of diluent depends on the
administration manner. Givs as bolus iniection the infusion con@nirate is diluted in 20-50mi and
when giwn as an infusion diluted in 125m1 in one of the above mentioned diluents.
From a microbiological point of view, the product sould be used immediately. li not used immediately,
in-use storage times and conditions prior to use are the responsibility of the uss ad would normally
not be longer than 24 hou6 at +2 to 8'C, unless dilution hs taken place in contrclled and validated
aseptic conditions.
The maimum storage times tor vinoreibine intusion solutions prepared in .glucose 5% respectively
sodium chloride 0.9% are 28 days when stored in a retrigerator or at room temperdure with gotection
trom light.
lf the elution is stored at room temperature without protection from light it is stable for 4 days.
The diluted soluiion for infusion is a clear. colourls or pale yellow soisti@.
Mnorelbine neither reacts with plastic nor with neutral colourle$ glass.
Handling guidetines: the prepardion and administration of Eberelbin should be carried out only by
irained statf and as wilh all cytotoxic agents, precautions should be taken to avoid exposing staff
during pregnancy.
Preparation ot solution for administration should be canied out in a dsighated handling,area and
working over aw8hable tmy or disposable plastic-backed aberbst paper
Ctre must b€ taken to avoid pfoduct contamination of the eye thereby causing severe ilritation or even
corneal ulcer. lf exposure oc61|rs, the eyes should immediately be thoroughly llustred with physiologic

sodium chloride solution for 15 minutes
Any unused producl or w6te material should be ciisposed of in acoordance with local requirements
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