
with accidental contamination of the eye with other vinca alkaloids, including 
CIPLA-VINORELBINE. In the event of contamination of the eye with 
CIPLA-VINORELBINE, the eye should be washed with water immediately and 
thoroughly.
Preparation for  intravenous administration:
CIPLA-VINORELBINE injection must either be diluted in a  syringe or I.V. bag and one 
of the recommended solutions must be used. The diluted CIPLA-VINORELBINE should 
be administered over 6 to 10 minutes into the side port of a free-flowing I.V. line. This 
should be followed by flushing with at least 75 to 125 ml of one of the solutions. For 
diluents that may be used, see "Parenteral products".
Parenteral products: Syringe: The calculated dose of CIPLA-VINORELBINE should 
be diluted to a concentration of  1.5 to 3.0 mg/ml. 
Parenteral products: l.V. bag: The calculated dose of CIPLA-VINORELBINE should 
be diluted to a concentration of 0.5 to 2.0 mg/ml.
Parenteral products: Syringe:
CIPLA-VINORELBINE diluted to a concentration of 1.5 to 3.0 mg/ml may be used for up 
to 24 hours when it is stored in polypropylene syringes at 5 to 30°C.
The following solutions may be used to dilute CIPLA-VINORELBINE: 
0.9 % Sodium chloride injection is preferred. 
5 % Dextrose injection. 
Parenteral products: l.V. bag: 
When CIPLA-VINORELBINE is diluted to a concentration of 0.5 to 2.0 mg/ml, it may be 
stored for  up to 24 hours after preparation if it is stored in polyvinyl chloride bags 
between 5°C and 30°C.
The following solutions may be used to dilute CIPLA-VINORELBINE: 
0.9 % Sodium chloride solution is preferred. 
5 % Dextrose solution.
As with all  parenteral medicine products, intravenous mixtures should be visually 
inspected  for clarity, particulate matter, discolouration and leakage prior to 
administration, if the  solution and container permit. The unused portion should be 
discarded.
Special populations:
Hepatic impairment:
Dosage adjustment for hepatic insufficiency is:

• Total bilirubin 2 mg/dl or less: give 30 mg (base) per square meter of body surface 
area.

• Total bilirubin 2.1 to 3 mg/dl: give 15 mg (base) per square meter of body surface 
area.

• Total bilirubin 3 mg/dl or more: give 7.5 mg (base) per square meter of body surface  
area.

SIDE-EFFECTS AND SPECIAL PRECAUTIONS:
Side-effects:
The following adverse effects may occur with CIPLA-VINORELBINE:
Blood and lymphatic system disorders:
Frequent: Granulocytopenia, anaemia, leukopenia.
Less frequent: Thrombocytopenia.
Neuropsychiatric system disorders: 
Frequent: Asthenia.
Less frequent: Mild to moderate peripheral neuropathy, including 

paraesthesia and hypoaesthesia, and weakness after 
prolonged treatment. 

Cardiovascular system disorders:
Less frequent: Chest pain.
Respiratory system disorders:
Less frequent: Bronchospasm and dyspnoeic states, occurring within 

minutes or only some hours later.
Gastrointestinal system disorders: 
Frequent: Constipation, nausea, vomiting, and anorexia.
Less frequent: Paralytic ileus, stomatitis, pancreatitis, and diarrhoea. 
Skin and subcutaneous tissue disorders:
Frequent: Alopecia.
Less frequent: Rash.
Musculoskeletal, connective tissue and bone disorders:
Less frequent: Joint or muscle pain.
Renal and urinary system disorders:
Less frequent: Haemorrhagic cystitis.
General disorders and administrative site conditions:
Frequent: Injection site reactions.
Less frequent: Jaw pain.
Investigations:
The following side-effects have been reported and frequencies 
are unknown: Increases in alanine aminotransferase, alkaline phosphatase, 

aspartate aminotransferase and serum bilirubin values. 
Transient increases in alanine aminotransferase and 
aspartate aminotransferase values were reported in 
approximately 50 % of patients, but patients with elevated 
liver enzyme values were typically asymptomatic and did not 
require discontinuation of therapy. A somewhat greater effect 
was observed on total bilirubin concentrations, with 5 % of 
patients developing concentrations of grade 3 or 4 severity. 
Although CIPLA-VINORELBINE treatment may have 
contributed to these increases in bilirubin concentrations, 
these abnormalities also may be related to disease 
progression in the liver.

Special Precautions:
CIPLA-VINORELBINE should be administered with caution to patients with hepatic 
insufficiency. In patients who develop hyperbilirubinaemia during treatment with 
CIPLA-VINORELBINE, the dose should be adjusted (see "DOSAGE AND 
DIRECTIONS FOR USE").
KNOWN SYMPTOMS OF OVERDOSE AND PARTICULARS OF ITS TREATMENT:
In the event  of overdose, the patient must be closely monitored for the appearance of 
severe granulocytopenia which is associated with an increased  risk of serious 
secondary infections. Treatment of overdose is  supportive as no known antidote is 
available for CIPLA-VINORELBINE .
IDENTIFICATION:
CIPLA-VINORELBINE 10: A clear solution filled in a 2 ml transparent flint glass 

vial.
CIPLA-VINORELBINE 50:  A clear solution filled in a 5 ml transparent flint glass 

vial.
PRESENTATION:
CIPLA-VINORELBINE 10: A carton containing one 2 ml transparent flint glass 

vial with a rubber stopper and red coloured 
aluminium flip-off seal.

CIPLA-VINORELBINE 50:  A carton containing one 5 ml transparent flint glass 
vial with a rubber stopper and red coloured 
aluminium flip-off seal.

STORAGE INSTRUCTIONS:
Store between 2 – 8°C. Do not freeze.
KEEP OUT OF REACH OF CHILDREN.
REGISTRATION NUMBER: 
CIPLA-VINORELBINE 10:   42/26/0083
CIPLA-VINORELBINE 50:  42/26/0084
NAME AND BUSINESS ADDRESS OF THE HOLDER OF THE CERTIFICATE OF 
REGISTRATION:
CIPLA MEDPRO (PTY) LTD
Rosen Heights, Pasita Street 
Rosen Park, Bellville, 7530 RSA
DATE OF PUBLICATION OF THIS PACKAGE INSERT: 
May 2011
© CIPLA MEDPRO (PTY) LTD

SKEDULERINGSTATUS: S4
EIENDOMSNAAM (EN DOSEERVORM): 

CIPLA-VINORELBINE 10 

(Intraveneuse inspuiting)

CIPLA-VINORELBINE 50 

(Intraveneuse inspuiting)
SAMESTELLING:
CIPLA-VINORELBINE 10:  Elke enkeldosis flessie bevat 13.85 mg 

vinorelbientartraat wat ekwivalent is aan 10 mg 
vinorelbienbasis per milliliter oplossing.

CIPLA-VINORELBINE 50:  Elke enkeldosis flessie bevat 69.25 mg 
vinorelbientartraat wat ekwivalent is aan 50 mg 
vinorelbienbasis per 5 milliliter oplossing.

FARMAKOLOGIESE KLASSIFIKASIE:
A 26. Sitostatiese middels.
FARMAKOLOGIESE WERKING:
Vinka alkaloïede is samestellings wat struktureel soortgelyk is en bestaan uit twee 
multiring eenhede, vindolien en katarantien.  Vinorelbien is ‘n vinka alkaloïed waar die 
plek van strukturele modifikasie die katarantien eenheid is.  Hierdie strukturele 
verandering lei dan tot farmakologiese eienskappe wat kliniese voordele to gevolg mag 
hê in pasiënte met ‘n verskeidenheid maligniteite.  Vinorelbientartraat meng in met 
mikrotubule versameling.   Die anti-tumor aktiwiteit van vinorelbien  is hoofsaaklik 
geassosieer met die inhibisie van mitose tydens metafase (G2 + M fase) weens die 
interaksie van vinorelbien met tubulien waar dit tubulien polimerisasie inhibeer.  Dit werk 
hoofsaaklik in op die mitotiese mikrotubules en met hoë konsentrasies meng dit in met 
die aksonale mikrotubules.  Vinorelbien kan ook inmeng met die metabolisme van 
aminosure, glutatioon en ook sikliese AMP; kalmodulienafhanklike Ca2+-vervoer ATPase 
aktiwiteit;  biosintese van nukleïensure en lipiede; en sellulêre respirasie.
Farmakokinetika: 
Na intraveneuse toediening van vinorelbien verminder die plasmakonsentrasie op ‘n 
trifasiese manier.  Die aanvanklike  vinnige verlaging is weens die distribusie van die 
middel in perifere kompartemente en die metabolisme van die middel.  Die verlengde 
terminale fase halfleeftyd is gemiddeld 27.7 tot 43.6 uur.  Die gemiddelde plasma 
opruiming wissel  vanaf 0.97 tot 1.26 l/hr/kg; en die volume van distribusie by 
ewewigskonsentrasie (Vss) is 25.4 tot 40.1 l/kg.
Antitumor aktiwiteit is ook gevind in een van die metaboliete van vinorelbien, 
deasetielvinorelbien.  Deasetielvinorelbien is gevind maar nie gekwantifiseer in menslike 
plasma nie.  Die effek van renale of hepatiese disfunksie op die disposisie van 
vinorelbien  is nog nie evalueer nie.  Die farmakokinetika van vinorelbien word nie 
geaffekteer deur die gelyktydige toediening van sisplatien met vinorelbien nie.
INDIKASIES:
CIPLA-VINORELBINE is aangedui in die volgende:

• Palliatiewe behandeling van pasiënte met gevorderde onopereerbare nie-kleinsel 
longkanker (NKSLK) as ‘n enkelmiddel of in kombinasie.  Kombinasieterapie is 
meer effektief as monoterapie. 

• Behandeling van pasiënte met metastatiese borskanker na mislukte eerste-linie 
monoterapie met antrasikliene vir metastatiese siekte of wie relaps gehad het binne 
6 maande na antrasikliengebaseerde adjuvante behandeling.

KONTRA-INDIKASIES:
CIPLA-VINORELBINE is teenaangedui in:

• Pasiënte met bekende hipersensitiwiteit vir CIPLA-VINORELBINE. 
• Pasiënte wat erge middelgeïnduseerde granulositopenie of erge trombositopenie 

het.
• Swangerskap en borsvoedende vrouens (sien “SWANGERSKAP EN 

LAKTASIE”).
• Pasiënte met erge lewerinkorting.

WAARSKUWINGS:
CIPLA-VINORELBINE is ‘n sitotoksiese middel en behoort slegs gebruik te word deur 
geneeshere met ondervinding in kanker chemoterapeutiese middels.  Bloedtellings 
behoort verkry te word voor die volgende dosis.  Staak CIPLA-VINORELBINE of 
verminder die dosering indien daar tekens is van abnormale onderdrukking van die 
beenmurg (sien tabel).
CIPLA-VINORELBINE IS SLEGS VIR INTRAVENEUSE GEBRUIK. 
CIPLA-VINORELBINE is ‘n weefsel irriteermiddel en kan flebitis of ekstravasasie 
besering veroorsaak.  Na perifere toediening kan onvoldoende spoeling van die vene die 
risiko vir flebitis verhoog.  Dit is baie belangrik dat die naald behoorlik geposisioneer word 
in die vene voordat  hierdie produk ingespuit word.  Indien lekkasie in die omliggende 
weefsel plaasvind tydens intraveneuse toediening van CIPLA-VINORELBINE kan dit 
erge irritasie tot gevolg hê.  Die inspuiting moet dan dadelik gestaak word en die 
oorblywende deel van die dosis behoort dan in ‘n ander vene toegedien te word.
Mortaliteit (1 %) weens neutropeniese sepsis is gemeld (sien “NEWE-EFFEKTE EN 
SPESIALE VOORSORGMAATREËLS"). Beenmurg toksisiteit, spesifiek 
granulositopenie is ‘n dosisbeperkende ongewenste reaksie.  Volbloedtellings met 
differensiële tellings behoort gedoen te word en die resultate moet nagegaan word voor 
elke dosis van CIPLA-VINORELBINE.  CIPLA-VINORELBINE behoort nie toegedien te 
word aan pasiënte met granulositopenie < 1000 selle/mm3.  Pasiënte wat erge 
granulositopenie ontwikkel behoort versigtig gemonitor te word vir tekens van infeksie 
en/of koors (sien "DOSIS EN GEBRUIKSAANWYSINGS").

Granulosiete (selle/mm3) op 
behandelingsdae Dosis van CIPLA-VINORELBINE (mg/m2)

+ 1500 30

1000 tot 1499 15

< 1000 Moet nie toedien nie. Die granulosiettelling moet 
herhaal word na een week.  
CIPLA-VINORELBINE moet gestaak word indien 
die granulosiettelling < 1000 selle/mm3 is vir 3 
weke.

INTERAKSIES:
Mitomisien:
Akute pulmonale reaksies is gemeld met CIPLA-VINORELBINE wanneer dit saam met 
mitomisien gebruik is.  CIPLA-VINORELBINE behoort met omsigtigheid toegedien te 
word in kombinasie met mitomisien.
Paklitaksel:
Gesamentlike of daaropvolgende gebruik kan neuropatie tot gevolg hê, roetine 
monitering vir simptome van neuropatie word dus aanbeveel.
Sisplatien:
Alhoewel die farmakokinetika van CIPLA-VINORELBINE nie beïnvloed word deur die 
gelyktydige toediening van sisplatien nie, is die insidensie van toksisiteite, veral 
granulositopenie, met die kombinasie van vinorelbien en sisplatien betekenisvol hoër as 
met CIPLA-VINORELBINE alleen.
Bestralingsterapie:
Gelyktydige gebruik van bestralingsterapie en CIPLA-VINORELBINE kan die 
beenmurgonderdrukkende effek van bestralingsterapie verhoog.
Vaksienes, dooie virus:
Aangesien normale verdedigingsmeganismes onderdruk kan word deur 
CIPLA-VINORELBINE behandeling kan die pasiënt se antiliggaam respons tot die 
vaksiene verminder wees.  Die tydperk tussen staking van middels wat 
immuunonderdrukking kan veroorsaak en herstel van die pasiënt se vermoë om te 
respondeer op die vaksiene hang af van die intensiteit en tipe van 
immuunonderdrukkende middels wat gebruik is, die onderliggende siekte, en ander 
faktore; skattings kan wissel vanaf 3 maande tot 1 jaar.  
Vaksienes, lewendige virus:
Aangesien normale verdedigingsmeganismes onderdruk kan word deur 
CIPLA-VINORELBINE behandeling, kan die gesamentlike gebruik van ‘n lewendige 
virus vaksiene die verdeling van die vaksiene virus versterk, kan dit die 
newe-/ongewenste effekte van die vaksiene virus verhoog en/of kan die pasiënt se 
antiliggaam respons tot die vaksiene verminder; immunisasie van hierdie pasiënte 
behoort slegs gedoen te word met uiterste omsigtigheid na versigtige evaluering van die 
pasiënt se hematologiese status en slegs met die kennis en toestemming van die 
geneesheer wat CIPLA-VINORELBINE behandeling toedien.  Die tydperk tussen 
staking van middels wat immuunonderdrukking veroorsaak en herstel van die pasiënt se 
vermoë om te respondeer tot die vaksiene hang af van die intensiteit en tipe van die 
immuunonderdrukkende middel wat gebruik is, die onderliggende siekte en ander 
faktore.  Skattings wissel vanaf 3 maande tot 1 jaar.  Pasiënte met leukemie in remissie 
behoort nie lewendige virus vaksienes te ontvang tot ten minste 3 maande na die laaste 
chemoterapeutiese behandeling nie.  Immunisasie met orale poliovirus vaksiene behoort 
ook uitgestel te word in persone wat in noue kontak is met die pasiënt, veral familielede.
SWANGERSKAP EN LAKTASIE:
Die gebruik van CIPLA-VINORELBINE tydens swangerskap en laktasie word nie 
aanbeveel nie aangesien die veiligheid en effektiwiteit  nog nie vasgestel is nie (sien 
"KONTRA-INDIKASIES").
Voldoende voorbehoeding om swangerskap te verhoed is noodsaaklik.
Borsvoeding behoort gestaak te word voor behandeling met CIPLA-VINORELBINE.
DOSIS EN GEBRUIKSAANWYSINGS:
Dosis:
Wanneer dit gebruik word as ‘n enkelmiddel behandeling, is die gewone dosis 25 tot 30 
mg/m2 weekliks toegedien.  Vir metastatiese siekte is die dosisskedule  30 mg/m2 per 
week.  Wanneer CIPLA-VINORELBINE gebruik word as ‘n komponent van 
polichemoterapie hang die dosis en frekwensie af van die protokol.
Toediening voorsorgmaatreëls:
CIPLA-VINORELBINE moet intraveneus toegedien word.  Dit is uiters belangrik om te 
verseker dat die intraveneuse naald of kateter behoorlik geposisioneer is voordat  
CIPLA-VINORELBINE ingespuit word. Lekkasie van CIPLA-VINORELBINE in die 
omliggende weefsel tydens intraveneuse toediening kan aansienlike irritasie, lokale 
weefselnekrose en/of tromboflebitis veroorsaak.  Indien ekstravasasie plaasvind, 
behoort die inspuiting dadelik gestaak te word en die oorblywende deel van die dosis 
behoort  in ‘n ander vene toegedien te word.  Lokale inspuiting van hialuronidase en die 
aanwending van matige hitte tot die area van lekkasie is gemeld om te help om die 

middel te versprei en die ongemak geassosieer met die ekstravasasie van ander vinka 
alkaloïede te verminder.
Die hantering en voorbereiding van die oplossing van CIPLA-VINORELBINE behoort 
met omsigtigheid onderneem te word.  Velreaksies kan voorkom met toevallige 
blootstelling en die gebruik van handskoene word dus aanbeveel. Indien die 
CIPLA-VINORELBINE oplossing in kontak kom met die vel of slymvliese moet die vel of 
slymvlies onmiddellik deeglik gewas word met seep en water.  Daar is melding gemaak 
van erge irritasie van die oë met toevallige kontaminasie van die oë met ander vinka 
alkaloïede insluitende CIPLA-VINORELBINE.  In die geval van kontaminasie van die 
oog met CIPLA-VINORELBINE moet die oog dadelik en deeglik gewas word met water. 
Voorbereiding vir intraveneuse toediening :
CIPLA-VINORELBINE inspuiting moet verdun word in óf ‘n spuit óf ‘n effusie sak en een 
van die aanbevole oplossings moet gebruik word.  Die verdunde CIPLA-VINORELBINE 
behoort toegedien te word oor 6 tot 10 minute in die sykant van ‘n vryvloeiende I.V. lyn.  
Dit behoort opgevolg te word deur spoeling met ten minste  75 tot 125 ml van een van 
die oplossings.  Vir oplosmiddels wat gebruik kan word, sien “Parenterale produkte”.
Parenterale produkte: Spuit: Die berekende dosis van CIPLA-VINORELBINE behoort 
verdun te word tot ‘n konsentrasie van 1.5 tot 3.0 mg/ml. 
Parenterale produkte: l.V. sak: Die berekende dosis van CIPLA-VINORELBINE 
behoort verdun te word tot ‘n konsentrasie van 0.5 tot 2.0 mg/ml.
Parenterale produkte: Spuit:
CIPLA-VINORELBINE verdun tot ‘n konsentrasie van 1.5 tot 3.0 mg/ml kan gebruik word 
tot en met 24 uur as dit geberg word in polipropileen spuite by 5 tot 30 °C.
Die volgende oplossings kan gebruik word om CIPLA-VINORELBINE te verdun: 
0.9 % Natriumchloried inspuiting word verkies. 
5 % Dekstrose inspuiting. 
Parenterale produkte: l.V. sak: 
Wanneer CIPLA-VINORELBINE verdun is tot ‘n konsentrasie van 0.5 tot 2.0 mg/ml, kan 
dit geberg word tot en met 24 uur na voorbereiding indien dit geberg word in 
polivinielchloried sakke tussen 5 °C en 30 °C.
Die volgende oplossings kan gebruik word om CIPLA-VINORELBINE te verdun: 
0.9 % Natriumchloried oplossing word verkies. 
5 % Dekstrose oplossing.
Soos met alle parenterale middels behoort intraveneuse mengsels visueel geïnspekteer 
te word vir helderheid, partikels, verkleuring en lekkasie voor toediening indien die 
oplossing en houer dit toelaat.  Die ongebruikte deel behoort weggegooi te word.
Spesiale bevolkings:
Lewerinkorting:
Dosisaanpassing vir lewerinkorting is:

• Totale bilirubien 2 mg/dl of minder: gee 30 mg (basis) per vierkante meter van 
liggaamsoppervlakte.

• Totale bilirubien 2.1 tot 3 mg/dl: gee 15 mg (basis) per vierkante meter van 
liggaamsoppervlakte.

• Totale bilirubien 3 mg/dl of meer: gee 7.5 mg (basis) per vierkante meter van 
liggaamsoppervlakte.

NEWE-EFFEKTE EN SPESIALE VOORSORGMAATREËLS:
Newe-effekte:
Die volgende newe-effekte kan voorkom met CIPLA-VINORELBINE:
Bloed en limfatiese sisteem afwykings:
Dikwels: Granulositopenie, anemie, leukopenie.
Minder dikwels: Trombositopenie.
Neuropsigiatriese sisteem afwykings: 
Dikwels: Astenie.
Minder dikwels: Geringe tot matige perifere neuropatie, insluitende 

parestesieë en hipoestesie, en swakheid na verlengde 
behandeling.

Kardiovaskulêre sisteem afwykings:
Minder dikwels: Borskaspyn.
Respiratoriese sisteem afwykings:
Minder dikwels: Brongospasma en kortasemtoestande wat kan plaasvind 

binne minute of eers ‘n paar uur later.
Gastro-intestinale sisteem afwykings:
Dikwels: Hardlywigheid, naarheid, braking en eetlusverlies.
Minder dikwels: Paralitiese ileus, stomatitis, pankreatitis, and diarree.
Vel en subkutane weefsel afwykings:
Dikwels: Haarverlies.
Minder dikwels: Uitslag.
Muskuloskeletale, bindweefsel en been afwykings:
Minder dikwels: Gewrigs- en spierpyn.
Renale en urinêre sisteem afwykings:
Minder dikwels: Hemorragiese sistitis.
Algemene afwykings en toestande van die toedieningsplek:
Dikwels: Inspuitingsarea reaksies.
Minder dikwels: Kakebeenpyn.
Ondersoeke:
Die volgende newe-effekte is gemeld en die frekwensie daarvan is onbekend:
 Toenames in alanien aminotransferase, alkaliese fosfatase, 

aspartaat aminotransferase en serumbilirubien vlakke.  
Verbygaande stygings in alanien aminotransferase en 
aspartaat aminotransferase vlakke is gemeld in ongeveer 50 
% van pasiënte, maar pasiënte met verhoogde lewerensiem 
vlakke is tipies asimptomaties en het nie staking van 
behandeling benodig nie.  ‘n Ietwat groter effek is 
waargeneem op totale bilirubienkonsentrasies met 5 % van 
pasiënte wat konsentrasies van graad 3 tot 4 ernstigheid 
ontwikkel het.  Alhoewel CIPLA-VINORELBINE behandeling 
tot hierdie stygings in bilirubienkonsentrasies kon bygedra 
het, kan hierdie abnormaliteite ook verwant wees aan 
progressie van die siekte in die lewer.  

Spesiale voorsorgmaatreëls:
CIPLA-VINORELBINE behoort met omsigtigheid aan pasiënte met lewerinkorting 
toegedien te word.  In pasiënte wat hiperbilirubinemie ontwikkel tydens behandeling met 
CIPLA-VINORELBINE behoort die dosis aangepas te word (sien "DOSIS EN 
GEBRUIKSAANWYSINGS").
BEKENDE SIMPTOME VAN OORDOSERING EN BESONDERHEDE VAN DIE 
BEHANDELING DAARVAN:
In die geval van ‘n oordosis, moet die pasiënt noukeurig gemonitor word vir die 
verskyning van erge granulositopenie wat geassosieer word met ‘n verhoogde risiko vir 
ernstige sekondêre infeksies.  Behandeling van ‘n oordosis is ondersteunend, aangesien 
geen bekende teenmiddel beskikbaar is vir CIPLA-VINORELBINE nie.
IDENTIFIKASIE: 
CIPLA-VINORELBINE 10:  ‘n Helder oplossing gevul in ‘n 2 ml deurskynende 

flintglas flessie.
CIPLA-VINORELBINE 50:  ‘n Helder oplossing gevul in ‘n 5 ml deurskynende 

flintglas flessie. 
AANBIEDING:
CIPLA-VINORELBINE 10: ‘n Kartonhouer wat een 2 ml deurskynende flintglas 

flessie met ‘n rubber prop en rooigekleurde aluminium 
afflip seël bevat.

CIPLA-VINORELBINE 50:  ‘n Kartonhouer wat een 5 ml deurskynende flintglas 
flessie met ‘n rubber prop en rooigekleurde aluminium 
afflip seël bevat.

BERGINGSINSTRUKSIES:
Berg tussen 2 – 8°C. Moet nie bevries nie.
HOU BUITE BEREIK VAN KINDERS.
REGISTRASIENOMMERS:
CIPLA-VINORELBINE 10:   42/26/0083
CIPLA-VINORELBINE 50:  42/26/0084
NAAM EN BESIGHEIDSADRES VAN DIE HOUER VAN DIE SERTIFIKATE VAN 
REGISTRASIE:
CIPLA MEDPRO (EDMS) BPK
Rosen Heights, Pasitastraat
Rosenpark, Bellville, 7530 RSA
DATUM VAN PUBLIKASIE VAN HIERDIE VOUBILJET:
Mei 2011
© CIPLA MEDPRO (EDMS) BPK
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SCHEDULING STATUS: S4
PROPRIETARY NAME (AND DOSAGE FORM): 

CIPLA-VINORELBINE 10 
(Intravenous injection)

CIPLA-VINORELBINE 50 

(Intravenous injection)
COMPOSITION:
CIPLA-VINORELBINE 10:  Each single dose vial contains 13.85 mg of vinorelbine 

tartrate which is equivalent to 10 mg of vinorelbine 
base per millilitre of solution.

CIPLA-VINORELBINE 50:  Each single dose vial contains 69.25 mg of vinorelbine 
tartrate which is equivalent to 50 mg of vinorelbine 
base per 5 millilitre of solution.

PHARMACOLOGICAL CLASSIFICATION:
A 26. Cytostatic agents.
PHARMACOLOGICAL ACTION:
Vinca alkaloids are compounds which are structurally similar and consist of  two 
multiringed units, vindoline and catharanthine. Vinorelbine is a vinca alkaloid in which  
the site of structural modification is the catharanthine unit. This structural change confers 
pharmacological properties which may result in clinical benefits in patients with a variety 
of malignancies. Vinorelbine tartrate interferes with microtubule assembly. The 
antitumour activity of vinorelbine is believed to be mainly due to inhibition of mitosis at 
metaphase (G2 + M phase) via its interaction with tubulin, where it inhibits  tubulin 
polymerisation. It acts primarily on the mitotic microtubules and at high concentrations it 
interferes with the axonal microtubules. Vinorelbine may also interfere with the 
metabolism of amino acids, glutathione and cyclic AMP as well as; 
calmodulin-dependent Ca2+ transport ATPase activity; biosynthesis of nucleic acids and 
lipids; and cellular respiration.
Pharmacokinetics: 
Following intravenous administration of vinorelbine, its plasma concentration  decays in 
a triphasic manner. The initial rapid decline is due to distribution of the medicine in 
peripheral compartments and the metabolism of the medicine. The prolonged terminal 
phase half-life is 27.7 to 43.6 hours on average; the average plasma clearances range 
from 0.97 to 1.26 I/hr/kg; and the volume of distribution at steady state (Vss)  ranges from 
25.4 to 40.1 l/kg. 
Antitumour activity has been shown to be possessed by one metabolite of vinorelbine, 
deacetylvinorelbine. Deacetylvinorelbine has been detected but not quantified in human 
plasma. The effects of renal or hepatic dysfunction on the disposition of vinorelbine have 
not been evaluated. The pharmacokinetics of vinorelbine are not affected by the 
concurrent administration of cisplatin with vinorelbine.
INDICATIONS:
CIPLA-VINORELBINE is indicated in the following:

• Palliative treatment of patients with advanced inoperable non-small cell lung cancer 
(NSCLC) as a single agent or in combination. Combination therapy is more 
effective than monotherapy. 

• Treatment of patients with metastatic breast cancer who have failed  first-line 
monotherapy with anthracyclines for metastatic disease or who have relapsed 
within 6 months of anthracycline-based adjuvant therapy.

CONTRA-INDICATIONS:
CIPLA-VINORELBINE is contra-indicated in:

• Patients with known hypersensitivity to CIPLA-VINORELBINE. 
• Patients who have severe drug-induced  granulocytopenia or severe 

thrombocytopenia. 
• Pregnant and lactating women (see "PREGNANCY AND LACTATION").
• Patients with severe hepatic insufficiency.

WARNINGS:
CIPLA-VINORELBINE is a cytotoxic medicine and should be used only by medical 
practitioners experienced with cancer chemotherapeutic medicines. Blood counts should 
be obtained prior to the next dose. Discontinue CIPLA-VINORELBINE or reduce the 
dosage upon evidence of abnormal depression of the bone marrow (see table). 
CIPLA-VINORELBINE IS FOR INTRAVENOUS USE ONLY. CIPLA-VINORELBINE is 
a tissue irritant and can produce phlebitis or extravasation injury. After peripheral 
administration, inadequate flushing of the vein  may increase the risk of phlebitis. It is 
extremely important that the needle is properly positioned in the vein before this product 
is injected. If leakage into surrounding tissue  occurs during intravenous administration of 
CIPLA-VINORELBINE, it may result in  severe irritation. The injection should be stopped 
immediately, and the remaining portion of the dose should then be introduced into 
another vein. 
Mortality (1 %) due to neutropenic sepsis has been reported (see "SIDE-EFFECTS AND 
SPECIAL PRECAUTIONS"). Bone marrow toxicity, specifically granulocytopenia, is a 
dose-limiting adverse effect. Full blood counts with differentials should be performed and 
the results reviewed prior to each dose of CIPLA-VINORELBINE. 
CIPLA-VINORELBINE should not be administered to patients with granulocytopenia < 
1000 cells/mm3. Patients who develop severe granulocytopenia should be carefully 
monitored  for evidence of infection and/or fever (see "DOSAGE AND DIRECTIONS 
FOR USE").

Granulocytes (cells/mm3) on Dose of CIPLA-VINORELBINE (mg/m2) 
treatment days 

+ 1500 30

1000 to 1499 15

< 1000 Do not administer. The granulocyte count must be 
repeated in 1 week. CIPLA-VINORELBINE must 
be discontinued if the granulocyte count is < 1000 
cells/mm3 for 3 weeks.

INTERACTIONS:
Mitomycin:
Acute pulmonary reactions have been reported with CIPLA-VINORELBINE used in 
conjunction with mitomycin.  CIPLA-VINORELBINE should be administered with caution 
in combination with mitomycin.
Paclitaxel:
Concomitant or sequential use may result in neuropathy, thus routine monitoring for 
symptoms of neuropathy is recommended.
Cisplatin:
Although the pharmacokinetics of CIPLA-VINORELBINE are not influenced by the 
concurrent administration of cisplatin, the incidence of toxicities, specifically 
granulocytopenia, with the combination of CIPLA-VINORELBINE and cisplatin is 
significantly higher than with single-agent CIPLA-VINORELBINE.
Radiation therapy:
Concurrent use of radiation therapy and CIPLA-VINORELBINE may increase the bone 
marrow depressant effect of radiation therapy.
Vaccines, killed virus:
Because normal defence mechanisms may be suppressed by CIPLA-VINORELBINE 
therapy, the patient’s antibody response to the vaccine may be decreased. The interval 
between discontinuation of medicines that cause immunosuppression and restoration of 
the patient’s ability to respond to the vaccine depends on the intensity and type of 
immunosuppression-causing medicine used, the underlying disease, and other factors; 
estimates vary from 3 months to 1 year.
Vaccines, live virus:
Because normal defence mechanisms may be suppressed by CIPLA-VINORELBINE 
therapy, concurrent use with a live virus vaccine may potentiate the replication of the 
vaccine virus, may increase the side-/adverse effects of the vaccine virus, and/or may 
decrease the patient’s antibody response to the vaccine; immunisation of these patients 
should be undertaken only with extreme caution after careful review of the patient’s 
haematological status and only with the knowledge and consent of the physician 
managing CIPLA-VINORELBINE therapy. The interval between discontinuation of 
medicines that cause immunosuppression and restoration of the patient’s ability to 
respond to the vaccine depends on the intensity and type of 
immunosuppression-causing medicine used, the underlying disease, and other factors; 
estimates vary from 3 months to 1 year. Patients with leukaemia in remission should not 
receive live virus vaccine until at least 3 months after their last chemotherapy. 
Immunisation with oral poliovirus vaccine should also be postponed in persons in close 
contact with the patient, especially family members.
PREGNANCY AND LACTATION:
The use of CIPLA-VINORELBINE during pregnancy and lactation is not recommended 
as safety and efficacy has not been established (see "CONTRA-INDICATIONS").
Adequate contraception to avoid pregnancy is essential.
Lactation should be discontinued before treatment with CIPLA-VINORELBINE.
DOSAGE AND DIRECTIONS FOR USE:
Dosage: 
When used as single-agent therapy, the usual dose is 25 to 30 mg/m2 administered 
weekly. For metastatic disease, the dosage schedule   is 30 mg/m2 per week. 
When CIPLA-VINORELBINE is used as a component of  polychemotherapy, the dose 
and the frequency depend on the protocol.
Administration precautions:
CIPLA-VINORELBINE must be administered intravenously. It is extremely important to 
ensure that the intravenous needle or catheter is properly positioned before  
CIPLA-VINORELBINE is injected. Leakage of CIPLA-VINORELBINE into surrounding 
tissue during intravenous administration  may cause considerable irritation, local tissue 
necrosis and/or thrombophlebitis. If extravasation occurs, the injection should be 
stopped immediately, and the remaining portion of the dose should  be introduced into 
another vein. Local injection of hyaluronidase and the application of moderate heat to the 
area of leakage have been reported to help disperse the medicine and reduce discomfort 
associated with the extravasation of other vinca alkaloids. 
The handling and preparation of  the solution of CIPLA-VINORELBINE should be 
undertaken with caution. Cutaneous reactions may occur with accidental exposure, and 
therefore the use of gloves is recommended. If the solution of CIPLA-VINORELBINE 
comes into contact with the skin or mucosa, immediately wash the skin or mucosa 
thoroughly with soap and water. There have been reports of severe irritation of the eye  
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