
SCHEDULING STATUS: S4

PROPRIETARY NAME (AND DOSAGE FORM): 

CIPLA-IRINOTECAN 40 mg/2 ml 

(solution for infusion).

CIPLA-IRINOTECAN 100 mg/5 ml 
(solution for infusion).
COMPOSITION:
CIPLA-IRINOTECAN 40 mg/2 ml:  Each 1 millilitre contains 20 mg irinotecan  
   hydrochloride trihydrate.
CIPLA-IRINOTECAN 100 mg/5 ml: Each 1 millilitre contains 20 mg irinotecan  
   hydrochloride trihydrate.

Inactive ingredients include lactic acid, sodium hydroxide and sorbitol.

PHARMACOLOGICAL CLASSIFICATION: 
A 26 Cytostatic agents.

PHARMACOLOGICAL ACTION:
Pharmacodynamics:
Irinotecan, an antineoplastic agent, is a semi-synthetic derivative of camptothecin. It is a 
specific inhibitor of DNA topoisomerase I. In most tissues carboxylesterase metabolises 
irinotecan to SN-38, which was shown to be more active than irinotecan in purified 
topoisomerase I and which demonstrated increased cytotoxicity compared to irinotecan 
against several murine and human tumour cell lines.

Inhibition of DNA topoisomerase I by irinotecan or SN-38 causes single-strand DNA 
lesions that block the DNA replication fork and which are responsible for the cytotoxic 
effects. Irinotecan’s cytotoxic activity was demonstrated to be time dependent and was 
specific to the S-phase.

In vitro test results showed that irinotecan and SN-38 were not significantly recognised 
by P-glycoprotein. Also, irinotecan and SN-38 demonstrated cytotoxic activities against 
cell lines that were resistant to doxorubicin and vinblastine. 
In addition to its anti-tumour activity, the most relevant pharmacological effect of 
irinotecan is inhibition of acetylcholinesterase.

Pharmacokinetics:
Following a 30-minute intravenous infusion of 100 to 700 mg/m2 every 3 weeks, 
irinotecan demonstrates a biphasic or triphasic elimination profile. Mean plasma 
clearance is 15 L/h/m2 and at steady state the volume of distribution (Vss) is quite large, 
namely 157 L/m2. Mean plasma half-life during the first phase of the triphasic model is 12 
minutes, while it is 2,5 hours during the second phase and 14,2 hours during the terminal 
phase. SN-38 demonstrates a biphasic elimination profile with a mean terminal 
elimination half-life of 13,8 hours. At the recommended dose of 350 mg/m2, the mean 
irinotecan peak plasma concentration is 7,7 µg/ml and that of SN-38 is 56 ng/ml, which 
will be reached at the end of the infusion. For irinotecan the mean area under the curve 
(AUC) is 34 µg.h/ml and for SN-38 it is 451 ng.h/ml. SN-38 generally demonstrates a 
large inter-individual variability in pharmacokinetic parameters.

In vitro test results show that plasma protein binding is approximately 65 % for irinotecan 
and 95 % for SN-38. Mass balance and metabolism studies with 14C–labelled agent have 
shown that in excess of 50 % of an intravenously administered dose of irinotecan is 
excreted as unchanged compound, with 33 % in the faeces via the bile and 22 % in urine. 
Two metabolic pathways, of which each represents at least 12 % of the dose, are 
recognised. Firstly, cytochrome P450 3A enzymes are responsible for oxidative 
metabolism at the terminal piperidine ring. This gives rise to an aminopentanoic acid 
derivative (APC) and primary amine derivative. Secondly, carboxylesterases perform 
hydrolysis that results in the active metabolite SN-38. Elimination of SN-38 is mainly 
through glucuronidation and further by biliary and renal excretion (less than 0,5 % of the 
irinotecan dose).

The major entity in plasma is unchanged irinotecan followed by APC, SN-38 glucuronide 
and SN-38. SN-38 is the only metabolite that possesses significant cytotoxic activity. No 
other circulating metabolites have been identified.  

In patients with bilirubinaemia between 1,5 and 3 times the upper limit of normal, 
irinotecan clearance is decreased by approximately 40 %. In these patients a 200 mg/m2 
irinotecan dose results in plasma irinotecan exposure comparable to that seen at 350 
mg/m2 in cancer patients with normal liver parameters.

Concomitant administration of 5-fluorouracil/folinic acid in the combination regimen does 
not cause any changes in the pharmacokinetics of irinotecan. 

INDICATIONS:
CIPLA-IRINOTECAN is indicated for the treatment of advanced colorectal cancer in 
patients with a World Health Organisation (WHO) performance status equal to or less 
than 2:
• In combination with 5-fluorouracil and folinic acid in patients who have not received  
 prior chemotherapy for advanced disease.
• As a single agent in patients who have failed to respond to an established  
 5-fluorouracil-containing treatment regimen.

CONTRA-INDICATIONS:
CIPLA-IRINOTECAN is contra-indicated in patients:
• With a history of severe hypersensitivity reactions to irinotecan hydrochloride trihydrate  
 or to one of the excipients in the formulation.
• With chronic inflammatory bowel disease, and/or bowel obstruction or ileus. Patients  
 should not receive CIPLA-IRINOTECAN until resolution of the ileus.
• Who are pregnant or breast feeding their infants. If CIPLA-IRINOTECAN is prescribed  
 to women of childbearing age, they should be advised to avoid becoming pregnant  
 and to immediately inform their treating doctor in the event of pregnancy.
• With bilirubin levels > 1,5 times the upper limit of normal. 
• With severe bone marrow failure. 
• With WHO performance status > 2. 

The safety and efficacy of CIPLA-IRINOTECAN in children have not been established. 

WARNINGS:
CIPLA-IRINOTECAN should be given to patients with a good performance status of less 
than 2.

CIPLA-IRINOTECAN should only be administered in units specialised in the 
administration of cytotoxic chemotherapy and it should only be given under the 
supervision of a qualified oncologist. It is strongly advised that CIPLA-IRINOTECAN 
be given only in healthcare institutions with adequately equipped facilities, including an 
intensive care unit. 

In all instances where CIPLA-IRINOTECAN is considered for chemotherapy, it is 
extremely important to ensure that the patient fully comprehends the need for 
sufficiently prolonged anti-diarrhoeal treatment and abundant fluid intake. In rare 
instances where it is foreseen that the patient would comply poorly with the guidance 
for the management of side-effects, a strict follow-up of the patient by the treating 
doctor or hospitalisation is recommended. 

Given the nature and frequency of adverse reactions, the expected benefit must be 
weighed against risk factors, especially WHO Performance status ≥ 2 (or Karnofsky 
Index < 50).

Delayed diarrhoea:
Apart from diarrhoea shortly after a CIPLA-IRINOTECAN infusion, patients should be 
informed of the high risk of delayed diarrhoea developing more than 24 hours after the 
administration of CIPLA-IRINOTECAN and at any time before the next cycle. With single 
agent therapy, the median time to onset of the first liquid stool was on day 5 after the 
CIPLA-IRINOTECAN infusion. Patients should promptly inform their treating doctor of its 
occurrence and immediately initiate appropriate therapy.

The following factors increase the risk of diarrhoea: previous abdominal/pelvic 
radiotherapy, baseline hyperleukocytosis and performance status ≥ 2.

If not appropriately treated, diarrhoea can be life-threatening, especially in the presence 
of concomitant neutropenia. The moment the first liquid stool occurs, the patient should 
begin drinking large volumes of beverages containing electrolytes and a suitable 
anti-diarrhoeal therapy must be started immediately.

The department administering CIPLA-IRINOTECAN must prescribe the anti-diarrhoeal 
treatment regime. Following discharge from hospital, patients should obtain the 
prescribed medicines to enable them to treat the diarrhoea as soon as it develops. In 
addition, they must inform their treating doctor or the department where they receive 
CIPLA-IRINOTECAN that they have diarrhoea. The currently recommended 
anti-diarrhoeal regime is 4 mg loperamide initially and then 2 mg every 2 hours. This 
treatment should be maintained for 12 hours after the last liquid stool and should not be 
modified. Under no circumstances should loperamide be administered for more than 48 
consecutive hours at these dosages, due to the risk of paralytic ileus, nor should it be 
taken for less than 12 hours.

When diarrhoea is associated with severe neutropenia (neutrophil count < 500 
cells/mm3), a prophylactic broad-spectrum antibiotic should be administered in addition 
to the anti-diarrhoeal treatment.

Hospitalisation, in addition to antibiotic therapy, is advised for the management of 
diarrhoea in the following instances:
- Diarrhoea associated with fever. 
- Severe diarrhoea (requiring hydration with intravenous fluids). 
- Diarrhoea continuing beyond 48 hours after the initiation of high-dose loperamide therapy. 

Loperamide should not be administered prophylactically, even in patients who developed 
delayed diarrhoea during previous cycles. In patients who suffered severe diarrhoea, a 
dose reduction is advised for subsequent cycles.  

Haematology: 
Complete blood cell counts should be monitored weekly during treatment with 
CIPLA-IRINOTECAN. Patients should be informed of the risk of infection and the 
significance of a fever. Febrile neutropenia (temperature ≥ 38 °C and neutrophil count        
≤ 1000 cells/mm3) requires urgent treatment with broad-spectrum intravenous antibiotics 
in hospital. Treatment with CIPLA-IRINOTECAN should be delayed until the neutrophil 
count is  ≥ 1500 cells/mm3. 

The CIPLA-IRINOTECAN dose should be reduced in patients who develop severe 
asymptomatic neutropenia (< 500 cells/mm3), fever or infections associated with 
neutropenia. In patients who develop severe haematological events, a dose reduction is 
advised for subsequent administration. Patients with severe diarrhoea have an increased 
risk of infections and haematological toxicity.

Liver impairment: 
Liver function tests are required at baseline and prior to each cycle.
Patients with impaired liver function [bilirubin > 1,0 and ≤ 1,5 times the upper limit of 
normal (ULN) and transaminases 5 times ULN] have an increased risk of developing 
severe neutropenia or febrile neutropenia and require close monitoring. 
CIPLA-IRINOTECAN should not be given to patients with a bilirubin 1,5 times ULN and 
patients with bilirubin > ULN should be followed with caution.

Nausea and vomiting: 
Prophylactic treatment with an anti-emetic is advised prior to each CIPLA-IRINOTECAN 
administration. Nausea and vomiting occur frequently. Patients who develop vomiting in 
association with delayed diarrhoea should be hospitalised as soon as possible for 
treatment.

Acute cholinergic syndrome: 
If an acute cholinergic syndrome develops (defined as early diarrhoea and a cluster of 
symptoms, such as sweating, abdominal cramping, lacrimation, myosis and salivation), 
atropine sulphate (0,25 mg subcutaneously) should be administered unless clinically 
contra-indicated. Caution is required in patients with asthma. In patients who developed 
an acute cholinergic syndrome, the use of prophylactic atropine sulphate is advised with 
subsequent doses of CIPLA-IRINOTECAN.     

Elderly: 
Due to the greater frequency of impaired hepatic, renal or cardiac function in the elderly, 
careful dose selection with CIPLA-IRINOTECAN is required in this population. 

Effects on ability to drive and use machines: 
CIPLA-IRINOTECAN may cause dizziness or visual disturbances and patients should 
be warned about such possibilities. They should be advised not to drive or operate 
machinery if these side-effects occur.

Others: 
Contraceptive measures are required during and for at least three months after cessation 
of therapy. 

INTERACTIONS: 
Pharmacokinetic parameters of CIPLA-IRINOTECAN administered in combination with 
5-fluorouracil-folinic acid are comparable to those observed during monotherapy. 

It is not possible to rule out interactions between irinotecan and neuromuscular blocking 
agents. Medicines which possess anticholinesterase activity may prolong the 
neuromuscular blocking effects of suxamethonium and may antagonise the 
neuromuscular blockade of non-depolarising agents. 

Loperamide should not be administered prophylactically. 

PREGNANCY AND LACTATION: 
The use of CIPLA-IRINOTECAN during pregnancy and lactation is not recommended as 
safety and efficacy have not been established (see "CONTRA-INDICATIONS").

DOSAGE AND DIRECTIONS FOR USE:
Recommended dosage:
In monotherapy (for previously treated patients):
The recommended dosage of CIPLA-IRINOTECAN is 350 mg/m2 given as an 
intravenous infusion over 30 to 90 minutes every three weeks.

In combination therapy (for previously untreated patients): 
Safety and efficacy of CIPLA-IRINOTECAN administered in combination with 
5-fluorouracil (5FU) and folinic acid (FA) have been evaluated with either of the following 
schedules: 

SKEDULERINGSTATUS: S4

EIENDOMSNAAM (EN DOSEERVORM): 

CIPLA-IRINOTECAN 40 mg/2 ml 

(Oplossing vir infusie)

CIPLA-IRINOTECAN 100 mg/5 ml 

(Oplossing vir infusie)
SAMESTELLING:
CIPLA-IRINOTECAN 40 mg/2 ml: Elke 1 milliliter bevat 20 mg   
 irinotekaanhidrochloriedtrihidraat.
CIPLA-IRINOTECAN 100 mg/5 ml: Elke 1 milliliter bevat 20 mg   
 irinotekaanhidrochloriedtrihidraat.
Onaktiewe bestanddele sluit melksuur, natriumhidroksied en sorbitol in.

FARMAKOLOGIESE KLASSIFIKASIE: 
A 26 Sitostatiese middels.

FARMAKOLOGIESE WERKING:
Farmakodinamika:
Irinotekaan, ŉ antineoplastiese middel, is ŉ semisintetiese derivaat van kamptotesien. 
Dit is ŉ spesifieke inhibeerder van DNA topoisomerase I. In meeste weefsels 
metaboliseer karboksielesterase irinotekaan na SN-38. SN-38 is meer aktief as 
irinotekaan in gesuiwerde topoisomerase I en het verder verhoogde sitotoksisiteit in 
vergelyking met irinotekaan teen verskeie knaagdier- en menslike tumor sellyne getoon.
Inhibisie van DNA topoisomerase I deur irinotekaan of SN-38 lei tot enkelstring DNA 
letsels wat die DNA replikasievurk blokkeer en wat vir die sitotoksiese effekte 
verantwoordelik is. Dit is bewys dat irinotekaan se sitotoksiese aktiwiteit tydafhanklik en 
spesifiek tot die S-fase is.

In vitro toetsresultate toon dat irinotekaan en SN-38 nie betekenisvol deur 
P-glikoproteïen herken word nie. Daarbenewens het irinotekaan en SN-38 sitotoksiese 
aktiwiteit teen sellyne weerstandig tot doksorubisien en vinblastien getoon.
Bykomend tot sy antitumor aktiwiteit, is irinotekaan se mees tersaaklike farmakologiese 
effek die inhibisie van asetielcholienesterase.

Farmakokinetika:
Na ŉ 30-minute intraveneuse infusie van 100 tot 700 mg/m2 elke 3 weke toon irinotekaan 
ŉ bifasiese of trifasiese eliminasieprofiel. Gemiddelde plasma-opruiming is 15 L/h/m2 en 
by ewewigsvlak is die volume van distribusie (Vss) redelik groot, naamlik 157 L/m2. 
Gemiddelde plasma halflewe gedurende die eerste fase van die trifasiese model is 12 
minute, terwyl dit 2,5 uur gedurende die tweede fase en 14,2 uur gedurende die 
terminale fase is. SN-38 toon ŉ bifasiese eliminasieprofiel met ŉ gemiddelde terminale 
eliminasie halflewe van 13,8 uur. Teen die aanbevole dosis van 350 mg/m2, is die 
gemiddelde irinotekaan piek plasmakonsentrasie 7,7 µg/ml en dié van SN-38 56 ng/ml 
en dit word aan die einde van die infusie bereik. Die gemiddelde area onder die kurwe 
(AOK) is 34 µg.h/ml vir irinotekaan en 451 ng.h/ml vir SN-38. SN-38 vertoon oor die 
algemeen ŉ groot interindividuele varieerbaarheid in farmakokinetiese veranderlikes.

In vitro toetsresultate toon dat plasma proteïenbinding ongeveer 65 % vir irinotekaan en 
95 % vir SN-38 is. Massa balans en metabolisme studies met 14C–gemerkte substraat 
het gewys dat meer as 50 % van ŉ intraveneuse dosis irinotekaan as onveranderde 
samestelling uitgeskei word waarvan 33 % in die feses via die gal en 22 % in die uriene 
uitgeskei word. Twee metaboliese paaie, waarvan elk ten minste 12 % van die dosis 
verteenwoordig, word erken. Eerstens is sitochroom P450 3A ensieme verantwoordelik 
vir oksidatiewe metabolisme by die terminale piperidienring. Dit gee oorsprong aan ŉ 
aminopentanoïese suurderivaat (APC) en ŉ primêre amienderivaat. Tweedens is 
karboksielesterases vir hidrolise wat die aktiewe metaboliet SN-38 oplewer, 
verantwoordelik. Eliminasie van SN-38 is hoofsaaklik deur glukuronidasie en verder deur 
biliêre en renale uitskeiding (minder as 0,5 % van die dosis irinotekaan).

Die hoofentiteit in plasma is onveranderde irinotekaan gevolg deur APC, SN-38 
glukuronied en SN-38. SN-38 is die enigste metaboliet wat oor betekenisvolle 
sitotoksiese aktiwiteit beskik. Geen ander sirkulerende metaboliete is geïdentifiseer nie.

In pasiënte met bilirubinemie tussen 1,5 en 3 maal die boonste grens van normaal, is 
irinotekaan opruiming met nagenoeg 40 % verminder. In hierdie pasiënte sal ŉ 200 
mg/m2 irinotekaan dosis aanleiding gee tot plasma irinotekaan blootstelling vergelykbaar 
met dié gesien na 350 mg/m2 in kankerpasiënte met normale lewer parameters.

Gesamentlike toediening met 5-fluorourasiel/foliniensuur in die kombinasie regimen 
veroorsaak nie enige veranderinge in die farmakokinetika van irinotekaan nie.

INDIKASIES:
CIPLA-IRINOTECAN is aangedui vir die behandeling van gevorderde kolorektale kanker 
in pasiënte met ŉ Wêreldgesondheidsorganisasie (WGO) vertoningstatus gelyk aan of 
minder as twee:
• In kombinasie met 5-fluorourasiel en foliniensuur in pasiënte wie nie vantevore  
 chemoterapie vir gevorderde siekte ontvang het nie.
• As enkelmiddel in pasiënte in wie terapie met ŉ gevestigde   
 5-fluorourasielbevattende behandelingsregimen gefaal het.

KONTRA-INDIKASIES:
CIPLA-IRINOTECAN is teenaangedui in pasiënte:
• Met ŉ geskiedenis van ernstige hipersensitiwiteitsreaksies tot   
 irinotekaanhidrochloriedtrihidraat of enige van die onaktiewe bestanddele in die  
 formulasie.
• Met chroniese inflammatoriese dermkanaalsiekte en/of dermobstruksie of ileus.  
 Pasiënte behoort nie CIPLA-IRINOTECAN te ontvang alvorens die ileus nie  
 opgeklaar het nie.
• Wie swanger is of hulle babas borsvoed. Indien CIPLA-IRINOTECAN aan vrouens in 
 hulle reproduktiewe jare voorgeskryf word, moet hulle geadviseer word om  
 swangerskap te vermy en om onmiddellik hulle behandelende geneesheer te kontak  
 indien hulle sou swanger raak.
• Met bilirubienvlakke > 1,5 maal die boonste limiet van normaal.
• Met erge beenmurgversaking. 
• Met WGO vertoningstatus > 2. 
Die veiligheid en effektiwiteit van CIPLA-IRINOTECAN in kinders is nog nie vasgestel nie.

WAARSKUWINGS:
CIPLA-IRINOTECAN behoort aan pasiënte met ŉ goeie vertoningstatus van minder 
as 2 toegedien te word.
CIPLA-IRINOTECAN behoort slegs in eenhede wat in die toediening van sitotoksiese 
chemoterapie spesialiseer, toegedien te word en dit behoort slegs onder die toesig 
van ŉ gekwalifiseerde onkoloog te geskied. Dit word ten sterkste aanbeveel dat 
pasiënte CIPLA-IRINOTECAN slegs ontvang in gesondheidsorginrigtings wat oor 
voldoende toegeruste fasiliteite, insluitende intensiewe sorgeenhede, beskik.
In alle gevalle waar CIPLA-IRINOTECAN vir chemoterapie oorweeg word, is dit uiters 
belangrik om te verseker dat die pasiënt die belang van voldoende verlengde 
antidiaree behandeling en genoegsame vloeistofinname besef. In raar gevalle waar dit 
voorsien word dat die pasiënt die riglyne vir die behandeling van newe-effekte swak 
gaan navolg, word streng opvolg van die pasiënt deur die behandelende geneesheer 
of hospitalisasie aanbeveel.
Gegewe die aard en frekwensie van ongewenste reaksies moet die verwagte voordeel 
teenoor die risikofaktore, veral WGO vertoningstatus ≥ 2 (of Karnofsky Indeks < 50), 
opgeweeg word.

Vertraagde diaree:
Afgesien van diaree kort na ŉ CIPLA-IRINOTECAN infusie, behoort pasiënte rakende 
die risiko vir vertraagde diaree wat meer as 24 uur na die toediening van 
CIPLA-IRINOTECAN ontwikkel, ingelig te word. Vertraagde diaree kan ook enige tyd 
voor die volgende siklus voorkom. Met behandeling met ŉ enkelmiddel, is die 
mediaantyd tot aanvang van die eerste vloeibare stoelgang dag 5 na die 
CIPLA-IRINOTECAN infusie. Pasiënte moet onmiddellik hulle behandelende 
geneesheer omtrent die voorval inlig en moet dadelik met toepaslike behandeling begin.
Die volgende faktore verhoog die risiko vir diaree: vorige abdominale/pelviese 
radioterapie, basislyn hiperleukositose en vertoningstatus ≥ 2.
Indien nie toepaslik behandel word nie, kan diaree lewensdreigend wees, veral in die 
teenwoordigheid van gepaardgaande neutropenie. Die oomblik wat die eerste vloeibare 
stoelgang voorkom, moet die pasiënt begin om groot volumes vloeistowwe wat 
elektroliete bevat, te drink en moet geskikte antidiaree behandeling dadelik begin word.
Die afdeling waar CIPLA-IRINOTECAN toegedien word, sal die antidiaree 
behandelingsregimen voorskryf. Na ontslag uit die hospitaal behoort pasiënte die 
voorgeskrewe medikasie te bekom om hulle in staat te stel om diaree dadelik te 
behandel. Bykomend moet hulle die behandelende geneesheer of die afdeling waar 
hulle CIPLA-IRINOTECAN ontvang, inlig dat hulle diaree het. Die huidige aanbevole 
antidiaree regimen is 4 mg loperamied aanvanklik gevolg deur 2 mg elke 2 uur. Hierdie 
behandeling moet vir 12 uur na die laaste vloeibare stoelgang volgehou word en moenie 
aangepas word nie. Loperamied moet onder geen omstandighede vir langer as 48 
opeenvolgende ure teen hierdie doserings toegedien word nie vanweë die risiko vir 
paralitiese ileus, maar dit moet ook nie vir minder as 12 ure geneem word nie.
Wanneer diaree met erge neutropenie (neutrofieltelling < 500 selle/mm3) geassosieer is, 
moet ŉ profilaktiese breë-spektrum antibiotikum bykomend tot die antidiaree 
behandeling toegedien word.

Hospitalisasie, bykomend tot antibiotiese terapie, word aanbeveel vir die behandeling 
van diaree in die volgende omstandighede:
- Diaree geassosieer met koors.
- Erge diaree (wat intraveneuse hidrasie benodig).
- Diaree wat langer as 48 uur na die aanvang van hoë-dosis loperamied behandeling  
 voortduur.
Loperamied moenie profilakties toegedien word nie, selfs nie in pasiënte wie vertraagde 
diaree gedurende vorige siklusse ontwikkel het nie. Vir pasiënte wie erge diaree 
ondervind het, word ŉ dosisvermindering in die daaropvolgende siklusse aanbeveel.

Hematologie: 
Volbloedtellings moet weekliks gedurende behandeling met CIPLA-IRINOTECAN 
gemonitor word. Pasiënte moet aangaande die risiko vir infeksie en die belang van koors 
ingelig word. Febriele neutropenie (temperatuur ≥ 38°C en neutrofieltelling ≤ 1000 selle/mm3) 
vereis dringende behandeling met breë-spektrum intraveneuse antibiotika in die 
hospitaal. Behandeling met CIPLA-IRINOTECAN moet uitgestel word totdat die 
neutrofieltelling ≥ 1500 selle/mm3 is. 
Die CIPLA-IRINOTECAN dosis moet verminder word in pasiënte wie erge 
asimptomatiese neutropenie (< 500 selle/mm3), koors of infeksies geassosieerd met 
neutropenie ontwikkel. Vir pasiënte wie erge hematologiese reaksies ontwikkel, word 
dosisverminderings in daaropvolgende siklusse aanbeveel. Pasiënte met erge diaree het 
ŉ verhoogde risiko vir infeksies en hematologiese toksisiteit. 

Lewerinkorting: 
Lewerfunksietoetse word by basislyn en voor elke siklus benodig.
Pasiënte met ingekorte lewerfunksie [bilirubien > 1,0 en ≤ 1,5 keer die boonste grens van 
normaal (BGN) en transaminases 5 keer BGN] het ŉ verhoogde risiko om erge 
neutropenie of febriele neutropenie te ontwikkel en benodig noukeurige monitering. 
CIPLA-IRINOTECAN moenie aan pasiënte met bilirubien 1,5 keer BGN gegee word nie 
en pasiënte met bilirubien > BGN moet met sorg opgevolg word.

Naarheid en braking: 
Profilaktiese behandeling met ŉ anti-emetikum word voor elke behandeling met 
CIPLA-IRINOTECAN aanbeveel. Naarheid en braking kom dikwels voor. Pasiënte wie 
braking in assosiasie met vertraagde diaree ontwikkel, moet so spoedig moontlik vir 
behandeling gehospitaliseer word.

Akute cholinergiese sindroom: 
Sou ŉ akute cholinergiese sindroom ontwikkel (gedefinieer as vroeë diaree en ŉ 
kompleks van simptome wat sweet, abdominale krampe, lakrimasie, miose en 
speekselproduksie insluit), moet atropiensulfaat (0,25 mg subkutaan) toegedien word, 
tensy dit klinies teenaangedui is. Omsigtigheid is nodig in pasiënte met asma. In pasiënte 
wie ŉ akute cholinergiese sindroom ontwikkel het, word die gebruik van profilaktiese 
atropiensulfaat met daaropvolgende doserings van CIPLA-IRINOTECAN aanbeveel.

Bejaardes: 
Vanweë die groter frekwensie van ingekorte hepatiese, renale en kardiale funksie in 
bejaardes, word versigtige dosiskeuses met CIPLA-IRINOTECAN in hierdie groep 
pasiënte benodig.

Effekte op die vermoë om te bestuur en masjinerie te gebruik: 
CIPLA-IRINOTECAN mag duiseligheid en visiestoornisse tot gevolg hê en pasiënte 
moet aangaande hierdie moontlikhede gewaarsku word. Hulle moet aangeraai word om 
nie te bestuur of masjinerie te gebruik sou hierdie newe-effekte voorkom nie.

Ander: 
Voorbehoeding word benodig gedurende en vir ten minste drie maande na staking van 
behandeling.

INTERAKSIES: 
Farmakokinetiese veranderlikes van CIPLA-IRINOTECAN toegedien in kombinasie met 
5-fluorourasiel-foliniensuur is soortgelyk aan dié waargeneem tydens monoterapie.
Dit is nie moontlik om interaksies tussen irinotekaan en neuromuskulêre blokkers uit te 
sluit nie. Middels wat oor anticholienesterase aktiwiteit beskik, mag die neuromuskulêre 
blokkerende effekte van suksametonium verleng en die neuromuskulêre blokkade van 
nie-depolariserende middels teenwerk.
Profilaktiese toediening van loperamied behoort nie te geskied nie.

SWANGERSKAP EN LAKTASIE: 
Die gebruik van CIPLA-IRINOTECAN gedurende swangerskap en laktasie word nie 
aanbeveel nie aangesien veiligheid en effektiwiteit nog nie vasgestel is nie (sien 
"KONTRA-INDIKASIES").

DOSIS EN GEBRUIKSAANWYSINGS:
Aanbevole dosis:
In monoterapie (vir pasiënte wie vantevore behandeling ontvang het):
Die aanbevole dosis CIPLA-IRINOTECAN is 350 mg/m2 toegedien as ŉ binne-aarse 
infusie oor 30 tot 90 minute elke drie weke.

● CIPLA-IRINOTECAN plus 5FU/FA in weekly schedule:
 The recommended dose of CIPLA-IRINOTECAN is 80 mg/m2 given as a weekly  
 intravenous infusion over 30 to 90 minutes, followed by infusion with folinic acid and 
 then by 5-fluorouracil over 6 weeks. Following this the patient is given a week’s rest. 
 The full dosage regimen is as follows:
  - CIPLA-IRINOTECAN 80 mg/m2 given over 30 to 90 minutes on day 1 and  
   then weekly for 6 weeks.
  - Folinic acid 500 mg/m2 as a 2-hour intravenous infusion, followed by  
   5-fluorouracil 2000 mg/m2 as a 24-hour intravenous infusion on day 1 and then 
   weekly for 6 weeks. The treatment should be repeated every 7 weeks.
● CIPLA-IRINOTECAN plus 5FU/FA in every 2 weeks schedule:
 The recommended dose of CIPLA-IRINOTECAN is 180 mg/m2 given once every  
 2 weeks as an intravenous infusion over 30 to 90 minutes, followed by infusion with  
 folinic acid and 5-fluorouracil.
The full dosage regimen is as follows:
  - CIPLA-IRINOTECAN 180 mg/m2 over 30 to 90 minutes as an intravenous  
   infusion on day 1 only.
  - Folinic acid 200 mg/m2 as a 2-hour intravenous infusion, followed by  
   5-fluorouracil 400 mg/m2 intravenous bolus, followed by 5-fluorouracil 
   600 mg/m2 as an intravenous infusion over 22 hours. The folinic acid and  
   5-fluorouracil are repeated for two successive days. 
The cycle is repeated every two weeks.

Dosage adjustments: 
Delayed dosing: 
Patients should not receive CIPLA-IRINOTECAN until the neutrophil count remains 
above 1500 cells/mm3. In patients who develop severe neutropenia or severe 
gastrointestinal adverse reactions, such as diarrhoea, nausea and vomiting, dosing of 
CIPLA-IRINOTECAN should be postponed until there has been a full recovery of these 
events, especially diarrhoea.
CIPLA-IRINOTECAN should be given after appropriate recovery of all adverse effects to 
grade 0 or 1 NCI-CTC grading (National Cancer Institute Common Toxicity Criteria) and 
when treatment-induced diarrhoea is fully resolved. These instructions must be strictly 
adhered to.
At the onset of a subsequent infusion, the dose of CIPLA-IRINOTECAN and 5FU, when 
applicable, should be reduced according to the worst grade of adverse events observed 
during the preceding infusion. Treatment should be postponed with 1 to 2 weeks to allow 
recovery from treatment-related adverse effects.
With the emergence of the following adverse events a dose reduction of 15 to 20 % is 
required for CIPLA-IRINOTECAN and/or 5FU when applicable:
● Haematological toxicity [neutropenia grade 4, febrile neutropenia (neutropenia grade 
 3 – 4 and fever grade 2 – 4), thrombocytopenia and leucopenia (grade 4)].
● Non-haematological toxicity (grade 3 – 4).

Treatment duration:
Therapy with CIPLA-IRINOTECAN should be maintained until there is an objective 
progression of the disease or an unacceptable toxicity.

Special populations:
Patients with impaired liver function:
Patients with bilirubin > 1,5 times ULN should not receive CIPLA-IRINOTECAN. In 
patients with bilirubin ≤ 1,5 times ULN, a dose of 350 mg/m2 CIPLA-IRINOTECAN is 
advised. Patients with bilirubin > 1 and ≤ 1,5 times ULN have an increased risk of severe 
neutropenia. Thus complete blood counts should be frequently monitored in this patient 
population. 

Patients with impaired renal function: 
No specific pharmacokinetic studies have been conducted in patients with impaired renal 
function. 

Elderly:
No specific pharmacokinetic studies have been conducted in elderly individuals. 
However, the dose should be chosen carefully in this population due to the greater 
frequency of liver, kidney or cardiac dysfunction.  

Preparation for the intravenous infusion administration:
Use a calibrated syringe to aseptically withdraw the required amount of 
CIPLA-IRINOTECAN solution from the vial and inject into a 250 ml infusion bag or bottle 
containing 0,9 % sodium chloride solution or, alternatively, 5 % dextrose solution. Mix the 
infusion thoroughly by rotating it manually.
CIPLA-IRINOTECAN infusion solution should be administered into a peripheral or 
central vein.
CIPLA-IRINOTECAN should not be administered as an intravenous bolus or infused 
over a period shorter than 30 minutes or longer than 90 minutes.
If any precipitate is noted in the vials, the product should be disposed of according to 
standard procedures for cytotoxic agents. 
Do not admix with other medicines.

Recommendations for safe handling:
Handling precautions for cytostatic medicines should be followed:
- Only trained staff should reconstitute the medicine in a designated area. 
-  CIPLA-IRINOTECAN is an antineoplastic agent and, similar to other potentially toxic 
 compounds, caution is required when handling and preparing CIPLA-IRINOTECAN  
 solutions. 
- Disposable plastic-backed absorbent paper should be placed over the work surface.
- It is necessary to wear adequate protective gloves and clothing. 
- If CIPLA-IRINOTECAN solution or infusion solution should come into contact with the 
 skin, use soap and water to wash immediately and thoroughly. If CIPLA-IRINOTECAN   
 solution or infusion solution should come into contact with the eyes or mucous  
 membranes, use water to wash immediately and thoroughly.  
- Pregnant staff should not handle the cytotoxic preparation. 
- Adequate care and precautions are required in the disposal of items used to  
 reconstitute this medicine. 

SIDE-EFFECTS AND SPECIAL PRECAUTIONS:
Side-Effects:
The intensity of the major toxicities due to CIPLA-IRINOTECAN (e.g. 
leuconeutropenia and diarrhoea) is related to the exposure (AUC) to the parent 
compound and metabolite SN-38. Significant correlations were found between 
haematological toxicity (decrease in white blood cell counts and neutrophil counts at 
nadir) or diarrhoea intensity and both irinotecan and metabolite SN-38 AUC 
values in monotherapy.

The following adverse reactions have been reported with the use of 
CIPLA-IRINOTECAN:

Blood and lymphatic system disorders:
Frequent: Neutropenia (a dose-limiting toxic effect), anaemia, thrombocytopenia, 
leukopenia, and neutropenic infection.
Less frequent: Haemorrhage and neutropenic fever.

Immune system disorders:
Frequent: Chills, fever, and infection.
The following side-effects have been reported and frequencies are unknown: 
Malaise.

Neuropsychiatric disorders:
Frequent: Dizziness, headache, insomnia, somnolence, syncope, and vertigo.
Less frequent: Confusion.

Eye disorders:
The following side-effects have been reported and frequencies are unknown: 
Visual disturbances, myosis, lacrimation and increased salivation occurring during or 
within the first 24 hours after the infusion of CIPLA-IRINOTECAN. These symptoms 
disappear after atropine administration. 

Cardiovascular disorders:
Frequent: Hypotension, vasodilation and cardio-circulatory failure have been 
observed in patients who experienced episodes of dehydration associated with 
diarrhoea and/or vomiting, or sepsis. Also mechanical cardiac dysfunction, 
dysrhythmias, oedema, ischaemia, thrombo-embolic events, including angina pectoris, 
arterial thrombosis, cerebral infarction, cerebrovascular accident, deep thrombophlebitis, 
heart arrest, myocardial infarction, myocardial ischaemia, peripheral vascular disorder, 
pulmonary embolus, sudden death, thrombophlebitis, thrombosis, and vascular disorder.

Respiratory, thoracic and mediastinal disorders:
Frequent: Dyspnoea (difficulty in breathing), cough and rhinitis.
Less frequent: Pneumonia.

Gastrointestinal disorders:
Frequent: Diarrhoea, abdominal cramps or pain, anorexia, constipation, nausea, 
vomiting and mucositis. Also abdominal enlargement, ascites, stomatitis, dyspepsia, 
and flatulence.
Less frequent: Dehydration.
The following side-effects have been reported and frequencies are unknown: 
Intestinal obstruction, ileus, gastrointestinal haemorrhage and intestinal perforation. 
Transient increases in amylase and lipase have been reported. Cases of 
pseudomembranous colitis have been reported, one of which has been documented 
bacteriologically (Clostridium difficile).

Hepatobiliary disorders:
Frequent: Jaundice and hepatomegaly.
The following side-effects have been reported and frequencies are unknown:
Transient and mild to moderate increases in serum levels (grades 1 and 2) of either 
transaminases [ALT (SGPT), AST (SGOT)], alkaline phosphatase or bilirubin have been 
observed in the absence of progressive liver metastases. Transient grade 3 levels were 
observed and no grade 4 levels were observed.

Skin and subcutaneous tissue disorders:
Frequent: Sweating, alopecia, hand-and-foot syndrome, and skin rash.

Musculoskeletal, connective tissue and bone disorders:
Frequent: Asthenia and back pain.
The following side-effects have been reported and frequencies are unknown:
Muscular contraction or cramps and paraesthesia.

Renal and urinary disorders: 
Less frequent: Renal impairment or acute renal failure.
The following side-effects have been reported and frequencies are unknown:
Renal insufficiency.
Transient and mild to moderate increases in serum levels of creatinine have been 
observed.

Hypersensitivity reactions:
Less frequent: Conjunctivitis, rhinitis, mild cutaneous reactions, allergy (including 
anaphylactoid reactions) and infusion site reactions have been reported.

General disorders:
Frequent: Accidental injury and weight loss.

Special Precautions:
CIPLA-IRINOTECAN contains sorbitol; it is not suitable for use in patients with 
hereditary fructose intolerance. 

KNOWN SYMPTOMS OF OVERDOSAGE AND PARTICULARS OF ITS TREATMENT: 
Overdosage at doses up to approximately twice the recommended therapeutic dose, 
which may be fatal, has been reported. Severe neutropenia and diarrhoea were the most 
significant adverse events reported. CIPLA-IRINOTECAN does not have any known 
antidote. Maximum supportive care is required to prevent dehydration due to diarrhoea 
and to treat any complications from infections.

IDENTIFICATION: 
CIPLA-IRINOTECAN 40 mg/2 ml: A clear, colourless to pale yellow solution.
CIPLA-IRINOTECAN 100 mg/5 ml: A clear, colourless to pale yellow solution.

PRESENTATION: 

CIPLA-IRINOTECAN 40 mg/2 ml:  Carton containing one 5 ml amber, USP type  
 1 glass vial closed by a 13 mm rubber stopper  
 and 13 mm aluminium flip-off-tear-off seal  
CIPLA-IRINOTECAN 100 mg/5 ml: Carton containing one 5 ml amber, USP type  
 1 glass vial closed by a 13 mm rubber stopper  
 and 13 mm aluminium flip-off-tear-off seal 

STORAGE INSTRUCTIONS: 
Store in a cool, dry place below 25 °C. Protect from light.
KEEP OUT OF REACH OF CHILDREN.
After dilution in either 0,9 % sodium chloride or 5 % dextrose, the diluted solution is stable 
for 24 hours at a temperature below 25 °C or 24 hours under refrigeration at 2 to 8 °C. 
Discard any unused portion thereafter.

REGISTRATION NUMBERS: 
CIPLA-IRINOTECAN 40 mg/2 ml: 41/26/0049
CIPLA-IRINOTECAN 100 mg/5 ml: 41/26/0050

NAME AND BUSINESS ADDRESS OF THE HOLDER OF THE CERTIFICATES 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
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As kombinasieterapie (vir voorheen onbehandelde pasiënte): 
Veiligheid en effektiwiteit van CIPLA-IRINOTECAN toegedien in kombinasie met 5- 
fluorourasiel (5FU) en foliniensuur (FA) is met beide van die volgende skedules bepaal:
● CIPLA-IRINOTECAN plus 5FU/FA as weeklikse skedule:
 Die aanbevole dosis CIPLA-IRINOTECAN is 80 mg/m2 gegee as ŉ weeklikse  
 binne-aarse infusie oor 30 tot 90 minute, gevolg deur infusie van foliniensuur en dan 
 van 5-fluorourasiel oor 6 weke. Hierna word die pasiënt ŉ week gegee om te rus.  
 Die volledige doseringsregimen is as volg:
  - CIPLA-IRINOTECAN 80 mg/m2 gegee oor 30 tot 90 minute op dag 1 en dan  
   weekliks vir 6 weke.
  - Foliniensuur 500 mg/m2 as ŉ 2-uur intraveneuse infusie, gevolg deur  
   5-fluorourasiel 2000 mg/m2 as ŉ 24-uur intraveneuse infusie op dag 1 en  
   dan weekliks vir 6 weke. Die behandeling moet elke 7 weke herhaal word.
● CIPLA-IRINOTECAN plus 5FU/FA as twee-weeklikse skedule:
 Die aanbevole dosis CIPLA-IRINOTECAN is 180 mg/m2 gegee eenkeer elke 2 weke  
 as binne-aarse infusie oor 30 tot 90 minute, gevolg deur infusie met foliniensuur en 
 5-fluorourasiel. Die volledige doseringsregimen is as volg:
  - CIPLA-IRINOTECAN 180 mg/m2 oor 30 tot 90 minute as ŉ intraveneuse  
   infusie op dag 1 alleen.
  - Foliniensuur 200 mg/m2 as ŉ intraveneuse infusie oor 2 uur, gevolg deur  
   5-fluorourasiel 400 mg/m2 intraveneuse bolus, gevolg deur 5-fluorourasiel  
   600 mg/m2 as ŉ intraveneuse infusie oor 22 uur. Die foliniensuur en  
   5-fluorourasiel word vir twee opeenvolgende dae herhaal. 
Hierdie skedule moet elke 2 weke herhaal word.

Dosisaanpassings: 
Uitgestelde doserings: 
Pasiënte moenie CIPLA-IRINOTECAN ontvang alvorens die neutrofieltelling bo 1500 
selle/mm3 bly nie. Sou pasiënte erge neutropenie of erge gastro-intestinale newe-effekte, 
soos diaree, naarheid en braking, ontwikkel, behoort dosering met CIPLA-IRINOTECAN 
uitgestel te word totdat volledige herstel, veral van diaree, ingetree het.
CIPLA-IRINOTECAN behoort na gepaste herstel van alle newe-effekte tot graad 0 of 1 
NKI-ATK gradering (Nasionale Kankerinstituut Algemene Toksisiteitskriteria) gegee te 
word en wanneer behandelingsgeïnduseerde diaree volledig opgeklaar het. Hierdie 
instruksies moet streng by gehou word.
Met die aanvang van ŉ daaropvolgende infusie behoort die dosis CIPLA-IRINOTECAN 
en 5FU, indien aangedui, verminder te word na gelang van die ergste graad van newe- 
effekte waargeneem tydens die voorafgaande infusie. Behandeling behoort met 1 tot 2 
weke uitgestel te word om volledige herstel van behandelingsverwante newe-effekte toe 
te laat. Indien die volgende newe-effekte sou voorkom, word ŉ dosisvermindering van 15 
tot 20 % vir CIPLA-IRINOTECAN en/of 5FU, indien aangedui, benodig:
● Hematologiese toksisiteit [neutropenie graad 4, febriele neutropenie (neutropenie  
 graad 3 – 4 en koors graad 2 – 4), trombositopenie en leukopenie (graad 4)].
● Nie-hematologiese toksisiteit (graad 3 – 4).

Behandelingsduur:
Behandeling met CIPLA-IRINOTECAN behoort in stand gehou te word totdat objektiewe 
progressie van die siekte of onaanvaarbare toksisiteit voorkom.

Spesiale bevolkingsgroepe:
Pasiënte met ingekorte lewerfunksie:
Pasiënte met bilirubien > 1,5 keer BGN moenie CIPLA-IRINOTECAN ontvang nie. In 
pasiënte met bilirubien ≤ 1,5 keer BGN, word ŉ dosis van 350 mg/m2 

CIPLA-IRINOTECAN aanbeveel. Pasiënte met bilirubien > 1 en ≤ 1,5 keer BGN het ŉ 
verhoogde risiko vir erge neutropenie. Derhalwe behoort volbloedtellings gereeld in 
hierdie groep pasiënte gemonitor te word.

Pasiënte met ingekorte nierfunksie: 
Geen spesifieke farmakokinetiese studies is in pasiënte met ingekorte renale funksie 
gedoen nie.

Bejaardes:
Geen spesifieke farmakokinetiese studies is in bejaarde individue gedoen nie. Die dosis 
moet egter versigtig in hierdie groep pasiënte gekies word, vanweë die groter frekwensie 
van lewer-, nier- of kardiale disfunksie.

Voorbereiding vir die toediening van die intraveneuse infusie:
Gebruik ŉ gekalibreerde spuit om die vereiste hoeveelheid CIPLA-IRINOTECAN 
oplossing asepties uit die flessie op te trek en spuit dit dan in ŉ 250 ml infusiesak of 
–bottel wat 0,9 % natriumchloriedoplossing, of alternatiewelik 5 % dekstrose-oplossing, 
bevat in. Meng die infusie deeglik deur dit met die hand te roteer.
CIPLA-IRINOTECAN oplossing vir infusie moet in ŉ perifere of sentrale vene toegedien 
word.
CIPLA-IRINOTECAN moenie as ŉ intraveneuse bolus of infusie oor ŉ periode korter as 
30 minute of langer as 90 minute toegedien word nie.
Indien enige presipitaat in die flessies gemerk word, moet daar met die produk volgens 
die standaardprosedures vir sitotoksiese middels weggedoen word.
Moenie met ander middels meng nie.

Aanbevelings vir veilige hantering:
Hanteringsvoorsorgmaatreëls vir sitostatiese middels moet gevolg word:
- Hersamestelling van die middel moet slegs deur opgeleide personeel in toegewysde  
 areas geskied.
- CIPLA-IRINOTECAN is ŉ antineoplastiese middel en soortgelyk aan ander  
 potensiële toksiese verbindings is omsigtigheid nodig wanneer   
 CIPLA-IRINOTECAN oplossings hanteer en voorberei word.
- Wegdoenbare absorberende papier met plastiese rugkante moet oor die  
 werksoppervlak geplaas word.
- Dit is noodsaaklik dat gepaste beskermende handskoene en klere gedra word.
- Indien CIPLA-IRINOTECAN oplossing of infusie-oplossing in kontak met die vel  
 kom, gebruik seep en water om onmiddellik en deeglik af te was. Sou  
 CIPLA-IRINOTECAN oplossing of infusie-oplossing in kontak met die oë of  
 slymvliese kom, gebruik water om onmiddellik en deeglik uit te was.
- Swanger personeel behoort nie die sitotoksiese oplossing te hanteer nie.  
- Gepaste sorg en voorsorgmaatreëls word benodig vir die wegdoening van items wat 
 vir die hersamestelling van die geneesmiddel gebruik is.  

NEWE-EFFEKTE EN SPESIALE VOORSORGMAATREËLS:
Newe-Effekte:
Die intensiteit van die hoof toksisiteite toegeskryf aan CIPLA-IRINOTECAN (bv. 
leukoneutropenie en diaree) is verwant aan die blootstelling (AOK) aan die 
moedersubstans en metaboliet SN-38. Betekenisvolle korrelasies is tussen 
hematologiese toksisiteit (afname in witbloedseltellings en neutrofieltellings by nadir) of 
intensiteit van diaree en beide irinotekaan en metaboliet SN-38 AOK waardes in 
monoterapie gevind.
Die volgende newe-effekte is met die gebruik van CIPLA-IRINOTECAN gemeld:

Hematologiese en limfatiese sisteem afwykings:
Dikwels: Neutropenie (ŉ dosisbeperkende newe-effek), anemie, trombositopenie, 
leukopenie en neutropeniese infeksie.
Minder dikwels: Bloeding en neutropeniese koors.

Immuunsisteem afwykings:
Dikwels: Kouekoors, koors en infeksie.
Die volgende newe-effekte is gemeld en die frekwensie daarvan is onbekend: Malaise.

Neuropsigiatriese afwykings:
Dikwels: Duiseligheid, hoofpyn, insomnia, slaperigheid, sinkopie en vertigo.
Minder dikwels: Verwardheid.

Oogafwykings:
Die volgende newe-effekte is gemeld en die frekwensie daarvan is onbekend: 
Visuele steurings, miose, lakrimasie en vermeerderde speekselproduksie wat 
gedurende of binne die eerste 24 uur na die infusie van CIPLA-IRINOTECAN voorkom. 
Hierdie simptome klaar na toediening van atropien op. 

Kardiovaskulêre afwykings:
Dikwels: Hipotensie, vasodilatasie en kardiosirkulatoriese kollaps is gemerk in pasiënte 
wie episodes van dehidrasie geassosieer met diaree en/of braking of sepsis ondervind 
het. Ook meganiese kardiale disfunksie, disritmieë, edeem, iskemie, trombo-emboliese 
verskynsels, insluitende angina pectoris, arteriële trombose, serebrale infarksie, 
serebrovaskulêre ongeluk, diep tromboflebitis, hart arres, miokardiale infarksie, 
miokardiale iskemie, perifere vaskulêre afwyking, pulmonale embolus, skielike dood, 
tromboflebitis, trombose en vaskulêre afwyking.

Respiratoriese, mediastinale en torakale afwykings:
Dikwels: Dispnee (moeisame asemhaling), hoes en rinitis.
Minder dikwels: Pneumonie.

Gastro-intestinale afwykings:
Dikwels: Diaree, abdominale krampe of pyn, eetlusverlies, hardlywigheid, naarheid, 
braking en mukositis. Ook abdominale vergroting, askites, stomatitis, dispepsie en 
winderigheid.
Minder dikwels: Dehidrasie.
Die volgende newe-effekte is gemeld en die frekwensie daarvan is onbekend: 
Intestinale obstruksie, ileus, gastro-intestinale bloeding en intestinale perforasie. 
Verbygaande stygings in amilase en lipase is gemeld. Gevalle van pseudomembraneuse 
kolitis is gemeld, waarvan een bakteriologies gedokumenteer is (Clostridium difficile).

Hepatobiliêre afwykings:
Dikwels: Geelsug en hepatomegalie.
Die volgende newe-effekte is gemeld en die frekwensie daarvan is onbekend:
Verbygaande en geringe tot matige stygings in serumvlakke (graad 1 en 2) van óf 
transaminases [ALT (SGPT), AST (SGOT)], óf alkaliese fosfatase óf bilirubien is gemerk 
in die afwesigheid van progressiewe lewermetastases. Verbygaande graad 3 vlakke is 
gemerk en geen graad 4 vlakke nie.

Vel- en subkutane weefselafwykings:
Dikwels: Sweet, haarverlies, hand-en-voet sindroom en veluitslag.

Muskuloskeletale, bindweefsel- en beenafwykings:
Dikwels: Astenie en rugpyn.
Die volgende newe-effekte is gemeld en die frekwensie daarvan is onbekend: 
Spiersametrekking of –krampe en parestesie.

Renale en urinêre afwykings: 
Minder dikwels: Nierinkorting of akute nierversaking.

Die volgende newe-effekte is gemeld en die frekwensie daarvan is onbekend: 
Renale ontoereikendheid.
Verbygaande en geringe tot matige stygings in serumkreatinien vlakke is gemerk.

Hipersensitiwiteitsreaksies:
Minder dikwels: Konjunktivitis, rinitis, geringe kutane reaksies, allergie (insluitende 
anafilaktoïede reaksies) en toedieningsarea reaksies is gemeld.

Algemene afwykings:
Dikwels: Per abuis beserings en gewigsverlies.

Spesiale Voorsorgmaatreëls:
CIPLA-IRINOTECAN bevat sorbitol; dit is nie geskik vir gebruik in pasiënte met 
oorerflike fruktose-intoleransie nie.

BEKENDE SIMPTOME VAN OORDOSERING EN BESONDERHEDE VAN DIE 
BEHANDELING DAARVAN: 
Oordosering teen dosisse soveel as nagenoeg dubbel die aanbevole terapeutiese dosis, 
wat noodlottig mag wees, is gemeld. Erge neutropenie en diaree was die mees 
betekenisvolle newe-effekte gemeld. CIPLA-IRINOTECAN het nie enige bekende 
teenmiddel nie. Maksimale ondersteunende sorg word benodig om dehidrasie vanweë 
diaree te voorkom en om enige komplikasies as gevolg van infeksie te behandel.

IDENTIFIKASIE: 
CIPLA-IRINOTECAN 40 mg/2 ml: ŉ Helder, kleurlose tot liggeel oplossing.
CIPLA-IRINOTECAN 100 mg/5 ml: ŉ Helder, kleurlose tot liggeel oplossing.

AANBIEDING: 
CIPLA-IRINOTECAN 40 mg/2 ml:  Karton met een 5 ml bruin, USP tipe 1 glasflessie  
 toegemaak met ŉ 13 mm rubberstopper en 13 mm 
 aluminium opligbare en aftrekbare seël 
CIPLA-IRINOTECAN 100 mg/5 ml: Karton met een 5 ml bruin, USP tipe 1 glasflessie  
 toegemaak met ŉ 13 mm rubberstopper en 13 mm 
 aluminium opligbare en aftrekbare seël 

BERGINGSINSTRUKSIES: 
Berg in ŉ koel, droë plek benede 25 °C. Beskerm teen lig.

HOU BUITE BEREIK VAN KINDERS.
Na verdunning met óf 0,9 % natriumchloried óf 5 % dekstrose, is die verdunde oplossing 
stabiel vir 24 uur by kamertemperatuur benede 25 °C of 24 uur onder verkoeling teen            
2 tot 8 °C. Enige ongebruikte gedeelte moet daarna weggegooi word.

REGISTRASIENOMMERS: 
CIPLA-IRINOTECAN 40 mg/2 ml: 41/26/0049
CIPLA-IRINOTECAN 100 mg/5 ml: 41/26/0050

NAAM EN BESIGHEIDSADRES VAN DIE HOUER VAN DIE SERTIFIKAAT 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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Cordinator : Jitendra
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Pharmacode/2D Code: 135 Mini.

Material : 42 gsm ITC Printing Paper
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Grain Direction : Parallel to length
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