
SCHEDULING STATUS: S4
PROPRIETARY NAME (AND DOSAGE FORM):

CIPLA-PACLITAXEL 30 mg/5 ml 
(Concentrate for dilution for infusion)
CIPLA-PACLITAXEL 100 mg/16.7 ml
(Concentrate for dilution for infusion)
CIPLA-PACLITAXEL 300 mg/50 ml 
(Concentrate for dilution for infusion)
WARNING:
Patients should receive CIPLA-PACLITAXEL (paclitaxel) under the supervision of a medical 
practitioner experienced in the use of cancer chemotherapeutic agents. 
Complications can be appropriately managed only when adequate diagnostic and treatment 
facilities are readily available.
Severe hypersensitivity reactions characterised by dyspnoea, flushing, chest pain, tachycardia, 
hypotension requiring treatment, angioedema, and generalised urticaria have been reported in 
patients treated with CIPLA-PACLITAXEL. Patients receiving CIPLA-PACLITAXEL should be 
given pretreatment with corticosteroids, promethazine, and H2-antagonists to prevent these 
reactions (see "DOSAGE AND DIRECTIONS FOR USE"). Patients who develop severe 
hypersensitivity reactions to CIPLA-PACLITAXEL should not be rechallenged with this agent. 
CIPLA-PACLITAXEL should not be administered to patients with baseline neutrophil counts of less 
than 1500 cells/mm3. In order to monitor the development of bone marrow suppression, primarily 
neutropenia (which may be severe and result in infection), it is advised that frequent peripheral 
blood cell counts are obtained in all patients receiving CIPLA-PACLITAXEL.
The polyoxyethylated castor oil in CIPLA-PACLITAXEL can cause DEHP (di-2-ethylhexyl 
phthalate) to leach from polyvinyl chloride (PVC) containers, at levels which increase with time and 
concentration. Therefore, the preparation, storage and administration of diluted 
CIPLA-PACLITAXEL should be performed using non-plasticized PVC-containing equipment. 

COMPOSITION:
CIPLA-PACLITAXEL 30 mg/5 ml:
Each 5 ml single-dose vial of CIPLA-PACLITAXEL 30 mg/5 ml contains 30 mg paclitaxel and 49,7 
% v/v dehydrated alcohol per vial.

CIPLA-PACLITAXEL 100 mg/16.7 ml: 
Each single-dose vial of CIPLA-PACLITAXEL 100 mg/16.7 ml contains 100 mg paclitaxel and 49,7 
% v/v dehydrated alcohol per vial.

CIPLA-PACLITAXEL 300 mg/50 ml: 
Each 50 ml single-dose vial of CIPLA-PACLITAXEL 300 mg/50 ml contains 300 mg paclitaxel and 
49,7 % v/v dehydrated alcohol per vial.
All three formulations contain in addition to the above polyoxyethylated castor oil and anhydrous citric 
acid as excipients.

PHARMACOLOGICAL CLASSIFICATION:
A 26 Cytostatic agents.

PHARMACOLOGICAL ACTION:
Pharmacodynamics:
Paclitaxel, an antimicrotubule agent, promotes the assembly of microtubules from tubulin dimers. In 
addition, paclitaxel stabilises microtubules through the prevention of depolymerisation. This stability 
gives rise to inhibition of the normal dynamic reorganisation of the microtubule network that is 
fundamental to vital interphase and mitotic cellular functions. Furthermore, paclitaxel brings about 
abnormal arrays or bundles of microtubules throughout the cell cycle and multiple asters of 
microtubules during mitosis.

Pharmacokinetics:
Subsequent to intravenous administration, paclitaxel demonstrates a biphasic decline in plasma 
concentration. The initial rapid decline signifies distribution to the peripheral compartment and 
elimination; the later phase is partially the result of a relatively slow efflux of paclitaxel from the 
peripheral compartment. In patients who receive doses of 135 and 175 mg/m2 as 3- and 24-hour 
infusions, mean terminal half-life ranges from 3,0 to 52,7 hours. Mean total body clearance ranges 
from 11,6 to 24 l/h/m2, while mean steady state volume of distribution ranges from 198 to 688 l/m2; 
these values are indicative of extensive extravascular distribution and/or tissue binding.
Paclitaxel displays non-linear pharmacokinetics. Dose increases lead to disproportionately large 
increases in Cmax and AUC, which are accompanied by apparent dose-related decreases in total body 
clearance. These findings are most readily seen in patients in whom high plasma levels of paclitaxel 
are achieved. It is possible that saturable processes in distribution and elimination/metabolism are 
responsible for these findings.
There is no evidence to suggest that paclitaxel accumulates with multiple treatment courses.
In vitro studies examining human serum protein binding, using paclitaxel concentrations ranging from 
0,1 to 50 µg/ml, show that, on average, 89 % of the compound is bound. The presence of cimetidine, 
ranitidine, dexamethasone or diphenhydramine did not influence paclitaxel protein binding.
Paclitaxel disposition has not been fully clarified in humans. Following intravenous administration, 
mean values of cumulative urinary recovery of unchanged compound ranged from 1,3 to 12,6 % of 
the dose. This indicates that extensive non-renal clearance occurs. Hepatic metabolism and biliary 
clearance may be the chief mechanisms for elimination of paclitaxel. Cytochrome P450 enzymes are 
primarily responsible for paclitaxel metabolism with the formation of principally hydroxylated 
metabolites. CYP2C8, 3A4 and both 2C8 and 3A4 catalyse the formation of 6α-hydroxypaclitaxel, 
3’-p-hydroxypaclitaxel and 6α,3’-p-dihydroxypaclitaxel, respectively. The influence of renal or hepatic 
dysfunction on the pharmacokinetic properties of paclitaxel has not been investigated. While 
cimetidine pretreatment did not affect the clearance of paclitaxel, paclitaxel metabolism may be 
inhibited by ketoconazole. Concomitant administration of paclitaxel and doxorubicin may cause an 
increase in plasma levels of doxorubicin and doxorubicinol (see "INTERACTIONS").

INDICATIONS:
CIPLA-PACLITAXEL is indicated for:
1. The palliative management of stage 3 or 4 advanced local carcinoma of the ovary following 
surgical resection. For this indication CIPLA-PACLITAXEL is given in combination with cisplatin.
2. The palliative treatment of metastatic carcinoma of the ovary after the patient has failed to respond 
to first-line or subsequent chemotherapy.
3. The management of metastatic breast carcinoma following failure of combination chemotherapy or 
relapse within 6 months of adjuvant chemotherapy. Unless clinically contra-indicated, an 
anthracycline should have formed part of the prior treatment regime.
4. First-line treatment of advanced or metastatic carcinoma of the breast in combination with 
trastuzumab in patients who over-express HER-2 at a 2+ or 3+ level as demonstrated by 
immunohistochemistry.
5. Palliative management of advanced non-small cell lung cancer in patients who do not qualify for 
potentially curative surgery and/or radiation therapy.

CONTRA-INDICATIONS:
CIPLA-PACLITAXEL is contra-indicated in patients who have previously demonstrated severe 
hypersensitivity reactions to CIPLA-PACLITAXEL or other medicines formulated with 
polyoxyethylated castor oil.
CIPLA-PACLITAXEL should not be administered to patients with baseline neutrophils < 1500/mm3. 
CIPLA-PACLITAXEL is contra-indicated in pregnancy and lactation (see "PREGNANCY AND 
LACTATION").
The safety and effectiveness of CIPLA-PACLITAXEL in children have not been established.

WARNINGS:
CIPLA-PACLITAXEL should be given under the supervision of a medical practitioner experienced in 
the use of cancer chemotherapeutic agents. Due to the possibility of severe hypersensitivity 
reactions, appropriate supportive equipment should be available. 
CIPLA-PACLITAXEL should be given as a diluted infusion.
CIPLA-PACLITAXEL should be administered prior to cisplatin when used in combination. 
Patients should receive pretreatment with corticosteroids, antihistamines and H2-antagonists prior to 
the administration of CIPLA-PACLITAXEL. Anaphylaxis and severe hypersensitivity reactions, 
probably histamine -mediated, characterised by dyspnoea, flushing, chest pain and tachycardia and 
hypotension requiring treatment, angioedema and generalised urticaria have developed in patients 
receiving CIPLA-PACLITAXEL. In the event of a severe hypersensitivity reaction, 
CIPLA-PACLITAXEL infusion should be immediately discontinued, symptomatic treatment should 
be initiated and the patient should not be rechallenged with the compound.
Interruption of therapy is not required for minor hypersensitivity reactions, such as flushing and rash.
Suppression of bone marrow function (primarily neutropenia) is the principal dose-limiting toxicity. 
Patients require frequent monitoring of blood cell counts during CIPLA-PACLITAXEL therapy. 
Patients should not receive retreatment until neutrophils recover to a level > 1500/mm3 and platelets 
recover to a level > 100 000/mm3 (see "DOSAGE AND DIRECTIONS FOR USE").
There have been reports of severe cardiac conduction abnormalities. If significant conduction 
abnormalities occur during CIPLA-PACLITAXEL administration, appropriate therapy should be 
administered and patients should receive continuous cardiac monitoring during subsequent 
treatment with CIPLA-PACLITAXEL. Severe cardiovascular events were noted more frequently in 
patients with non-small cell lung carcinoma than with cancers of the breast or ovary. 

INTERACTIONS:
For the primary treatment of ovarian carcinoma the recommended regimen of CIPLA-PACLITAXEL 
administration is for CIPLA-PACLITAXEL to be administered before cisplatin. When administered 
before cisplatin, the safety profile of CIPLA-PACLITAXEL is consistent with that demonstrated for 
single agent use. When CIPLA-PACLITAXEL was administered subsequent to cisplatin, patients 
demonstrated more profound myelosuppression and an approximately 33 % decrease in paclitaxel 
clearance.
Medicines co-administered with CIPLA-PACLITAXEL (e.g., corticosteroids, antihistamines, and 
H2-antagonists) did not appear to interact negatively; however, possible interactions of 
CIPLA-PACLITAXEL with co-administered medicines have not been formally investigated.
Ketoconazole may inhibit the metabolism of paclitaxel. This conclusion is based on data generated 
with in vitro tests. As a result, caution is required when treating patients with CIPLA-PACLITAXEL 
when they are concurrently receiving ketoconazole therapy.
Plasma levels of doxorubicin and doxorubicinol may be increased when CIPLA-PACLITAXEL and 
doxorubicin are administered in combination.
Cytochrome P450 isoenzymes CYP2C8 and CYP3A4 catalyse the metabolism of paclitaxel. Caution 
is therefore required when CIPLA-PACLITAXEL is given concomitantly with known substrates or 
inhibitors of these isoenzymes.
The undiluted concentrate must not come into contact with plasticized polyvinyl chloride (PVC) 
equipment or devices used to prepare solutions for infusion. In order to reduce patient exposure to 
the plasticizer DEHP (di-2-ethylhexyl phthalate), which may be leached from PVC infusion bags or 
sets, to a minimum, diluted CIPLA-PACLITAXEL solutions should preferably be stored in bottles 
(glass, polypropylene) or plastic bags (polypropylene, polyolefin) and infused through 
polyethylene-lined administration sets. 
CIPLA-PACLITAXEL should be infused through an in-line filter with a microporous membrane not 
greater than 0,22 microns. Utilisation of filter devices, such as IVEX-2 filters which feature short inlet 
and outlet PVC-coated tubing, has not resulted in significant leaching of DEHP. 
Cimetidine pretreatment does not affect the clearance of CIPLA-PACLITAXEL.

PREGNANCY AND LACTATION:
Animal studies have shown that CIPLA-PACLITAXEL is embryo- and foetotoxic and that it 
decreases fertility. 
CIPLA-PACLITAXEL should not be used during pregnancy. Women of childbearing potential should 
be advised to avoid pregnancy while they are receiving therapy with CIPLA-PACLITAXEL, and to 
inform the treating doctor immediately should they fall pregnant (see "CONTRA-INDICATIONS"). 
It is unknown whether CIPLA-PACLITAXEL is excreted in human milk. Breast feeding should be 
interrupted for the duration of CIPLA-PACLITAXEL treatment. 

DOSAGE AND DIRECTIONS FOR USE:
Indication 1:
Primary treatment of ovarian carcinoma: a combination regimen consisting of CIPLA-PACLITAXEL 
135 mg/m2 administered as a 24-hour infusion, followed by cisplatin 75 mg/m2, every 3 weeks. 
CIPLA-PACLITAXEL should be infused before cisplatin. 
Alternatively, a combination regimen consisting of CIPLA-PACLITAXEL 175 mg/m2 infused over 3 
hours, followed by cisplatin 75 mg/m2, administered every 3 weeks.
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Indication 2 and 3:
Secondary treatment of ovarian carcinoma: CIPLA-PACLITAXEL at a dose of 175 mg/m2 given 
intravenously over 3 hours every 3 weeks has been demonstrated to be effective in patients with 
metastatic ovarian or breast carcinoma after failure of first-line or subsequent chemotherapy. 

Indication 4:
Combination, first-line therapy of advanced or metastatic breast cancer: in combination with 
trastuzumab, the recommended CIPLA-PACLITAXEL dose is 175 mg/m2 infused over a period of 3 
hours, with a 3-week interval between treatments. CIPLA-PACLITAXEL infusion may be initiated the 
day following the first dose of trastuzumab or immediately following the subsequent dose of 
trastuzumab if the patient tolerated the preceding dose of trastuzumab well.

Indication 5:
Palliative treatment of advanced non-small cell lung carcinoma: the recommended 
CIPLA-PACLITAXEL dose is 175 mg/m2 infused over a 3-hour period; followed by a platinum 
compound, with a 3-week interval between treatments. 
Patients should not receive CIPLA-PACLITAXEL until the neutrophil count is at least 1500/mm3 and 
the platelet count is at least 100 000/mm3. A dose reduction of 20 % for subsequent cycles should be 
effected for patients who develop severe neutropenia (neutrophil count < 500/mm3) or moderate to 
severe peripheral neuropathy (see "SIDE-EFFECTS AND SPECIAL PRECAUTIONS"). The 
incidence and severity of neuro- and bone marrow toxicity increase with dose. 
All patients must receive premedication with corticosteroids, antihistamines, and H2-antagonists prior 
to CIPLA-PACLITAXEL infusion. An example of such a premedication regimen is dexamethasone 
20 mg orally approximately 12 and 6 hours prior to CIPLA-PACLITAXEL, promethazine 25 mg 
intravenously 30 to 60 minutes before CIPLA-PACLITAXEL, and cimetidine 300 mg or ranitidine 50 
mg, intravenously 30 to 60 minutes prior to CIPLA-PACLITAXEL. 
CIPLA-PACLITAXEL should be infused through an in-line filter with a microporous membrane not 
greater than 0,22 µm.

Hepatic impairment:
See "SIDE-EFFECTS AND SPECIAL PRECAUTIONS".

The following dosage adjustments are recommended:

  Degree of hepatic impairment  
Transaminase levels Bilirubin levels (a) Recommended 
    CIPLA-PACLITAXEL 
    dose (b)
  24 HOUR INFUSION  
< 2 x ULN and <1,5 mg/dl  135 mg/m2

2 - < 10 x ULN and <1,5 mg/dl  100 mg/m2

< 10 x ULN and 1,6 – 7,5 mg/dl 50 mg/m2

>10 x ULN or  > 7,5 mg/dl  Not recommended
  3 HOUR INFUSION  
< 10 x ULN and <1,25 x ULN  175 mg/m2

< 10 x ULN and 1,26 – 2,0 x ULN 135 mg/m2

< 10 x ULN and 2,01 – 5,0 x ULN 90 mg/m2

>10 x ULN or  > 5,0 x ULN  Not recommended

a) Differences in criteria for bilirubin concentrations between the 3- and 24-hour infusions are due to 
differences in clinical study design.
b) Dosage recommendations are for the first cycle of treatment; further dose reduction in subsequent 
cycles should be based on individual tolerance. ULN = Upper limit of normal.

Directions for use/Handling:
Handling: 
Caution is required when handling CIPLA-PACLITAXEL. Dilution should be performed by trained 
staff in a designated area. It is necessary to wear adequate protective gloves. Precautions to avoid 
contact with the skin and mucous membranes should be adhered to. Following topical exposure, 
tingling, burning and redness may occur. If CIPLA-PACLITAXEL should come into contact with the 
skin, the area should be washed with soap and water. If contact with mucous membranes should 
occur, these should be flushed thoroughly with water. Following inhalation, dyspnoea, chest pain, 
burning eyes, sore throat and nausea have occurred.
Due to the possibility of extravasation, close monitoring of the injection site for possible infiltration 
during CIPLA-PACLITAXEL infusion is advised.

Preparation for IV administration:
CIPLA-PACLITAXEL requires dilution prior to infusion. Suitable dilution solutions include 0,9 % 
sodium chloride injection, or 5 % dextrose injection, or 5 % dextrose and 0,9 % sodium chloride 
injection, or 5 % dextrose in Ringer’s injection. Using one of these solutions, CIPLA-PACLITAXEL 
should be diluted to a final concentration of 0,3 to 1,2 mg/ml. Following dilution, the prepared 
solutions are physically and chemically stable for up to 27 hours at ambient temperature 
(approximately 25°C) and room lighting conditions. However, from a microbiological perspective, the 
prepared solution must be used immediately. Medicines for parenteral administration should be 
inspected visually for particulate matter and discolouration prior to and regularly during infusion 
whenever solution and container permit. Administration should be discontinued if a precipitate is 
present.
Upon preparation, solutions may appear hazy and this is attributed to the formulation vehicle. 
CIPLA-PACLITAXEL should be infused through an in-line filter with a microporous membrane not 
greater than 0,22 µm. No significant losses in potency have been observed following delivery of the 
solution through intravenous tubing featuring an in-line filter.  
There have been some reports of precipitation during paclitaxel administration, with precipitation 
usually occurring towards the end of a 24-hour infusion period. To reduce the risk of precipitation, 
CIPLA-PACLITAXEL should be administered as soon as possible following dilution and undue 
shaking and agitation should be avoided. 
In order to keep patient exposure to the plasticizer DEHP (di-2-ethylhexyl phthalate), which may be 
leached form plasticized PVC infusion bags or sets, to a minimum, diluted CIPLA-PACLITAXEL 
solutions should preferably be stored in bottles (glass, polypropylene) or plastic bags 
(polypropylene, polyolefin) and infused through polyethylene-lined administration sets. Use 
of filter devices, which feature short inlet and/or outlet plasticized PVC tubing, does not produce 
significant leaching of DEHP.

Disposal: 
All items utilised during reconstitution and administration of or otherwise coming into contact with 
CIPLA-PACLITAXEL should be disposed of according to local guidelines for the handling of 
cytotoxic agents. 

SIDE-EFFECTS AND SPECIAL PRECAUTIONS:
Side-Effects:
The frequency and severity of adverse reactions are generally similar following the administration 
CIPLA-PACLITAXEL for the treatment of ovarian, breast or lung carcinoma. Age does not clearly 
influence any of the observed toxicities. Safety of the paclitaxel (as in 
CIPLA-PACLITAXEL)/platinum combination has been evaluated in a randomised trial in patients 
with ovarian cancer and 2 phase III trials in patients with non-small cell lung carcinoma. Unless 
otherwise indicated, the combination of CIPLA-PACLITAXEL with platinum compounds does not 
give rise to clinically relevant changes to the safety profile of single agent CIPLA-PACLITAXEL.
Bone marrow suppression and peripheral neuropathy are the principal dose-related adverse events 
associated with the administration of CIPLA-PACLITAXEL. Myelosuppression is less frequent and 
less severe with a 3-hour infusion compared with a 24-hour infusion schedule. The recommended 
CIPLA-PACLITAXEL/cisplatin regimen for the primary treatment of carcinoma of the ovary causes 
more severe myelosuppression than single dose CIPLA-PACLITAXEL using the recommended 
schedule of 175 mg/m2 infused over 3 hours. There is no increase in clinical sequlae, however. 
Neutropenia is the most important haematological toxicity. It is dependent on the dose and schedule 
of CIPLA-PACLITAXEL and is generally rapidly reversible. Severe neutropenia (< 500 cells/mm3) 
occurs more frequently with a 24-hour versus 3-hour infusion. Infusion duration impacts more 
severely on myelosuppression than dose. Cumulative exposure does not appear to increase 
neutropenia. It does not seem as if neutropenia occurs more frequently or that it is more severe in 
patients who previously received radiation therapy.
Infectious complications, including sepsis, pneumonia, and peritonitis, may be fatal. Infections of the 
urinary and upper respiratory tract are the most common infectious complications. Supportive 
therapy, including G-CSF, is recommended for all patients who develop severe neutropenia.
The frequency and severity of neurological complications are dose dependent with 
CIPLA-PACLITAXEL monotherapy. The frequency of peripheral neuropathy increases with 
cumulative dose and may lead to treatment discontinuation. Patients commonly experience 
paraesthesia in the form of hyperesthesia. Sensory symptoms usually improve or resolve within 
several months of cessation of CIPLA-PACLITAXEL therapy. Pre-existing neuropathy due to prior 
treatment is not a contra-indication to CIPLA-PACLITAXEL therapy.
There have been rare reports of abnormal visual evoked potentials suggestive of persistent optic 
nerve damage.
The frequency and severity of hypersensitivity reactions are neither influenced by the dose nor 
schedule of CIPLA-PACLITAXEL administration. The most frequent symptoms reported during 
hypersensitivity reactions include dyspnoea, chest pain, flushing, and tachycardia. Abdominal pain, 
diaphoresis, pain in the extremities, and hypertension were also observed. Minor hypersensitivity 
reactions, manifesting mainly as flushing or rash, do not require therapeutic intervention and are not 
contra-indications to continuation of treatment with CIPLA-PACLITAXEL.
Injection site reactions following intravenous administration are usually mild and consist of localised 
oedema, pain, erythema, tenderness and induration. Occasionally extravasation can lead to cellulitis. 
Sloughing and/or peeling of the skin has been observed; sometimes in relation to extravasation. 
Patients may develop discolouration of the skin. Such reactions were noted more frequently with 
24-hour versus 3-hour infusions. In some instances the injection site reaction developed during a 
prolonged infusion, but the onset can also be delayed by a week or 10 days.
Hypotension may occur during the first 3 hours of infusion, as may bradycardia. ECG changes in the 
form of repolarisation abnormalities, such as sinus tachycardia, sinus bradycardia, and premature 
beats, have been reported during clinical trials. Severe cardiac conduction abnormalities have been 
observed in < 1 % of patients who received CIPLA-PACLITAXEL. If patients experience significant 
conduction abnormalities during CIPLA-PACLITAXEL infusion, appropriate therapy should be 
provided and continuous electrocardiographic monitoring should be performed during subsequent 
treatment with CIPLA-PACLITAXEL.
All patients commonly experience mild to moderate nausea/vomiting, diarrhoea, and mucositis 
(reported as pharyngitis or cheilitis). Mucositis depends on the schedule and occurs more frequently 
with the 24-hour versus the 3-hour infusion.
There have been rare reports of neutropenic enterocolitis (typhlitis), despite concomitant 
administration of G-CSF, in patients who received CIPLA-PACLITAXEL alone or in combination with 
other chemotherapeutic agents.

Infections and infestations:
Frequent: Infection.
Less frequent: Septic shock, pneumonia, sepsis.

Blood and lymphatic system disorders:
Frequent: Myelosuppression, anaemia (red cell transfusions are required in some patients), 
thrombocytopenia (observed only during the first two courses), leucopenia, fever, bleeding, or 
neutropenia (compared to 24-hour infusion schedules, neutropenia is less common when 
CIPLA-PACLITAXEL is given as a 3-hour infusion). See also "Special Precautions".
Less frequent: Febrile neutropenia, acute myeloid leukaemia, myelodysplastic syndrome.

Immune system disorders:
Frequent: Minor hypersensitivity reactions (mainly flushing and rash) or significant 
hypersensitivity reactions requiring therapeutic intervention and/or early discontinuation of 
CIPLA-PACLITAXEL infusion despite premedication (see "WARNINGS" and "Special 
Precautions").
Less frequent: Anaphylactic reactions (with fatal outcome), anaphylactic shock.

Metabolism and nutrition disorders:
Less frequent: Anorexia.

Neuropsychiatric disorders:
Frequent: Peripheral neuropathy, including mild paraesthesia (see "Special Precautions").
Less frequent: Confusional state, motor neuropathy (with resultant minor distal weakness), 
autonomic neuropathy (resulting in paralytic ileus and orthostatic hypotension), grand mal seizures, 
convulsions, encephalopathy, dizziness, headache, and ataxia.
The following side-effects have been reported and frequencies are unknown:
Other rare neurological manifestations are syncope and neuroencephalopathy. 

Eye disorders:
Less frequent: Optic nerve and/or visual disturbances (scintillating scotomata) have been reported, 
particularly in patients who have received higher doses than recommended. These effects generally 
have been reversible. 

Ear and labyrinth disorders:
Less frequent: Hearing loss, tinnitus, vertigo, and ototoxicity.

Cardiovascular disorders:
Frequent: Bradycardia, hypotension and ECG abnormalities (see "WARNINGS" and "Special 
Precautions").
Less frequent: Cardiomyopathy, asymptomatic ventricular tachycardia, tachycardia with bigeminy, 
atrioventricular conduction block and syncope (see "Special Precautions"), myocardial infarction, 
atrial fibrillation, supraventricular tachycardia, hypertension, thrombosis, thrombophlebitis, and 
shock.
The following side-effects have been reported and frequencies are unknown:
Congestive heart failure (typically in patients who received other chemotherapy, notably 
anthracyclines).

Respiratory, thoracic and mediastinal disorders:
Less frequent: Dyspnoea, pleural effusion, respiratory failure, interstitial pneumonia, lung fibrosis, 
pulmonary embolism, and cough.
The following side-effects have been reported and frequencies are unknown:
Radiation pneumonitis has been reported in patients receiving concurrent radiotherapy.

Gastrointestinal disorders:
Frequent: Nausea, vomiting, diarrhoea, and mucosal inflammation.
Less frequent: Bowel obstruction, bowel perforation, ischaemic colitis, pancreatitis, mesenteric 
thrombosis, pseudomembranous colitis, oesophagitis, constipation, and ascites.
The following side-effects have been reported and frequencies are unknown:
Neutropenic enterocolitis (typhlitis).

Hepatobiliary disorders:
Less frequent: Elevated serum hepatic enzymes (see "Special Precautions"), hepatic necrosis 
(which may be fatal) and hepatic encephalopathy (which may be fatal).

Skin and subcutaneous tissue disorders:
Frequent: Alopecia, transient and mild nail and skin changes. 
Less frequent: Pruritus, rash, erythema, phlebitis, cellulitis, skin exfoliation, necrosis and fibrosis, 
radiation recall, Stevens-Johnson syndrome, epidermal necrolysis, erythema multiforme, exfoliative 
dermatitis, urticaria, onycholysis (patients receiving treatment should wear sun protection on hands 
and feet).

Musculoskeletal, connective tissue and bone disorders:
Frequent: Arthralgia/myalgia usually consisting of pain in the large joints of the arms and legs (usually 
mild) – these symptoms are usually transient occurring two or three days after CIPLA-PACLITAXEL 
administration and resolving within a few days.

General disorders and administrative site conditions:
Frequent: Injection site reactions (including localised oedema, pain, erythema, and induration).
Less frequent: Extravasation during intravenous administration may lead to oedema, pain, erythema 
and induration and ulceration. Extravasation can also result in cellulitis. Skin discolouration may 
occur. Recurrence of skin reactions at a site of previous extravasation following administration of 
CIPLA-PACLITAXEL at a different site, i.e. “recall reactions”, has been reported. A specific 
treatment for extravasation reactions is unknown at this time. 
Less frequent: Asthenia, malaise, pyrexia, dehydration, oedema.
The following side-effects have been reported and frequencies are unknown: Fibrotic phlebitis.

Investigations:
Frequent: Severe elevation in AST (SGOT), severe elevation in alkaline phosphatase.
Less frequent: Severe elevation in bilirubin, increase in serum creatinine.

Special Precautions:
Haematological reactions:
CIPLA-PACLITAXEL should not be given to patients with baseline neutrophil counts of less than 
1500 cells/mm3 (see "WARNINGS"). In order to monitor the development of myelotoxicity, it is 
recommended that frequent peripheral blood cell counts are done in all patients receiving 
CIPLA-PACLITAXEL. Patients should not be retreated with subsequent cycles of 
CIPLA-PACLITAXEL until neutrophils recover to a level > 1 500 cells/mm3 and platelets recover to a 
level > 100 000 cells/mm3. A dose reduction of 20 % for subsequent cycles should be effected for 
patients who develop severe neutropenia (neutrophil count < 500 cells/mm3) or moderate to severe 
peripheral neuropathy (see "WARNINGS" and "DOSAGE AND DIRECTIONS FOR USE").

Hypersensitivity reactions:
Hypersensitivity reactions may develop and such reactions may require therapeutic intervention 
and/or early cessation of CIPLA-PACLITAXEL infusion despite premedication. Severe symptoms 
develop within the first hour of CIPLA-PACLITAXEL infusion and these include dyspnoea, flushing, 
chest pains, tachycardia, rash and hypotension.
Patients known to be hypersensitive to products containing Cremophor EL (e.g., ciclosporin for 
injection concentrate and teniposide for injection concentrate) should not receive 
CIPLA-PACLITAXEL. In order to avoid the development of severe hypersensitivity reactions, all 
patients treated with CIPLA-PACLITAXEL should receive premedication consisting of 
corticosteroids (such as dexamethasone), promethazine and H2-antagonists (such as cimetidine or 
ranitidine). Adverse reactions such as flushing, skin reaction, dyspnoea, hypotension or tachycardia 
do not require interruption of treatment. However, in the event of reactions such as hypotension 
requiring treatment, dyspnoea requiring bronchodilators, angioedema or generalised urticaria, 
CIPLA-PACLITAXEL should be immediately discontinued and aggressive symptomatic therapy 
instituted. Patients who have experienced severe hypersensitivity reactions should not be 
rechallenged with CIPLA-PACLITAXEL. 

Cardiovascular reactions:
Hypotension, hypertension, and bradycardia may occur during CIPLA-PACLITAXEL infusion, but 
generally do not require treatment (see "Side-Effects"). It is recommended that vital signs are 
frequently monitored, particularly during the first hour of CIPLA-PACLITAXEL infusion. Continuous 
cardiac monitoring is not necessary; except for patients with serious conduction abnormalities (see 
"WARNINGS"). There have been reports of myocardial infarction, while congestive heart failure 
typically developed in patients who received other chemotherapy, notably anthracyclines.
Patients may develop severe cardiovascular events possibly related to the administration of 
CIPLA-PACLITAXEL. These include hypertension, venous thrombosis, ventricular tachycardia, and 
atrioventricular conduction block, while ECG changes occur in some patients. The most frequently 
reported ECG alterations are non-specific repolarisation abnormalities, sinus tachycardia and 
premature beats. The relationship between the administration CIPLA-PACLITAXEL and ECG 
alterations is unclear.   
When CIPLA-PACLITAXEL is administered in combination with trastuzumab for metastatic breast 
cancer, monitoring of cardiac function is recommended.

Neurotoxicity:
Peripheral neuropathy occurs and is dose dependent. Neurological symptoms may occur following 
the first course and the frequency of symptoms may increase with increasing exposure to 
CIPLA-PACLITAXEL. Sensory symptoms have usually improved or resolved within several months 
of CIPLA-PACLITAXEL discontinuation. Pre-existing neuropathy resulting from prior therapies is not 
a contra-indication to CIPLA-PACLITAXEL therapy. 
Although peripheral neuropathy occurs frequently, the development of moderate to severe 
symptomatology is unusual. However, this requires a 20 % dose reduction for all subsequent courses 
of CIPLA-PACLITAXEL. 
In non-small cell lung carcinoma patients, CIPLA-PACLITAXEL in combination with cisplatin gave 
rise to a greater incidence of neurotoxicity than usually observed in patients receiving single agent 
CIPLA-PACLITAXEL.   
CIPLA-PACLITAXEL contains dehydrated alcohol. Possible central nervous system and other 
effects of alcohol should be considered.

Hepatotoxicity:
Patients with impaired liver function may be at increased risk of toxicity, particularly grade III-IV 
myelosuppression. In addition to dosage adjustment, it is also recommended that patients are closely 
monitored for the development of severe myelosuppression.
There is no evidence that the toxicity of CIPLA-PACLITAXEL is increased when given as a 3- hour 
infusion in patients with elevated hepatic enzymes, but no data are available for patients with severe 
baseline cholestasis.
When CIPLA-PACLITAXEL is infused over 24 hours to patients with moderate to severe hepatic 
impairment, increased myelosuppression may develop as compared to patients with mildly elevated 
liver function tests given 24-hour infusions.
Analysis restricted to patients with normal baseline liver function shows instances of elevated 
bilirubin, elevated alkaline phosphatase, and elevated AST (SGOT). 
There have been reports of hepatic necrosis and hepatic encephalopathy resulting in death.

Paediatric use:
The safety and effectiveness of CIPLA-PACLITAXEL in children have not been established.

KNOWN SYMPTOMS OF OVERDOSAGE AND PARTICULARS OF ITS TREATMENT:
There is no antidote for overdosage with CIPLA-PACLITAXEL. The primary anticipated 
complications following overdosage include bone marrow suppression, peripheral neurotoxicity and 
mucositis. Treatment is symptomatic and supportive.  

IDENTIFICATION:
CIPLA-PACLITAXEL 30 mg/5 ml: A clear, colourless, viscous solution, free from visible particles.
CIPLA-PACLITAXEL 100 mg/16.7 ml: A clear, colourless, viscous solution, free from visible 
particles.
CIPLA-PACLITAXEL 300 mg/50 ml: A clear, colourless, viscous solution, free from visible particles.

PRESENTATION:
CIPLA-PACLITAXEL 30 mg/5 ml: 5 ml transparent glass single-dose vial individually packaged in a 
carton.
CIPLA-PACLITAXEL 100 mg/16.7 ml: 20 ml transparent glass single-dose vial individually 
packaged in a carton.
CIPLA-PACLITAXEL 300 mg/50 ml: 50 ml transparent glass single-dose vial individually packaged 
in a carton.

STORAGE INSTRUCTIONS:
Store below 25°C.
KEEP OUT OF REACH OF CHILDREN.

Concentrated product: 
For single use only. Discard any unused portion. 
To be kept in the outer carton until required.

Diluted product:
Any mixture remaining after infusion must be discarded. 
Solutions for infusion prepared according to recommendations in bottles (glass, polypropylene) or 
plastic bags (polypropylene, polyolefin) and infused through polyethylene-lined administration sets, 
are stable at ambient temperature (approximately 25°C) and lighting conditions for up to 27 hours.  
From a microbiological perspective the solution should be administered immediately.

REGISTRATION NUMBERS:
CIPLA-PACLITAXEL 30 mg/5 ml: 41/26/0423
CIPLA-PACLITAXEL 100 mg/16.7 ml: 41/26/0424
CIPLA-PACLITAXEL 300 mg/50 ml: 41/26/0425
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CIPLA MEDPRO (PTY) LTD
Rosen Heights 
Pasita Street
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Bellville   
7530
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EIENDOMSNAAM (EN DOSEERVORM):

CIPLA-PACLITAXEL 30 mg/5 ml 
(Konsentraat vir verdunning vir infusie)
CIPLA-PACLITAXEL 100 mg/16.7 ml
(Konsentraat vir verdunning vir infusie)
CIPLA-PACLITAXEL 300 mg/50 ml
(Konsentraat vir verdunning vir infusie)
WAARSKUWING:
Pasiënte behoort CIPLA-PACLITAXEL (paklitaksel) onder die toesig van ŉ mediese praktisyn met 
ondervinding in die gebruik van kanker chemoterapeutiese middels te ontvang.
Komplikasies kan slegs toepaslik hanteer word wanneer voldoende diagnostiese en behandelings-
geriewe geredelik beskikbaar is. 
Erge hipersensitiwiteitsreaksies gekenmerk deur dispnee, warmgloede, borskaspyn, tagikardie, 
hipotensie wat behandeling benodig, angioedeem en verspreide urtikarieë is gemeld in pasiënte 
wie met CIPLA-PACLITAXEL behandel is. Pasiënte wie CIPLA-PACLITAXEL ontvang, moet 
voorafbehandeling met kortikosteroïede, prometasien en H2-antagoniste kry om sodanige reaksies 
te voorkom (sien "DOSIS EN GEBRUIKSAANWYSINGS"). Pasiënte wie erge hipersensitiwite-
itsreaksies tot CIPLA-PACLITAXEL ontwikkel, moenie weer aan hierdie middel blootgestel word 
nie.
CIPLA-PACLITAXEL moenie aan pasiënte met basislyn neutrofieltellings van minder as 1500 
selle/mm3 toegedien word nie. Om die ontwikkeling van beenmurgonderdrukking, hoofsaaklik 
neutropenie (wat erg mag wees en tot infeksie mag lei) te monitor, word dit aanbeveel dat gereelde 
perifere bloedseltellings in alle pasiënte wie CIPLA-PACLITAXEL ontvang, verkry word.
Die poli-oksi-etielkasterolie in CIPLA-PACLITAXEL kan tot loging van DEHF 
(di-2-etielheksielftalaat) vanuit polivinielchloried (PVC) houers teen vlakke wat met tyd en 
konsentrasie toeneem, lei. Derhalwe behoort die bereiding, berging en toediening van verdunde 
CIPLA-PACLITAXEL slegs met nie-geplastiseerde PVC-bevattende toerusting te geskied.

SAMESTELLING:
CIPLA-PACLITAXEL 30 mg/5 ml:
Elke 5 ml enkeldosis flessie CIPLA-PACLITAXEL 30 mg/5 ml bevat 30 mg paklitaksel en 49,7 % v/v 
gedehidreerde alkohol per flessie.

CIPLA-PACLITAXEL 100 mg/16.7 ml: 
Elke enkeldosis flessie CIPLA-PACLITAXEL 100 mg/16.7 ml bevat 100 mg paklitaksel en 49,7 % 
v/v gedehidreerde alkohol per flessie.

CIPLA-PACLITAXEL 300 mg/50 ml: 
Elke 50 ml enkeldosis flessie CIPLA-PACLITAXEL 300 mg/50 ml bevat 300 mg paklitaksel en 49,7 
% v/v gedehidreerde alkohol per flessie.
Al drie formulerings bevat bykomend tot bogenoemde poli-oksi-etielkasterolie en anhidriese 
sitroensuur as onaktiewe bestanddele.

FARMAKOLOGIESE KLASSIFIKASIE:
A 26 Sitostatiese middels.

FARMAKOLOGIESE WERKING:
Farmakodinamika:
Paklitaksel, ŉ antimikrotubulêre middel, bevorder die samestelling van mikrotubules uit 
tubuliendimere. Verder stabiliseer paklitaksel mikrotubules deur depolimerisasie te voorkom. Hierdie 
stabiliteit lei tot die inhibisie van die normale dinamiese reorganisasie van die mikrotubulêre netwerk 
wat fundamenteel vir lewensnoodsaaklike interfase en mitotiese sellulêre funksies is. Daarby bring 
paklitaksel abnormale reekse of bondels van mikrotubules regdeur die selsiklus voort en ook 
veelvuldige asters van mikrotubules gedurende mitose.

Farmakokinetika:
Na intraveneuse toediening vertoon paklitaksel ŉ bifasiese afname in plasmakonsentrasie. Die 
aanvanklike vinnige daling dui op verspreiding na die perifere kompartement en eliminasie; die latere 
fase is deels die gevolg van ŉ relatiewe stadige uitvloei van paklitaksel vanuit die perifere 
kompartement. In pasiënte wie dosisse van 135 en 175 mg/m2 as 3- en 24-uur infusies ontvang, 
wissel die gemiddelde terminale halflewe van 3,0 tot 52,7 uur. Gemiddelde totale liggaamsopruiming 
wissel van 11,6 tot 24 l/h/m2, terwyl gemiddelde volume van verspreiding by ewewigsvlak van 198 tot 
688 l/m2 wissel; hierdie waardes is aanduidend van uitgebreide ekstravaskulêre verspreiding en/of 
weefselbinding.
Paklitaksel vertoon nie-liniêre farmakokinetika. Dosisverhogings lei tot oneweredige groot toenames 
in Cmaks en AOK en dit word vergesel van klaarblyklike dosis-verwante afnames in totale 
liggaamsopruiming. Hierdie bevindings word mees geredelik waargeneem in pasiënte in wie hoë 
plasmavlakke van paklitaksel bereik word. Dit is moontlik dat versadigbare prosesse in die 
verspreiding en opruiming/metabolisme vir hierdie bevindinge verantwoordelik is.
Daar is geen bewyse wat daarop dui dat paklitaksel met veelvuldige behandelingskursusse ophoop 
nie.
In vitro studies wat binding aan menslike serumproteïen geëvalueer het en waartydens 
paklitakselkonsentrasies wat van 0,1 tot 50 µg/ml gewissel het ondersoek is, het getoon dat 
gemiddeld 89 % van die samestelling gebonde is. Die teenwoordigheid van simetidien, ranitidien, 
deksametasoon of difenhidramien het nie die proteïenbinding van paklitaksel beïnvloed nie.
Die farmakokinetiese eienskappe van paklitaksel in die mens is nog nie volledig duidelik nie. Na 
intraveneuse toediening het gemiddelde waardes vir kumulatiewe urinêre herwinning van 
onveranderde samestelling van 1,3 tot 12,6 % van die dosis gewissel. Dit dui op uitgebreide 
nie-renale opruiming. Metabolisme in die lewer en biliêre uitskeiding mag die vernaamste 
meganismes vir opruiming van paklitaksel wees. Sitochroom P450 ensieme is primêr vir paklitaksel 
metabolisme verantwoordelik en daar word hoofsaaklik gehidroksileerde metaboliete gevorm. 
CYP2C8, 3A4 en beide 2C8 en 3A4 kataliseer die vorming van onderskeidelik 6α-hidroksipaklitaksel, 
3’-p- hidroksipaklitaksel en 6α,3’-p-dihidroksipaklitaksel. Die invloed van renale of hepatiese 
disfunksie op die farmakokinetiese eienskappe van paklitaksel is nog nie ondersoek nie. Alhoewel 
voorafbehandeling met simetidien nie die opruiming van paklitaksel beïnvloed het nie, mag 
ketokonasool die metabolisme van paklitaksel inhibeer. Gesamentlike toediening van paklitaksel en 
doksorubisien mag ŉ toename in plasmavlakke van doksorubisien en doksorubisinol veroorsaak 
(sien "INTERAKSIES").

INDIKASIES:
CIPLA-PACLITAXEL is aangedui vir:
1. Die palliatiewe behandeling van stadium 3 of 4 gevorderde lokale karsinoom van die ovarium na 
chirurgiese reseksie. Vir hierdie indikasie word CIPLA-PACLITAXEL in kombinasie met sisplatien 
gegee.
2. Die palliatiewe behandeling van metastatiese karsinoom van die ovarium nadat behandeling met 
eerstelinie of daaropvolgende chemoterapie gefaal het.
3. Die behandeling van metastatiese borskanker na gefaalde kombinasie chemoterapie of terugval 
binne 6 maande van bykomende chemoterapie. Tensy klinies teenaangedui, moes ŉ antrasiklien 
deel van die vorige behandelingsregimen gevorm het.
4. Eerstelinie behandeling van gevorderde of metastatiese karsinoom van die bors in kombinasie met 
trastusumab vir pasiënte met ooruitdrukking van HER-2  teen 2+- of 3+-vlakke soos met 
immunohistochemie bepaal.
5. Die palliatiewe behandeling van gevorderde nie-kleinsel longkanker in pasiënte wie nie vir 
potensieel genesende chirurgie en/of radioterapie kwalifiseer nie.

KONTRA-INDIKASIES:
CIPLA-PACLITAXEL is teenaangedui in pasiënte wie vantevore erge hipersensitiwiteitsreaksies tot 
CIPLA-PACLITAXEL of enige ander middels met poli-oksi-etielkasterolie geformuleer getoon het.
CIPLA-PACLITAXEL moenie aan pasiënte met basislyn neutrofieltellings < 1500/mm3 toegedien 
word nie.
CIPLA-PACLITAXEL is teenaangedui in swangerskap en laktasie (sien "SWANGERSKAP EN 
LAKTASIE").
Die veiligheid en effektiwiteit van CIPLA-PACLITAXEL in kinders is nog nie vasgestel nie.

WAARSKUWINGS:
CIPLA-PACLITAXEL behoort onder die toesig van ŉ geneesheer met ondervinding in die gebruik 
van kanker chemoterapeutiese middels toegedien word. Vanweë die moontlikheid van erge 
hipersensitiwiteitsreaksies moet geskikte ondersteunende toerusting beskikbaar wees.
CIPLA-PACLITAXEL moet as ŉ verdunde infusie toegedien word.
CIPLA-PACLITAXEL moet voor sisplatien toegedien word wanneer dit in kombinasie gebruik word.
Pasiënte moet voorafbehandeling met kortikosteroïede, antihistamiene en H2-antagoniste voor die 
toediening van CIPLA-PACLITAXEL ontvang. Anafilakse en erge hipersensitiwiteitsreaksies, 
waarskynlik deur histamien bewerkstellig en gekenmerk deur dispnee, warmgloede, borskaspyn en 
tagikardie en hipotensie wat behandeling vereis, angioedeem en wydverspreide urtikarieë het 
ontwikkel in pasiënte wie CIPLA-PACLITAXEL ontvang het. In die geval van so ŉ erge 
hipersensitiwiteitsreaksie moet die CIPLA-PACLITAXEL infusie onmiddellik gestaak word en moet 
daar met simptomatiese behandeling begin word. Die pasiënt moenie weer aan 
CIPLA-PACLITAXEL herblootgestel word nie.
Onderbreking van behandeling is nie vir geringe hipersensitiwiteitsreaksies, soos warmgloede en 
veluitslag, nodig nie.
Onderdrukking van beenmurgfunksie (hoofsaaklik neutropenie) is die vernaamste dosis-beperkende 
toksisiteit. Pasiënte benodig gereelde monitering van bloedseltellings gedurende 
CIPLA-PACLITAXEL terapie. Pasiënte moenie behandeling ontvang alvorens neutrofiele nie tot ŉ 
vlak van > 1500/mm3 en plaatjies tot ŉ vlak van > 100 000/mm3 herstel het nie (sien "DOSIS EN 
GEBRUIKSAANWYSINGS").
Erge kardiale geleidingsabnormaliteite is gemeld. Indien betekenisvolle geleidingsabnormaliteite 
gedurende toediening van CIPLA-PACLITAXEL voorkom, moet toepaslike behandeling begin word 
en moet pasiënte deurlopende kardiale monitering gedurende daaropvolgende behandeling met 
CIPLA-PACLITAXEL ontvang. Erge kardiovaskulêre voorvalle is meer gereeld in pasiënte met 
nie-kleinsel longkanker gemerk as in pasiënte met kankers van die bors of ovarium.

INTERAKSIES:
Vir die primêre behandeling van ovariële karsinoom dikteer die aanbevole behandelingsplan dat 
CIPLA-PACLITAXEL voor sisplatien toegedien word. Wanneer voor sisplatien toegedien, stem die 
veiligheidsprofiel van CIPLA-PACLITAXEL ooreen met dié waargeneem tydens enkelterapie. 
Wanneer CIPLA-PACLITAXEL na sisplatien toegedien is, het pasiënte meer uitgesproke 
beenmurgonderdrukking getoon asook ŉ afname van ongeveer 33 % in paklitakselopruiming.
Dit het nie voorgekom asof middels wat saam met CIPLA-PACLITAXEL toegedien word (bv. 
kortikosteroïede, antihistamiene en H2-antagoniste) negatiewe interaksies oplewer nie; moontlike 
interaksies tussen CIPLA-PACLITAXEL en middels wat gesamentlik toegedien word is egter nie 
formeel bestudeer nie.
Ketokonasool mag die metabolisme van paklitaksel inhibeer. Hierdie gevolgtrekking is gebaseer op 
data tydens in vitro toetse gegeneer. Derhalwe is omsigtigheid nodig wanneer pasiënte wie 
CIPLA-PACLITAXEL behandeling ontvang gesamentlike terapie met ketokonasool kry.
Plasmavlakke van doksorubisien en doksorubisinol mag styg wanneer CIPLA-PACLITAXEL en 
doksorubisien in kombinasie toegedien word.
Sitochroom P450 iso-ensieme CYP2C8 en CYP3A4 kataliseer die metabolisme van paklitaksel. 
Omsigtigheid is derhalwe nodig wanneer CIPLA-PACLITAXEL saam met bekende substrate of 
inhibitore van hierdie iso-ensieme toegedien word.
Die onverdunde konsentraat moenie in kontak met plastiese polivinielchloried (PVC) toerusting of 
met apparate vir die bereiding van die oplossings vir infusie kom nie. Ten einde die blootstelling van 
pasiënte aan die plastiseerder DEHF (di-2-etielheksielftalaat), wat van PVC infusiesakke of -stelle 
geloog mag word, tot ŉ minimum te beperk, moet verdunde CIPLA-PACLITAXEL oplossings 
verkieslik in bottels (glas, polipropileen) of plastieksakke (polipropileen, poli-olefien) geberg 
word en toegedien word deur stelle wat met poli-etileen uitgevoer is.
CIPLA-PACLITAXEL moet deur ŉ inlynfilter met ŉ mikroporeuse membraan nie groter as 0,22 
mikron nie toegedien word. Die gebruik van filtreertoestelle, soos IVEX-2 filters met kort 
PVC-bedekte in- en uitlaat segmente, het nie tot betekenisvolle loging van DEHF gelei nie.
Voorafbehandeling met simetidien beïnvloed nie die opruiming van CIPLA-PACLITAXEL nie.

SWANGERSKAP EN LAKTASIE:
Studies in diere het getoon dat CIPLA-PACLITAXEL embrio- en fetotoksies is en dat dit 
vrugbaarheid verminder.
CIPLA-PACLITAXEL moenie tydens swangerskap gebruik word nie. Vrouens in hulle reproduktiewe 
jare moet aangeraai word om swangerskap te vermy terwyl hulle behandeling met 
CIPLA-PACLITAXEL ontvang en om hulle behandelende geneesheer onmiddellik in te lig sou hulle 
swanger raak (sien "KONTRA-INDIKASIES").
Dit is nie bekend of CIPLA-PACLITAXEL in menslike borsmelk uitgeskei word nie. Borsvoeding 
moet vir die duur van CIPLA-PACLITAXEL behandeling onderbreek word.

DOSIS EN GEBRUIKSAANWYSINGS:
Indikasie 1:
Primêre behandeling van ovariële karsinoom: ŉ kombinasieregimen bestaande uit 
CIPLA-PACLITAXEL 135 mg/m2 toegedien as ŉ 24-uur infusie, gevolg deur sisplatien 75 mg/m2, 
elke 3 weke. Infusie van CIPLA-PACLITAXEL moet voor dié van sisplatien geskied. 
Alternatiewelik, ŉ kombinasieregimen wat bestaan uit CIPLA-PACLITAXEL 175 mg/m2 toegedien 
oor 3 ure, gevolg deur sisplatien 75 mg/m2, toegedien elke 3 weke.

Indikasies 2 en 3:
Sekondêre behandeling van ovariële karsinoom: CIPLA-PACLITAXEL teen ŉ dosis van 175 mg/m2 
intraveneus toegedien oor 3 ure elke 3 weke is bewys om effektief te wees in pasiënte met 
metastatiese ovariële of borskanker na eerstelinie of daaropvolgende chemoterapie gefaal het.

Indikasie 4:
Kombinasie-, eersteliniebehandeling vir gevorderde of metastatiese borskanker: in kombinasie met 
trastusumab is die aanbevole CIPLA-PACLITAXEL dosis 175 mg/m2 toegedien oor ŉ periode van 3 
uur, met ŉ 3-week interval tussen behandelingsessies. CIPLA-PACLITAXEL infusie kan die dag na 
die eerste dosis trastusumab begin word, of onmiddellik na die daaropvolgende dosis trastusumab as 
die pasiënt die voorafgaande dosis trastusumab goed verdra het.

Indikasie 5:
Palliatiewe behandeling van gevorderde nie-kleinsel longkarsinoom: die aanbevole 
CIPLA-PACLITAXEL dosis is 175 mg/m2 toegedien oor ŉ 3-uur periode; gevolg deur ŉ 
platinumverbinding met ŉ 3-week interval tussen behandelingsessies.
Pasiënte moenie CIPLA-PACLITAXEL ontvang alvorens die neutrofieltelling nie ten minste 
1500/mm3 en die plaatjietelling ten minste 100 000/mm3 is nie. ŉ Dosisvermindering van 20 % in 
daaropvolgende siklusse word benodig vir pasiënte wie erge neutropenie (neutrofieltelling < 
500/mm3) of matige tot erge perifere neuropatie ontwikkel (sien "NEWE-EFFEKTE EN SPESIALE 
VOORSORGMAATREËLS"). Die insidensie en ernstigheidsgraad van neurotoksisiteit en 
beenmurgtoksisiteit neem toe met toenemende dosis.
Alle pasiënte moet voorafbehandeling met kortikosteroïede, antihistamiene en H2-antagoniste voor 
CIPLA-PACLITAXEL infusie ontvang. ŉ Voorbeeld van so ’n regimen is  orale deksametasoon 20 mg 
ongeveer 12 en 6 uur voor CIPLA-PACLITAXEL, intraveneuse prometasien 25 mg 30 tot 60 minute 
voor CIPLA-PACLITAXEL en intraveneuse simetidien 300 mg of raniditien 50 mg, 30 tot 60 minute 
voor CIPLA-PACLITAXEL.
CIPLA-PACLITAXEL infusie moet deur ’n inlynfilter met ’n mikroporeuse membraan van nie groter 
nie as 0,22 µm geskied.

Lewerinkorting:
Sien "NEWE-EFFEKTE EN SPESIALE VOORSORGMAATREËLS".
Die volgende dosisaanpassings word aanbeveel:
  Graad van lewerinkorting  
Transaminasevlakke Bilirubienvlakke (a) Aanbevole
    CIPLA-PACLITAXEL 
    dosis (b)
  24-UUR INFUSIE  
< 2 x BGN en <1,5 mg/dl  135 mg/m2

2 - < 10 x BGN en <1,5 mg/dl  100 mg/m2

< 10 x BGN en 1,6 – 7,5 mg/dl 50 mg/m2

>10 x BGN of > 7,5 mg/dl  Nie aanbeveel nie
  3-UUR INFUSIE  
< 10 x BGN en <1,25 x BGN  175 mg/m2

< 10 x BGN en 1,26 – 2,0 x BGN 135 mg/m2

< 10 x BGN en 2,01 – 5,0 x BGN 90 mg/m2

>10 x BGN of > 5,0 x BGN  Nie aanbeveel nie

a) Verskille in kriteria vir bilirubienkonsentrasies tussen die 3- en 24-uur infusies is as gevolg van 
verskille in die ontwerp van die kliniese studies.
b) Dosisaanbevelings is vir die eerste siklus van behandeling; verdere dosisverminderings in 
daaropvolgende siklusse moet op individuele verdraagbaarheid gebaseer word. BGN = Boonste 
grens van normaal.

Gebruiksaanwysings/Hantering:
Hantering: 
Omsigtigheid is nodig wanneer CIPLA-PACLITAXEL hanteer word. Verdunning moet deur 
opgeleide personeel in toegewysde areas uitgeoefen word. Dit is nodig om geskikte beskermende 
handskoene te dra. Voorsorgmaatreëls om kontak met die vel en slymvliese te vermy, moet nagekom 
word. Na topikale blootstelling mag tinteling, brand en rooiheid voorkom. Sou CIPLA-PACLITAXEL 
in kontak met die vel kom, moet die area met seep en water gewas word. Indien kontak met 
slymvliese plaasvind, moet dit deeglik met water uitgespoel word. Na inaseming het dispnee, 
borskaspyn, brandende oë, seerkeel en naarheid voorgekom.
Vanweë die moontlikheid van ekstravasasie, word dit aanbeveel dat die toedieningsarea noukeurig 
vir infiltrasie gedurende CIPLA-PACLITAXEL infusie gemonitor word.

Voorbereiding vir IV toediening:
CIPLA-PACLITAXEL benodig verdunning voor infusie. Geskikte oplossings vir verdunning sluit 0,9 
% natriumchloriedoplossing, of 5 % dekstrose-oplossing, of 5 % dekstrose- en 0,9 % 
natriumchloriedoplossing, of 5 % dekstrose in Ringer se oplossing in. Deur van een van hierdie 
oplossings gebruik te  maak, moet CIPLA-PACLITAXEL tot ’n finale konsentrasie van 0,3 tot 1,2 
mg/ml verdun word. Na verdunning is die voorbereide oplossings fisies en chemies stabiel vir tot 27 
uur by kamertemperatuur (ongeveer 25°C) en –beligting. Die voorbereide oplossing moet egter 
vanuit ŉ mikrobiologiese oogpunt onmiddellik gebruik word. Middels vir parenterale toediening moet 
visueel vir deeltjies en verkleuring voor en gereeld gedurende infusie nagegaan word as die 
oplossing en houer dit toelaat. Toediening moet gestaak word as ŉ neerslag teenwoordig is.
Na voorbereiding mag oplossings troebel vertoon en dit word aan die formulasie oplosmiddel 
toegeskryf. CIPLA-PACLITAXEL infusie moet deur ŉ inlynfilter met ŉ mikroporeuse membraan van 
nie groter nie as 0,22 µm geskied. Geen betekenisvolle verliese in sterkte is na lewering van die 
oplossing deur intraveneuse buise met inlynfilters waargeneem nie.
Presipitasie gedurende paklitaksel toediening is in sommige gevalle gemeld met presipitasie wat 
gewoonlik teen die einde van ŉ 24-uur infusieperiode voorgekom het. Om die risiko vir presipitasie te 
verminder, moet CIPLA-PACLITAXEL so spoedig moontlik na verdunning toegedien word en 
oormatige skud en omroer moet vermy word. 
Ten einde die blootstelling van pasiënte aan die plastiseerder DEHF (di-2-etielheksielftalaat), wat van 
PVC infusiesakke of -stelle geloog mag word, tot ŉ minimum te beperk, moet verdunde 
CIPLA-PACLITAXEL oplossings verkieslik in bottels (glas, polipropileen) of plastieksakke 
(polipropileen, poli-olefien) geberg word en toegedien word deur stelle wat met poli-etileen 
uitgevoer is. Die gebruik van filtreertoestelle met kort PVC-bedekte in- en uitlaat segmente het nie 
tot betekenisvolle loging van DEHF gelei nie.

Wegdoening: 
Alle items gebruik gedurende die hersamestelling en toediening van CIPLA-PACLITAXEL of wat 
andersins daarmee in aanraking gekom het, moet volgens plaaslike riglyne vir die hantering van 
sitotoksiese middels weggegooi word.

NEWE-EFFEKTE EN SPESIALE VOORSORGMAATREËLS:
Newe-Effekte:
Die frekwensie en ernstigheidsgraad van ongewenste reaksies is oor die algemeen soortgelyk na die 
toediening van CIPLA-PACLITAXEL vir die behandeling van ovariële, bors- of longkarsinoom. 
Ouderdom blyk nie om duidelik een van die waargeneemde toksisiteite te beïnvloed nie. Veiligheid 
van die paklitaksel (soos in CIPLA-PACLITAXEL)/platinum kombinasie is in ŉ lukraak studie in 
pasiënte met ovariële kanker en in 2 fase III studies in pasiënte met nie-kleinsel longkanker 
geëvalueer. Tensy anders aangedui, gee die kombinasie van CIPLA-PACLITAXEL met 
platinumverbindings nie aanleiding tot klinies tersaaklike veranderinge in die veiligheidsprofiel van 
enkelmiddel CIPLA-PACLITAXEL nie.
Beenmurgonderdrukking en perifere neuropatie is die vernaamste dosis-verwante ongewenste 
effekte wat met die toediening van CIPLA-PACLITAXEL geassosieer word. 
Beenmurgonderdrukking is minder erg en kom minder gereeld met ’n 3-uur infusie in vergelyking met 
’n 24-uur infusieskedule voor. Die aanbevole CIPLA-PACLITAXEL/sisplatien behandelingsregimen 
vir die primêre behandeling van karsinoom van die ovarium veroorsaak erger 
beenmurgonderdrukking as enkeldosis CIPLA-PACLITAXEL toegedien volgens die aanbevole 
skedule van 175 mg/m2 oor 3 uur. Daar is egter nie ŉ toename in kliniese gevolge nie.
Neutropenie is die belangrikste hematologiese toksisiteit. Dit is van die dosis en skedule van 
CIPLA-PACLITAXEL afhanklik en is oor die algemeen spoedig omkeerbaar. Erge neutropenie (< 
500 selle/mm3) kom meer dikwels met ŉ 24-uur versus 3-uur infusie voor. Duur van infusie beïnvloed 
beenmurgonderdrukking tot ŉ ernstiger mate as die dosis. Toenemende blootstelling blyk nie om 
neutropenie te vererger nie. Dit wil ook nie voorkom as of neutropenie meer dikwels voorkom of erger 
is in pasiënte wie vantevore radioterapie ontvang het nie.
Infektiewe komplikasies, insluitende sepsis, pneumonie en peritonitis, mag noodlottig wees. Infeksies 
van die urinêre en boonste respiratoriese weë is die algemeenste infektiewe nagevolge. 
Ondersteunende behandeling, insluitende G-KSF, word vir alle pasiënte wie erge neutropenie 
ontwikkel, aanbeveel.
Die frekwensie en ernstigheidsgraad van neurologiese komplikasies is dosis-afhanklik met 
CIPLA-PACLITAXEL monoterapie. Die frekwensie van perifere neuropatie neem met kumulatiewe 
dosis toe en mag tot die staking van behandeling lei. Pasiënte ondervind gereeld parestesie in die 
vorm van hiperestesie. Sensoriese simptome verbeter of klaar gewoonlik binne etlike maande na 
staking van CIPLA-PACLITAXEL terapie op. Bestaande neuropatie as gevolg van vorige 
behandeling is nie ’n kontra-indikasie vir CIPLA-PACLITAXEL terapie nie.
Abnormale visueel ontlokte potensiale is in raar gevalle gemeld en mag op blywende optiese 
senuwee skade dui.
Die frekwensie en ernstigheidsgraad van hipersensitiwiteitsreaksies word nie deur die dosis of 
skedule van CIPLA-PACLITAXEL toediening beïnvloed nie. Die algemeenste simptome gedurende 
hipersensitiwiteitsreaksies gemeld, sluit dispnee, borskaspyn, warmgloede en tagikardie in. 
Abdominale pyn, diaforese, pyn in die ekstremiteite en hipotensie is ook waargeneem. Geringe 
hipersensitiwiteitsreaksies, wat hoofsaaklik as warmgloede of veluitslag voordoen, benodig nie 
terapeutiese ingrepe nie en is nie kontra-indikasies vir voortgesette behandeling met 
CIPLA-PACLITAXEL nie.
Reaksies by die toedieningsarea na intraveneuse infusie is gewoonlik gering en bestaan uit 
gelokaliseerde edeem, pyn, eriteem, teerheid en indurasie. Soms mag ekstravasasie tot sellulitis lei. 
Afdop en/of afskilfering van die vel is waargeneem; somtyds in verhouding tot ekstravasasie. 
Pasiënte mag verkleuring van die vel ontwikkel. Sodanige reaksies is meer dikwels met 24-uur 
versus 3-uur infusies gemerk. In sommige gevalle het die reaksie by die toedieningsarea gedurende 
ŉ verlengde infusie ontwikkel, maar die aanvang kan ook met ŉ week of 10 dae vertraag wees.
Hipotensie mag binne die eerste 3 ure van infusie voorkom; so ook mag bradikardie. EKG 
veranderinge in die vorm van repolarisasie abnormaliteite, soos sinustagikardie, sinusbradikardie en 
premature slae, is gedurende kliniese proewe gemeld. Erge kardiale geleidingsabnormaliteite is in < 
1 % van pasiënte wie CIPLA-PACLITAXEL ontvang het, gemerk. Indien pasiënte betekenisvolle 
geleidingsabnormaliteite gedurende CIPLA-PACLITAXEL infusie ervaar, moet geskikte terapie 
voorsien word en moet deurlopende elektrokardiografiese monitering gedurende daaropvolgende 
behandeling met CIPLA-PACLITAXEL geskied.
Alle pasiënte ervaar algemeen geringe tot matige naarheid/braking, diaree en mukositis (gemeld as 
faringitis of cheilitis). Mukositis is van die skedule afhanklik en kom meer dikwels met die 24-uur 
teenoor die 3-uur infusie voor.
In raar gevalle is neutropeniese enterokolitis (tiflitis) gemeld. Dit was ten spyte van die 
gepaardgaande toediening van G-KSF in pasiënte wie CIPLA-PACLITAXEL alleen of in kombinasie 
met ander chemoterapeutiese middels ontvang het.

Infeksies en infestasies:
Dikwels: Infeksie.
Minder dikwels: Septiese skok, pneumonie, sepsis.

Hematologiese en limfatiese sisteem afwykings:
Dikwels: Beenmurgonderdrukking, anemie (bloedoortappings mag in sommige pasiënte nodig 
wees), trombositopenie (waargeneem slegs gedurende die eerste twee kursusse), leukopenie, 
koors, bloeding, of neutropenie (in vergelyking met 24-uur infusieskedules is neutropenie minder 
algemeen wanneer CIPLA-PACLITAXEL as 3-uur infusie gegee word). Sien ook "Spesiale 
Voorsorgmaatreëls".
Minder dikwels: Febriele neutropenie, akute miëloïede leukemie, miëlodisplastiese sindroom.

Immuunsisteem afwykings:
Dikwels: Geringe hipersensitiwiteitsreaksies (hoofsaaklik warmgloede en uitslag) of betekenisvolle 
hipersensitiwiteitsreaksies wat terapeutiese ingrepe en/of vroeë staking van CIPLA-PACLITAXEL 
infusie ten spyte van voorafbehandeling benodig (sien "WAARSKUWINGS" en "Spesiale 
Voorsorgmaatreëls").
Minder dikwels: Anafilaktiese reaksies (met noodlottige gevolge), anafilaktiese skok.

Metabolisme en voedingsafwykings:
Minder dikwels: Eetlusverlies.

Neuropsigiatriese afwykings:
Dikwels: Perifere neuropatie, insluitende geringe parestesie (sien "Spesiale Voorsorgmaatreëls").
Minder dikwels: Verwarring, motoriese neuropatie (met gevolglik geringe distale swakheid), 
outonome neuropatie (met gevolglik paralitiese ileus en ortostatiese hipotensie), grand mal 
konvulsies, konvulsies, enkefalopatie, duiseligheid, hoofpyn en ataksie.
Die volgende newe-effekte is gemeld en die frekwensie daarvan is onbekend:
Ander seldsame neurologiese manifestasies is sinkopie en neuro-enkefalopatie. 

Oogafwykings:
Minder dikwels: Optiese senuwee en/of visuele steurings (flikkerende skotoom) is gemeld, veral in 
pasiënte wie hoër as aanbevole dosisse ontvang het. Hierdie effekte was oor die algemeen 
omkeerbaar. 

Oor- en labirintafwykings:
Minder dikwels: Gehoorverlies, tinnitus, vertigo, en ototoksisiteit.

Kardiovaskulêre afwykings:
Dikwels: Bradikardie, hipotensie en EKG abnormaliteite (sien "WAARSKUWINGS" en "Spesiale 
Voorsorgmaatreëls").
Minder dikwels: Kardiomiopatie, asimptomatiese ventrikulêre tagikardie, tagikardie met bigeminie, 
atrioventrikulêre geleidingsblok en sinkopie (sien "Spesiale Voorsorgmaatreëls"), miokardiale 
infarksie, atriale fibrillasie, supraventrikulêre tagikardie, hipertensie, trombose, tromboflebitis en 
skok.
Die volgende newe-effekte is gemeld en die frekwensie daarvan is onbekend:
Kongestiewe hartversaking (tipies in pasiënte wie ander chemoterapie, veral antrasikliene, ontvang het).

Respiratoriese, torakale en mediastinale afwykings:
Minder dikwels: Dispnee, pleurale effusie, respiratoriese versaking, interstisiële pneumonie, 
longfibrose, pulmonale embolisme en hoes.
Die volgende newe-effekte is gemeld en die frekwensie daarvan is onbekend:
Bestralingspneumonitis is gemeld in pasiënte wie gepaardgaande radioterapie ontvang het.

Gastro-intestinale afwykings:
Dikwels: Naarheid, braking, diaree en inflammasie van die slymvliese.
Minder dikwels: Dermobstruksie, dermperforasie, iskemiese kolitis, pankreatitis, mesenteriese 
trombose, pseudomembraneuse kolitis, esofagitis, hardlywigheid en askites.
Die volgende newe-effekte is gemeld en die frekwensie daarvan is onbekend:
Neutropeniese enterokolitis (tiflitis).

Hepatobiliêre afwykings:
Minder dikwels: Verhoogde serum lewerensieme (sien "Spesiale Voorsorgmaatreëls"), 
lewernekrose (wat noodlottig mag wees) en hepatiese enkefalopatie (wat noodlottig mag wees).

Vel- en subkutane weefselafwykings:
Dikwels: Alopesie, verbygaande en geringe nael- en velveranderinge. 
Minder dikwels: Pruritus, uitslag, eriteem, flebitis, sellulitis, afskilfering van die vel, nekrose en 
fibrose, terugkeer van bestralingsreaksies, Stevens-Johnson sindroom, epidermale nekrolise, 
eritema multiforme, eksfoliatiewe dermatitis, urtikarieë, onigolise (pasiënte wie behandeling ontvang 
moet sonbeskerming op die hande en voete aanwend).

Muskuloskeletale, bindweefsel- en beenafwykings:
Dikwels: Artralgie/mialgie gewoonlik met pyn in die groot gewrigte van die arms en bene (gewoonlik 
gering) – hierdie simptome is meestal van verbygaande aard en kom twee tot drie dae na toediening 
van CIPLA-PACLITAXEL voor en klaar binne enkele dae op.

Algemene afwykings en toestande by die toedieningsarea:
Dikwels: Reaksies by die inspuitingsarea (insluitende gelokaliseerde edeem, pyn, eriteem en 
indurasie).
Minder dikwels: Ekstravasasie gedurende intraveneuse toediening mag tot edeem, pyn, eriteem en 
indurasie en ulserasie lei. Ekstravasasie kan ook sellulitis veroorsaak. Velverkleuring mag voorkom. 
Herhaling van velreaksies by ŉ area van vorige ekstravasasie na toediening van  
CIPLA-PACLITAXEL by ŉ ander area, d.i. “terugroep reaksies”, is gemeld. Spesifieke behandeling 
vir reaksies vanweë ekstravasasie is nie tans bekend nie. 
Minder dikwels: Astenie, malaise, koors, dehidrasie, edeem.
Die volgende newe-effekte is gemeld en die frekwensie daarvan is onbekend: Fibrotiese flebitis.

Ondersoeke:
Dikwels: Strawwe styging in AST (SGOT), strawwe styging in alkaliese fosfatase.
Minder dikwels: Strawwe styging in bilirubien, toename in serumkreatinien.

Spesiale Voorsorgmaatreëls:
Hematologiese reaksies:
CIPLA-PACLITAXEL moenie aan pasiënte met basislyn neutrofieltellings van minder as 1500 
selle/mm3 (sien "WAARSKUWINGS") toegedien word nie. Om die ontwikkeling van 
beenmurgonderdrukking te monitor, word dit aanbeveel dat perifere bloedseltellings gereeld in alle 
pasiënte wie CIPLA-PACLITAXEL ontvang, gedoen word. Pasiënte moenie herbehandeling met 
daaropvolgende siklusse CIPLA-PACLITAXEL ontvang alvorens neutrofiele nie tot ŉ vlak van > 1 
500 selle/mm3 herstel het nie en plaatjies nie tot ŉ vlak van > 100 000 selle/mm3 herstel het nie. ’n 
Dosisvermindering van 20 % is aangedui vir pasiënte wie erge neutropenie (neutrofieltelling < 500 
selle/mm3) of matige tot erge perifere neuropatie ontwikkel (sien "WAARSKUWINGS" en "DOSIS 
EN GEBRUIKSAANWYSINGS").

Hipersensitiwiteitsreaksies:
Hipersensitiwiteitsreaksies mag ontwikkel en sodanige reaksies mag terapeutiese ingrepe en/of 
vroeë staking van CIPLA-PACLITAXEL infusie noodsaak ten spyte van voorafbehandeling. Erge 
simptome ontwikkel binne die eerste uur van CIPLA-PACLITAXEL infusie en hierdie sluit dispnee, 
warmgloede, borskaspyn, tagikardie, uitslag en hipotensie in.
Pasiënte met bekende hipersensitiwiteit vir produkte wat Cremophor EL (bv. siklosporien 
konsentraat vir inspuiting en teniposied konsentraat vir inspuiting) bevat, moenie 
CIPLA-PACLITAXEL ontvang nie. Om die ontwikkeling van ernstige hipersensitiwiteitsreaksies te 
voorkom, moet alle pasiënte wie met CIPLA-PACLITAXEL behandel word, voorafbehandeling met 
kortikosteroïede (soos deksametasoon), prometasien en H2-antagoniste (soos simetidien en 
ranitidien) ontvang. Ongewenste reaksies soos warmgloede, velreaksies, dispnee, hipotensie of 
tagikardie benodig nie onderbreking van behandeling nie. In die geval van reaksies soos hipotensie 
wat behandeling benodig, dispnee wat brongodilatore benodig, angioedeem of wydverspreide 
urtikarieë, moet CIPLA-PACLITAXEL egter onmiddellik gestaak en aggressiewe simptomatiese 
behandeling begin word. Pasiënte wie erge hipersensitiwiteitsreaksies ervaar het moenie aan 
CIPLA-PACLITAXEL herblootgestel word nie.

Kardiovaskulêre reaksies:
Hipotensie, hipertensie en bradikardie mag gedurende CIPLA-PACLITAXEL infusie voorkom, maar 
benodig oor die algemeen nie behandeling nie (sien "Newe-Effekte"). Dit word aanbeveel dat vitale 
tekens gereeld gemonitor word, veral gedurende die eerste uur van CIPLA-PACLITAXEL infusie. 
Deurlopende kardiale monitering is nie nodig nie, behalwe vir pasiënte met ernstige 
geleidingsabnormaliteite (sien "WAARSKUWINGS"). Miokardiale infarksie is gemeld, terwyl 
kongestiewe hartversaking tipies in pasiënte wie ander chemoterapie, veral antrasikliene, ontvang 
het, ontwikkel het.
Pasiënte mag erge kardiovaskulêre gevolge, moontlik verwant aan die toediening van 
CIPLA-PACLITAXEL, ontwikkel. Hierdie sluit hipertensie, veneuse trombose, ventrikulêre tagikardie 
en atrioventrikulêre geleidingsblok in, terwyl EKG veranderinge in sommige pasiënte voorkom. Die 
EKG veranderinge wat die algemeenste gemeld is, sluit nie-spesifieke repolarisasie abnormaliteite, 
sinustagikardie en premature slae in. Die verhouding tussen die toediening van 
CIPLA-PACLITAXEL en EKG veranderinge is onduidelik.
Wanneer CIPLA-PACLITAXEL in kombinasie met trastusumab vir metastatiese borskanker 
toegedien word, word monitering van kardiale funksie aanbeveel.

Neurotoksisiteit:
Perifere neuropatie kom voor en is dosis-afhanklik. Neurologiese simptome mag na die eerste 
kursus voorkom en die frekwensie van simptome mag toeneem met toenemende blootstelling aan 
CIPLA-PACLITAXEL. Sensoriese simptome het meestal verbeter of opgeklaar binne etlike maande 
na staking van CIPLA-PACLITAXEL. Voorafbestaande neuropatie vanweë vorige behandeling is 
nie ŉ kontra-indikasie vir CIPLA-PACLITAXEL terapie nie.
Alhoewel perifere neuropatie dikwels voorkom, is die ontwikkeling van matige tot erge simptome 
ongewoon. Sulke simptome benodig egter ŉ dosisvermindering van 20 % vir alle daaropvolgende 
CIPLA-PACLITAXEL kursusse. 
In nie-kleinsel longkarsinoom pasiënte het CIPLA-PACLITAXEL in kombinasie met sisplatien ŉ hoër 
insidensie van neurotoksisiteit tot gevolg gehad as dit wat gewoonlik waargeneem word in pasiënte 
wie enkelmiddel CIPLA-PACLITAXEL ontvang.
CIPLA-PACLITAXEL bevat gedehidreerde alkohol. Moontlike sentrale senusisteem en ander 
effekte van alkohol moet oorweeg word.

Hepatotoksisiteit:
Pasiënte met ingekorte lewerfunksie mag ŉ verhoogde risiko vir toksisiteit hê, veral graad III-IV 
beenmurgonderdrukking. Bykomend tot dosisaanpassing word dit ook aanbeveel dat pasiënte 
noukeuring vir die ontwikkeling van erge beenmurgonderdrukking gemonitor word.
Daar is geen bewyse dat die toksisiteit van CIPLA-PACLITAXEL verhoog is wanneer dit as ŉ 3-uur 
infusie gegee word in pasiënte met verhoogde lewerensieme nie, maar geen data is beskikbaar vir 
pasiënte met erge basislyn galstase nie.
Wanneer CIPLA-PACLITAXEL oor 24 uur toegedien word aan pasiënte met matige tot erge 
lewerinkorting mag beenmurgonderdrukking erger wees in vergelyking met pasiënte met gering 
verhoogde lewerfunksie toetse wie infusies oor 24 uur ontvang.
Analise beperk tot pasiënte met normale basislyn lewerfunksies toon gevalle van verhoogde 
bilirubien, verhoogde alkaliese fosfatase en verhoogde AST (SGOT).
Gevalle van lewernekrose en hepatiese enkefalopatie wat noodlottig was, is gemeld.

Pediatriese gebruik:
Die veiligheid en effektiwiteit van CIPLA-PACLITAXEL in kinders is nog nie vasgestel nie.

BEKENDE SIMPTOME VAN OORDOSERING EN BESONDERHEDE VAN DIE BEHANDELING 
DAARVAN:
Daar is geen teenmiddel vir oordosering met CIPLA-PACLITAXEL nie. Die primêr verwagte 
komplikasies na oordosering sluit beenmurgonderdrukking, perifere neurotoksisiteit en mukositis in. 
Behandeling is simptomaties en ondersteunend.

IDENTIFIKASIE:
CIPLA-PACLITAXEL 30 mg/5 ml:  ŉ Helder, kleurlose, vloeitrae oplossing sonder sigbare 
deeltjies.
CIPLA-PACLITAXEL 100 mg/16.7 ml: ŉ Helder, kleurlose, vloeitrae oplossing sonder sigbare 
deeltjies.
CIPLA-PACLITAXEL 300 mg/50 ml: ŉ Helder, kleurlose, vloeitrae oplossing sonder sigbare 
deeltjies.

AANBIEDING:
CIPLA-PACLITAXEL 30 mg/5 ml: 5 ml deursigtige glas enkeldosis flessie individueel verpak 
in ŉ karton.
CIPLA-PACLITAXEL 100 mg/16.7 ml: 20 ml deursigtige glas enkeldosis flessie individueel verpak 
in ŉ karton.
CIPLA-PACLITAXEL 300 mg/50 ml: 50 ml deursigtige glas enkeldosis flessie individueel verpak 
in ŉ karton.

BERGINGSINSTRUKSIES:
Berg benede 25°C.
HOU BUITE BEREIK VAN KINDERS.

Gekonsentreerde produk: 
Slegs vir eenmalige gebruik. Gooi enige ongebruikte gedeelte weg. 
Hou in die buitenste kartonhouer totdat dit vir gebruik benodig word.

Verdunde produk:
Enige mengsel wat na infusie oor is, moet weggegooi word.
Oplossings vir infusie wat volgens aanbevelings in bottels (glas, polipropileen) of plastieksakke 
(polipropileen, poli-olefin) voorberei is en deur poli-etileenbelynde infusiestelle toegedien word, is 
stabiel by kamertemperatuur (ongeveer 25°C) en kamerbeligting vir tot 27 uur. Vanuit ŉ 
mikrobiologiese oogpunt moet die oplossing onmiddellik toegedien word. 

REGISTRASIENOMMERS:
CIPLA-PACLITAXEL 30 mg/5 ml: 41/26/0423
CIPLA-PACLITAXEL 100 mg/16.7 ml: 41/26/0424
CIPLA-PACLITAXEL 300 mg/50 ml: 41/26/0425

NAAM EN BESIGHEIDSADRES VAN DIE HOUER VAN DIE SERTIFIKATE VAN REGISTRASIE:
CIPLA MEDPRO (EDMS) BPK
Rosen Heights 
Pasitastraat
Rosenpark
Bellville   
7530
RSA
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Junie 2011
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