
1. Name of the medicinal product 
 

Cisplatin “Ebewe” 
2. Composition 
1 vial of 20m1 contains 10mg cisplatin as active ingredient. 
1 vial of 50ml  contains 25mg cisplatih as active ingredient. 
1 vial of 100ml contains 50mg cisplatin as active ingredient. 
 
3. Drug form 
Concentrate for solution for infusion. 
 
4. Clinical particulars 
4.1. Indications 
Extensive or metasatatic tumours as monotherapy or in established therapy with 
chemotherapeutic agents: testicular cancer (palliative and curative polychemotherapy) add 
ovarian cancer (stages Ill and IV) and squamous cell carcinomas of the head and neck 
(palliative therapy). 
 
4.2. Dosage and route of administration 
Dosage 
Adults and children: 
The dose of cisplatin it dependent on the disease, anticipated therapeutic effect, individual 
response and the concernment use of other chemotherapeutic agents. The general dosage 
guidelines apply to most adults end children. 
Cisplatin should be administered once by IV infusion over 6-8 hour period. The 
recommended dose of cisplatin in adults and children is 50 to 120mg/m2 as single IV dose 
every 3 to 4 weeks, or 15 to 20mg/ma intravenously daily for 5 days every 3 to 4 weeks. 
The dosage must be adjusted if the drug is used in combination with other chemotherapeutic 
agents. The usual dose of cisplatin is 20mg/m2 upward every 3 to 4 weeks. The dosage 
should be reduced for patients with renal impairment or depressed bone marrow function. 
 
Route of administration 
Cisplatin “Ebewe” 0.5mg/mi is en aqueous isotonic solution for intravenous use only. The 
solution must be diluted with either 0.9% sodium chloride solution or 5% glucose with 0.45% 
sodium chloride. After failure of hydration 5/ mannitol with 0.45/ sodium chloride solution is to 
be used A minimum concentration of chloride oils is necessary to maintain a stable cisplatin 
solution The undiluted solution must not be given intrevenously. 
Adequate hydration must be maintained, 2 to 12 hours before and for not less then six hours 
after administering cisplatin. 
Pre treatment hydration a required to induce diuresis during end after cisplatin administration 
This hydration is achieved by giving 100-200ml/hour of either 0.9% sodium chloride or 
glucose 5% in 0.45% sodium chloride over at 2 to12 hour period. 
Post-treatment intravenous hydration should be continued with the aim of administering 
another 2 litres of sodium chloride 0.9% injection, or 0.45% sodium chloride with 5% glucose  
at a rate of 100 to 200m1 per hour over s period of 6 to 12 hours. 
If following hydration urinary output is less than 100 to 200m1/hour, then forced diuresis may 
be necessary. This may be achieved by administering iv mannitol 37.5g as a10% solution 
(375m1 mannitol 10%) or if renal function is normal a diuretic may be administered 
Administration of mannitol (or a diuretic) is also required before the application of cisplatin 
doses higher than 60mg/m2 body surface area. 
 
After Cisplatin infusion, the patient should drink large amounts of fluids 
for an additional 24 hours to Secure adequate urinary output. 



 
Cisplatin Ebewe can also be used as intreperitoneal instillation under the super-vision of a 
qualified physician experienced in the use of cancer chemotherepeutic agents. 
4.3.Contraindicationa 
Cisplstin it contraindicsbed in patients with: 
• a history of allergic reactions to cisplatin or other platinum containing compounds 
• renal impairment, dehydration (to avoid severe renal impairment pre- and posthydration is 
necessary) 
• myelosuppression 
• hearing impairment 
• pregnancy and lactation is a strict contraindication 
• cisplatin-induced neuropathy. 
 
4.4. Warnings and precautionary measures 
Cisplatin “Ebewe” 0.5mg/mt. must only be administered under the supervision of a qualified 
physician experienced in the use of cancer chemotherapeutic agents. 
Cisplatin has been shown to be cumulatively ototoxic, nephrotoxic and neurotoxic. The 
concomitant use of drugs which are toxic to these organs or systems may potentiate the 
toxicity of cisplatin. 
Nephrotoxicity may be avoided by maintaining adequate hydration before, during and after 
the intravenous infusion. Renal, hepatic end haemopoietic function as sell as serum 
electrolytes should be 
monitored before, during end after each treatment cycle with red blood cell, with red blood 
cell, white blood cell platelet counts and concentration of Ca++, Na+, K+, Mg++  being 
repeated at weekly intervals during treatment. Audiograms should be made at regular 
intervals at least before each therapy cycle. Repeat treatment cycles should be delayed until- 
renal  function (serum creatinine <130 µmol/l rsp 1.5mg/dl and level of urea <25mg/dl) or 
depressed white cell (>4.000/µl rsp >4.0x 10/l) or platelet (>100,000/pI rsp >100x109/L) 
counts return to normal and Audiogram fits within normal limits. Caution is advised in patients 
with 
peripheral neuropathy not induced by cisplatin. 
Special care is necessary in patients with acute bacterial or viral infections. 
In case of extravasation: 
• immediately stop the infusion 
•leave the needle in situ, aspirate she paravasate from the tissue and irrigate with sodium 
chloride (if highly concentrated solutions were used). 
Cisplatin reacts with metallic aluminium to form a black precipitate of platinum. All aluminium 
containing IV sets, needles, catheters and syringes should be avoided. 
The solution for infusion should not be mixed with other drugs or   additives. 
Penicillamine or other chelating agents may reduce the efficacy of cisplatin. 
4.5.Drug interactions 
Cisplatin and antihypertensive therapy with furosemide, hydralazine. diazoxide and 
propranolol have been reported to cause nephrotoxicity. Cieplatin may interact with 
aluminium. Cisplatin may decrease the absorption at phenytoin resulting in decreasad control 
of epilepsy. 
Concomitant administration of myelosuppressive drugs or radiation will potentiate the 
myelosuppressive effects of ciaplatin. 
Concomitant administration of nephrotoxic (cephalospornins, aminoglycosides) or ototoxic 
(aminoglycosides) drugs will potentiate the toxic effect of cisplatin on these organs. During or 
after treatment with cisplatin caution is advised with predominantly renally eliminated 
substances. eg cytostatic agents such as bleomycin and methotrexate, because at potentially 
reduced renal elimination. In a randomised trial in patients with advanced ovarian carcinoma 
the response to therapy was influenced 



negatively by concomitant administration of pyridoxine and hexamethylmelamine. 
Protain excretion is increased with concomitant administration of ifosfamide. Concomitant 
use of drugs with an influence on the hearing ability may intensity cispiatin-caused hearing 
disturbances With the exception of patients receiving doses at cisplatin in excess of 
60mg/m2 whose urine output is less than l000ml per 24 hours, forced diuresis should not be 
induced with loop diuretics in view of the potential for renal tubular damage and ototoxicity. 
If cisplatin is given in conjunction with allopurinol, colchicine, probenecid or sulfinpyrazone. 
the dose ci theae drugs may beta to be adjusted as cisplatin induces a rise in uric acid levels. 
Concomitant administration of antihistamines, buclizine. cyclizine, loxapine, meclizine, 
phenothiazines. thioxanthenes or trimethobenzamides may mask symptoms of ototoxicity (for 
instance dizziness and tinnitus). 
Live virus vaccines should not be given within three months following completion of ciaplatin 
treatment. 
It has been reported that ciaplatin treatment prior to infusion of paclitaxel decreased 
paclitaxel clearance,sclitexel clearance by 70-75%. A few cases have been described to hate 
lowered lithium levels following treatment with cieplatin (jn combination with bleomycin and 
etoposide) It is therefore recommended that serum lithium levels are monitored. 
 
4.6. Pregnancy and lactation 
Cisplatin should not be administered to pregnant women or to mothers who are breast 
feeding. Animal studies hate shown cisplatin to have adverse effects on all stages of 
reproduction. 
During and at least 6 months after cisplatin treatment appropriate steps must be taken to 
avoid conception and/or procreation; this applies to both male end female patients. Should 
the patients wish to have children at the end of treatment, genetic consultation la 
recommended. Due to the possibility of irreversible infertility after treatment with cisplatin. 
men wishing to father children in the future should seek advice on cryo-conservation of 
sperm prior to therapy. 
 
4.7. Effects on ability to drive end use machines 
The ability of the patients to drive or operate machinery may be impaired because of the 
profile of undesirable effects (particularly on CNS and senses). 
 
4.8. Side effects 
Adverse reactions are dose dependent and may be cumulative 
Nephrotoxicity: after a single administration of intermediate doses (20mg/m2 - <5Omg/m2) 
mild and reversible renal dysfunction may be seen. Microhaematuria occurs rarely. After 
administration of single high doses (50-l2Omg/m2) or after repeated daily administration of 
cisplatin renal failure may occur with tubular necrosis presenting as uraemia and anuria. 
Renal failure may be irreversible. 
Nephrotoxicrty is cumulative and may appear 2-3 days or 2 weeks after the initial dose of 
cisplatin. Serum creatinine and urea may increase, but the risk of nephrotoxicity decreases 
with hydration before and after cisplatin application because of the forced diuresis. Without 
sufficient hydration, nephrotoxicity has been shown in 28-36% of the patients treated with a 
single dose of 50mg/m2 cisplatin. 
Myelosuppression: dose dependent, cumulative and usually reversible leucopenia, 
thrombocytopenia and anaemia have been observed. 000mbs positive hemolytic anemia that 
is reversible when cisplatin is withdrawn has been observed. Severe bone marrow 
depression may occur after high doses of cisplatin (including agranulocytosis and/or aplastic 
anaemia. A marked fall in the white cell count (below 1 .5x1 09/L in 5 / of patients) is often 
observed after approximately 14 days administration a fall in the platelet count 



(below 50x105/L occurs in less than 10% of patients) occurs after about 21 days (the recovery 
period is about 39 days). Hemolysis possibly induced by cisplatin has been reported. 
Gastrointestinal toxicity: anorexia, loss of taste, nausea, vomiting, abdominal pain and diarrhoea, 
occuring 1- 4 hoursafter administration are frequently seen. These symptoms subside after 24 
hours in most patients. Fluid losses due to vomiting and diarrhoea should be substituted. Less 
severe nausea and anorexia may persist up to seven days after treatment. Prophylactic 
antiemetic therapy may be effective. Oromucositis is rare. 
Ototoxicity is documented by audiometry in about 30 / of the patients reated with 50mg/rn2 

cisplatin it is cumulative, possibly irreversible and sometimes limited to one ear. Ototoxicity 
presents as tinnitus and/or hearing loss for higher frequencies (4,000-8,000Hz). Hearing loss for 
frequencies of 250 to 2000Hz (normal hearing range) is observed in 10% to 15% of patients. 
Loss of the ability to understand a normal conversation is seldom observed. Deafness and 
vestibular toxicity associated with vertigo may also occur. With previous or concurrent cranial 
irradiation the risk of hearing loss is increased. Frequent monitoring of hearing should be 
performed by audiometric checks. Ototoxicity can be severe in children. Audiometry should be 
undertaken prior to the administration of cisplatin. 
Ocular toxicity loss of sight is infrequent during combination regimen with cisplatin Papilloedema 
with visual disturbances was observed occasionally and is reversible after discontinuation of 
treatment. Unilateral retrobulbar neuritis with loss of visual acuity after polychemotherapy with 
subsequent cisplatin treatment has been reported only once. 
Neurotoxicity: cisplatin neurotoxicity is characterised by peripheral neuropathy (usually bilateral 
and sensory), rarely loss of: taste, tactile sense, or sight. Retrobulbar neuritis and cerebral 
disturbances (confusion, slurred speech, individual cases of cortical blindness, loss of memory, 
paralysis). Lhermitte’s sign, autonomic neuropathy and myelopathy of the spinal cord were 
observed; loss of vital brain functions (single reports of: acute cerebrovascular complications, 
cerebral arteriltis, occlusion of the carotid artery, encephalopathy). 
Administration of cisplatin should be withdrawn immediately when one of these events occurs. 
Cisplatin neurotoxicity may be reversible; it is irreversible in 30—50% of the patients, even after 
discontinuation of treatment. 
Neurotoxicity may present after the first dose of cisplatin or after prolonged therapy. 
Hyperuricaemia: may be asymptomatic or present with gout attacks. Hyperuricaemia has been 
reported in 25—30% of patients in conjunction with nephrotoxicity. 
Hypercholesterolsemia (infrequently), inadequate ADH secretion (in individual cases), increase of 
serum amylase (rarely), thrombotic microangiopathy associated with hemolytic-uremic syndrome 
(in individual cases). 
Serum electrolytes: hypomagnesaemia, hypocalcaemia, hyponatraemia, hypophoaphataemia, 
hypokalaemia with muscle cramps and/or EGG changes occur rarely as a result of cisplatin-
induced renal tubular damage which causes a decrease in the tubular reabsorption of these 
cations. 
Allergic reactions: anaphylactic reactions are infrequent and may include rash, urticaria, 
erythema, pruritus, rarely hypotension, tachycardia, dyspnoea, bronchospasm, facial oedema 
and fever. Treatment with antihistamines, epinephrine (adrenaline) and steroids may be required. 
Hepatic: liver dysfunction with increased serum transaminases is rare and reversible. Reduced 
albumin levels, which were observed rarely, might be linked to ciaplatin treatment. 
Cardiac: arrhythmia and EGG changes are rare; bradycardia, tachycardia. In cytostatic 
combination therapy rare cases of cardiac arrest were reported. 
Gingival: metal deposits in the gums have been observed. 
Others: 
Local oedema and pain, erythema, skin ulceration and phlebitis mayoccuràfter intravenous 
administration at the injection site. 



Alopecia, disorders of spermatogenesis and ovulation, and painful gynaecomsstia may occur. 
Development of secondary nonlymphatic leukaemia has been linked to cisplatin. 
There are isolated reports which associate vascular events (cerebral or coronary ischaemia, 
peripheral perfusion disorder akin to Raynaud’s syndrome) with chemotherapy regimes 
containing cisplatin. 
Carcinogenicity is theoretically possible, but not proven (based on the mechanisms of action of 
cisplatin). 
Immune system: immunosuppression has been observed. 
Laboratory values: BUN, serum creatinine and uric acid levels may increase, while creatinine 
clearance, calcium, phosphate, potassium levels may decrease. Increased iron concentrations 
are occasionally recorded. 
4.9. Overdosage 
Overdosage can be expected to cause the toxic effects described above, but to an exaggerated 
degree. Adequate hydration and osmotic diuresis may help reduce the toxicity of cisplatin if 
administered promptly following overdosage. 
In case of overdose (200mg/m2) a direct influence on the respiratory centre associated with life-
threatening respiratory disorders and disturbances of the acid-base equilibrium due to passage of 
the blood brain barrier may occur. 
 
5. Pharmacological properties 
 
5.1. Properties and efficacy 
Cisplatin Ebewe 0 5mg/mI is an inorganic heavy metal containing cis-
diamminedichloroplatinum The drug inhibits DNA synthesis by producing intrastrand and 
interstrand cross links in DNA. Protein and RNA synthesis are also inhibited to a lesser extent. 
Although the principal mechanism of action of cisplatin appears to be inhibition of DNA synthesis 
other mechanisms, including enhancement of tumour immunogenicity, may be involved in its 
antineoplastic activity. The oncolytical characteristics of cisplatin are comparable to alkylating 
agents. Cisplatin also has immunosuppressive radiosensitising and antimicrobial properties. 
Cisplatin does not appear to be cell cycle specific. 
The cytotoxic effect of cisplatin is caused by the binding to all DNA-bases, the N-7-position of 
guanine and adenosine is preferred. 
 
5.2. Pharmacokinetics 
After intravenous administration, cisplatin is rapidly distributed into all tissues; high 
concentrations are found in the liver, kidneys, testicles and small and large bowel, but not in the 
CNS. More than 90% of the total plasma cisplatin is protein-bound, possibly irreversibly, two 
hours after administration. The protein-bound part exerts no antineoplastic activity. Cisplatin has 
non-linear pharmacokinetics. Cisplatin is non- enzymatically transformed to one or more 
metabolites. After intravenous bolus injection of 50-100mg/m2 cisplatin, the plasma elimination is 
biphasic. The following half-lives are reported in humans: 
½ (distribution): 10-60 minutes 
½ (terminal): about 2-5 days. 
The extensive protein binding of total platinum results in a prolonged or incomplete excretory 
phase with cumulative urinary excretion totally 27- 45% of the administrated dose over 84 to 120 
hours. Prolonged infusion results in the urinary excretion of a larger proportion of the dose. 
Faecal excretion is minimal with small amounts of platinum detectable in the bile and large 
intestine. The plasma half-life increases with impaired renal function and may theoretically 
increase in the presence of ascites because of the high protein binding activity of cisplatin. 
 



6. Pharmaceutical particulars 
6.1. Incompatibilities 
Cisplatin should not come into contact with aluminium (needles, syringes etc). 
Antioxidants such as sodium disulfite may inactivate cisplatin in infusion sets 
 
6.2. Storage 
Cisplatin must be stored at room temperature (not exceeding 25CC) and protected from light (in 
the carton), do not freeze. Store in a safe place out of the reach of children. 
 
6.3. Presentation and packs 
Cisplatin “Ebewe” 10mg: 1 vial of 20m1, Cisplatin “Ebewe” 25mg: 1 vial of 50m1, Cisplatin 
“Ebewe” 50mg: 1 vial of lOOmI. 
 
6.4. Instructions for handling staff 
Cisplatin “Ebewe” is a concentrate for preparing infusion solutions for IV use only and has to be 
diluted with the standard infusion solutions: 0.9% sodium chloride or 5% glucose with 0.45% 
sodium chloride solution. Protect the ready for use solution from light (see also 6.2.). 
Cisplatin solutions react with aluminium to form a black precipitate. This reduces the therapeutic 
effect of cisplatin. Therefore, it is important that administration devices (such as needles, 
catheters and infusion sets) do not contain aluminium. 
As all cytoatatics, cisplatin must be handled with extreme care; gloves, face mask and protective 
clothing should be worn. If possible, cisplatin should be handled under a hood. Contact with skin 
and/ or mucous membranes must be avoided. Pregnant hospital personnel should not handle 
cisplatin. Contact with skin: Wash with copious amounts of water. Apply a cream if transient 
stinging is experienced. (NB: Some individuals are sensitive to platinum and a skin reaction may 
occur.) Destruction of drug: 
Incinerate at 800”C 
Chemical: Dilute in large volume of water, allow to stand for 48 hours. 
 
7. Manufacturer 
EBEWE Arzneimittel Ges.m.b.H., 
4866 Unterach, Austria, Europe 
 
 


