
1. Name of the medicinal Product 
                                             Etoposid “Ebewe” 
 2- Composition 
  1 vial of   2.5m1 contains  50mg etoposide as active ingredient. 
  1 vial of   5m1 contains 100mg etoposide as active ingredient. 
  1 vial of  10mL contains 200mg etoposide as active ingredient 
  1 vial of   20m1 contains 400mg etoposide as active ingredient. 
  1 vial of   50m1 contains 1000mg etoposide as active ingredient. 
 
 3. Drug form  
- Concentrate for solution  for infusion. 
  
4. Clinical particulars 
 
4.1 Indications 
Etoposide may be administered alone or in combination with other cytostatic drugs 
of the therapy ct small cell lung cancer or resistant non-seminomatous testicular 
carcinoma.  
Etoposide when given in combination with other chemotherapeutic agents has been 
shown to be of benefit in treating the following malignancies; Hodgkin’s and non-
Hodgkin’s lymphoma, acute myelocytic leukaemia, non-small-cell lung cancer and 
gestational trophoblastic tumours, 
 

4.2.Dosage and route of administration 
Dosage 
The dosage depends on whether etoposide is to be given alone or in combination 
with other cytostatic drugs. The usual recommended course of treatment is  
60-l2Omg/m2 etoposide, IV, daily on five consecutive days. 
As etoposide causes myelosuppression , treatment courses should not be repeated 
more frequently than at three week intervals in order to allow the leucocyte and 
thrombocyte counts to return to normal. 
immediately before administration , the required dose of etoposide should be diluted 
with 0.9% saline or 5% glucose solution for injection to give a solution concentration 
of not more than O.25mg/ml etoposide. The solution should be given as an 
intravenous infusion over 30 minutes to 2 hours.  
Care must be taken to avoid extravasations as etoposide may cause ulceration end 
necrosis. Etoposide must not be administered by intracavitary injection, It must be 
only given as an intravenous infusion. Initially check the veins permeability with 
0.9% saline. Use only clear and colourless solutions, A facial flush is a sign of too 
rapid a rate of infusion. 
Paediatric use: safety and efficacy have not been established in children. 
 
Route of administration 
Oral administration : vials with the concentrate are diluted with 250ml of water (use 
only water) and administered as a drink. 
For infusion preparation: etoposide is used parent rally as intravenous infusion only, 
in dilutions of 1:50 to 1:100 in physiologic saline solution or glucose solution. The 
infusion time is 0.5 to 2 hours, Para vascular application can lead to ulcerations and 
necroses, Face flush is a sign of too high infusion speed. Use only fresh, colourless 
and clear solutions. The dissolved infusion solution must be used within 48 hours 



(shelf-life of the finished solution is 48 hours). 
 
4.3. Contraindications 
Treatment with Etoposid “Ebewe” should not be initiated in patients with a peripheral 
neuropathy nor in patients who are myelosuppressed (leucocytes ≤4.000/mm3, 
thrombocytes ≤1.000/mm3 ), In patients with leukaemia and lymphoma, etoposide 
should only be prescribed if the benefit justifies the risk. 
Hypersensitivity to podophyllotoxjn derivatives or any of the excipients. 
Severe hepatic or renal dysfunction. 
 
4.4. Warnings and precautionary measures 
Etoposid “Ebewe” must only be administered under the supervision of a qualified 
physician experienced in the use of cancer chemotherapeutic agents. 
Etoposid “Ebewe” contains 260.6mg ethanol per ml. At a dose of l20rng/m2 
etoposide, a patient with a body surface area of 1.6m2 would receive 2.5g ethanol. 
Etoposide should not be administered to children younger than 6 months in view of 
the potential for metabolic  acidoses  developing. This must be taken into account 
when etoposide is administered to patients with a history of alcohol abuse or in 
patients receiving disulfiram, 
 If radiotherapy and/or chemotherapy has been given prior to starting etoposide 
treatment, an adequate interval should be allowed to enable the bone marrow to 
recover. If the leucocyte count falls below 2.000/mm3, treatment should be 
suspended until the circulating blood elements have returned to acceptable levels 
(platelets above 100.000/mm3, leucocytes above 4,000/mm3), this is usually within 
10 days. Peripheral blood counts and liver function should be monitored. Bacterial 
or viral infections should be brought under control before initiating etoposide 
treatment and close contact with patients recently vaccinated with poliovirus vaccine 
is to be avoided. Etoposide should be administered with caution in patients 
receiving radiotherapy or chemotherapy and in patients with cardiac arrhythmia, a 
previous myocardial infarctioh, hepatica dysfunction, and renal dysfunction, 
disturbance of micturition, epilepsy or brain damage or inflammations of the ores 
mucosa. 
 
4.5. Drug interactions 
Radiotherapy or the administration of drugs which cause myelosuppression may 
augment the myelosuppression induced by etoposide. 
In animal models a synergistic effect on tumor cells has been shown for the 
following chemotherapeutic agents: cisplatin, carboplatin. mitomycin C, 
cyclophosphamide, BCNU, vincristine,dactinomycin and cytosine arabinoside. 
Phenylbutazone, sodium salicylate and acetylaslicylic acid can displace plasma 
protein bound etoposide. 
Cross-resistance between anthracyolines and etoposide has been demonstrated 
experimentally. Etoposide should not be diluted in buffered solutions with a pH>8, 
because of the probability of a precipitate forming. 
 
4.6. Pregnancy and lactation 
Etoposide is teratogenic in rats end mice at dose levels equivalent to those 
employed clinically. There are no adequate and well-controlled studies in pregnant 
women. -Etoposid "Ebewe” should not be administered normally to patients who are 
pregnant or to mothers who are breast feeding. Women of childbearing age should 



be advised to avoid becoming pregnant. , - 
During and after therapy with etoposide both male end female patients must 
practice an effective contraceptive method, If a patient plans to have children 
following etoposide treatment, genetic counselling is strongly recommended, 
 
4.7. Effect on the ability to drive and use machines 
The ability of patients to drive Pr operate machinery may be ‘impaired because of 
she presence of ethanol in Etopoaid “Ebewe”, 
 
4.8.Side effects  
Haematological: the dose limiting toxicity of’ etoposide is myelosuppression, 
predominantly leucopenia and thrombocytopenia. Anaemia occurs infrequently, 
Leucopenia was observed in 
60—91% of patients and thrombocytopenia in 28% of patient’s. The leucocyte and 
thrombocyte nadirs have been observed between day 6 to 16 and day 11 to 77, 
respectively, following etoposide treatment. In general both cell counts return to 
normal 3 to 4 weeks after the course of treatment. 
Gastrointestinal: nausea and vomiting are the major gastrointestinal toxicities and 
occur in over one-third of patients, Anti-emetics are useful in controlling these aide 
effects. Abdominal pain, anorexia, diarrhoea, oesophagitis and mucositis occur 
infrequently. 
With high-doses, oral mucositis may be dose limiting. 
Cardiovascular: hypotension may occurtollowing an excessively rapid infusion and 
may be reversed byslowing the infusion rate, Single cases ofdiaturbance in cardiac 
rhythm and myocardial infarction have been reported in patients mceiving 
etoposida; a connection with etoposide ia- not- proven. Hypersensitivity reactions: 
anaphylactoid reactions presenting with rigors, fever, tachycardia, bronchospasm, 
dyspnoea and hypotension have been reported in 0.7% to 2% of patients following 
administration of etoposide. The rote that concentration of infusion (or rate of 
infusion) plays in the development of anaphylactoid reactions is uncertain. These 
reactions have usually responded to cessation of therapy and administration of 
pressor agents, corticosteroids, antihistamine5 or volume expanders as appropriate,  
Infrequently hypersensitivity reaction may occur due to benzyl alcohol which is 
present in Etoposid “Ebewe”. 
     Nervous system: peripheral neuropathy has been observed in 0.7 to 2.0% of 
cases. Fatigue, somnolence and transient cortical blindness have very infrequently 
been reported. 
Alopecia: alopecia occurs in approximately two thirds of patients and is reversible 
on cessation of therapy. 
 Other toxicities: apnoea with spontaneous resumption of breathing following 
discontinuation of etoposide injection has been reported. Sudden fatal reactions 
associated with bronchospasm have been reported, Hypertension and/or flushing 
have alto been reported. Blood pressure usually returns to normal within a few 
hours after cessation of the infusion. Etoposide has bean shown to reach high 
concentrations in the liver and kidney, thus presenting a potential for accumulation 
in cases of functional impairment. 
Other infrequent adverse events include: aftertaste, fever, rash, pigmentation, 
pruritus, urticaria, dysphasia and a single case of radiation recall dermatitis have 
also been reported following the administration of etoposide of Stevens Johnson 
syndrome have been :described in the literature; a connection with etoposide is hat 



proven. 
Disturbances of hepatic function end hyperuricaemia have seldom been reported. 
The occurrence of acute leukaemia which can occur with or without a preleukaemic 
phase has been reported rarely iii patients treated with etoposide in association with 
other anti-neoplastic drugs. 
4.9. Overdosage  
Over dosage may present with a severe myelosuppression sod mucositis. No 
proven antidotes have been established. Treatment should be symptomatic and 
supportive. The risk of infection and the severity of neutropenia maybe minimised by 
administering haematopoietic growth factor at the nadir of the leucopenia.  
Supportive therapy includes the following. 
 Nausea, vomiting: antiemetics 
 Allergic reactions: withdrawal of treatment with etoposide,
 corticosteroids,  sympathomimetics,antihistamines, plasma expanders,
   
 Bronchospasm:aminophylline, corticosteroids  
Hypotension:withdrawal of treatment with etoposide,fluid orplasma expanders, 
 Hyperuricemia: allopurinol.   
 
5. Pharmacological properties   
51.Properties and efficacy —  
Etoposide is a semisynthetic lipophilic podophyllotoxin, derivative. Etoposide acts as 
an antineoplastic and cytotoxic agent. The effeotiveneness depends on the 
induction. of DNA-single and double-stranded-breaks via an intracellular binding of 
free radicals and via an interaction with the enzyme topoisomerase II. The effect is 
cell cycle specific at a therapeutic concentration with maximum influence on the S 
and G2 phase. The cytotoxic effect on resting cells is observed only with high 
concentrations.  
 
5.2. Pharmacokinetics 
The areas under the plasma concentrations curve versus time and the maximum 
plasme concentration values increase linearly with dose. The disposition of 
etopocide is a biphasic process with a distribution half-line of 1.5 hours end a 
terminal half-life of approximately 7 hours (3-12 hours). Etoposide is metabolized in 
the liver. Unchanged drug is predominantly eliminated in- the Urine (44-60%), six 
percent in eliminated in the bile and faecal recovery has ranged from 0 to 16%. 
Etoposide is highly protein bound (97%). Total body clearance-of etoposide is 
prolonged in patients with impaired renal or hepatic function.  
In combination- with cisplatin, the pharmacokinetic parsmeters of etoposide were 
unchanged. 
 
6.Pharmaceutical particulars 
61.Incompatibilities  
Etoposide should not be diluted in buffered solutions with a pH>e, because of the 
probability of 
 a precipitate forming. 
6.2.Storage  
Store at room temperature not ever 25t. away from light.  
Keep in a safe place out of the reach of children. Take the solution from the vial 
immediately before use.  



 
6.3. Presentation and packs - 
 Etopoaid “Ebewe”    50mg:     1 vial of  2.5m1. 
 Etoposid “Ebewe”   100mg:    1 vial of  5ml .                 
 Etoposid “Ebewe”    200mg:   1 vial of  10ml,  
 Etopoaid “Ebewe”    400mg:   1 vial of  20m1, 
 Etoposid “Ebewe”    1000mg: 1 vial of  50mI.   
 
6.4. instructions for handling staff 
As with all cytotoxic agents, etoposide must be handled with extreme care; gloves, 
face mask and protective clothing should be worn, If possible, etoposide should be 
handled under a hood. Contact with skin and or mucous membranes must be 
avoided. Pregnant hospital staff should non handle etoposide.  
It contsmination of the eyes occurs, irrigate the eyes with water and seek help from 
a physician if necessary, 
Adequate care and precautions should be taken in the disposal of items (syringes, 
needles etc) used to reconstitute cytotoxic drugs. Excess material and body waste 
may be disposed of by placing in double seales polythene bags and incinerating at 
temperature of 1.000°C. Liquid waste may be flushed with copious amounts of 
water.  
Handle with care, avoid contact with skin. 
 
7. Manufacturer  
EBEWE Arzneilmittel Ges.m.b,H., A-4866 Unterach, Austria, Europe 
 

 


