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Background. In pediatric population Ifosfamide (IFO) is a widely used antineoplastic drug. IFO-
induced encephalopathy (IIE) develops in 10-40% of adult patients, some studies report incidence 
up to 10% in children. Renal, liver function, drug interactions are studied as possible risk factors. 
IIE mostly requires symptomatic treatment, while methylene blue (MB) prophylaxis is investigated 
[1-3]. 

Aim. To study IIE in children with soft tissue tumours. 
Methods. Retrospective case analysis. 
Results. At tertiary centre 3 male patients were treated with IFO, 4 years old (y.o.) had retrop-

eritoneal embryonic rhabdomyosarcoma, while 7 y.o., 8 y.o. had Ewing sarcomas. 7 y.o. presented 
with the most mild neurotoxicity symptoms (disorientation, agitation) that were present after just 
5 IFO doses, on a 2nd day of VIDE (block 2; Ewing 2008 protocol). In contrast, 8 y.o. was treated 
with the same protocol and had more distinct symptoms: vertigo, disorientation in surroundings, 
agitation with visual hallucinations after 19 IFO doses on 1st VAI (block 1) day. In both cases IFO 
was discontinued, in the latter IFO was changed to Cyclophosphamide (CP), the 7 y.o. additionally 
received MB. In both cases neurological symptoms regressed. The most severe symptoms: vomiting 
and 10 minute seizure episode (confusion, dextral deviation of head, eyes, tonic contractions of the 
limbs), were present in the 4 y.o., electroencephalography results were concluded as IIE. Symptoms 
presented after 11 IFO doses on 1st I2VA (block 6) day. IFO was changed to CP, additionally MB and 
diazepam were given – neurological symptoms regressed.

Conclusions. At Lithuanian tertiary centre treatment with IFO induced a variety of neurotoxic-
ity symptoms at different treatment stages. A hypothesis that a trend of younger age and later onset 
of symptoms are related to a more sever neurotoxicity presentation could be raised. Further research 
on risk factors, prophylaxis, treatment and long-term consequences are needed.
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