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To the Editor,

Dear sir, we were very pleased to read the article:
methotrexate administration directly into the fourth ven-
tricle in children with malignant fourth ventricular brain
tumors: a pilot clinical trial [1] in the journal and consider
it an example of how a clinical study should be conducted.
The damage caused by surgery to the floor of the fourth
ventricle renders complete surgical resection contraindi-
cated and the idea of substituting intraventricular
methotrexate for complete resection is an attractive alter-
native. The disadvantage of leaving residual tumor has
been turned into an advantage here by the use of imaging to
assess the effect of therapy. The insertion of the treatment
catheter by direct vision at the time of surgery prevented
the problems caused when lateral ventricle catheters are
placed blindly through cerebral cortex, that may cause both
catheter malposition and cerebral hemorrhage, also, some
catheter holes may be within the ventricle and others within
the cerebral cortex and so infusions may force the infused
agent into brain parenchyma, contributing to leukoen-
cephalopathy. Free flow of the csf was determined by
CINE MRI and isotope studies. The authors have appre-
ciated the importance of neuropsychological assessment
before and after the therapy and found that csf
methotrexate levels of 3.18 micromol/L, (range
0.53-212.36 micromol/L) had been achieved for at least
24 h. The partial clinical response was encouraging and
they wish to perform future studies to explore the safety
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and efficacy of higher doses of methotrexate. Caution
would be advised since although no neuropsychological
damge was found at this dose of methotrexate, use of a
higher dose that will result in increased diffusion of
methotrexate into tumor will also cause the same effect in
normal brain parenchyma. I would strongly suggest that
any future study should at least randomize the patients with
a group treated with high dose MTX and appropriate dose
folinic acid. This therapy can achieve similar csf levels but
the tissue levels will be higher than those achieved by
diffusion of methotrexate from the csf. When IV
methotrexate is given with adequate fluids and bicarbonate
and the rescue is started by 36 h no neurotoxicity is
expected to be found if the dose of folinic acid is adequate
[2]. We would suggest a dose of 760 mg folinic acid after
12 g/m> MTX. The concept of “over” rescue has be dis-
credited and should not deter the use of this valuable non
toxic approach [3].
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