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We read with interest the paper of Smeland and col-
leagues [1] about prognostic factors in 113 patients with
osteosarcoma of the extremities treated in the last
neoadjuvant study of the SSG. In their paper, the
authors reported that only three factors appeared to
influence the prognosis of these patients: gender,
tumour volume at a cut-off of 190 ml, and the mean
serum level of methotrexate (MTX) at the 24th hour.

We recently reviewed our data on prognostic factors
for non-metastatic osteosarcoma of the extremity of
approximately 620 patients treated with neoadjuvant
chemotherapy at our institution between 1983 and 1999.
Chemotherapy was performed according to six different
protocols that were successively activated. In our series,
in the univariate analysis, patients with tumour volumes
less than 150 ml, with a normal serum value of Alkaline
Phosphatase (AP), with normal serum values of lactic
dehydrogenase (LDH), and with a good histological
response to preoperative chemotherapy had a significantly
better prognosis. However, in the multivariate analysis,
only a high serum level of LDH (Relative Risk (RR) 1.8,
95% CI 1.2-2.8, P<0.003), high serum level of AP (RR
3.3,95% CI 2.3-4.8, P<0.0001), and a poor histological
response to chemotherapy (RR 2.3, 95% CI 1.6-3.4,
P <0.0001) maintained their statistical significance.

As regards gender, we were not able to confirm any
better prognosis for females. In fact, the 5-year event-
free survival (EFS) was almost the same in males and
females (55 versus 58%). Instead, we confirmed the very
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poor prognosis for patients who relapsed with local
recurrence (5-year overall survival after relapse: 5% for
patients who had local recurrence versus 24% for patients
who relapsed with metastases only). We were not able
to evaluate the prognostic value of the serum MTX level
on the whole series because patients were given different
protocols and the doses of this drug ranged between 750
and 12000 mg/m>. However, when evaluating only the
patients who were treated according to the second
protocol (IOR/OS-II), we found their prognosis to be
significantly (P=0.001) related to the MTX mean serum
concentrations at the end of the infusion.

Smeland and colleagues stated that the lack of prog-
nostic value for histological response could be due to
the relatively limited number of patients evaluated.
According to our experience, we believe that the lack of
prognostic value for serum LDH and AP levels might
also be due to the small numbers of patients studied. In
fact, in addition to our present series, another study on
a large series of patients (n=279) by the Memorial
Sloan Kettering Center [2] reported a prognostic sig-
nificance for serum AP levels (P=0.001) and serum
levels of LDH (P=0.001).

However, the better prognosis of females reported by
the Scandinavian authors remains more difficult to
explain.
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