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0.3-3.6). Thirty-two patients (63%) underwent allogeneic and 19 (37%)
autologous transplantation. Six patients were treated with a total dose of
14.4 Gy/12 fractions, 42 with a total dose of 12 Gy/6 fr, 3 with a total dose
of 9.9 Gy/3 fr. Hypothalamic, pituitary, gonadal and thyroid function were
routinely assessed before and after HSCT.

Results: The most common observed endocrine dysfunction was hypog-
onadism, recorded in 24/47 evaluable patients (51%). Five-year and ten-
year cumulative risk were 36.5% and 60.1%. In univariate analysis, age
at transplantation was the most important risk factor for hypogonadism
(cut-off value 8.5yrs old, median age of the whole patients cohort,
p <0.01), with younger patients presenting a lower incidence. T-Student
test confirmed this findings (p=0.01). Twelve patients showed severe
growth impairment requiring GH replacement therapy (12/50 evaluable
patients, 24%). Cumulative incidence of severe growth impairment was
18% at 5 years and 29.9% at 10 years. Non-parametric analysis showed
that younger patients had a significant higher incidence of delayed growth
velocity (p <0.05). Hypothyroidism affected 10/47 evaluable patients
(21.2%). Cumulative incidence of hypothyroidism was 17% at 5 years and
22% at 10 years.

Conclusions: Long-term survivors treated with TBl-based HSCT in
childhood are at significant risk for developing endocrine late toxicity (with
age, chemotherapy, status at HSCT and GvHD possibly playing a role),
and should be strictly monitored during their follow-up in a multidisciplinary
setting.
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Background: Alveolar rhabdomyosarcoma (aRMS) in children is an
aggressive soft tissue tumour. Patients with metastatic aRMS have
a very poor prognosis and recurrences are common in advanced
localized disease. As known the majority of aRMS have the reciprocal
chromosomal translocations t(2;13)(q35;914) or t(1;13)(p36;914). The
molecular counterpart of these translocations is the generation of the fusion
genes PAX3-FKHR and PAX7-FKHR, respectively. Molecular detection of
disseminated tumour cells in bone marrow (DTCBM) could contribute to a
better staging and treatment stratification in paediatric patients with aRMS.
Material and Methods: Seventeen children with advanced stages aRMS
are enrolled in our study. Patients were treated according to the protocols
CWS-96 and EpSSG RMS-2005. Sixty-three samples of bone marrow
aspirations has been analyzed. Bone marrow samples were collected at
diagnosis, after initial chemotherapy before surgery, after completion of
therapy and at relapse if present. The presence of DTCBM was analyzed
by real-time RT-PCR assay, based on the expression of fusion genes PAX3-
FKHR and PAX7-FKHR.

Results: Chimeric transcripts PAX3/7-FKHR has been revealed in bone
marrow of 8 patients, in 3 of which DTCBM have not been identified
in morphology examination of bone marrow. In 3 patients after protocol
therapy DTCBM have not been revealed that evidence on the efficiency of
the treatment. These patients are still alive more than 2 years after initial
diagnosis. Another 5 patients eventually developed tumour progression and
died of the disease 12-14 months after initial diagnosis. It is necessary to
emphasize that according to the results of RT-PCR study DTCBM have
been revealed in 4 patients with Il stage of disease confirmed by complex
study. Therefore, these patients can be referred to a high risk group. In the
present study of a cohort of children with advanced-stage aRMS, patients
with bone marrow involvement had poorer survival than patients without
DTCBM.

Conclusion: The detection of micrometastatic disease by real-time RT-
PCR, based on the expression of fusion genes PAX3/7-FKHR, yields
highly reproducible results. Molecular detection of DTCBM helps specify
prognosis, risk group, schedules of therapy and provides its monitoring,
allows reliably determine extent of achieved remission.
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Background: The aim of this prospective, diagnostic study was to estimate
the predictive value of circulating levels of the extracellular domain of HER-
2 (ECD/HER-2) in patients with osteosarcoma.

Methods: Thirty three newly-diagnosed primary osteosarcoma patients
treated at the Department of Paediatric Oncological Surgery of the Institute
of Mother and Child in Warsaw were included. Median aged 14 years
range: 6-18 years. Staging at diagnosis: disease localised (18) and
dissemination (15). Patients were treated with standard chemotherapy with
ADM and cDDP and/or HD-MTX, and surgery of primary tumour +/—
metastasectomy. Follow-up: median 25 months; range 16-38 months.
ECD/HER-2 was measured (1) at time of diagnosis, (2) at the end of
preoperative chemotherapy, (3) within 30 days after surgery and (4) at
the end of treatment. Concentration of ECD/HER-2 was determined by
HER-2/neu immunoassay. ECD/HER-2 status was analysed according to
clinical and radiological data and percent of viable tumour cells remaining
after preoperative chemotherapy.

Results: We analysed the levels of ECD/HER-2 in 33 samples at the time
of diagnosis, in 30 samples at the end of preoperative chemotherapy, in 31
samples obtained within 30 days after surgery and in 30 samples at the
end of treatment. The cut-off point for ECD/HER-2 levels was assessed
as 5.5ng/mL. The elevation of ECD/HER-2 over time was corresponding
with disease progression (P=0.003). The elevated ECD/HER-2 levels
had 73% of patients with disease progression and 23% of patients
without disease progression. Test sensitivity and specificity were 62% and
85%. The overall survival was lower with ECD/HER-2 levels >5.5 ng/mL
compared to ECD/HER-2 levels <5.5ng/mL: 54% vs 85% (P =0.077).
No relationship was found between ECD/HER-2 levels and patients age,
disease dissemination at the time of diagnosis, tumour size, or histological
response to preoperative treatment.

Conclusions: This pilot study has shown that elevated ECD/HER-
2 concentrations over time may correspond with disease progression.
Therefore ECD/HER-2 might be considered as a potential marker for
monitoring patients with osteosarcoma.
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Background: Despite the considerable progress in the treatment of acute
lymphoblastic (ALL) or myeloblastic (AML) leukemia in pediatric patients
(pts), the prognosis in case of primary refractory or relapsed disease
remains poor. In view of new therapeutic agents, we evaluated the toxicity
profile of clofarabine, a novel deoxyadenosine analog. The hybrid of
cladribine and fludarabine has been developed to improve the efficacy and
minimize the toxicity of its congeners, considering the heavy pretreatment
of the population enrolled.

Patients and Methods: 10 pts; 5M and 5F, aged 3-15 years (median 9)
with ALL (5) and AML (5), with refractory (4 AML, 1 ALL) or relapsed
disease (1 AML, 4 ALL) received 1-3 cycles of clofarabine i.v. over 2 hours
on 4 different dose levels between 30 and 52 mg/m?/day for 5 days (d),
as a single agent (2 cycles), or associated with cytosine arabinoside,
cyclophosophamide, etoposide and liposomal doxorubicin.

Results: A total of 18 cycles were administered. Three pts received
1 cycle, 6 pts 2 cycles and 1 pt 3 cycles. For every cycle the major
toxicity was haematological with 100% of grade 2-3 of anemia, grade 4
of neutropenia and grade 2-4 thrombocytopenia with a median platelet
transfusion necessity of 5/cycle. 3 pts remained transfusion-dependent for
platelets. Seven out of 10 pts had grade 1-2 headache. Nausea/vomiting
of grade 1-3 could be observed in 58% of the performed cycles,
despite antiemetic prophylaxis with Ondansetrone + Dexamethazone and
Clorfenamina. Nine out of 10 pts presented grade 1-4 hypertransaminasis.
No other major SAE has been registered.

After the first cycle the response rate was 60% of complete remission (CR),
10% of partial remission and 30% of non response (NR). After the second
cycle the CR rate was 86% (NR 14%). The only pt who effected a third
cycle had NR. All CR have been achieved with Clofarabine associated to





