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Summary Fifteen patients with relapsed osteosarcoma were treated with an intensive combination chemotherapy schedule. Ifosfamide
2.5 g m–2 daily and etoposide 150 mg m–2 daily coincidentally for 3 days and high-dose methotrexate 8 g m–2 (with folinic acid rescue) on days
10–14 in a planned 21-day cycle. Feasibility, toxicity and response to this alternative combination for the treatment of relapsed osteosarcoma
was assessed. There were 98 evaluable cycles for toxicity and tolerability. The majority of cycles were well tolerated. Haematological toxicity
of grade 3/4 (common toxicity criteria) was seen in all courses. Renal tubular loss of electrolytes, particularly magnesium, occurred in 71% of
cycles. Thirteen per cent of cycles were repeated within 21 days and 61% within 28 days. In the thirteen patients evaluable for response, a
partial response rate of 31% was seen after two cycles. However, patients with stable disease continued on therapy, and an overall
consequent response rate of 62% was observed. Four patients were alive with no evidence of disease at 8–74 months. Three are alive with
disease (at 8–19 months). There were six deaths, all disease related. This regimen exhibits an encouraging response rate in a group of
children with poor prognosis disease, with a tolerable toxicity profile.
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Table 1 Outcome of treatment with ifosfamide/etoposide alternating with high-dose methotrexate (IEM) related to primary treatment details in relapsed,
evaluable patients

Patient First-line Age at Months Site of Assessment Best No. of Surgery Outcome Max no. Current Survival
no. therapy dx from relapse after two outcome courses at after of status in

relapse primary cycles of IEM best surgery courses months
dx assessment from

relapse

1 Cisplatin/doxorubicin 15 9 Lung SD PR 11 Bilateral CR 11 NED 12
thoracotomies

2 Cisplatin/doxorubicin 14 13 Lung SD CR 10 – – 12 NED 74
3 Cisplatin/doxorubicin 12 19 Lung PR PR 2 Thoracotomy CR 3 DOD 30
4 Cisplatin/doxorubicin 14 10 Lung PR PR 6 Bilateral CR 7 AWD 8

thoracotomies
5 Cisplatin/doxorubicin 15 19 Lung SD SD 4 Bilateral CR 5 NED 8

thoracotomies
6 Cisplatin/doxorubicin 15 16 Lung PR PR 2 Thoracotomy CR 6 NED 8
7 Cisplatin/doxorubicin 10 8 Lung SD SD 4 – – 6 DOD 11
8 Cisplatin/doxorubicin 16 11 Lung PR PR 2 – – 6 DOD 13
9 Cisplatin/doxorubicin 8 6 Lung a PD 3 – – 3 DOD 7

10 Cisplatin/doxorubicin 15 11 Lung, SDa PR 6 Bilateral PR 11 AWD 19
bone thoracotomies

11 Cisplatin/doxorubicin 15 12 Lung, SD PR 6 – – 11 DOD 18
bone,
CNS

12 EOI multidrug 12 26 Bone SD SD 3 Above knee – 3 DOD 8
amputation

13 Cisplatin/doxorubicin 16 11 Local – SD 1.5 – – 2 AWD 9

dx, diagnosis; NED, no evidence of disease radiologically; AWD, alive with disease; DOD, dead of disease. aAssessment after three courses to suit patient
circumstances.
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Figure 1 Survival from commencement of combination regimen
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