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Questions 
1. In patients with inoperable locally advanced or metastatic soft tissue sarcoma, does first-line 

dose-intensive chemotherapy supported by growth factor or autologous bone marrow/stem 
cell transplantation improve response rate, time-to-disease progression, or survival, 
compared with standard-dose chemotherapy?  

2. What are the effects of first line dose-intensive chemotherapy supported by growth factor or 
autologous bone marrow/stem cell transplantation on toxicity and quality of life?  

For the purposes of this practice guideline, ―dose-intensive chemotherapy‖ is defined as 
regimens administered with the intent to increase standard doses of chemotherapy, supported 
by the use of hematopoietic growth factors and/or autologous bone marrow/stem cell transplant 
support.  Standard chemotherapy includes regimens that have been previously evaluated in a 
large phase II trial or a randomized phase III trial without growth-factor support. 
 
Recommendations  

 Dose-intensive chemotherapy with growth factor support is not recommended in the first-line 
treatment of patients with inoperable locally advanced or metastatic soft tissue sarcoma.  
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 There is insufficient data to support the use of high-dose chemotherapy with autologous 
bone marrow/stem cell transplantation as first-line treatment in this group of patients.  

 Eligible patients should be encouraged to enter clinical trials assessing novel approaches or 
compounds. 

 
Qualifying Statements 

 High-dose chemotherapy with growth factor or autologous bone marrow/stem cell 
transplantation and standard-dose chemotherapy have similar adverse effects.  The 
incidence of grade 3/4 thrombocytopenia is significantly higher; neutropenic fever and febrile 
neutropenia occur more frequently with high-dose regimens.  Compared to standard 
treatment, the rate of treatment related deaths is also higher with high-dose regimens. 

 
Key Evidence  

 Evidence is available from two phase III randomized trials, one phase II randomized trial, 11 
phase II trials, and five phase I dose-escalation trials. 

 One randomized trial (N=314) did not detect significant differences in response rate (p=0.65) 
or survival (log-rank p=0.98) between high-dose doxorubicin (75 mg/m2) plus ifosfamide (5 
g/m2) with granulocyte-macrophage colony stimulating factor (GM-CSF) and doxorubicin (50 
mg/m2) plus ifosfamide (5 g/m2) at standard doses.  Progression-free survival, however, was 
significantly longer in the high-dose arm (log-rank p=0.03).  There were higher rates of 
thrombocytopenia, infection, grade 3/4 asthenia, and grade 3/4 stomatitis with high-dose 
chemotherapy compared to standard-dose chemotherapy.  

 Preliminary results from a second randomized trial (N=162), reported only in abstract form, 
indicate no benefit with respect to tumour response for an intensified MAID (mesna, 
Adriamycin [doxorubicin] 75 mg/m2, ifosfamide 9 g/m2, and dacarbazine 1200 mg/m2) 
regimen with granulocyte-colony stimulating factor (G-CSF) support compared to standard 
MAID (doxorubicin 60 mg/m2, ifosfamide 7.5 g/m2, and dacarbazine [DTIC] 900 mg/m2).  
Survival data have not yet been reported for that trial.  The rate of grade 4 thrombocytopenia 
was significantly higher with the high-dose regimen. 

 Four phase II trials of high-dose regimens that contained ifosfamide (>7.5 g/m2/per cycle) 
and an anthracycline observed tumour response rates in excess of 50%.  

 Dose-liming toxicity for the dose-intensive chemotherapy regimens evaluated in phase I 
trials included neutropenia, thrombocytopenia, mucositis, neutropenic fever, vomiting, 
fatigue, and nephrotoxicity. 

 
Future Research 

Future research in patients with inoperable, locally advanced, or metastatic soft tissue 
sarcoma should focus on the identification of novel compounds or combinations that improve 
the response rate or survival of those patients. If high-dose chemotherapy with growth factor 
support or autologous bone marrow/stem cell transplantation is to be pursued, potentially 
myeloablative combinations similar to those used in hematological malignancies should be 
compared to conventional approaches. Outcomes should include survival, response, response 
duration, symptom control, and quality of life.   
 
Related Guidelines 

 Practice Guideline Report #11-1: Doxorubicin-based Chemotherapy for the Palliative 
Treatment of Adult Patients with Locally Advanced or Metastatic Soft Tissue Sarcoma 
[completed guideline]. 

 Draft Practice Guideline Report #11-4:  Ifosfamide-based Combination Chemotherapy in 
Advanced Soft Tissue Sarcoma [guideline under development]. 
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Funding  

The PEBC is supported by CCO and the Ontario Ministry of Health and Long-Term Care.  All work 
produced by the PEBC is editorially independent from its funding agencies.  

 
Copyright 

This guideline is copyrighted by CCO; the guideline and the illustrations herein may not be reproduced 
without the express written permission of CCO.  CCO reserves the right at any time, and at its sole 

discretion, to change or revoke this authorization. 
 

Disclaimer 
Care has been taken in the preparation of the information contained in this document.  Nonetheless, any 

person seeking to apply or consult the practice guideline is expected to use independent medical 
judgment in the context of individual clinical circumstances or seek out the supervision of a qualified 

clinician. Cancer Care Ontario makes no representation or guarantees of any kind whatsoever regarding 
their content or use or application and disclaims any responsibility for their application or use in any way. 

 
Contact Information 

For further information about this series, please contact: 
 Dr. Shailendra Verma, Chair, Sarcoma Disease Site Group; Ottawa Regional Cancer Centre, General 

Division, 503 Smyth Road, Ottawa, Ontario K1H 1C4; TEL 613-737-7700 ext. 56792; FAX 613-247-3511. 
 

For information about the PEBC and the most current version of all reports,  
please visit the CCO Web site at http://www.cancercare.on.ca/ or contact the PEBC office at: 

Phone: 905-525-9140, ext. 22055     Fax: 905-522-7681 

 


