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Reply to J.-G. Wang et al
We appreciate the comments by Wang et al1 and the
opportunity to add further clarity to our recent article.2

We respectfully submit that the differences between the
standard and experimental arms reflect the combination
of vincristine/topotecan/cyclophosphamide (VTC) as
reported since the VTC cassette was inserted as inde-
pendent cycles into the standard 5-drug interval com-
pressed regimen. Topotecan was administered at
0.75 mg/m2 per dose, once daily for 5 days per top-
otecan containing cycle. Preclinical experience supports
a synergistic effect between vincristine and topotecan,3

and although topotecan alone was not considered active
in Ewing sarcoma on the basis of single-agent testing,4

data in recurrent Ewing sarcoma5-7 clearly demonstrate
the efficacy of this combination. In addition, although
total alkylator dose delivery was near equal in both arms,
the fractionated delivery of cyclophosphamide in the
VTC cassette was also a notable difference.

We assessed the prognostic effect of the primary
tumor site in the broad categories of (1) pelvic bone,
(2) bone nonpelvis, and (3) extraosseous. The cat-
egorization was based on the stratification factors
used for random assignment. We elected to test for
difference in the event-free survival (EFS) hazard
rates first with the global test and, if this test was
significant, conduct pairwise comparisons. This ap-
proach strongly controls the type I error rate at 5% to
ensure that spurious associations are not identified as
significant. We did not proceed beyond the first step
of this approach since the global P value was not
significant at the .05 level. As noted in the supple-
mentary materials, only the assessment of the risk of
the EFS event associated with the randomized
treatment assignment was conducted using a strati-
fied log-rank test. Other assessments were conducted
using the unstratified log-rank test. Relative hazard
rates and associated 95% CIs were calculated using
an unstratified proportional hazards regression
model. Wang et al1 do make an important point re-
garding an opportunity for future analyses to identify
possible prognostic factors for risk of an EFS event
from the time of enrollment in the study data set. We
plan to present such analyses in a subsequent report
in the peer-reviewed literature.

We agree with Wang et al1 that outcomes as they relate
to local control are an important aspect of therapy for
patients with nonmetastatic Ewing sarcoma. The
group of patients in which the effect of local control
modalities can be assessed is a subpopulation of all
patients who enroll, and the appropriate outcome
measures are EFS and overall survival from the time of
local control. We also understand from previous

studies that local control analyses must control for
confounding factors that influence the chosenmode of
local control for a given patient. Since we were limited
in the length of this article, we elected to report the
primary analysis as planned in the protocol, viz, the
comparison of the randomized treatment assignment.
Currently, we are assembling the detailed data on the
type of local control modality and the sequence of local
treatment for patients who are treated with both sur-
gery and radiation therapy. We plan to present these
results in a subsequent report in the peer-reviewed
literature.
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