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Question
\. In patients with localised soft-tissue
V sarcoma, does adjuvant chemotherapy
; improve survival and reduce local and

distant metastases?

• •

j
j;

Data sources
: Studies were identified by searching

:
 :.MEDLINE and CANCERLIT (to

.; 1996) and EMBASE/ExcerptaMedica,
• and by reviewing the reference lists of

••• relevant studies and review articles.
• • . . • •

Study selection
• ..Studies were selected if they were
': randomised controlled trials of actaltpa-
; tients with localised soft-tissue sarcoma
who received either adjuvant chemo-

.therapy or no chemotherapy after local
treatment with surgery with or without

•• radiotherapy.

Data extraction
Individual patient data were obtained
from the trial investigators of all eligible
trials. Data were requested for age, sex,

Commentary

disease status at randomisation, disease
site, histology, grade, tumour size, primary
treatment, extent of resection, allocated
treatment, survival status, local recurrence
status, and distant recurrence status.

Main results
14 trials were included (1568 patients);
1 trial was unpublished. In all trials, ad-
juvant chemotherapy consisted of doxo-
rubicin alone or combined with other
drugs; doses ranged from. 200 mg/m2

to 5 50 mg/m2. Using time-to-event data
from the individual patients, chemo-
therapy improved the local recurrence-
free interval (hazard ratio [HR] 0.73,
95% CI 0.56 to 0.94, P = 0.016); the
distant recurrence-free interval (HR
0.70, CI 0.57 to 0.85, P < 0.001); and
recurrence-free survival (HR 0.75, CI

0.64 to 0.87, P< 0.001) (Table). No dif-
ference existed for overall survival (HR
0.89, CI 0.76 to 1.03, P = 0.12) (Table).
There was no strong evidence that the
effect of chemotherapy differed for any
patient subgroup.

Conclusions
In patients with localised soft-tissue sar-
coma, adjuvant chemotherapy improves
recurrence-free survival and reduces
local and distant metastases. Improve-
ment of overall survival is not statisti-
cally significant.
Source of funding: U.K. Medical Research
Council.

For correspondmce; Dr. J, Tierney, Meta-
analysis Group, MRC Clinical Trials Unit, 5
Shaftesbury Road, Cambridge CB2 2BW, En-
gland, UK FAX 44-1223-311844.

Adjuvant chemotherapy vs no chemotherapy at 10 years for localised soft-
tissue sarcoma*

*Abbreviations defined in Glossary; RRR, NNT, and CI calculated from time-to-event
data in article.

. Soft-tissue sarcomas are a rare, heteroge-
neous cancer. In the United States, in 1999,
7800 new cases of soft-tissue sarcoma will
occur, and 4400 patients will die (1). Be-
cause this disease affects younger patients
(mean age about 55 y), its social and finan-
cial effects exceed its incidence. The Na-
tional Cancer Database recently reviewed
treatment trends from 1988 and 1993 and
showed discernible improvements in sur-
vival and reduced primary treatment mor-
bidity over the past 20 years (2).

Whether adjuvant chemotherapy should
be part of the multimodal approach to sar-
comas has long been controversial. This
topic was ideal for a meta-analysis because
the available clinical trials were shamefully
small and underpowered. The strengths of
the review by the Sarcoma Meta-Analysis
Collaboration are twofold: The authors con-
tacted die individual study investigators to

collect all published and unpublished data,
and they included post-publication follow-
up. The Cochrane review report from Sep-
tember 1998 is unchanged from the report
published in Lancet in December 1997 (3).

When considering the size of the abso-
lute benefits found in the meta-analysis
from doxorubicin-based adjuvant therapy in
soft-tissue sarcoma, it is useful to compare
them with those for polychemotherapy in
early breast cancer (4). The 10% absolute
improvement in recurrence-free survival
with adjuvant chemotherapy in the sarcoma
meta-analysis is greater than the 5% ben-
efit found in women 50 to 69 years of age
with node-positive breast cancer. Similarly,
although not statistically significant, the 4%
absolute overall survival benefit in the
sarcoma meta-analysis exceeds the 3 % ben-
efit in women 50 to 69 years of age with
node-positive breast cancer.

This type of report highlights the need for
greater collaboration in fewer but larger (and
ideally simpler) trials of uncommon cancer,

Bruce E. Miner, MD
Virginia Common-wealth University

Richmond, Virginia, USA
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Outcomes

Local recurrence

Distant recurrence

Weighted event rates RRR (95% CI)
Chemotherapy N o chemotherapy

19%
30%

Recurrence or death 45%

Death 46%

25%
40%

55%
50%

24% (4 to 40)
25% (13 to 38)

18% (9 to 27)
8% (-2 to 18)

NNT (CI) ;

17 (10 to 100)

10 (7 to 20)

10 (7 to 20)
Not significant
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