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High-dose chemotherapy in breast cancer. The Dutch trial 

E.G.E. M. Bontendal, L.V.A.M. Beex, E. van der Wall, 
D.J. Richel, M.A. Nooij, E. Voest, P. H~pperets, A.M. Westermann, 
0. Dale&, S. Rodenhuis. The Netherlands Working Party on Auiologous 
T~spiantation in Solid Tumors; Department of bledical Oncology 
University Hospital Groningen, The Netherlands 

The study of the Dutch Working Group on Autotransplantation in Solid 
Tumors closed in 1999 and randomized 665 patients. About one-third 
of these patients had 10 or more tumor-posit& axillary lymph nodes, 
the remend& of patients had 4-Q positive axtlfary lymph nodes. Patients 
were randomiied ‘following d&nitive surgery to receive either 5 courses of 
fluorouracil, epirubiein and cyclophosphamide, followed by radiation therapy 
and tamoxifen or-to the same sequence In which the 5th course FEC was 
replaced by high&se chemotherapy with cyclophosphamide, thiotepa and 
carboplatin. This high-dose r&men is similar to the CTCb (STAMP V) 
regimen, but it contains a double dose of carboplatin and the 3 alkylattng 
agents are infused as short term intravenous infusions rather than as 
continuous infusions. Thls may Ibad to less inhibition of the activation route 
of cyclophosphamide than the continuous infusion employed in the CTCb 
regimen. The mortality rate was only 1%. For the whole .group there was 
in 2000 no statistical significant diirence for disease free survival at 3 
years with 72% in the high-dose and 65% in theconventional dose arm. 
A separate analysis of the first 264 patients with a median follow up of 53 
months revealed a 3-year disease free survival of 77% in the high-dose arm 
versus 62% in the conventional dose arm (p = O.oOQ), and a 3-year overall 
survival of 89% versus 79% (p = 0.039). The Dutch study was performed 
in 10 centers. There was no cross-over from the conventional-dose arm to 
the high-dose arm and less than 10% treatment refusals among patients 
randomized to the high-dose arm. The relapse-free and overall survival 
results of the Dutch study need .furlher maturation. Meaningful statistical 
analysis is anticipated for the year 2002. 
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The French trials 

Abstract not received. 
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The Scandiieyiqn Brqast Group Study SBG9401 comparing 
taljored and dose-%s#a~ FBc (tFEC) with marrow 
supportedhi@ dose theriipy (CTCb) in the adjuvant setting 
for high risk &east cancer 

J. Bemh. SWG-9401 Sfudy Group, Katvlinska Hospital, Department of 
,-... ^^I^ -, o.^^,A.^,- c. . ..- A-- “rrwuyy, 31v(in,,” rrr,, 3wuue,, 

Between March 1994 and March 1996 525 women with high risk primary 
breast cancer were randomly allocated after primary surgery to tFEC or 
CTCb. tF3OO-6OOE3&12X450-1600 was delivered for 9 courses with in- 
dividuallv adapted doses based on haematoiogical tolerance. The nine 
courses-of tFEC were given wtth G-CSF (filgra&m) and prophylactic an- 
tibrotic support. Ii-t the CTCb-arm patients received 3 courses of standard 
F600E60&00. The last FEC course was given with cycbphosphamide at 
1200 mgIm2 supplemented with G-CSF (filgrastim) to facilitate hatvest of 
peripheral stem cells. CTCb was given at 6000 mg/m2, 500 mglmi! and 
600 mg2 as a continues infusion for 4 days. Patients in both am received 
loco-regional radiation and tamoxifen for 5 years. Patients quality of life was 
evaluated at regular intervals by the EORTC QLQ-C30 during the first years. 
At the median follow-up for relapse of 34.3 months there was a statistically 
significantly benefti for the tFEC group, 81 relapses versus 130 relapses 
(p&04, double triangular method). There was no statistical difference in 
overall survival, 60 deaths in the tFEC group and 82 in the CTCb group (log 
rank p~O.12). Statisfically significantly more acute toxicity was registered 

in the CTCb arm. Ten patients have developed AML or YDS in the tFEC 
arm. Quality of life deteriorated markedly and deeper for the CTCb arm 
but returned quicker to normal compared with the tFEC arm, which had 
a longer therapy duration. At around one year after diagnosis quality of 
life parameters essentially had returned to the values recorded at time of 
inclusion for both arms. FEC is a highly potent regimen ti manageable 
acute side-effect but with an increased risk for AML/MDS’which re@ire 
refinement of tFEC aiming at reducing this risk. 
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A randomized trial of,high-dose chematiqp@@$T) with’ 
aut~o~,per~:~d.~m,~,sL#?P4~(~sct) 
compared-tp standa@ &em0 tharapy (et) i0 woitlen w&h 
metastatlc bP&st cancer:, a’NathMl’ &ncer&Wtute of 
Canadd (N&C) cliriicat trials group study 

S. Gluckl. M. Crump2, D. Stewart’, M. Levine2, K. Ptjtchard2, 
P. Kirkbtide2, J. Dancey2, S. O’Reilly2, T. Shore2, S. cOub@, 
C. Gituuard, H. Abuzara, D. Tu, S. Martin, L Shepherd2. ‘University of 
Calgary, Tom Waker Camcer ctr.Clinic& i?bsek@ ptogramm, Caigm 
Alberta, Canada; 2 Nafional Cancer Insiitute of Can&a, &inica~ Tdals 
Group, Kingston, Ontario, Canada 

Introduction: In April 1997 we initiated a multi-centre, randomized trial to 
compare overall survival and quality of life of women with chemosensftive 
metastatic breast cancer treated with 6 cycles of standard induction the- 
motherapy and then either one consoikfation treatment wim HDCT + ASCT 
or continued standard-dose therapy. 

Demographiw: Between 711997 and 12/2000, 366 patients were reg- 
istered, and 224 randomized: 112 to HDCT +.ASCT and ,119 to standard 
CT. Median age was 46 and 47.6 yrs; 32% hormone rec&ptor neg,, 31% 
progressed on/after prior Tam, 30% HR+ and no prior Tq; 67% received 
anthracycline based induction therapy and 33% taxane based. Complete 
remission rates prior to randomization were 11 and 12% respectively. 

Reguftsz 55 deaths in each arm were observed. 7 (6%) patients on 
the HDCT arm died of toxicitv. The intent to treat analvsi&resulted in a 
median overall survival of 1.96-years for HDCT and 2.31 &jars for standard 
treatment (95% Cl 1.7 - 3.16 and 1.55 - 2.65). fhe hazard ratid for iurvival 
is 1.011, P‘= 0.96. The progression free sun&al analysis revaabd a hazard 
ratio of 1.466 (95% Cl 1.080 - 2.046) in favor of HDCT. For this analysis 
there were 69 (62%) events vs. 64 (76%) eve+ P = 0.01: Of all patients, 
21% did not receive the HDCT due to progresslon of di&ase’br withdrawal 
of consent. 

Conclusion: The MA16 study indicates Ihat HDCT as given in our study 
does not improve survival for patients with m&astatlc. breast cancer when 
used as consolidation treatment affer 6 cycles of induction chemotherapy. 
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High-Dose Chemotherapy for Breast Cancer. US MaIs 

S. Weannan. University of colorsdo Health Sciences Center, Bone Marrow 
T-&t Pmgram, Denver. USA 

High-dose chemotherapy (HDCT) for breast cancer is pro&bly the most 
ccntroversial oncologic treatment today. After numerous phase II studies 
showed significant promise for this approach, prme randomized trials 
were initiated in me United States and Europe. Four phase Ill studies 
have been conducted in the United States addressing the role of high-dose 
chemotherapy in the treatment of breast cancer. These include: PBT-01, 
which compared HDCT with conventional dose chemotherapy for patients 
with me&static breast cancer; CALGB-9062 and ECOG-2199, both of which 
evaluated HDCT for patients with primary brF cancer. and 10 Or more 
involved axillary nodes: and SWOG-9623, which studied HDCT in primary 
breast cancer patients with 4 or more invoked nodes. The results of PBT-01 
have been reported in the literature. Preliminary analyses of CALGB-9062 
were reported at me 1999 and 2001 meetings of ASCO. The 2001 ASCO 


