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Reassessment of adherence to a guidellne for,prlmary 
breast cancer 

P. Dttevanqer’, P. De Mulder’, L. Beex’, A. Ruh12, R. Gm13. ’ UMCst 
Radboud, medical oncu/ogy; Niimegen, The Netherfands; ‘Comprehensive 
Cancer Centre East, datamanagement, Nfjmegen, The Netherlands; 
3 UMC st Radboud, general practice, Nijmegen, The Netherlands 

In 1988 the Comprehensive Cancer Centre East of the Netherlands, which 
comprises of 10 hospitals (including 1 university hospital), produced a 
guideline for the treatment of primary node positive premenopausal breast 
cancer patients. In 1993 all-hospitals agreed to a retrospective assessment 
of guideline adherence over the period 1988-1992 (Pi). The preliminary 
results were reported in 3 regional meetings, and in 1 international and 2 
national conferences between 1993 and 1996. In the same period 3 papers 
on the relevance of dose intensfty(2)and timing of chemotherapy (CT)(l) 
were published in leading journals. As part of a prospective intervention 
study to improve guideline implementation, a reassessment of adherence 
was done for the period 1996-1998 (P2). 

From the patients records were abstracted: menopausal state, type and 
date of surgery, tumour size and histology, number and level of metastatic 
lymph nodestype, dates of start and stop and ideal and given dose of 
adjuvant CT. The percentage of intended dose (DI) was calculated as well 
as the relative dose intensfty (RDI= DI x (ideal/actual duration of CT)x 
(actualIideal number of courses). A Fisher Exact Test was done to estimate 
significant differences. 

In Pi 323 and in P2 155 patients were eligible for treatment according 
to the guideline. The percentage of patients who underwent breast con- 
servative treatment did not change significantly, from 39% in Pt to 35% 
in P2. Ablation after breast conservative surgery increased from 4% to 
10% (P&01). The percentage of operations with less than 10 investigated 
lymph nodes decreased from 35% to 19% (P=O.O004). The percentage of 
patients who did not receive CT did not change signficantly, from 9% to 
12%, neither did the percentage of patients for whom the interval between 
surgery and start of CT exceeded the advised 28 days: 73% in Pl and 
75% in P2. The percentage of patients with a DI ~85% and a RDI? 85% 
increased from 75% in Pi to 94% in P2 (P=O.OOOOO3) and from 59% to 
78% (P=O.O003), respectiiely. 

The quality of surgery and adjuvant CT increased significantly over time, 
probably due to an increased awareness of both personal functioning due 
to the feed back of results and of the importance of optimal surgery and CT. 
However multidisciplinary processes were not changed significantly. It could 
be hypothesised that these more complex processes are more difficult to 
change or that they reduce personal feelings of responsibility to change 
them. 
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Randomised trial of two versus five years of adjuvant 
tamoxlfen for postmenopausal early stage breast cancer: 
preliminary results of the SlTAM-01 

M. Sacco, M. Valentfni, M. Belfiglio. A. Nicolucci, F. Pellegrtni. G/V/O 
Group; Consotzio Mario Negri Sod, Clinical Pharmawlogy and 
Epidemiology; S. Maria Imbaro, Italy 

Purpose: While tamoxffen (TAM) adjuvant therapy in early breast cancer is 
widely accepted as a standard treatment, the optimal treatment duration has 
not been well established yet. The results of two randomised clinical trials 
comparing 2 versus 5 years of TAM treatment and the indirect comparisons 
of the last overview suggested that a longer treatment might produce better 
outcomes than a shorter one. In 1989 the Italian Interdisciplinary Group 

for Cancer Care Evaluation (GIVIO) launched the Italian Study of Adjuvant 
Treatment in Breast Cancer (SITAM-OI), a multfcentre randomised clinical 
trial comparing 2 years versus 5 years of TAM treatment. 

Methods: All women with operable fnvasive breast carcinoma Tl-3 NO-3 
MO aged between 50 and 70 years were eligible, irrespective of tumour 
grade or estrogen receptor (ER) status. Randomisation to stop or continue 
treatment was performed following two years of TAM therapy in event-free 
patients. Treatment allocation was stratified by centres, prior chemotherapy 
and lymph nodal status. 

Reeufts: From 1989 through 1996, 2551 patients were entered in the 
trial, of whom 1901 were alive and event-free after 2 years of TAM therapy 
and were random&d to stop (N=958) or continue TAM for an additional 3 
years (N=943). The median duration ofpost-randomisation follow-up was 70 
months. Patients had a mean age of 60.9 years; 45% were node posftive, 
60% were ER positive and 25% had unknown ER status. Five years of 
treatment with TAM significantly improved DFS among ER positive patients 
(HR=0.78; 95% Cl 0.62-0.99) while no benefit could be seen among ER 
negative/unknown patients. No significant overall survival differences were 
demonstrated, irrespective of ER status. Patients allocated to 5 years of 
TAM also showed a reduced risk of wntralateral breast cancer (HR= 0.69; 
95% Cl 0.38-i 34) and an increased risk of thromboembolic events (2.3% 
vs. 1%; p=0.03). 

Concfuston: Five years of tamoxifen significantly reduce the risk of 
relapse in post-menopausal ER positive patients wfth early breast cancer 
and should thus be considered standard treatment. Our findings also stress 
the importance of ER status measurement as a fundamental factor in 
prescribing hormone treatment. 
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The effect of adjuvant treatment on minlmal residual disease 
(MD) in patients with primary breast cancer: 2 years 
follow-up data 

A. Sinqh’, B.M. Smith’, E. Hal13. H. Graham’, H.D. Sinnett*, 
R.C. Coombes’ , M.J. Slade’. ‘imperial College School of Medicine, 
Cancer Cell Biology. London, U. K;m Charing &xss Hospital, Department of 
Surgeryr London, UK; 31nstffute of Cancer Research, Clinical Ttials and 
Statistics Unit, Sulfon, UK 

Purpose: The presence of MRD in the bone marrow of women with 
breast cancer is an indicator of poor prognosis. Monitoring MRD may be 
a useful way to improve disease staging and evaluate the effectiveness of 
therapeutic strategies. 

We have developed a quantitative polymerase chain reaction (QPCR) 
to detect MRD and this is used in conjunction with immunocytochemistry 
(ICC) to monitor patients with primary breast cancer and hence determine 
the effect of adjuvant treatment on MRD. 

Methods: Bilateral bone marmw aspirations (BMA) were performed on 
103 women with primary breast cancer at the time of surgery. Follow up 
BMA (unilateral) were subsequently obtained at 3, 6, 12 and 24 months 
(m) following surgery. The samples were tested for MRD using QPCR 
for Cytokeratin-19 mRNA (Slade et al., J. Clin. Onwl. 1999) and ICC 
for cytokeratfns 8.18 and 19 (Pantel et al., J. Haematother. 1994). The 
immunostained slides were analysed using an automated imaging system. 
76% of the patients received tamoxifen; 10% adjuvant cytotoxic therapy 
and 14% received both. 

Results: We have to date obtained follow up BMA from 84 women at 3m, 
64 at 6m, 56 at 12 m and 45 at 2 years. The QPCR and ICC results agreed 
in 65% of cases at the time of surgery, 69% at 3m, 75% at 6m, 57% at 12 
m and 73% at 24m. 
Percentage of women with a positive BMA by: 
QPCR: 41% at surgery; 32% at 3m; 20% at 6m; 44% at 12m and 

27% at 24m. 
ICC: 29% at surgery; 20% at 3m; 18% at 6m; 37% at 12m and 

24% at 24m. 
ICC or QPCR: 50% at surgery; 40% at 3m; 31% at 6m; 59% at 12m and 

40% at 24m. 
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The differences between 3 and 24m (p= 0.6671). the 6 and 24m (p= 
0.5024) and the 12 and 24m (p = 0.1927) samples were not statistically 
significant. There have been no clinical relapses to date. 

Comment: These data show that MRD persists in a proportion of patients 
despite ongoing adjuvant treatment, suggesting that disseminated tumour 
cells are refativeiy resistant to such treatments. Detection of MRD may 
therefore be used to identify a subgroup of patients who would not benefit 
from cytatoxic or hormonal therapy. Our results support those of a previous 
study, which found that tumour ceils persisted in the bone marrow after 
chemotherapy (Braun et al. J. Ciin. Oncol. 2000). These findings may be 
a mflectton~of the dormant nature of these cells and alternative therapeutic 
strategies wilt be required to eliminate them. 
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ICI lB2,7qU (Fesiodpx’“) versus anastrozole (Arimidex”) for 
the treatme@ ef advanced breast c&n&r iri postmenopausal 
women - prospective combiied analysis of two multicenter 
trlats 

A. Howell’, C.K. Osborne*, J.F.R. Robertson3, S.E. Jones’, L. Mauriac5, 
M. Ellis6, S. Come’, I. Vergotes, A. BudzarQ, S. GerIler’“. ‘Christie 
Hospital, Medical Oncology Manchester UK; 2t3ayior Institute, Houston, 
USA; 3 Nottingham City Hospita/, Unft of Surge& Nottingham, UK; 4 US 
Oncology Houston, Taxas, USA; 5 lnsfitufe Sagonie, Bordeaux, France; 
6Lombardi Cancer Center Washington, DC, USA; 7f3eth Israel Deaconess 
Medical Center, Boston, USA; E Vegote, I - l&iversify of Leuven, Leoven, 
Belgium; 0 MD Anderson, Houston, USA; I0 Ottawa Regional Cancer 
Center, Ottawa, Canada 

ICI 182,780 (Faslodex, FAS), a novel Estrogen Receptor Downregulator, 
is the fir$t in a new class of antiestrogen. We report the prospectively 
planned cbmbined analysis of two phase Ill trials, comparing FAS 250 mg 
once monthly and ‘Arimidex’ (anastrozole. AN) 1 mg once daily in post- 
menopausal women progressing on prior endocrine treatment for advanced 
breast cancer. 

The trials compared the effiacy and safety of FAS with AN. The pri- 
mary endpoint was time to progression (TTP). Secondary endpoints in- 
cluded objective response (OR), duration of response @OR), clinical ben- 
efit (CR+PR+SD*24 weeks) and tolerability. Patients were randomised to 
either FhS 250mg (n=428) by intramuscular injection once monthly or AN 
tmg (n=423) ta&en orally daily. Patients were followed for a median of 15.1 
mo. Most (98%) patients had been treated with tamoxifen. At the time of 
analvsis. aobroximalv 83% of oatients in each treatment arm had oro- 
gre.&?d: f&a&m ITPwas 5.5 md and 4.1 mo for FAS and AN, respecti;ely 
(Hazard Ratio 0.95; CL 0.82’1.10; p = 0.48). The OR (CR+PR) rates were 
19.2% and 16.5% (Odds ratio 1.21; CL 0.84Y.74; p= 0.31) and clinical 
benefft rates were 43.5% and 40.9% for FAS and AN respectively. Both 
drugs weie well’tolerated. Wiihdrawais due to adverse e&n& (drug related) 
were 2.8% ‘(0.9%) in the FAS group and 1.9% (1,20/q) in the AN group. Only 
0.5% Q/423) FAS-treated patients withdrew because of an injection site 
reaction. 

At the outset of the trial 7 adverse events were pm-defined for statistical 
analysis. lncidences of adverse events for FASvs. anastrozole, which in the 
majorii of cases were mild to moderate were as follows: gastrointestinal 
disturbances 46.3% vs. 43.7%; hot flushes 21 .O% vs. 20.6%; vaginitis 2.6% 
vs. 19%; weight gain 0.9% vs. 1.7%; thromboembolic disease 3.5% vs., 
4.0%; urinary tract infection 7.3% vs. 4.3%, and joint disorders (including 
atthalgia, arthrosis and arthritis) 5.4% vs. 10.6% whii is the only adverse 
event to be significantly different between the two treatments (p=O.O036). 
Quality of life was malntaiied to a similar extent with both agents 

In conclusion. FAS ws found to be at least as effective as the aromatase 
inhibiior~anastrozoie in, secqd-line advanced breast cancer in patients 
previously treated with tamoxifen. All efficacy endpoints are9 in favour of 
FAS. FAS was well tolerated. Based on these data FAS will provide a vaiu- 
able new treatment option for advanced breast cancer in postmenopausal 
women. 
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Survlvat update of eql4999 $I Jarggha@ ilk tqa! ti,. 
capec$3bhk?ocet~~ ki?mt@.#t~~~~:vs doq#a~el 
mtiotherapv in pat&htU*it~ ~IocMy aclVa&ed’(LMC) or 
metastatk breast can& (k#Bd) 

R. Leonard’, G. Cervantes2, W. Lui3, L. Mauriac4, D. Mile@. 
V. Motseyenko6, C. Chan Navarro’, G. Van Hazela, S. VuketjaQ , 
J. O’Shaughnessylo. ‘SW Wales Cancer Insfitute, Singfet~Hbspital, 
Swansea, UK; 2 fssste Hospital, Medical Onoologx Mexico CI$ ; Mexico; 
3 Veteran General Hospital Tafpei, Taiwan; 4 fnsituf Begonie, 6ordeaux, 
France; 5Guy’s Hospital, London, UK 

Capecitabine (Xeloda). an oral fluoropyrimidine, has substantial antitumor 
activity in colorectal cancer and heavily pre-treated MBC. Capecaabine 
plus docetaxel (Taxotere) has den?onstrated synergy in predinical studies. 
Patients with LABC and MBC in whom a&racy&e fqageiit had failed 
were randomised to oral cape&abirie 125Ofng/r$Z t&&,daily, days 1-14 
plus i.v. docetaxel75mg/mZ day 1 q3W (n=255), or I.v. -tieI iOOmglm2 
(n=256), day 1 q3w. The baseline patient characteristics in the treatment 
arms were balanced. Approximatefy l/3 of the patients receiver-study treat- 
ment as 1st and l/2 as 2nd line therapy. Wii a minimum follow up of 
IBmonths, overall survival was superior in the combinatio~arm (log rank 
p=O.O126; HR=O.775), median of 145 months (95% Cl 123j6.3) vs. 11.6 
months (95% Cl 9.8-12.7) for single agent dooetaxel with 7% ,+nd 79% of 
events reached, respectively. The survival curves separatf+early. One year 
survival was 56.8% (95% Cl 51-63) in the combin&@n arm and46.9% (95% 
Cl 41-53) in the monotherapy arm. Survival differences were evident in the 
lst, 2nd and 3rd line treatment subgroups. Appmximarely 2i3 &the patients 
received post study chemotherapy in both treatment arms. The overall tu- 
mor r&@&e rateiRR) was s&&or for ca.pecitabine/do@t&si 41.6% vs. 
for docetaxel 29.7% @0.006). Time to progression (Tip) was superior 
with the combination (log rank p=O.OOOl; HR&652), m&iii of 6.1 ,m&ths 
(95% Cl 5.4-6.5) vs. 4.2 months (95% Cl 3.44.5) with doceta&. Multi- 
variate Cox analysis revealed performance status, EWPR status, number 
of metastatic sites and liver metastases as importantbaseliie prognostic 
factors. Patients receiving monotherapy experienced a higher incidence 
(all grades) of neutropenia, complications .of neutropenia, myalgia, and 
arthralgia. Diarrhoea, stomatitis, nausea/vomiting andhand+foat syndrome 
were more common with the combination therapy. The same pattern was 
generally noted for grade 3/4 adverse events. 

Conclusion: The addition of capecitabine to 75mgIm2 docetaxel com- 
pared to docetaxel lOOm~m2 monotherapy led to significantly superior RR, 
TTP and survival, with a manageable safety profile. 
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Weekly cisplatin - epiru 
9 support vs. triwe@d$ e# 
‘icln -.paclltaxel:~~~~~~.O-CSF 
tibliiUr~paei(tajtef (Fr) ihdvhed 

breast cancer’(ABK?). A SlCOC3 phase Ht trial 

G. Frasci, P. Cornella, G. D’Aiuto, R. Thomas, I. Capasso, Gi: B&i, 
R.G. Cortino, L. Maiorino, L. Lapenta, G. Cornella. S/COG C/O fNNT; Naples, 
Italy 

Background: In a previous study the PET weekly regimen geve anORR of 
about 80% in breast cancer patients with metastatic Ukease, while the ORR 
exceeded 90% in locally advanced disease. (Frasci G. et at. Breast Cancer 
Res and Treat 62: 87-97; 2800). The present shady aimed:at evatuating 
whether this new regimen couid.produce a signific&t prolongation of ll@ 
in ABC patients in comparison with standard ET. 

Patients and Methods: ABC pts with locally advanced (T4 or N2) or 
metastatic disease, who had .not received prior chemotherapy (except 
adjuvant) were considered eligible. Women were randomized to receive 
PET (P 30 mg/m2/week + E 50 @m2/week + T 120 mg/r$Yweek + 
G-CSF) or ET (E 90 mg/m2 + T 175 m&r@ qek). A minim@ ~$6 cjrcles 
of PFT or 3 cycles of ET were delivered, and the treatment was c&inued 
up to 12 and 6 cycles, respectively in a@nce of disease progression. Study 
design: Time to treatment failure was the chosen end point% A 3-month lTF 
prolongation was hypothesized with PET. Thus, at least 120 patients were 
required in each arm. An interim analysis was planned after the accrual of 
half of the total planned sample size. 

Results: As of April 2001, overall 125pts havabeen recrUited (PET=61 ; 
ET=64), and 121 are evaluable for response (Pm&, BT=@t)..65 patients 
showed locally advanced and 60 had me&static disea&+:at bQ$ning of 
treatment. Overall, 17 CRs and 83 PRs have been wded for a 66% 
ORR. 11 CRs and 35 PRs occurmd in the 83 patientswith t&ally advanced 
disease (CRR=73%) as compacti to 6 CRs and 28 PRs in’lhe 68 patients 
with metastatic disease (ORR=69%). 12 CRs and 31 PRs (ORR=M%) 


