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improves the accuracy of noninvasive assessment of turnout dimensions 
Ultrasound is the best predictor of size for axillary lymph nodes Magnetic 
resonance imaging (MRI) is the most accurate imaging modality for the 
assessment of tumour response (size), the detection of mulfifocal or 
multicentric disease, and residual turnouts alter NC Flattening of the 
contrast uptake time-intensity curve alter the first chemotherapy cycle and 
complete absence of contrast uptake alter the fourth cycle are observed 
in the responders. The patients with a concentric shrinkage pattern are 
good candidates for breast conserving surgery. H1 MR spectroscopy and 
nuclear imaging are very promising for identifying good responders eady 
in the course of therapy (alter one cycle). A low ratio of metabolic Fate 
(18FDG PET) relative to blood llow is a predictor of complete response. 
Nevertheless, all modalifies are restricted in the imaging of very small 
residual turnout foal 
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Background: For the substantial proportion of women that have a 
more than average risk for breast cancer due to a familial or genetic 
predisposition, magnetic resonance imaging (MRI) is a promising screening 
tool. Estimates on breast cancer mortality reduction of screening these 
women are lacking, and randomized controlled trials are practically 
impossible. 

Methods: In a prospective cohort study in 1952 women with increased 
breast cancer risk we estimated stage specific sensitivity of different 
screening tests and resulting stage shirt by screen detection. Benefit of 
eady detection was based on modeling estimates and pooled analyses of 
randomized mammography screening trials We explored the effectiveness 
and cost-effectiveness of alternative screening policies for three cumulative 
lifetime (CLTR) dsk categories: BRCAf/2 mutation carriers (50 85% 
CLTR). a high-risk (30 50% CLTR) and a moderate-risk group (15 30% 
CLTR) 

Results: Intensive surveillance including MRI in BRCAI/2 mutation 
carriers is estimated to reduce breast cancer mortality by 50%. compared 
to 41% by mammography and clinical breast examination (CBE) only. 
Its effectiveness is almost twice as high compared to mammographic 
screening in women with population nsk at 50. Screening BRCAI/2 
mutation carriers with biannual CBE and annual mammography and MRI 
from age 30 to 60 is at a cost of * 4314 per life year gained (3% 
discounting). Offering MRI and mammography alternately at a 6 months 
interval is even more cost-effective For the moderate-risk group, screening 
regimes with only mammography, alternating in combination with CBE. 
from age 40 to 50 years are most favorable in terms of cost-effecfiveness 
(range * 3080-4764). and may lead to 25 31% breast cancar mortality 
reduction Observed breast cancer incidence in the high-risk group did not 
differ substantially from the moderate-risk group Waar ziln de low dsks? 

Conclusions: Addition of MRI in BRCAI/2 mutation carder surveillance 
Js a very cost elfectJve screening policy, and should therefore be offered. 
For the moderate risk category, intensive surveillance without MRI Js 
defendable. Longer study follow up Js needed to advise a screening regime 
for the high risk category. 
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How should we do phase II/111 trials in 
the age of molecular  biology."/ 

17 Invited 
When is a biological marker (or mulUmarker) ready to be tested in a 
clinical trial? 
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Norway 

Implementation of molecular biological parameters to test for therapy 
sensitivity may inlluence the way we are conducting dfaical studies. So 
far the problem has been our limited knowledge about the mechanism 
controlling drug sensitivity in vivo At this moment, only 2 predictive factors 
are used for therapy selection in breast cancer (BC): the estrogen receptor 
alpha (ER). and HER-2 amplification Notably. these markers are also 
associated with breast cancer classification based on gone profiling in 
general [1]. suggesting they both have a critical importanca controlling 
tumor growth and behavior 

Yet while lack of ER and HER-2 expression signals non-responsiveness 
to hormonal manipulation and trastuzumab therapy respectively, patients 
expressing these parameters may still relapse despite optimal therapy, sug 
gesting additional mechanisms of resistance to be involved. Considenng 
chemoresistance in general, different attempts, including use of microamay 
techniques, have revealed gone profiles correlating to but not predictive of 
therapy responsiveness [2]. Considering individual markers, mutations in 
the 11353 gone as well as HER 2 amplifications have been associated with 
response to chemotoxice: however, none of these factors have revealed a 
sensitivity and predictivity sufficient for clinical implementations 

Clearly. there is a need for better predictive factors The way forward 
probably lies in phase II neoadluvant studies, in which proper tissue 
collection are made upfront and responsiveness to therapy carefully 
classified There is actually little need to upfront hypothesize about indi- 
vidual predictive factors or array gone profiles predicting responsiveness 
Assuming a time interval between editing a protocol and completion of 
patient data may last 3-5 years; most likely there will be a panel of novel 
potential predictive factors identified within that time interval. In this way. 
different phase II trials may identity and crosswalidate the predictive value 
of individual as well as gone profile markers. Assuming resistance may 
be due not due disturbances in individual factors but rather disturbances 
in "functional pathways" [3], identification of certain markers may suggest 
other parameters involved up-/down-stream in the same pathways should 
be studied as well 

When is a parameter ready to be evaluated in a phase III study, selecting 
patients for individual therapy based on molecular profiling" This should 
mean some patients would be allocated to an experimental arm based on 
molecular tesfing and, as such. allocated away from standard therapy In an 
ethical perspective however this is a decision not different from the ones we 
have been takfag with respect to designing phase III trials in general; recent 
examples in breast cancer include trials evaluating aromatase fahibitors 
for adjuvant therapy. Thus. as soon we have sufficient evidence from 
phase II studies indicating expression of a particular marker may signal 
an experimental treatment approach to be advantageous, its clinical use 
should be confirmed in the phase III setting. 
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Surrogate end-points: thick or thin ice? 
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There is a long history of using surrogates in breast cancer research. For 
decades disease free survival has been used as a surrogate for overall 
survival in studies assessing the efficacy of adjuvant treatment modalities 


