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Reaultsz TA+ tumors are 61% of 395 specimens. There was a statistical 
significant correlation only between TA and pN, G, and MIBl value (see 
table). 

Conclusione~ In invasive breast canoer TA is significantly associated with 
nodal metastasis, cellular protiferation (Ki67AvkBi) and histological grade. 
The correlation between TA and clinical outcome are under evaluation. 
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Expression proftilng predicts poor outcome of disease In 
young breast cancer pattents 

L.J. van ‘t Veer’, M.J. van de Vtjver’, H. Dai2, Y.D. He2, A.A.M. Hart’, 
M. Mao2, C. Roberts’, Ft. Bemards’, P.S. tinsley2, S.H. Frtend2. ‘Dept. 
of Pathotbg)! The Netherlands Cancer Institute, Amaferdam, The 
Netherlands; *Rosetta lnpharmatics, Inc., Kirkland WA, USA 

Purpose: Twenty percent of lymph-node negative breast cancer patients 
diagnosed at young age develops distant metastases at 5 years follow-up. 
We used expression profilng of the primary tumor for diagnostic cfasstti- 
cation and identification of an expression signature predicttve for distant 
metastasis. 

MeWode: RNA of 97 breast tumors of LNO patients (age < 55 yrs) with 
known clinical outcome was profiled on DNA microarrays that represent 
-26,099 human genes fabricated with an ink-jet oiigonudeotide synthesizer. 

Resuk Twodlmensional clustering displays two distinctive types of 
tumors based on dffferentiaf expression of -5196 genes. Dtrtminant~ and 
statisttcal analyses revealed sets of reporter genes for diagnostic subtypes, 
e.g. related to.BRCAl status (-399 genes). An expression signature for 
prediction of early distant metastasis was established (83% correct classfft- 
cation) and tts predictive power was confined on an independent set of 19 
tumors. In a muftffriate modet tncludfng known clinical parameters (logistic 
regression) the expression profile is a strong determinant of prognosis (p < 
0.991). 

Conclusfon: Expression profiling is a powerful diagnostic tool in breast 
cancer and allows ‘array-guided’ tailored therapy. 

Colo-rectal cancer 
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Continuous vs intermittant chemotherapy for advanced 
colorectal cancer: preliminary results of the MRC crD6b 
randomlsed trial 

T.S. fvlauqhan, R.J. James, D.J. Ken, J. Ledemann, C. McArdle, 
M. Seymour, C. Topham, D. Cain, R.J. Stephens. o/o MRC CTU, Cancer 
Division, London, UK 

A survey of UK clinicfans suggested that there was no consistent policy 
regarding’the duration of treatment for patients receiving chemotherapy for 
advanced colorectal cancer. Patients who were responding or had stabte 
disease after receiving 12 weeks of de Gramont, Lokich or Rakitrexed 
therapy were therefore randomised to either ‘continue’ therapy until pro- 
gression, or ‘stop’, restarting on the same therapy on progression. The trial 
was closed in August 2996, when 364 patients had been entered from 42 
UK centres in 4 years. Median age of patients was 64 years, 64% were 
male, 86% were WHO PS Grade o/l, 65% had cofon cancer, and 49% had 
responding disease, and these charactenstice were well-balanced between 
the two policies. Of the 178 patients allocated to ‘stop’, 39% re-started 
treatment after a median of 134 days, mainly due to disease progression. 
Median time on re-started treatment was 63 daya. The ‘continue’ group 
remained #on treatment for a median of a further 91 days, stopping for pro- 
gression (44%), toxicity (15%) or clinician or patient decision (35%). Similar 
proportions of’patients on both groups received second-line therapy. Pa- 
tients on ‘continue experienced signfffcantty more serious adverse events 
and toxicity, and using ~patfent-assessed EOFtTC QLQ-C39 and HADS re- 
ported signifcantty worse quality of life. There was no dear evidence of a 
difference in progresston-free survtval (HR 1 .I6 96% Cls 0.92-I 45, p=O.21) 
or overall survtvat (HR 9.87 96% Cls 0.68-1.12, p=9.28). From randomi- 
sation (after an initial 12 weeks of chemotherapy), median, and estimated 
P-year survival were 11.8 and 11.2 months, and 18% and 14% for ‘stop’ and 
‘continue’ respectfvefy. The result of thistrial~ that there isno clear evidence 
of a benefit in continuing therapy indefinitely, and that there appears to be 
a gain in QL for the ‘stop policy, provides an evfdewbase for stopping 
chemotherapy after 12 weeks 
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5-F&base@ ad&want chemothew 
chemoradiafiin and Jyrgm fur 

iven ?+ftjwnsoadjwant J&.&&me 
sutilval only among responders 
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Purpose: To analyze the influence of adjuvant .B-FU-based chamotherapy 
(ADJ-CTX) on survival in rectal cancer pattents treated wtth preoperative 
chemoradfation (CXRT) and surgery. 

Materfafs and Method?: From 1999 to 1998, a total of 316 patients with 
Stage It-It1 rectal cancer were treated wtth OXRT fo(fower$by suigety with 
or without ADJ-CTX. CXRT (45 Gy/25fx with proti$ctedws infusion, 
5-FU 300mgIm2) was delivered to 97% of pattentt:(311/329).Patients were 
resected 4-6 weeks later. ADJ-CTX consistedof 5FU and ieucevonn.for 4-6 
cvctes and was given in 181 patients (57%). Kaplan-Me& @variate and 
dox Regression mutfvartata &thodo&y W& u$d to &&I@. survival. 

Results: Median follow up was 59 months for iivkig &3&. Objective 
evidence of tumor response indicated by T-stage do&&@fg (TSD) oc- 
cuned in 51% (161/318) of cases. ADJ-CTX was givenin 48% (77/161) of 
TSD+ and 38% (69/157) of TSD- cases, respechveiy. On univadate enatysis 
of all patients, age, gender, tumor length, clinical N-stage, and distance from 
the anat veroe were not sioniflcant, whereas ofrcumferenf@ invotvement 
(p=Cl.Ol), and high grade (p&.92) were significant. Tumor ftiattcm (p&07), 
T-stage @=0.065), and ADJ-CTX (p=9,992) wereborderfine. None ware in- 
dependently sign&ant on multivariate analysis. lnevary rnuftfvartate~model 
that was attempted separately in the TSD+ and TSD groups, ADJ-CTX 
was ffie only independently significant factor in the TSD+ group (p=9,944). 
Nothing was ever independently significant in the TSD- gmup, in&ding 
ADJ-CTX. The 5year actuarial su&al for TSD+ patter& who received 
ADJ-CTX was 34% verses 81% for those who did not. 

Concfuafons: In this large population of rectat-cancer patients treated 
with neoadjuvant CXfTT, postoperative adjuvant B-F&based ohemother- 
apy did not independently fmprove .survfvat in aft pattents. However, it 
independently improved survival in tfte subset of patients who. responded to 
neoadjuvant therapy (TSD+). but not in those who did net respond (TSD-). 
The prospectfve investigation of novet adjuvant ehemotberapy regimens is 
appropriate in patients who don’t respond to neoadjuwnt therapy. 
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Pefin@on of gene+ instab$ity as progn*jic~.f&tor In 
coror6qfal cancef~by Mzosategi~~~hafsisris .qfd 
Imni&ohist&emls~.~f an a~%$lvat~~titi~iahts. 
Comparison between sparadk and ftiilial cati 
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Background: Association between micmsateftite inetabllity (MSi) and 
favourable poatoperatlve sutvival in patient5 with colorectal cancer (CRC) 
has been indicated. To confirm a prognostic rote of MSI, we started screen- 
ing a series of archival CRCs. 

Patfentfj and Methods: To date, DNA, from parafftn-em@&fed patred 
samples of tumors and corresponding nomral t&sues from 369CRC patients 
at various steges of disease was ~olated. Pattertt$ [mediin a 
22-W); male/female, 297/162] were surgically t+atedfrom 

p” ‘,, 54 (range 
9s7 to 2909, 

and disease stage recorded according to Dokes classfftca6ort. PCR-based 
MSI analysis was perfpaned using five micrpsatelflfe markersTumors were 
ciasstfied as NISI+ when z 2 markers were unstabte. Invotvementof the 
mismatch repair genes was evafuatedby immunohistochemistry (WC) using 
anti-MLHl and anit-MSt-k? antibodfeson MSI+ tumorttssues. 

Resutts and Coktkton: Amma the 294 r~atienta andwed hbrch 
2991), we found a similar distiibuttori of the, 95 &%.) M&+,&see &rose 
the different dtsease stages (rangfng from 31% of Rubs ‘A to 34% of 
Dukes C cases), whereas a &vafence of MSI waa obsepved for tumors 
of the right coton (29/34; 59%) in comparison to those M other sites 
[remaining colon @J/65; 31%) or rectum (56/195-28%)]. Among the 174 
patients whose family history was tnves@ated, we ,founU ll (66%) #MSl+ 
cases out of 17 familial CRC (r 3 affected members) versus 36/157(24%) 


