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q 3 wks (FLN regimen). Seventy-six patients received Mluorouracil 200 
mg/m2/die as intravenous continuous infusion, vinorelbine 20 mg i.v. as 
total dose on daysl and 3, plus cisplatfn 60mg/m2 i.v. on day 1 q 3 wks 
(ViFuP regimen). 

Results: The overall response rate (partial and complete remissions) ac- 
cording to radiological and clinical evaluation was 65% (95% Cl: 57%-72%.) 
In both the univariate and multivariate analyses the most important pre- 
dictive factor was the baseline absence of expression of PgR (p<O.Ol), 
high baseline Ki-67 (p<O.U) and decrease of p53 positive cells (p-zO.01). 
Conversely no significant effect a&ding to other histological features was 
obsefved. 

Conclusion: Our results indicated that baseline PgR and Ki-67 expres- 
sion as well as changes during therapy of ~53, should be considered in 
further studies on preoperative chemotherapy. 
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Effect of eieveted serum carboxyterminai teiopeptide (ICTP) 
on survival in breast cancer patients with and without bone 
metastases 

SM. Alii,2, L. Demers’, K. Leitzel’, V. Chinchilli’, L. Engle’, L. Costa3, 
J. Risteli4, A. Lipton I. ‘Penn State UrtiversiM Hemafo/ogyOnco/~ 
Hershey PA, USA; z VA Medical Center, Hematology-Onoology; Lebanon, 
PA, USA; “Hospital Santa Maria, Hematokqy-Oncotog~ L&on. Portugal; 
4 Oulu University Hospital, CiTnical Chemism 00/u, Finland 

Purpose: Bone is made of Type, I collagen fibrfls that are crosslinked e.g. 
by pvridinium cross-links. Bone resorption releases the cross-links as free . ._ 
and peptide bound (telopeptide) fragments. There are 2 assays available 
for the carboxy-terminal telopeptide fragments, ICTP and Crosslaps. ICTP 
elevations haie also been.seen in n&bony disease and found to be 
prognostic inovarian cancer patients. We evaluated the prognostic value of 
serum ICTP levels in patients without bone metastasis (BM-) and with bone 
metastasis (BM+). 

Methods: ICTP levels were quantified in serum using an ICTP RIA 
produced by Orion Diagnostica (Espoo, Finland) and distributed in USA 
by Diasorin, Inc. (Stillwater, Minn). This was a retrospective study and 
used baseline serum that was obtained from 253 patients with metastatic 
breast cancer. These patients had participated in a double-blind randomized 
study of second-line hormonal therapy with a second-generation aromatase 
inhibitor (Fadrozole) vs. Megace. 

Results: The mean followup for survivors was 866 days (range 264 - 
1466). Normal *rum ICTP level from a published report of 202 healthy 
postmenopausal women was 3.0 + 1.6 ug/L (mean + SD). The serum ICTP 
cutoff of 6.2 ug/L wasestablished using the mean + 2 SD. Using this cutoff, 
62/161 patients (34%) in the BM+ group had elevated serum ICTP levels 
as compared to 6/72 (8%) in the BM- group. Mean semm ICTP forsthe BM+ 
group [6 ,ugA. (1.7 - 24.6)] was significantly higher compared to the BM- 
group [4.2 ug/L (I .6 - 16.l)](p= O.OOO2). Overall survival was signifmtly 
worse in patients who had elevated baseline serum ICTP levels in both the 
BM- (p=O.O2) and EM+ groups (p<O.OOOl). 

Conelusion: In summary, an elevated serum ICTP level predicts for 
decreased survival in breast cancer patients wfth and without clinically- 
dei&table bone met@tasis. 
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Ki67 and ~53 are not predictive of tumor response or 
survival with trastuzumab-based therapyin me&static 
breast cancer patients (pts) with hetineu-overexpression 

A. Schneeweiss’, F. Lenz’, F. Beldermann’, M. Geberth’, R. Goemer’, 
P. Sinn*, H.-J. Strfttmatter’ , G. Bastert’. ’ University of Heidelberg, 
Gynecobgy end Obstetrics. Heidelberg, Germany; B University of 
Heidelberg, Pathology, Heidelberg. Germany 

From 2/99 to 3/01, 53 pts with metastatic breast cancer, overexpressing 
HER2Ineu were treated with trastuzumab alone (25 pts, group A) or in 
combination with chemotherapy (28 pts, group B). 3+ -positive HER2/neu 
overexpression.was determined with immunohistochemical staining using 
antfbodies (Ab) 3b5 or AO485. In gmup B, 19 pts received docetaxel, 5 pts 
padiaxel, 2 pts vinorelbine, and 2 pts mifomycin/5-fluomuracil. Pts have 
been treated either as first-line theraov 117 ots). or as second-line 126 ,ntsI 
or as third line (10 pts). Using imm~~ohist&&misby staining on brima 
tumor sections, 23 of 40 pts (56%) showed equal or more than 35% K167 
positive cells, (Ab MB-I) and 17 pts showed equal or more than 60% 
~53 positive cells (43%, Ab D07). Kl67 and ~53 expression in ,turnor cells 
were well balanced between groups A and B. To evaluate the predictive 

value of K167 and ~53 for response, chi-square tests were performed. The 
predictive value for survival was determined by univarfate analysis (log-rank 
test). The overall response rate (ORR = CR + PR) and the dinical benefit 
rate (CBR = CR + PR + SD z 24 weeks) were 36% and 60% (group 
A: 48% and 76%; group B: 25% and 46%), respectively. After a median 
follow-up of 35 weeks (w) (range, 3 -93 w) the median progresslon-free 
survival (PFS) and overall survival (OS) were 25+ w (range, 2-93 w) and 
35+ w (range, 3 -93 w) so far. Pts with high or low levels of K167 or 
~53 posRive tumor cells showed no difference in response rates (ORR: 
pKl67=0.84, pp63=0.21; CBR: pKl67=0.69, ppm.55) and survival rates 
(PFS: pKl67=0.72, pp53=0:79; OS: pKl67=0.56, pp63&56). 

In conclusion the proportion of K167 and ~53 positive tumor cells 
on primary tumor sections might not predict response or survival for 
a trastuzumab-containing therapy in pts with HER2/neu overexpressing 
metastatic breast cancer. 

658 POSTER 

Upstaging of breast cancer patients with PTl turnours by 
detection of micrometa~tasis in sentinel lymph node biopsy 
(SLNC)) 

I. Lanaer’, M. Zuber’. W.R. Marti’, D. OerUi’, J. TomOr&, F. Harder’. 
’ University Hospital of Base/, Deparbnent of Surgery; Base/, Switzerland; 
2 Kantonsspital Otten, Department of Surgery O/ten, Switzerland; 
3 Institute for Pathology; University of Waset, Wasal, Switzefland 

Purpose: Determination of axillaty lymph node status is an Integral part for 
patients with early breast cancer and the most important prognostic factor. 
15-20% of patients with tumour-free axillary lymph nodes in conventionel 
H&E staining show recurrences and distant metastasis within 10 years. 
Serial sectioning and ~immunohistochemisfry (IHC) of the sentinel lymph 
nodes (SLN) allow mare accurate information about micrometastasis (12 
mm) 

Methods: Between September 1997 and April 2001 114 patients with 
pT1 breast carcinoma were prospectively enrolled and underwent SLND 
with tumour resection. SLN were detected using blue dye and/or 99mTc 
labeled colloidal tracer. Completion axillaty lymphadenectomy of level I and 
II was performed in case of macrometastasis in the SLN. Sentinel nodes 
were examined by serial sectioning and IHC (Lu+/CK22). 

Resufks: SW were identified in 108 (95%) of 114 patients. 37 (34%) 
patients with a pT1 tumour had a SLN metastasis, 71 (66%) being tu- 
iour-free. In 14.(38%) cases SLN contained micmmeta!&sis,‘diagn&ed 
by setial sectioning with H&E staining and’by IHC in 7 patients each. 23 
(62%) patienti had macrometastasis.- of 14 micmmet@tasis and 22 of 
23 macrometastasis in SLN were found in patients with pflc tumours. 

Conclusion: In our previous study we repotted an incidence of axillaty 
lymph node metastasis in pT1~fumours of25% without SLN (n=lffi). Serial 
sectioning and IHC of SLN lead to an upstaging of ome third in this gmup. 
Further studies are necessary to assess a potential benefn’of ALND in this 
subgroup of breast cancer patients. 
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Sentinel lymph nbde biopsy and axiHary dissection in breast 
cancer: resutts and inRiai experience of a changed technique 
with subarebiar intradeiiiial blue dye i$ection’oriiy 

M. ThaIhammer, M. Hans&ii’, L. Krohberger’, P. Regitnig2, V. Weigl’, 
S. Lax*, H.J. Mischinget’, M.G. Smola’. ‘Div of Genera/ Suroerv; 
Karl-Franzens lJniver& Depf. of Surgery; Gmz, Austira; 2 Paihokgy, 
Karl-Franzens University; Dept. of Pathology; Gtaz, Austria 

Introduction: Our study tries to assess the value of intraoperative efficacy to 
identify the sentinel lymph node in clinical management of breast cancer. We 
hypothesized that the ‘arillary lymphatic drainage pattern in predicting the 
pattern of metasfatic spread from primary breast carcinoma is independent 
fmm a particular breast auadrant and,if mhht be useful to examine our 
hypothesis in using subar&lar intradermal bie dye injection only. 

Meethods: Between 5&9 and 12/2000 we investigated 86 consecutive 
patients (85 women, 1 men) using 2’ ml of Lymph&urin l%, which was 
injected intra- and subdennal into the subareolar area, immediately before 
definitive surgical treatment of primary breast carcinoma without massage 
of theNbreast. The average age of the patients was 59 years (range37-83).ln 
these 86 patients we performed per&moral blue dye injection in 13 cases, 
intradermal subareolar injection in the remainlhg~73~cases. Out of these we 
found,verffitition ,of breast cancer in160 cases,,in’which complete axillary 
lymphadenectomy was done and 13 cases with DGIS and/or no completed 
axillary dissection. 
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ResuUs Sent&i nodas ware detected in this first period in 51 of the 60 
patlatds (86%). A mean number of 1.47 and a madlan number of 1 with 
a range from 1 to 5 sentinel nodes par patient was found. Within the first 
two levels for routine histology 14 out of 60 casas (23.3%) ware positive. In 
addition 7 cases (11.7%) got positive through sarial sections and another 
4 cases (6.7%) through immunohisfochem@ry. Finally in 25 pts. (41.7%) 
negative SLND predict negative axillaty status, in 7 pts (11.7%) positive 
SLND pradictposilive axillary status, in 18 pts (30%) the only positiva’node 
was the sentinel node. Only in one case of identified negative sentinel 
nodas, the remaining axillary nodas wara positive (I .17%). 

Conduslon: In the large majority of patients with breast cancer, areolar 
intradennal biua-dya injaction technique alone can be succesfully used 
to locate the sentinel node, and thereby protide important and correct 
information about the sxiilary status. Our results are comparable with 
combined b(ue dye and radioguided paritumorai guided surgery, whereas 
the method is more simple, lass expensive and practicable for ail trained 
surgeons and not related to major canters. 
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Cllnicopathologi~al study of p?3 gene expression In breast 
carcinonwk afi immunohi$fochemkal study with special 
reference to apoptosis and ceil proliferation 

K Ode’, T. Kubota’, K. Miiazaki’, U. Nimura’, M. Haguchi’, L 
S. Matsuda2. ’ Nadova Univetsitv Graduate Sch& of Medicine, Division of 
Surgical Or-&& &partmertf bf Suge~ Nagoya, Japan; 2 Nagoya 
University Graduate School of Medicine, Mokxular Pathoganesis, Nagoya, 
Japan 

Purpose: To analyze the functional role of the p73 gene in breast carci- 
nomas, it is nacassmy to examine the fine expression of the. p73 gana in 
carcinoma calls in order to prevent contamination by other calls axprassing 
p73 gene. In this study, we analyzed the immunohistochamical expression 
of p73 protein in breast carcinomas and its relationship with ceil proliferation, 
apoptosis and clinical features of the carcinoma. 

Materlata and Methods: Development of the anti-p73 polydonal anti- 
body; A rabbit was immunized with GST-p73 (amino acids from TQWKR- 
CPNH to.YEPPQVGTEF) for the production of the anti-p73 antibody. Tissue 
specimens wBra obtained from 76 patients with breast cercinoma under- 
going mastectomy. For the immunohistochamistry of ~73, the TSA indirect 
system (NEN Life Science Products, inc.) was used. lmmunohistochamical 
expression of the p73 protein was catagodtec~as p73 positive [p73 (+)I 
(~73 positive carcinoma call20.5%) or p73 nagatfva [p73 (-)I. 

The number of calls d&playing mitotlc morphology was expressed as the 
percentage of the total number counted (Miiotic index, Ml). The apoptotic 
index (Ad) was defined as th’a ratio of TUNEL-positive tumor cells to all 
counted tumor calls. For statistic analysis, theMann-Whitney U-tast was 
used. P-values lass than OB5 ware considered to ba staUstically.significant. 

Results: Sixteen out of 76 (21 .l%) cases ware p73 (+). The Al (mean 
*SD) of ~73 (+) cases (1.69 & 0.99%) was significantly higher thanthose 
of ~73 (-) cases (0.75 rf: 0.73%) (p < 0.01). The Ml of ~73 (+) casas (2.25 
rt 1’.65%) was also significantly higher than those of ~73 (-) cases (0.82 f 
0.96%) (p < 0.01). 

in 30 cases with high MI (Ml z I%), Al of ~73 (+) casas (n: 13, 2.16 * 
0.76) was significantly higher than those of ~73 (-) casas (n: 17, 1.52 & 
0.6O)(p < 0.05). In low Ml cases (MI-XI%), however, there was no significant 
difference in Al between ~73 (+) and ~73 (-) cases. 

tn 8 cases (~73 (+) 2, ~73 (-) 63 of 30 high MI cases. Al was less than 
1.2%, and jn 22 ces$?s. @73 (+) 11, ~73 (-) 11) was higher thap 1.2%. All 
4 cases with disiant matsstases in this series ware included in this P73 (-) 
and low-At (41.2%) group’. 

Conclusion: In breast carcinomas with high proliferative activity; I. The 
~73 gene may play a rote in the induction of apoptosis. 2. Loss of p7$,gene 
expression and apoptotic regulation of carcinoma may be associata$l with 
advanced csrcinoganesis and mataetatic potential in breast carcinomas. 
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Comparison ?f clinical, ra~lologi~i apd pathological 
asdeaqent .af,t’@#onae to neoadju~ant chemotherapy for 
primary breast cancer 

based on UICC criteria is commonly used to evaluate response to naoad- 
juv?r~T chemotherapy ,in primary breast caricar.,Mof@,r~iy, pathological 
ess&smant fif the,post~traaf?nant raseqtad‘specrmpn’hao ~atlvofzatad: 
This study coinpar& c&f&l, r&olOgicai and pathdogical &eassmants of 
response to neoadjuvant ch@motharapy. 

72 patients received 6 cycles of naoadjuvant traatment ,using FEC (54), 
AC (lo), MMM (5) or CMF (3) chemotherapy. All pat&$& ware r+sessad 
both clinically and radiologically (by ultrasound (35). mammography (14) 
or both modalitias (23)) and catagadsad into com&?te (CR);, partfal’(PR) 
or non-responders (NR). Pathological response in the surg$al:sp&tnan 
was defined as follows: CR - no residual tumour; PR - histof~eal tumour 
response; NR - no tumour response. 

Response (percent) cstegorised by various methods of assessment: 

CR 
PR 
NR 
” 

Clinical 

23 w 
35 (49 
14 (19) 

72 

Mmmograptry 

5 (14) 
20 (54) 
12 (32) 

37 

Uk3SM-d 

3 (5) 
41 (71) 
14 (24) 

56 

Pafhologicai 
6 (6) 

25 (35) 
41 (67) 

72 

Mammographic and ultrasound catagorisation of wm, +as idanti- 
csl in 22 of the 23 oatiants as&seed bv both mod&es AU 23 dinical 
compfata r&ponders achiavad a redi&#al ndsporisa ((Xf 0; PR) with 
the axcaotion of one o&ant with stable disaa& tioth mammoaia&callv 
and pa&@&ally. Ho&aver, pathokgii raspor& ~aiia&&& &ong& 
clinical complete responders: 5 CR, i0 PR arid 8’NR M dha 41 patients 
(57%) with pathological NR the majority tiere judged to have respond&d 
bv other methods: clinical examination 10 NR. 23 PR. 8 a raditiical 
assessment 16 NR, 22 PR, 3 CR. 

Conclusfqn: This study hif&lights .tha inadequacies, $ dini@ assass- 
ment of response to naoadjuvant chemotherapy. A subst@@,ppkoportion of 
patients with complete response, either di&al$ or &&@!j$&l~, had sta- 
ble disease by. pathological examination. The cliriical Si&ifican@ of these 
results may be iavkaiad by correlation with long-tann survlvdt data. 
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Preoperative hemoglobin levels do.nbt inflqenti tm 
disaemhiatlon of isslated tumor celfs .in tbe’bone r&mOW of 
breast cancer patients 

C. Kentenich, W. Janni, M. Zenar, D. Rjosk, F. Happ,, C. Schindfback 1. 
Frauenklinik of the Ludwig-Msucimiiians-UnrLerSitaet, Munich, GermanN 
Dept. of Gynecology and~obstetrics Munich, Germany 

Background: Parioparativa anemia is thought to increase the risk for 
raiapsi in patients with breast cancer. It has. bean ~spacuiatad.that anemia 
mkjht enhance ‘tha hamatoganous ~diiin&ti&i~~of i&&ad tumor calls 
(ITC) by inadbqt&a cytokin<pmdudon. Tiifs s&y auzdiaetes~t$a influence 
of hemoglobin (lib) levels on the immunocytoch~ieal &a&&&l of ITC in 
the bone-marm& ,@M) of breast canpr paf;ents at.the tima ot i)resentetion 

Methods: We analyzed bona marrow aspfret& fr&n 396 patie*: at the 
time of primary~diagnosis of primary breast can@, fn whii$redpf+fve 
Hb-level was available. Carcinoma calls wa~e’daf@ted usit@h$n@~naI 
antibody A45-B/B3 directad against a conirnbn ‘&@@a of tb&cytokaratin 
(CK) polypeptides, including the hatarodfmers CKSilS and CKtY19 and the 
APAAP technique. 

Results: At @ time of primary diagnosis, 108 qf ‘396 patients 427%) 
presented v&h II% in the BM. The miae.Hb-lw was 13‘8 @!dl. Among 
those oatiants with Hb-lavais f 13.8 tidl. 60 patients (&%I hiid a’ positive 
bone &row f&IQ, while 58 patients (29%) +$j~ &-la&‘> 1318 g/d1 
orasentad with ITC in the bona marrow (P = O.&j. In C&t &?a&& no 
predictive Hb cutoff levels in terms of tumor calfs~dissaminatiaf? &uld be 
folpd. 

Conduslon: lh a con$&rable number of patients witti pdinaly .braast 
cence?, minimal rasicl~ disease can be de&ad. There. Is no direct 
proof that low Hb&vak at the time of presentation incress& the risk for 
hamatoganous tumor calls dissemination. 

R.J. Burcombe’, G.D. Wilson’, P.I. Richman’, S. Alien’, D. Wright*, 
M. Piiam2, A. Mak?is’ . 1 Mount V&non ‘Hospitaf, Marie Curie fteseardl 
Wing, Nwtfw~od, UK; z Luton & Dunstable Hos@itzil, Department of 
Radidogyl Luton, UK 

Clinical and radiological (mammography and/or ultrasound) assessment 


