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Byndecan-1 (CD138) expression in human breast carcinoma 
is associated with an aggressive phenotype and appears 
related to a poor prognosis and low response to adjuvant 
chemotherapy 

E. Gallioioni’, M. Barbareschi’, D. Aldovtni2, P. Maisonneuve3, 
M.G. Cangi4, L. Pecdartni4, 0. Caffo’, C. Arc&, P. Dalla Palma2, 
C. Doglioni4. ‘St. Chiara Hospital, MecicaiOnwl~, Trento. Italy;zSt. 
Chiara Hospital, Pathology, Tmnto, Italy; 3European Institute of Oncology; 
Epidemiobgy and Biostatistic~ Mileno, Italy; 4 General Hospital, Pathol~ 
Belluno, ltaly 

Background: Syndecan-I is a cell-surface transmembrane heparan-suffate 
proteoglycan (HSPG) which appears to play an important role in cell to ceil 
adhesion, cell motility, invasiveness, proliferatron and matrix interactions. 

Material and methods: Syndecan-I expression was investigated. by im- 
munohistochemistry (IHC) using the B-B4 antibody, in a retrospective study 
on 254 consecutive infiltrating breast carcinomas (EC) (110 NO, 144 Nl, 
207 infiltrating ductal carcinomas, 47 special types; 46 Gl, 64 G2, 133 G3, 
Gx 11). Among these patients, 78 were ~50 years, 63 were aged 51-59 and 
the remaining were 60 or more years old. 80 pts were treated wkh adju\lant 
chemotherapy and 92 with hormonal therapy. Median follow-up was 86 
months for disease free survival (DFS) and 95m for overall survival ‘(OS). 

Reauft& High Syndecan-I immunoreactivity (~10% + cells) was seen in 
42% of BC, and was associated with larger tumor size, higher grade and 
mitotlc count, and negative ER status. High Syndecan-? expression was 
related to poor DFS and OS in the whole series. Multivariate analysis in 
the whole series of cases unadjusted for grade showed that syndecan-I 
expression was significantly and independently associated with a 1.7, fold 
monalky. In different age subgroups, the mu&variate analysis was adjusted 
for grade, estrogen receptor status and lymphnodes involvement, showing 
that CD138 has a strong prognostic value for women aged 5059 (p=O.O049, 
Risk Ratio 5.207) moderate for women ~50 (p&.1569. RR 1.850) and null 
for women aged 60 or more. Among patients who received adjuvant chemo- 
therapy, a restricted model (without ER which was not significant) showed 
that Syndecan-I was significantly associated wtth poorer OS (p&0345, 
risk ratio 2.153) along with nodal status (w.0569, risk ratio 6.941) and 
grade (p=O.O395; risk ratio 2.040). 

Conctusions: Syndecan-I is frequently overexpressed in breast car- 
cinomas and is associated with tumor aggressiveness. It appears from 
our clinical data that Syndecan-1 may play an important role in human 
breast cancer, leading to a poor prognosis and lower response to adjuvant 
chemotherapy at least in some subgroups of patients. 
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Risk factors for breast cancer in women,reslding In an urban 
area in the Northeast of Italy. Muttivarlate anatysls using a 
logistic regresslon model 
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Introduction: Breast cancer (BC) is the most common malignancy among 
women in Western society, and its prevalence vanes widely in different 
countries. Several risk factors (RF) have been reported, but none was able 
to gtve reliable epidemiolbgical information on dinical outcome for each 
patient population. The aim of this study was to provide information about 
the relationship between BC and different RF to be considered at the time 
of diagnosis in women residing in the Northeast of Italy. 

Patienta and Methods: The study included 404 BC ,cases (median age 
80 years, range 28-89) and 1,480 population-based age-matched controls. 
All patients lived in the same urban area and spontaneously underwent 
clinical breast examination; those with other or previous cancer were ex- 
cluded. The following parameters were considered: age, family history of 
BC, menstrual and reproductive factors age at menarche, menstrual pat- 
tern. number of births and abortions, age at first birth) lactation, use of 
oral contraceptives and hormonal replacement therapy, smoking, alcohol 
consumption, occupational and sedentary activity, body mass index. 

Results: Univadate analysis showed significant differences (pcO.01, 
Student’s t-test and chi-squared test) between cases and controls in: (1) 
age at menarche (12.3fl.6 vs ‘12.7f-1.5 years) and menopause (49.5*4.1 
vs 47.3+5.3 years), (2) number of births (1.4fl .l vs 1.8 fl.3) and age of 
first birth (25.3*4.4 vs 24.4f3.6 years), (4) estrogen replacement therapy 
(43.9+30.3 vs 33.7f28.1 months), (5) smoking (5.94% vs 12.53%) and 

(6) alcohol abuse (5.69% vs 2.32%). Multivariate analysis using a logistic 
regression model showed that only four independent parameters correlated 
with BC: age at menarche (years), number of births, lactation, and estrogen 
replacement therapy. The Ddds ratio (OR) for BC calculated from the 
observed vs predicted values obtained using the logistic regression function 
was 5.05 (95% Cl 3.6-7.1). while the OR of single variables was < 3 (95% 
Cl 1.51-4.32). 

Conclusions: The results confirm that some recognized RF, such as age 
of menarche and the prolonged (>3 years) use of estrogen replacement 
therapy, are strong determinants of BC. However, in this study, many classi- 
cat parameters did not result useful as RF, suggesting that to correctly select 
the high risk population both different primary RF and other environmental 
and external factors should be considered for each population. 
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A comparlsion of young and old women with early stage 
breast cancer 
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G. Santos’ , ’ Portuguese institute of Oncology Porto, Department of 
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Purpose: There is controversy regarding the effect of age on breast cancer. 
Stages I and II breast cancer are associated with a better outcome. The 
aim of this study was to assess the influence of young age on outcome in 
women with earty stage breast cancer 

Methods: One hundred eight patients with breast cancer less than 2 
cm submitted to surgery between March 1985 and November 1992 were 
divided into two age groups: a) patients with 35 years or less b) patients 
with more than 35 years old integrated in a breast cancer surgical protocol. 
The total was 108 patients being 48 young women and 62 with more than 
35 years; the median age was 32 for the first group and 54 for the second. 
The wmparability of the groups was assessed in terms of clinical factors, 
histological factors and treatment related factors. Outcome was evaluated 
for overall and disease free survival. 

Results: All the 106 patients were stage I or Ila. The median follow-up 
was 90 months wfth a range of 8 to 171 months. Younger women were 
significantly more likely to have estrogen receptor negative tumors (37,5% 
versus 7,5%, p=O,OOS) and more nodal involvement (50% versus 27,4%, 
p=O,Ol). 

95,7% of the young women had breast lumps as presentation. Patients 
less than 35 years were treated more often with mastectomy (65.2% versus 
48,4%, p=O,O8) and adjuvant chemotherapy (37% versus 11,3%, p=O,O2) 

For axillary node-negative women, young age was associated with a 
statistically significant increased recurrences (34,8% versus li,l%, p=O,Ol). 

There were no statistttlfy significant differences among the two groups 
formoverall survival; therefore there was a significant difference for disease 
free survival (DFS). DFS at 5 and 10 years for young women was 61% and 
53% and for oldwomen was 79% and 78% (p=O.O98). 

Copluslon: The present analysis demonstrates that young women 
wlth early stage breast cancer do signaifntfy warse when compared to 
older women in terms of recurrences and disease free survival. Despite 
aggressive treatment, most commonly with mastectomy and chemotherapy, 
local and distant failure rates are higher in women with 35 years or leas. 

i 
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EvaIuatlon of Mlcrotubule Associated Parameters (tutTAPs) 
as oiedlctive markers for Advanced Breast Cancer (ABC) 
patjents treated with docetaxel 

. I 
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Introductton: We analyzed the possible predictive value of MTAPs regard- 
ing response to docetaxel. 

Methods: A retrospective study was performed In 54 ABG women treated 
with docetaxel. Among the 41 eligible pts (evaluable response and avall- 
able pm-treatment paraffin-embedded tumor tissue) mean age was 52 yrs 
(31-75) site,of metastasis: visceral 76%, soft tissue 70%, bone 32%. The 
maiorttv of ots received at least 1 orior line of treatment for ABC. Sam&s of 
pnmar); a&or met&atlc tumor,were evaluated by immunohistoch&stry 
for the following MTAPs: o- and fi-tubulin, class II, Ill and IV fl-tubulin 
isotypes, and tau prdein. The clinical response was correlatedwith the 
MTAPs’ status. 
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Reaulta: PR 54%, NC 29% and PD 17%. (I- and p-tub&n and dass IV 
fi-tubulin isotype were atrongty expressed in the majority of samples and 
therefore no correlation with docetaxel activity was possible. Only 4 pts 
had tau negative tumors and 2/4 had no objective response. Aninverse 
correlation was found between class II expression and docetaxel activity. 
Outcome was similar in the two groups of Class III expression. 

MTAP N PR WIPD 

- 4 2 2 
Tau 

ItE 
32 19 13 
5 1 4 

<50%’ 15 11 4 
Clas3 II >50%’ 16 7 11 

NE 6 4 4 

<50%’ 11 7 4 
Class III > 50%’ 20 11 9 

NE 10 4 6 

Legend: % positive cells, NE: non evaluabls 

Conclusfon: The limfted number of analyzed pts softens the strength 
of our conclusions, however, according to these preliminary data, the 
evaluation of tau protein and class II fl-tubulin deserves further investigation 
as potential predictive markers for docetaxel activity. 
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PrognostIc fqtors of breast cancer patients with 1 to 3 
lyniph node metastases after adjuvant chemotherapy 

Y.‘, S. Chen2, H. Chang’, S. Hsueh3, T. Hwang2. ‘Chang Gung 
Memorial Hospital, Division of Hematobgy/Onculgy, Taipei, Taiwan; 
2 Chang Gttns fUemoriat Hospital, Department of Sur.gery Taipei; Ta’wm - 
3 Chsni Gun; Memorial Wa&al, D&p&tment of Pathology, kpei, Taiwan 

Purpose: To analyze prognostic,fgctors of patients with breast cancer who 
had 1 to 3 axillary lymph nodes metastases after adjuvant chemotherapy. 

Methods: From 1990 to 1998, a totaf of 572 breast cancer patients with 
1 to 3 ax&try lymph nodes metestages werestudied. Among them, 443 
received adjwant chemetherapy with CMF (cyclophosphamide, methotrex- 
ate, flurouracil), 23 patients received CAF (A: adrtamycin), 53 patients 
received CEF (E: epirubicin), and 53 patients refused any adjuvant therapy. 
The medianfollow-up period was 37.5 monthsPmgnostic factors including 
tumor size, status of. stenod receptors, administration of tamoxifen, tumor 
pfoidy, S-phase traction, SBR grading, age (less than 40 NS older), and 
angiolymphatic permeation were analyzed by Cox regression methods for 
overall survival (OS) and disease free survival (DFS). 

Results: The median age was 47 years. The estimated B-year OS and 
DFS was 85.8% and 77.4X, respectively. The local recurrent rate was 
6.3%, and distant me&stases rate was 16.5% to date. Patients did’ not 
received adjuvant chemotherapy survived significantly worse than those 
who mcetvad adjuvant chemotherapy. Univarlate anafysis revealed tumor 
size (~3 vs 23 cm), estrogen receptor, progesterone receptor, and ‘age 
(less than 40 vs older) were sign&ant prognostic factors for OS. While 
mulfivariate analysis revealed tumor size, age and estrogen receptor were 
three independent prognostic factors of OS. Tumor size, age, estrogen 
receptor and more than one positive node are the independent factors of 
DFS. The &year sur&afs for age fess than 40 years and older years were 
82 and 89.7%. respectively. (p value: 0.0825) While B-year survivals for 
positive estrogen and negative estrogen were 91.7 and 85.4% respectively. 
(p value: 0.0042) The B-year survival for tumor ~3 and ~-3 were 89.6 and 
80.4%, respectively. (p value: 0.048) 

Conclusion: The study showed that the predictive factor of worse OS 
in patients with 1 to 3 positive axilhry nodes were age less than 40 years, 
tumor size larger than 3 cm and negative estrogen receptor. 
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Ductal carcinoma in situ, pum lnfittrating and combined 
DCfSinflltratlng breast cancers: comparison in a series of 
2071 patknts 
M.8 Pavarana’ , Ft. Pedersinl’, M. Frisinghelli’ , R. Micciolo2, R. Nortflli’ , 
A. Santol , M. Giovannini’, G. C&to’, A. Molino’. ‘Medical Oncolog)! 
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therefore compared the charaetertsticsof pure ductal carcinoma in situ (IS), 
pure infiftrating ductal (IN) and’combined (DCIS and lrifiitrating- CO) breast 
tumors in a series of 2071 patients (PTS) wlth BC(176 IS, 1241 IN and 654 
CO) who underwent surgery in Verona hospitals. 

Methoda: We recorded the age of every PTS at diagnosis, menopausal 
status, modafikyof diagnosis (symptomatic or clffi&fy.sM@ BC), fantiti~l 
history (no, first, or second degree), diameter (m~~.a+dilary riodal &us 
(0, 1-3, 23 positive nodes), G (1, 2, 3) ER and PgR (~10%~ li-160% of 
positive/total cells), Ki-67 (~10%. li-26%, 225% of posiCveAotal cells), and 
c-erb 82 expression (- or +). The association between the variables was 
studied using the c&square-test. 

Rw The frequency of IS decreased ,ar)d that of IN and CO tumors 
increased with increasing age (p<O.Ol); as expected, we had 60% of the 
IS. 27% of the IN and 38% of the CO patients who were asymptomatic 
(p<O.61). We afso found 45%, 32% and 22% of IS, 16.5%, 45.5% and 38% 
of IN, and 24%. 45% and 30% of CO tumors with diameters of &spectively 
~10 mm, 10-20 mm and ~20 mm (pcO.01); but no differencea were found 
in the distribution of ER (p=O.418) and PgR (p=9.264); 6.5% of the IS, 20.1% 
of the IN and 18.2% of the CC tumours had high Ki-67 values (p-=0.01); 
G3 was found in 54% of the IS, 30% of the IN. and 31% of the CC tumors 
(P<0.01). 

We al.& repeated all of the correlations after adler-adjustedanafysis: 
statislllliy significant results were obtained considering Ki-67, G and ER 
in IN and CO but not in IS. 

c-erb B2 was interestlngiy distributed, being positive in 69% of IS, 
40% of IN and 50% of CO (p-=0.01; the assocfatiins were: IS vs IN 
vs CO, p=O.OOOO79;IS vs IN, p=O.OOO117;IS vs CO, p=O.O13679;fN vs CO, 
~=0.010498 

Con&&on: h our study DCtS is more often diagnosed inyounger and 
asymptomatic PTS, is smaller, and has lower Ki-67 vafues: it mavtherefore 
appear as a tumor in an initial phase that can evofve to IN .$lth greater 
malignancy. We also found that many DCIS have a higher G and higher 
percentage of c-em 82 positivify than CO and IN. whiah suggests that not 
all infiltrating cancers (i.e low-grade andlor c-em 82 negatlve tumors) derive 
from an in situ counterpart. 
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Prognosis after breast conservatfve treatfknt in a Tl 
tumour group patfents 

I. Monteiro Grillol, M. Jorge’. N. Plrnentel’, M. Ortizl, MC. Pintc2, 
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Purpose: To evaluate risk factors related tckcal recurrence after breast 
consarvatlve treatment and the association with subsequent distant metas- 
tases. 

Patients and Methods: Between 1983 and.1999, 452 patients (pts) 
with Tl, NO-1 breast cancer, underwent conservative’surgery and adjuvant 
radiotherapy. Pts were irradiated to the ipsilateral breast to a dose of 46 
Gv and a boost was delivered to a total dose of 142OGv. Pfs with rxx&tva 
nodes were submiied to adjuvam systemic therapy,, +I ppsfmenopausal 
DtS P3WfVd tiOlTllO~ttW&IV. -fhW& WMi 17 DE&tl~~~th k wrii tUtTlOf.9 
(Group 1); 112 pts with 15- ~10 mm tumors ,Grbup 2); 323 pts wkh 
slk 20mm tumors (Group 3). Local recurrence (Lk) risk L&x’s were 
studied: age, histological muftlfocalii, surgical margiw+ histqfogic grade, 
nodal status, tumor size. The end points considered were LR and distant 
metastases (DM). 

Reauftar Wii a median follow-up time of 53 months (range:12-214). 15 
patients devetqmd a LR as first event, and themedian interval teLR was 
38 months (range: 8-133). Five of these pts .devefeped a. subsquent DM 
with a mediin interval between both events of t4 montha,(mrtge: 4-30). 
Twenty five patients developed DM. as first event, and the fnedian interval 
to DM was 32 months (range 7-124). Median time to-LR v&t sborfar inpts 
who developed DM, 15 months (range ll-t3).The tO~yeate.prebabtlify of 
survival for the whole group of pfs was 80,2%.(96%Cj:~72&86.t %). The10 
years probability of LR and DM for Group 1 was O%‘and 10%(18-52.7%) 
respectively; for Group 2 was 3.2%(1.0-9.6%) and 6.6%(3.@4%), and 
for Group 3 was 6.5% (3.312.3%) ;and 10%(6.6-15.0%). The 5 and10 
years probabilll of sun&al after ’ olatad LR was 72.0%. (41 .I@.$%) 
and 64%(17-80%), and the relative Ti sk of DM affer LR was 4.7 (85% Cl: 
1.8-12.1), p=o.O02. 

Cmclusion: LR after breast conservative treatment @CT) is associated 
wlth DM and poor prognosfs.Pts with earty LR after BCT, are at high risk. 

Purposs: There is much debate ‘as to whether an infiltrating breast tumor 
(BC) is always the last step in the evolution of a tumor that starts ‘in 
situ’ and then acquires greater malignancy until it becomes inflitratfng. We 


