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16th -18th October  2008 
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Dear Colleagues and Dear Friends, 

 

The Advanced Course of Mastology is organized by MANOSMED (Mastology Association of 
the Northern and Southern Mediterranean) as a Mobile University of Mastology. 
MANOSMED, founded by Prof. J. L. Lamarque (France), is currently chaired by Prof. 
Stephane Zervoudis (Greece) and involves a large number of academic specialists in breast 
diseases. MANOSMED organizes a yearly advanced course in one of the Mediterranean 
member countries. The course of 2008 is held in Montpellier, France, which is known as a 
prestigious school of Medicine. 

MANOSMED 2008 is chaired and organized by Prof. J. B. Dubois, Prof. J. P. Daures and 
Prof. Ph. Rouanet. 

The city of Montpellier is situated right by the Mediterranean Sea. Many scientists, doctors 
and philosophers from either sides of the ‘Mare Nostrum’ travelled here to study, teach and 
exchange knowledge in the fields of law, medicine, science and philosophy, leaving thereby 
their everlasting mark on this city. Their decision to come to Montpellier was not fortuitous 
however but rather based on the city’s reputation for welcome and open mindedness. A 
reputation which is still alive today and as of yet never been denied. 

We hope that the Montpellier Meeting Course will be valuable and relevant for the 
improvement of the knowledges of each attendant. We wish for all of you a good and 
pleasant stay in Montpellier. 

 

Presidents of Montpellier MANOSMED Course 2008, 

 

Prof. Jean-Bernard DUBOIS      Prof. Jean-Pierre DAURES    Prof. Philippe ROUANET 
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Epidemiology of breast cancer in the Mediterranean countries 
B. TRETARRE - Registre des Tumeurs de l’Hérault- Montpellier- France 
 
Introduction  
Breast Cancer is a major Public Health problem. In several parts of the world, it remains the most 
common cancer among women. In the Mediterranean area, we notice that it is not specific to 
industrialized countries, but also more and more affects emergent countries. In all the Mediterranean 
countries, the incidence of breast cancer is in top position: it is the first cause of cancer-related death 
among women.  
 
Material and methods 
Cancer Incidence in Five Continents (CIV) is the reference data source for incidence of cancers in the 
world. CIV is the result of a successful collaboration between the International Agency for Research 
on Cancer (IARC) and the International Association of Cancer Registries. The description and 
comparison of breast cancer incidence between Mediterranean countries were made using mainly 
this source. Data on mortality were drawn from Globocan 2002 (GLOBOCAN 2002 database was built 
up using the epidemiological data of the IARC). However, compared to the actual data, Globocan 
mortality data proved overestimated. So, we adjusted them using known national data (provided from 
International Collaborations) and the World Health Organisation (WHO) data.  
Only Croatia, Malta, Cyprus, Israel and Slovenia have set up a national cancer registry. Other 
Mediterranean countries as Algeria, Morocco, Tunisia, Libya, Egypt, Lebanon, Turkey, Serbia, Italy, 
Spain and France only have regional cancer registries.  
Using World Bank Criteria, the WHO classifies countries according to their level of resources (High, 
Middle and Low). Health indicators (incidence and mortality) of each Mediterranean country were 
compared with respect to this classification. 
Currently, only countries with high resources such as France, Italy, Spain, Cyprus, Greece, Slovenia, 
Malta and Israel can afford an organized national breast cancer mass screening program. In countries 
with middle or low resources such as Algeria, Morocco, Tunisia, Libya, Egypt, Lebanon, Syria, 
Turkey, Albania, Serbia and Croatia, mass screening is mainly possible in large towns but its national 
extension is difficult (WHO reference). 
 
Results 
Incidence 
Rate of Breast Cancer incidence varies notably amongst populations on a world scale, and so does it 
also on a Mediterranean scale. Between 1998 and 2002, the lowest incidence rates were observed in 
Algeria, Turkey, Israel (Non-Jewish population). Age-standardized incidence (world) rates were 
respectively 18.8, 33.3, 38.5 per 100.000. On the other hand, the highest rates were observed in Italy, 
France, Israel (Jewish population). Age-standardized incidence rates were respectively 85.7, 87.7, 
92.2 per 100.000. These international discrepancies can be explained by variations in recording 
practice and/or definition of breast cancer cases, or by differences in distributions of breast cancer 
risk factors (parity, age at full term pregnancy, number of births, body mass index, genetic factors, 
nutrition). Patient care differences related to the resources devoted to health can also provide 
explanation for these incidence discrepancies 
Despite significant advances in clinical research and medicine over the past few decades, the 
incidence has increased dramatically over the whole Mediterranean perimeter.  
We have described the evolution of Breast Cancer incidence for countries having the oldest cancer 
registries (Slovenia, France, Italia and Spain). Between the two periods 1979-1982 and 1998-2002  
incidence rate rose by +36% in France, +43% in Italy, +56% in Slovenia, +58% in Spain. It is 
important to note that significant increases were observed for countries as Spain and Slovenia where 
important economical advances were made, improving aspects of the health care system such as 
prevention and cancer detection. 
Breast cancer incidence rises with age. Differences in life expectancy between industrialised and 
emergent countries can lead to global incidence rate variations. Standardized incidence for women 
aged 65 years and older is above 155.3 per 100000 in France, Spain, Italy, Greece, where women's 
life expectancy is comprised between 78 and 81 years. By contrast, in Algeria, Morocco, Tunisia and 
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Egypt, where women's life expectancy is between 70 and 73 years, the incidence rate does not 
exceed 70 per 100000. 
For a population aged 50 years and older, an important difference in incidence rate was observed 
between countries with “high resources" and countries with “middle to low resources”(ratio up to 6).  
Several established risk factors (hormonal, genetic, and environmental) were identified and related to 
breast cancer aetiology. Differences in exposition to these factors can explain the geographical 
variations observed in the world and so in the Mediterranean Region. Age-adjusted breast cancer 
incidence rates are high in industrialized Mediterranean countries, whereas rates are low but 
increasing in emergent countries. It is certain that some of the international variations in breast cancer 
are due to changes in habits (increased Hormone Replacement Therapy use, decreased physical 
activity). Some differences can be related to genetics (consanguinity) and thus explain the higher rate 
observed in young women of emergent Mediterranean countries. These factors do not explain all the 
differences in rates, however, and imply that environmental factors such as nutrition (alcohol, fat or 
sweet diet) also play a part in them. 
Mortality 
The Mortality Rate also varies across Mediterranean countries. Lowest rates are observed in Turkey, 
Libya, Albania. Standardized incidence rates in these countries are respectively 8.1, 5.6 and 6.9 per 
100.000. The highest rates are observed in Cyprus and Slovenia. Rates are respectively 21 and 24.6 
per 100.000. Considering incidence and mortality rates for the age group « 15-44 years », we showed 
a low incidence rate in Algeria (11.7 per 100.00) and Tunisia (19.2 per 100.000) whereas mortality 
rates in these same countries are high : Algeria (6.23 per 100.000), Tunisia (4.86 per 100.000). 
Consequences of the delay in care (advanced stage of tumour at diagnosis time) and differences in 
diagnosis and therapy between countries can  explain such observations. 
Although several reasons can be invoked to explain variations in mortality between countries, 
screening (individual or mass) tends to decrease mortality in the industrialized countries. Furthermore, 
disparity in therapeutic means and inequalities in awareness campaigns aimed at the patients and all 
people involved in health care (medical and paramedical staff) contribute to these mortality variation. 
 
Conclusion 
Given the resources disparities between countries, impacting on both incidence and mortality, it is 
difficult to adopt a common strategy for cancer care. However, efforts might be made to improve the 
health care system, by facilitating the access to both care and screening structures.  
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Socio-economic and cultural issues in the organization of breast cancer screening 
J-P. DAURES – France 
 
NOT RECEIVED 
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Predictive Factors for Breast Cancer 
Franck CHAUVIN, Public Health Department  
Institut de Cancérologie de la Loire 
franck.chauvin@icloire.fr 
 
During the last 2 decades a number of tumor and host characteristics have been identified as useful 
in predicting the risk of recurrence and death of breast cancer following primary surgery. Using these 
factors, clinicians are now able to select the more appropriate treatment for a given patient. In the 
same way, risk factors and predictive factors have been proposed to adapt both primary and 
secondary preventions proposed to women. A combination of variables is able to identify a subset of 
high risk women, considering the risk of developing breast cancer during life (the life-time risk, LTR). 
The more valid predictive factors for the development of breast cancer were an advanced age and a 
family history of breast cancer. Identification of BRCA 1/2 has dramatically changed the ability of 
models to predict the risk of breast cancer. In a small subset of patients with a BRCA mutation (7%), 
the life-time risk is estimated to 80% due to a high penetrance of these genes. 
Other predictive factors must be considered only in BRCA 1/2 negative or untested healthy women. 
Most of these factors have been identified in large epidemiologic studies. Case-control then cohort 
prospective studies allowed to build predictive models useful for selecting higher risk groups of 
patients. Gail and colleagues developed in the late 80’s the first predictive model which was modified 
and validated in various cohorts of patients. Many versions of such models have been published and 
both Gail and Tyrer-Cuzick models seems applicable in routine practice since the BOADICEA model 
published in 2004 by Antoniou and colleagues focused on predicted mutation probabilities and cancer 
risks in individuals with a family history.  

Based initially on family and personnal history of breast diseases, hormonal exposition (age at birth of 
first live child, age at menarche), models now take into account other risk factors like hormonal 
replacement treatment, oral contraceptives, overweight or alcohol consumption. The mammographic 
density has been shown as having a predictive value but is still discussed as useful in practice due to 
a lack of standardization. In the same way, the ability to predict breast cancer risk with plasma 
hormone levels (total estrogen plasma concentrations, free estradiol plasma concentrations) has been 
studied with conflicting results. Recent results from the large EPIC study have confirmed their 
predictive value. However, for use in a prediction model, the assays for plasma hormone levels will 
require standardization in order to determine a threshold. 

Predictive models can be applied in three different clinical situations. The first application was the 
selection of high risk patients for a more intensive breast cancer screening. In countries where mass 
screening has been set up, age is the main predictive factor taken into account for inviting women in 
the program. Gail’s model was used in the 2 main trials of breast cancer prevention for selecting 
patients and for computing the benefit of prevention expressed as the number of patients who will 
require treatment to prevent one case (i.e. NNT, number needed to treat). Another use is to compute 
the relative risk of breast cancer for a given woman according to her individual factors and to estimate 
the potential benefit of avoiding some of them. The Harvard Disease Index applied to breast cancer is 
a very efficient tool for routinely evaluating an individual risk. However, most of these predictive 
factors have been identified in white American cohorts and must be validated in other populations.  

5 

mailto:franck.chauvin@icloire.fr


Progesterone, progestin and breast cancer 
A. GOMPEL 
Unité de Gynécologie endocrinienne, Hôtel-Dieu de Paris, Université Paris Descartes, INSERM UMRS 893, 1 
place du Parvis Notre Dame,75004, Paris, France. anne.gompel@htd.aphp.fr 

 
 

The progestogen effects on breast cancer risk are complex and still not totally understood. 
The various progestogens display different properties and different steroidal specificities. They belong 
to different classes: progesterone, nortestosterone derivatives, pregnanes, norpregnanes and 
spironolactone derivative. 
 
Different molecules and different indications 
Their effects will depend upon their properties, the dose and length of utilization during the cycle, the 
presence of estradiol…According to their characteristics, they can interact with other steroid receptors 
(R) than the progesterone receptor (PR), estradiol R (ER), androgen R (AR), glucocorticosteroid R 
(GR) and mineralocorticoid R (MR).  

Their clinical use can vary with different indications: 
• In premenopausal women 

o Treatment of estrogen dependent diseases: endometrial hyperplasia, endometriosis, 
benign breast diseases, uterine bleeding. These conditions can be themselves 
associated with an increased risk of breast cancer as recently reported [1]. 

o contraception in women with estroprogestins contra indication   
Norsteroides at very low doses (minipill) or at antigonadotropic doses (norpregnanes, pregnanes 
or norsteroides) 
•  In postmenopausal women:  continuous regimen or sequential/cyclic can be proposed. In 

Northern Europe, predominant norsteroides derivatives are used combined with estradiol, 
whereas in the USA, conjugated estrogens+ medroxyprogesterone acetate (MPA) is used and 
in France, mainly preogesterone and estradiol, 25days / months, instead of continuously. 

Properties of the progestogens  
• Androgenic progestogens (MPA, norsteroids) can induce insulin resistance which can 

increase the risk of breast cancer; the effects of androgens on breast tissue are still a 
matter of debate but predominantly, favorable effects are reported. 

• Estrogenic effects: norsteroids metabolites are able to bind ER  
• Glucocorticoid effects: as reported in a recent review, glucocorticoids (GCS) may have 

deleterious effects on the breast [2]; MPA is a potent glucocorticoid and progesterone 
has not any GCS effect 

• Mineralocorticoid effect: progesterone, spironolactone and drospirenone have 
antimineralocorticoid effects which are not still well studied in the breast but could 
explain different behavior of these progestins. 

• individual susceptibility  
The length of  CAG triplets of AR,  certain polymorphisms of PR may contribute to explain individual 
paradoxical responses. Similarly,polymorphisms, amplification or mutation of ER can be associated 
with different risk levels and could explain an increase sensitivity to exogenous estrogens[3,4].   
 
Risk of breast cancer in clinical trials: 
 
Progestin minipill: 
The Oxford meta analysis has compared 725 cases of breast cancers and 528 controls. The RR: 1.12 
± 0.064 (DS) with a mild higher risk of RR:  1.19 ± 0.153 in users of more than 4 y. 
[5].  Two recent studies has confirmed these data [6,7].  
MPA injectable and implant 
- MPA at 150 mg per injection 
The Oxford meta analysis has reported on 339 cases and 1935 controls. No significant increase in the 
risk was observed nor any duration effect [5]. 3 other studies have been recently published and 
confirmed these data[8-10].  
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- Implant  
Very scarce data exists. The CARE and the Corners [9,10] have reported no increase in the risk but 
on very few cases of breast cancers. The postmarketing survey of Norplant does not report any 
increase in the risk but it is maybe too early to conclude [11]. No data is available on Implanon. 
 
Norgestrel DIU 
Only one study has evaluated the RR of breast cancer by comparison of the incidence of breast 
cancer observed upon 17 360 users and the national finish incidence from registries No increase in 
the rsik was observed but the level of evidence is weak. 
Another study has shown that the use of Mirena in women with breast cancer might increase the risk 
of reccurrency. However, still, the level of evidence is not high[12].  
 
Progestin at antigonadotropic doses 
- A French cohort was initiated in the late 70s from two centers for breast diseases in Paris (Hôpital 
Necker et Institut Gustave Roussy)[13,14]. 1150 women with benign breast diseases or mastalgia 
were recruited between 1976 and 1979. There was a decrease after 10y of follow-up of breast cancer 
incidence in women with norsteroids and there was a significant duration effect (p ≤ 0.02). The use of 
other progestins did not increase the risk.  
- The E3N cohort has published no increase risk of breast cancer in women beteen 40 and 50 
years[15]: RR 1,01 (0,93-1,11). However, the risk increased over 4.5 y of use and with the duration of 
use. RR: 1.13 if > 4.5 years (p tendance 0.012). In addition, for current users, the RR:  1.44 (1.03-
2.00) if > 4.5 y.  
The different design of both studies will be discussed. 
 Postmenopausal women 
The WHI trials have shown an increase risk of breast cancer of RR : 1,26 (1,01-1,5) for the 
combination CEE+MPA and no increase in the risk with CEE alone. However, their patients were 
older and more obese than the usual population who uses hormone replacement therapy (HRT). 
Subsequently, the Million Women Study also reported an increase risk of about 2 for the combined 
treatment and 1.3 for estrogens alone. No difference in the RR was observed between the various 
progestins. The French E3N cohort is the only one to report on progesterone and does not observed 
any increase in the risk of breast cancer with it, but observed a RR:1.69(1.50-1.91) with synthetic 
progestins. This strongly suggests that the different properties of progesterone and progestin may 
have consequences on the breast cells. 
Concerning the regimen, there is some evidence in favor of a more deleterious effect of continuous 
administration than cyclic administration as reported previously and in a recent German study [16]. 
The lobular type seems to be more sensitive to the promoter effects of combined HRT. 
There is a consensus to consider that HRT is acting by promotion on preexisting lesions. The survival 
of breast cancer diagnosed under HRT appears better [17]. 
In conclusions, it is very likely that the increase in breast cancer risk is mild and dependent upon 
breast susceptibility. It is important to educate patients for lifestyle which offer a decrease in the risk 
and to accurately balance the indications and contra-indications of progestins clinical use. 
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Oral Contraceptives and Breast Cancer  
G. IATRAKIS - Greece 
  
Various studies examining the use of oral contraceptives (OCs) as a risk factor for breast cancer (BC) 
have produced inconsistent results. Some of these studies have provided convincing evidence that 
using OCs increases the risk of BC. 

A 1996 meta-analysis of worldwide epidemiologic data, conducted by the Collaborative Group 
on Hormonal Factors in Breast Cancer, found that women who were current or recent users of OCs 
had elevated risk of developing BC. The researchers examined the results of 54 studies, conducted in 
25 countries, including >50,000 women with BC and >100,000 controls. The risk for BC was highest 
for women who started using OCs as teenagers. However, 10 or more years after women stopped 
using OCs, their risk of developing BC returned to the same level as if they had never used OCs, 
regardless of dose and type of hormone, duration of use, family history of BC, reproductive history, 
ethnic group, geographic area and differences in study design. In addition, BCs diagnosed in women 
after 10 or more years of not using OCs were less advanced than BCs diagnosed in women who had 
never used OCs (Collaborative Group on Hormonal Factors in Breast Cancer 1996). 

A 2003 study, sponsored by the National Cancer Institute (NCI), examined risk factors for BC 
among women aged 20-54. The researchers concluded that the risk was highest for women who used 
OCs for more than 6 months and within 5 years prior to diagnosis of BC, particularly in those of aged 
20-34 (Althuis et al 2003). 

A 2006 meta-analysis showed that the use of OCs was associated with an increased risk of 
premenopausal BC (Odds-Ratio/OR=1.19). It was found that the risk was higher in parous women 
(OR=1.29), mainly when OCs were used before first full-term pregnancy (FFTP) (OR=1.44) and 
particularly in those who used OCs 4 or more years before FFTP (OR=1.52). Confidence interval in all 
ORs does not cross the one and the results are statistically significant (Kahlenborn et al 2006).  

Similarly, a 2006 study for BRCA2 mutation carriers found that the use of OCs may be 
associated with an increased risk of BC among women before the age 50 who use them for at least 5 
years (Haile et al 2006). In conclusion, the above studies indicated that exposure to OCs is an 
important risk factor for BC. The mechanisms of carcinogenesis in the breast caused by OCs may 
include the metabolism of estrogen to genotoxic, mutagenic metabolites and the stimulation of tissue 
growth. It seems that these processes together cause initiation and progression of carcinogenesis 
(Yager & Davidson 2006). 
 On the contrary, the conclusions of other studies were in contrast to those described above. 
As an example, a 2002 study (Women’s Contraceptive and Reproductive Experiences-Women’s 
CARE) concluded that OCs use is not associated with increased risk of BC. This population, case–
control study with more than 4,500 women with BC and more than 4,500 controls examined the use of 
OCs as a risk factor for BC in women ages 35 to 64. The study indicated that current or former use of 
OCs does not significantly increase the risk of  BC, with similar results for black and white women. 
Initiation of OC use before age 20, longer periods of use, higher doses of estrogen and OC use by 
women with a family history of BC were not associated with an increased risk of BC (Marchbanks et al 
2002). 
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Many observations point to early life as a susceptible period in mammary carcinogenesis. Early 
menarche, late first delivery, and ionizing radiation during early life are documented risk factors. High 
stature, which to a certain extent is determined by childhood nutrition, has consistently been 
associated with an increase in the risk of breast cancer.1  

Studies in animals also indicate that the mammary gland is most vulnerable to carcinogenic influences 
before a woman's first delivery, when many of the cells in the breast differentiate to assume their 
intended function.2 Since some differentiation is likely to occur during the development of the 
mammary glands and sexual maturation, the period between conception and mammary-gland 

development may be one of particular sensitivity. Among survivors of atomic bomb explosions, the 
excess relative risk of breast cancer was greatest among girls who were exposed before 10 years of 
age.3  

Genetic and environmental factors influence estrogen homeostasis and tissue-specific exposure to 
estrogen and its metabolites. The relative influence of the fluctuating serum estrogen concentrations 

associated with the menstrual cycle in premenopausal women and the more stable concentrations in 
postmenopausal women on the cumulative lifetime exposure to estrogen is uncertain. 5 
 
The lecture will present the mammary gland development from birth till menopause, taking in 
consideration all the hormonal changes and their effects on the breast tissue, with a specific focus of 
the possible mechanism of carcinogenesis at each stage. 
 
 

1. Van den Brandt PA, Spiegelman D, Yaun SS, et al. Pooled analysis of prospective cohort studies on height, 
weight, and breast cancer risk. Am J Epidemiol 2000;152:514-527.  

2. Russo J, Tay LK, Russo IH. Differentiation of the mammary gland and susceptibility to carcinogenesis. Breast 
Cancer Res Treat 1982;2:5-73.  

3. Land CE. Studies of cancer and radiation dose among atomic bomb survivors: the example of breast cancer. 
JAMA 1995;274:402-407.  

4.  McCormack VA, dos Santos Silva I, De Stavola BL, Mohsen R, Leon DA, Lithell HO. Fetal growth and 
subsequent risk of breast cancer: results from long term follow up of Swedish cohort. BMJ 2003;326:248-248.   

5. Clemons M, Goss P. Estrogen and the risk of breast cancer. N Engl J Med 2001;344:276-285. [Erratum, N 
Engl J Med 2001;344:1804.]  
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Pregnancy-associated breast cancer (PABC) 
S. ZERVOUDIS - Greece 
 
 
As modern women delay childbearing, pregnancy-associated breast cancer (PABC) 
becomes a more frequent problem faced by oncologists, gynecologists, and obstetricians 
alike. However, no evidence exists concerning the management of this condition. Several 
issues regarding PABC are to be analyzed in the current presentation: 

• Epidemiology: There is a transient increase in risk for breast cancer after pregnancy. 
This risk is pronounced in older primigravidas. PABC usually presents as an advanced 
disease (stages II-IV) 

• Pathology: The majority of PABCs are grade II and III. Estrogen and progesterone 
receptors are usually negative in PABC.  

• Diagnosis: Clinical examination, mammography, and cytology are of low sensitivity 
during pregnancy and lactation. Open biopsy or core biopsy are the recommended 
methods for histology examination. Breast ultrasound is superior to mammography for 
PABC diagnosis. 

• Staging: Lower abdominal CT is prohibited during pregnancy. Upper abdominal and 
thoracic CT scans are allowed in the first trimester under proper shielding of the 
abdomen. MRI is recommended to be avoided during pregnancy. 

• Treatment:  
Surgery: Surgical treatment is performed as in non-pregnant patients. SLN is not 
recommended in PABC treatment.  
Radiotherapy:  Radiotherapy is prohibited during pregnancy and should be performed 
postpartum. 
Chemotherapy and endocrine therapy: Chemotherapy can be performed after the first 
trimester. Endocrine therapy is not recommended during pregnancy. 

• Prognosis: Prognosis is considered poor. 
• Pregnancy after treatment for breast cancer: It is recommended that women with 

breast cancer should avoid conception at least 2 years after completing treatment. 
Stage IV breast cancer patients are advised to avoid pregnancy. 

Conclusions: All the current evidence regarding PABC is classified as level III and IV (weak 
evidence).  Due to lack of prospective randomized controlled clinical studies, both ongoing 
studies and future evidence are expected to solve problems related to breast cancer 
management during pregnancy. 
 
Recommended literature:  
 - Navrozoglou I, Vrekoussis T, Kontostolis E, Dousias V, Zervoudis S, Stathopoulos EN, 
Zoras O, Paraskevaidis E. Breast cancer during pregnancy: a mini-review. 
Eur J Surg Oncol. 2008 Aug;34(8):837-43. 
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Since the completion of the human genome sequencing and the development of high throughput 
techniques, analysis of the expression of thousands of genes in a given tumor has become possible. 
1,2,3  
 
Genome-wide studies have recently identified many new variants associated with common diseases.  
There are many variants with relatively low effects, with many more markers still to be discovered. 
Some variants are shedding new light on disease mechanisms and are related with previously 
unsuspected parts of the genome. Much more work is needed, however, to define the clinical 
relevance and value to patients of testing for these new genetic markers. This approach has not only 
furthered our understanding of breast cancer taxonomy4,5, but also provided a number of ‘‘signatures’’ 
(collection of genes that taken together can classify tumors into distinct groups, sometimes with 
prognostic or predictive implications) that have been reported to be more effective than standard 
prognostic and predictive factors for already diagnosed breast cancer6-11.  

It is worrying that in the absence of this knowledge, commercial genetic testing services are being 
marketed directly to the public. Rather than dismiss the accuracy and usefulness of these tests for 
predicting and reducing the risk of disease, physicians should help patients understand the current 
limitations of genomic information and explain the preventive steps that can be taken to reduce the 
risk of disease, regardless of one's genome. Patients should understand that the absence of a 
genome-based predisposition to a disease does not necessarily alleviate one's overall risk of 
contracting that disease 12-16.  

This presentation has the aim to describe key findings from the new genome-wide association studies 
with a particular focus on breast cancer, to underline and argue the importance for improved 
evaluation, greater transparency, and better regulation, so that the new genetic tests can be used in a 
safe and informed way particularly for breast cancers 12-16.  
 
 
REFERENCES : 
1). David J. Hunter, M.B., B.S., Sc.D., M.P.H., Muin J. Khoury, M.D., Ph.D., and Jeffrey M. Drazen, M.D., Letting 
the Genome out of the Bottle — Will We Get Our Wish?, NEJM,  
2) Wildsmith SE, Elcock FJ. Microarrays under the microscope. Mol Pathol, 2001; 54:8–16. 
3) Maughan NJ, Lewis FA, Smith V. An introduction to arrays. J Pathol, 2001;195:3–6.  
4) Perou CM, Sorlie T, Eisen MB, et al. Molecular portraits of human breast tumours. Nature 2000;406:747–52. 
5) Sotiriou C, Neo SY, McShane LM, et al. Breast cancer classification and prognosis based on gene 
expression profiles from a population-based study. Proc Natl Acad Sci USA 2003;100:10393–8. 
6) Chang JC, Hilsenbeck SG, Fuqua SA. Genomic approaches in the management and treatment of breast 
cancer. Br J Cancer 2005;92:618–24 
7) van de Vijver MJ, He YD, van’t Veer LJ, et al. A gene-expression signature as a predictor of survival in breast 
cancer. N Engl J Med 2002;347:1999–2009. 
8) van ’t Veer LJ, Dai H, van de Vijver MJ, et al. Gene expression profiling predicts clinical outcome of breast 
cancer. Nature 2002;415:530–6. 
9) van’t Veer LJ, Paik S, Hayes DF. Gene expression profiling of breast cancer: a new tumor marker. J Clin 
Oncol 2005;23:1631–5. 
10) Huang E, Cheng SH, Dressman H, et al. Gene expression predictors of breast cancer outcomes. Lancet 
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Medical imaging development in the past years for breast cancer 
G. SIMONETTI – Italy 
 
NOT RECEIVED 
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Breast MRI : how and for what patient ? 
P. TAOUREL - CHRU  Montpellier - France 
 

The first goal of this lecture is to describe the technical points in breast MRI including the need for a 
bilateral breast exam, the need for thin slices and the means of fat supression. Then we will describe 
the semiology of breast cancer and will give clues to differentiate malignant from benign lesions 
based more on morphologic criteria than on kinetic criteria. Last we will discuss the indications of 
breast MRI in the screening of high-risk patients, in the characterization of breast lesions which are 
difficult to biopsy (lesion seen on one view for instance), in the staging of patients with demonstrated 
cancer to look for multifocality, multicentricity and bilaterality and in the follow-up of breast cancer 
particularly when a neodajuvant chemotherapy is performed. 
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Breast fine needle aspiration and tissue core-needle biopsy 
V. TICA - Romania 
 
Fine-needle aspiration (FNA) biopsy is an outpatient, simple, well-established, useful, reliable, cost-
effective diagnostic technique that that can be performed in cases of palpable or profound mass 
lesions. 
The procedure involves the introduction of a small-gauge needle into the mass and the extraction of 
representative cellular material. After a discussion during which indications, potential risks and 
complications are presented to the patient, consent is obtained. The skin is prepared and a very thin 
needle is introduced into the lesion as the doctor palpates and stabilizes it. The procedures may be 
with or without negative suction. Specific devices have been developed, as an aspiration gun. There 
is, generally, no need of local anesthesia. When the lesion is not easily palpable or very small, 
ultrasound computed tomography or fluoroscopy may be useful in the needle guidance. If a superficial 
lesion is assessed, there are essentially no contraindications to the procedure. The aspiration of a 
breast abscess with ultrasonographic guidance, local anesthesia and intravenous antibiotics (against 
Staphylococcus aureus) may have to be repeated every 3 days but has a great chance to be 
effective, as in 86% of cases surgery can be avoided. The procedure is not essentially different if 
needed in the pregnant woman, without danger of excess bleeding or the formation or milk fistula. 
The technique is somehow complicated during pregnancy by the more difficult physical examination. 
The specimen obtained is spread onto glass slides like for peripheral blood smears. Papanicolaou 
(after immediate fixation in 95% alcohol or spray fixative), Diff-Quik, or Giemsa staining are used. The 
pathologic examination of cyst fluid from clinically benign breast lesions seems not routinely 
necessary when the fluid is clear or when total resolution of the lesion is observed after aspiration. 
If an adequate cell sample is obtained, cytological diagnosis is insured in 90% of cases. 
The most frequently encountered lesions are nonneoplastic masses - fibrocystic changes; the 
respective specimens contain histiocytes and proteinaceous debris, fragments of ductal epithelium 
and apocrine metaplasia. Fibroadenomas express numerous cohesive antler-shaped tissue 
fragments, often with some proliferative changes, bipolar cells and myxoid changes. Papilloma and 
papillary carcinoma express, both, hypercellular specimens, with columnar epithelial cells and, 
therefore, need histologic analysis through biopsy. 
Cytomorphologic malignancy criteria are hypercellularity, architectural complexity (when tissue 
fragments are obtained), variation in nuclear size, shape and chromatin pattern, nuclear membrane 
abnormalities, altered chromatin distribution and elevated nucleus-to-cytoplasm ratios. Carcinoma is 
diagnosed in specimens with hypercellularity, cellular dyscohesion and lack of myoepithelial cells. 
Additional prognostic tests may be reliably performed on FNA aspirates: nuclear grading, 
immunocytochemical stains for the presence of hormone receptors, assessment of c-erbB2/Her-2/neu 
overexpression. 
The procedure has been proved to be sensitive as well as specific and is related with minimal 
morbidity. Therefore, FNA has been related with a decreased need for surgical biopsy. 
The combination of physical examination, imaging findings (mammography and/or ultrasound) and 
cytological examination is known as the triple test. It has more than 95% diagnostic accuracy in case 
of concordance of all three elements and allows clinical subsequent recommendations. 
Limitations of FNA include the risk of an unsampled lesion, poor subclassification of tumor subtype, 
incapacity in determination of tumor invasion and the limited value of a negative diagnosis in the 
context of suspicious clinical and/or mammographic findings. The rare cases of false positive include 
misinterpretation of hypercellular specimens with minimal cytologic atypia and overinterpretation of a 
few atypical cells in patients with cytotoxic / radiation therapy. 
Tissue core-needle biopsy may offer additional information and may improve the diagnostic accuracy, 
as small cylinders of tissue are obtained. It uses a larger needle than the one for FNA and may be 
performed in the physician's office, with local anesthesia. The procedure can be used on palpable or 
nonpalpable breast lesions. A vacuum-assisted technique seems to be particularly adapted for the 
second category. Ultrasound guidance is frequently beneficial. 
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Architectural distortion in screening for breast cancer  
M. BOUBRIT - Algeria 

 

 

The distortion is the third architectural anomaly indicative of cancer, with a prevalence estimated at 
6%.  
It presents a dual problem detection and interpretation especially at screening (asymptomatic 
women).  
The aim of imaging is to propose a conduct based on the mastery of BI-RADS Lexicon of the ACR 
and the training of radiologists. 
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TEP Scan for the screening of local relapses and distant metastases in breast cancer 
M-Y. MOUROU – Monaco 
 
 
NOT RECEIVED 
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Mammography imaging of DCIS 
V. LATTANZIO – J. NORI - Italy 
 
 
NOT RECEIVED 
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Workshop A 
Medico economic modelling: definition, interest, limits.  
Example: application to breast cancer/ screening. 
C. CASTELLI – J-P. DAURES 
 
 
Medico-economic modelling tools are of interest for the making decision process. It allows 
policy makers to guide their choices in order to take the optimal decision. The medico-
economic analysis has 2 main components: the cost analyses and the adjusted cost 
analyses on specific parameters (effectiveness, quality of life, utility etc…). The following 
figure describes several types of analysis, their interests and methods. 
 
 
          
 
 
 
 
 
 
 
 
  
 
 
 
 

Description  & better knowledge Interest 

Definition 

Cost analyses 

Cost minimization: Mean total cost modelling
      
Comparison of  of the health care  
several strategies   

Methods 
Modelling:  
- Regression model 
- Decisional Tree 

 Cost-effectiveness 

ICER  INB 
 

Two strategies comparison 

Decision & resources optimisation 

In this workshop, a case study applied to the breast cancer, and the methods used in 
decision-making for the organized mass screening, will be proposed. 
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Workshop B 
Traitements hormonaux de la ménopause : le point des dernières publications en 2008 
Christian G. JAMIN 
 
jamin.ch@gmail.com  
Correspondance : Christian Jamin 169 bd Haussmann F75008 Paris 
 
 
 
Le traitement hormonal de la ménopause a été largement proposé aux femmes ménopausées 
jusqu’en 2002 tant les bénéfices attendus semblaient importants.  
A la suite de la publication de deux études randomisées versus placebo un brutal coup d’arrêt s’est 
produit dans sa prescription, alors même  que de nombreux auteurs contestent la validité des 
résultats de ces études prétendument basées sur les preuves. 
Six ans après ces publications bien que des zones d’ombre persistent mais nombre des risques 
imputés au THM se son avérés sans fondement. Le THM a sans conteste un effet bénéfique sur le 
syndrome climatérique, et la qualité de vie en général pourvu que ce syndrome climatérique existe. 
Le THM et la tibolone ont un effet préventif sur la perte osseuse post ménopausique et le risque 
fracturaire. Ils préviennent aussi le cancer du colon et pour le THM la survenue d’un diabète de type 
2. 
 L’augmentation du risque thromboembolique veineux dépend du terrain (poids age) et ne se produit 
pas si l’on utilise des oestrogènes par voie non digestive. La voie d’administration des oestrogènes 
conditionne aussi le risque de lithiases biliaires. Le risque coronarien n’apparaît pas  en même le 
diminue si le traitement est débuté en post ménopause immédiate et il est possible que 
l’administration cutanée des oestrogènes et de la progestérone naturelle le minimise encore. Dans 
ces conditions le THM peut probablement encore revendiquer un effet préventif de l’athérogénèse. Le 
THM n’a pas de place en prévention coronarienne secondaire. Pour les AVC l’age est un facteur 
limitant à l’utilisation du THM et la tibolone (age d’arrêt suivant les facteurs de risque d’AVC). Pour les 
démences les données récentes sont de nouveau en faveur d’un effet préventif du THM si le 
traitement est débuté avant 65 ans. Le cancer du sein voit sont incidence augmenter lors de 
l’association oestrogènes progestatifs de synthèse surtout au delà de 60 ans et pour une 
administration de plus de 5 ans. La tibolone diminue ce risque de 68% et l’association oestrogènes 
progestérone naturelle/retroprogestérone n’a pas montré d’augmentation du risque. 
Ainsi il n’y a aujourd’hui aucune raison d’interdire lorsqu’il est nécessaire et bien choisi le traitement 
hormonal de la ménopause en post ménopause immédiate. 
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 Workshop C 
Results of analysis and statistical methods in decision process: multi-states modelling 
in breast cancer. 
J-P. DAURES - France 
 
 
The statistical tools allow a better understanding of the pathology, the clinical improvement 
and to know the risk factors of the disease. They can describe and identify protective and risk 
factors in order to improve and modify our behaviour and the health system efficiency. These 
tools assist the decision-making, and as indicated in their names, guide the policy makers in 
order to select the best decision from the patient viewpoint and more extensively, the societal 
viewpoint. 
Accurately, the multi-states models, a fairly recent tool, model the whole clinical process of 
the patients according to different health states. Thus, they describe the transition between 
the successive health states. The statistical tools suited to this type of modelling estimate 
several highly relevant parameters from the clinical viewpoint, such as the probability of 
transitions between the different states and the time spent in each state before each 
transition. These models can also introduce specific patient covariates that can differ from 
transitions to transition, and that can have a different effect depending on transition. 
In this workshop, an example of the multi-state modelling applied the breast cancer, and 
resulting decisions, will be presented. 
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Workshop D 
Interventionnal radiology and mass screening radiology. 
Application to mass screening in breast cancer. Quality assurance 
P. BOULET, G. LAFFARGUE, X. PRAT – France 
 
 
NOT RECEIVED 
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Ductal Carcinoma In Situ ( DCIS) 
 

Chairmen: P. ROUANET - France - G. VLASTOS - Switzerland –  
S. ZERVOUDIS - Greece 
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The natural history of Ductal Carcinoma in situ : what are the consequences 
on surgical strategy ? 
A. MOURREGOT, CRLC Val d’Aurelle, Montpellier, France 
 
 
Ductal Carcinoma in situ of the breast is a complex disease still questioning the optimal surgical and 
medical management. Nowadays the standard treatment often associates conservative surgery 
followed by radiotherapy. Mastectomy, which represents about one third of the indications in France1, 
does not improve overall survival compared to conservative surgery, though it improves local control. 
4 randomized studies have shown that radiotherapy decreased local recurrence by 50% after surgery, 
compared to surgery alone. Hormonotherapy in DCIS still requires further clinical studies to better 
define its indications since 2 randomized studies happened to be contradictory. 
DCIS represents about 20% of all tumors diagnosed within mammographic screening programs. It 
has an excellent prognosis with a specific survival of 98% at 10 years. The main risk is represented 
by local relapse. Hence, 50% of recurrences following local therapy for DCIS will be invasive cancer, 
dramatically chancing the prognosis with an approximate 15% long-term risk of metastatic evolution.  
 
The natural history of DCIS is poorly understood as it cannot be observed directly. There is a debate 
about whether in situ breast cancer is an obligate precursor of invasive breast cancer, and what 
proportion of in situ breast lesions progress to invasive cancer.  
The most direct evidence regarding the progression of DCIS to invasive cancer comes from studies 
where DCIS was initially misdiagnosed as benign and treated by biopsy alone. These studies suggest 
that between 14-53% of DCIS may progress to invasive cancer over a period of 10 or more years. 
This risk exists whatever the grade of DCIS but is more important and early for high grade DCIS. This 
data support the concept of DCIS as an anatomical “forerunner” to invasive cancer. Furthermore, 
DCIS has been associated with an increased risk for the development of contralateral disease. 
There is, however, evidence that not all DCIS progresses to invasive breast cancer. This is supported 
by the reported prevalence of undiagnosed DCIS found on autopsy studies (of approximately 9%), 
suggesting a larger reservoir of DCIS may exist in the population.   
 
Actually, DCIS is a very heterogeneous disease with varied potential of progression to invasive 
disease. There are at least two broad groups of DCIS, characterised in diverse biologic behavior and 
malignant potential, as well as very different histological and genetic characteristics, clinical 
presentation, mammographic features, and extent distribution within the breast. On the one side, 
there is low-aggressive DCIS which has a lesser likelihood to recur over a long interval (15-20 years) 
before progression to low-grade invasive ductal cancer. It is characterized by low grade DCIS, ER-
positive, cerB2 negative. Its extension in breast tends to be more discontinuous and multifocal. On the 
other side, there is highly aggressive DCIS which has greater potential for progression to invasive 
ductal carcinoma over a relatively short period (5-10 years) with an increased likehood of local 
recurrence 24-26 months after excision. It is characterized by high-grade DCIS, ER-negative, cerB2 
positive and p53 mutations, and shows a more complex array of genetic changes. It has mostly a 
continued extension in breast. Young female are often concerned by aggressive DCIS, having larger 
tumor size at presentation and more frequent recurrences. 
 
The information available on the risk of progression from DCIS to invasive cancer is unfortunately 
extremely limited. The real challenge in the management of DCIS in the future will be to adapt one’s 
treatment to one’s particular disease, depending on : 

- DCIS aggressiveness, determined by histopathology, molecular features, age of prognosis. 
Indications of radiotherapy and hormonotherapy should mainly concern high-aggressive 
DCIS, having high risk of local recurrence. 

- DCIS breast extension. It is difficult to evaluate the extent of DCIS preoperatively. 
Mammography can underestimate this extension since about 10% of DCIS is completely 
occult on it. MRI has a good sensibility (90%) to detect DCIS, but a relative low specificity 

                                                 
1  AFC 2007 report 
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(72%), resulting in high false-negative rates. There is a need of a more accurate 
preoperative DCIS staging to determine the type of surgery. Oncoplastic surgery allows 
wide glandular resections with good cosmetic results. It should help in getting clear 
margins and possibly avoid radiotherapy if so. Mastectomy with immediate reconstruction 
will still be indicated in case of multicentric DCIS.  
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Partial resection in DCIS: appreciation of safety margins by the pathologist 
J-M. GUINEBRETIERE; E. MENET, P. CHEREL, C. BELICHARD 
Centre René-Huguenin, 35 rue Dailly, Saint Cloud France  
 
 
With the extent of the mammographic screening for breast cancer, organized in most of the European 
countries, the incidence of ductal carcinoma in situ (DCIS) is continuously rising. This causes multiple 
problems, economical due to the additional cost induced and medical for its adequate management 
which requires a complete surgical excision generally followed by an irradiation of the whole breast. 
Its quality is essential as the relapse rate is similar to those of invasive cancer, about 10% at 10 
years. But about half of the relapse lesion will be invasive. The main identified risk factors are the 
quality of the excision and the volume of the DCIS. In comparison with invasive cancer, its 
management is more complex due to its nature: the difficulty to accurately evaluate before treatment 
the size and extension of the lesions, the lack of precise target which can guide surgeons during the 
excision and pathologists during the management of the breast specimen and finally the insidious 
extension of the lesion inside the normal ducts which causes difficulties for the measure of its size 
and the evaluation of the margin status of the excised specimen during the microscopic analysis. This 
explains why its management requires rigour at every step of the technique:   
A surgical specimen perfectly orientated by the surgeon and non fragmented 
A x-ray of the specimen to ensure the correct excision of the radiographic abnormality 
A specimen inked, cut in serial slices and totally included. 
Report of the minimal distance in millimetre between each margin and the narrowest tumoral duct, the 
extent of the lesion and the quality of the tissue between tumor and this margin.  
Such lesion is exemplary as it requires a perfect collaboration between radiologist, surgeon 
pathologist and clinician. 
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DCIS lessons from large trials 
Tamer F. YOUSSEF, MD - Egypt 
 
 
DCIS can be defined surgically as a heterogeneous group of lesions with diverse malignant potential 
and a range of controversial treatment options. 
Pathologically Malignancy of the epithelial cells remains confined to the duct wall without periductal 
stromal invasion. 
The number of cases of DCIS seen each year has increased dramatical ly as 
screening mammography has become more widely adopted reaching about 21% of all new 
cases in countries where screening programs are widely adapted 
Clustered microcalcif ications on a mammogram are the most frequent presentation of 
DCIS. Invasive carcinoma can be found in palpable, high-grade DCIS lesions.  
Recently, there has been great change in the understanding, incidence and treatment modalities. 
Although mastectomy is an effective treatment for DCIS, i t  is a radical approach for a 
lesion that may not progress to invasive carcinoma during a patient 's l i fet ime and is 
too small to be detected cl inical ly. The use of BCT with excision and RT for invasive 
carcinoma has stimulated greater interest in the use of this approach for DCIS. Many 
tr ials were performed to evaluate the possibi l i ty of conservative surgical resection, 
value of postoperative radiotherapy and adjuvant systemic therapy. 
Newer biological markers are now being tested as prognostic markers to identify the actual indications 
of adjuvant therapy. 
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Molecular classification of DCIS and early lesions 
F. SCHMITT, MD, PhD, FIAC 
Associate Professor of Pathology, Medical Faculty of Porto University 
Director of the Unit of Molecular Pathology – IPATIMUP 
e-mail: fernando.schmitt@ipatimup.pt 
 

 
The widespread use of mammography has increased the diagnosis of in situ and early invasive 

breast lesions. Many of these lesions are well-recognized by clinicians and pathologists. In this 
presentation I will focus the morphological and molecular aspects of some early breast lesions, 
namely columnar cell lesions (CCLs), pleomorphic lobular carcinoma (PLC) and ductal carcinoma in 
situ (DCIS).  

In the last eight years the diagnostic approach of breast carcinomas changed completely with 
the publication of the results of the molecular classification of breast carcinomas based on the 
genomic expression profiling. Human breast carcinomas represent a heterogeneous group of 
tumours, which are diverse in their natural history, their outcome, and their responsiveness to 
treatment. Variation in transcriptional programs accounts for much of human cells and tumours 
biological diversity. Additionally, the current pathology classification system is not optimal, since 
patients with identical tumour types and stage of disease present different responses to therapy and 
different overall outcomes. These limitations stem from the inability to take into account biological 
prognostic determinants. Until recently, the degree of differentiation and functional characteristics of 
epithelial cells, those giving rise to breast carcinoma, have remained unclear. The advent of 
microarray technology, with high throughput and parallel analysis of thousands of genes, has allowed 
linking molecular expression profiles to clinical patient’s outcomes and responses to therapy. If the 
predictive value of functional genomics is confirmed, it will be possible to predict accurately which 
tumours will relapse and to choose therapy accordingly. Another important implication is that genetic 
profiling may lead to the identification of new targets for therapy, and better predictive markers are 
needed to guide difficult treatment decisions. Recent cDNA and tissue microarrays studies have 
showed that breast tumours can be classified into specific subtypes, distinguished by differences in 
their gene expression patterns, which provide a distinctive molecular portrait for each tumour and the 
basis for an improved breast cancers molecular taxonomy. Variations in growth rate, in the activity of 
specific signaling pathways, and in the cellular composition of the tumours were all reflected in the 
variation of the expression of a specific subset of genes and in the prognostic status of patients. 

Perou et al. using hierarchical clustering analysis, classified breast cancer cases into four main 
groups: i) luminal cell-like, tumours that express ER and show profiles similar to those of normal 
luminal cells; ii) basal cell-like, which comprises ER negative tumours that express genes usually 
expressed by basal/ myoepithelial cells; iii) HER2 positive, encompassing tumours that consistently 
overexpress HER-2; and iv) normal breast-like group, which consistently clusters together with normal 
breast samples and fibroadenomas.  

This same approach can be used to study early breast lesions. CCLs are composed of a single 
population of monomorphic cells with luminal features (ER and PR positivity and lack of basal 
cytokeratin expression) and encompass a spectrum of lesions with varying degrees of architectural 
and nuclear atypia. We and others have demonstrated that these lesions show molecular genetic 
features similar to those observed in ADH/ low grade DCIS, including recurrent losses on 16q. Hence, 
it is tempting to suggest that CCLs would be the link between ADH/ low grade DCIS and ALH/LCIS 
and that the difference between the lobular or ductal nature of the lesion would be related to the 
inactivation of E-cadherin in the former. Although clinical studies to assess the risk of subsequent 
breast carcinoma following a diagnosis of CCL are yet to be performed, it is striking that some 
pathologists do not even mention the presence of these lesions in their reports.  

In recent years, it has become evident that low grade DCIS/ IDC and lobular carcinomas may be 
genetically related entities. Both are ER/PR positive, lack p53 and HER2 and show similar molecular 
genetic changes, namely loss of 16q and gains of 1q. Unlike these lesions, high grade DCIS/ IDC 
show a completely different immunophenotype. Although harbouring complex molecular genetic 
features, high grade DCIS rarely show loss of 16q and gain of 1q. Based upon the above findings it 
has been suggested that de-differentiation from low-grade to high grade DCIS/ IDC is an unlikely 
phenomenon. Pleomorphic lobular carcinoma (PLC) showed similar immunoprofiles and gain of 1q 
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and loss of 16q associated with lack E-cadherin. The present of these changes strongly suggest that 
at least some PLC may evolve through the same genetic pathway or from the same precursor as 
classic lobular carcinoma. In addition, the presence of HER2 and c-myc amplification occurred in the 
in situ stage and may be account for the high grade features and the more aggressive clinical 
behaviour of PLC. The distinct management strategies for patients with classic LCIS (careful follow up 
with or without tamoxifen chemoprevention) and high grade DCIS (wide local excision ± radiotherapy 
or mastectomy) raise questions regarding the clinical management of patients with PLCIS. Until data 
from prospective series are made available, we believe that PLCIS would be most appropriately 
managed as if they were DCIS. 

Previously, our group characterized basal-like tumours in a series of invasive breast 
carcinomas, using P-cadherin (P-CD), p63 and cytokeratin 5 (CK5). Based in this study, we 
hypothesized that these high-grade carcinomas probably have a parallel “basal” ductal carcinoma in 
situ (DCIS) precursor lesion, which should be identified using the same approach. A series of 79 
breast DCIS cases were classified in distinct subgroups, according with their ER and HER-2 
expression. Basal-like DCIS expressed neither of these proteins and represented 10.1% of the cases; 
HER-2 overexpressing tumours did not express ER, and represented 25.3%; luminal carcinomas 
expressed ER and constituted 64.6% of these lesions. Moreover, we characterized each subtype 
based on P-CD, CK5, p63, vimentin and EGFR expression. Basal-type was mostly high-grade, with 
comedo-type necrosis, and more frequently P-CD and CK5 positive. Interestingly, all these basal 
lesions expressed at least a basal marker, whereas the higher percentage of tumours belonging to 
the other groups was completely negative for these proteins. In conclusion, we could demonstrate 
that basal markers, like P-CD and CK5, can identify the putative in situ precursor lesion of the basal-
like ductal invasive carcinomas.  
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DCIS and oncoplastic surgery : which type of surgical technics ? 
P. ROUANET – France 
 
 
 
NOT RECEIVED 
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Ductal Carcinoma In Situ : role of the boost  
D. AZRIA - CRLC Val d’Aurelle, Montpellier 
 
 
Ductal carcinoma in situ is defined as breast cancer confined to the ducts of the breast without 
evidence of penetration of the basement membrane. Local treatment quality represents one of the 
most prognostic factors as half of recurrences are invasive disease. The main goal of adjuvant 
radiotherapy after conservative surgery is to decrease local recurrences and to permit breast 
conservation with low treatment-induced sequelae. Several randomized have established the impact 
of 50-Gy radiotherapy to the whole breast in terms of local control. Nevertheless, no randomized trial 
is still available concerning the role of the boost in this disease. In this review, we present up-dated 
results of the literature and detail the French multicentric randomized trial evaluating the impact of a 
16-Gy boost after 50 Gy delivered to the whole breast in 25 fractions and 33 days. This protocol will 
start inclusions in October 2008.  
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Conclusion : the 6 key-points 
G. VLASTOS – Switzerland 
 
 
NOT RECEIVED 
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SENTINEL NODE: diagnosis and therapeutic implications 
P-E. COLOMBO - CRLC Val d’Aurelle, Montpellier 

 
The disease status of the axillary lymph nodes remains one of the most significant prognostic 

factors for patients with breast cancer 1. Sentinel node biopsy (SNB) was reported to avoid complete 
axillary lymphadenectomy (AL) and its morbidity for N0 patients and to allow an “ultra-staging” of the 
sentinel nodes (SLN) with serial sections and immunohistochemical (IHC) analysis. Despite few 
randomized controlled studies 2, SNB has been generally accepted for the management of early 
breast cancer.  

In 2005, the Saint-Paul-de-Vence breast meeting edited the clinical practice recommendations 
of SNB in the treatment of clinically N0 breast cancer 3. SNB was indicated for invasive and unifocal 
T1 (< 2cm) tumors without palpable lymph nodes and in the absence of preoperative treatment or 
previous breast surgery. A validated surgical training was recommended with a learning curve of more 
than 50 cases 3.  

Several randomized studies are ongoing at multiple centers to confirm the accuracy and the 
safety of SNB. The NSABP-B32 4, 5 and the ALMANAC 6 trials are two large randomized multicentric 
trials designed to compare SNB to conventional AL in N0 breast cancer patients. Short-term results of 
these trials about technical aspects and morbidity have been reported4, 7. Long-term data about 
survival and local control are still awaited. The ACOSOG Z0011 trial 8 is a randomized, multicentric 
trial comparing survival between patients with positive SLN who did and did not undergo axillary 
lymph node dissection. Unfortunately, inclusions in this trial were prematurely stopped due to poor 
accrual. Technical outcomes of the 5611 patients from the NASBP B-32 trial have been recently 
published. In this study, the detection rate of SLN was 97.2%. The overall accuracy of SLN resection 
in patients was 97.1% with a false-negative (FN) rate of 9.8% 4.  

Several technical proposals have been reported to decrease the rate of FN after SNB:   
- Removal of more than one SLN 4. 
- Palpation of axilla during surgery to remove clinically suspicious lymph nodes 9. 
- Combined technique with blue dye and radiolabeled colloid 10. 
- Periareolar and intradermal injection of tracers 11.  
- Avoidance of previous surgical biopsy of breast tumor (one-step surgery) 4. 
- Specific formation of breast surgeon and histopathologist. 

The clinical impact of FN SNB has been evaluated with interest. The incidence of axillary 
recurrence after negative SNB seems to be very low (between 0.5 and 1.5 %) comparable to that 
following axillary lymphadenectomy for clinically N0 breast cancer 12, 13. FN of SLB seem to lead to 
under-treatment in few cases because most decisions regarding adjuvant therapies are based to a 
greater extent on the histopathologic features of the primary tumor 13. Long term survival data of 
randomized trials are still awaited. 

SNB reduces significantly arm related morbidity for N0 patients2, 7, 14. Early results of the 
ALMANAC trial in which the morbidity of SNB was compared with that associated with AL were 
recently presented 7. With a follow-up of 18 month, lymphedema, shoulder dysfunction and sensory 
deficits were significantly decreased for patients with SNB. Quality of life was superior for patients 
who had SNB with no increase in anxiety levels. Nevertheless, morbidity is not a negligible occur 
even after SNB alone (3% of lymphedema)7, 14. 

Intraoperative assessment of SN status allows immediate AL without second surgery when 
metastasis is found in the SLN. The rate of FN of intraoperative examination depends on the 
institution and the techniques used (10 to 50%). Frozen-sections are less sensitive in ascertaining 
micrometastases than macrometastases. Extensive frozen sections carry the risk of significant 
destruction of potentially diagnostic tissues. Intraoperative IHC analysis or molecular biology 
techniques have been reported but are not used in routine 15.  

Some studies have analyzed the possibility to expand the indications of SNB. This procedure 
has been reported with good accuracy and low FN rates for patients with larger tumors than 2 cm, 
multifocal tumors and for male breast cancer 16-20. For DCIS, axillary staging by SNB is indicated only 
when the probability of micro invasion is high (large or high grade DCIS, mastectomy) 21. Tumors 
larger than 5 cm, suspicious palpable lymph nodes, T4 or inflammatory breast cancers and previous 
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breast surgery are still contraindication to SNB 1. SNB have been tested after 22 and before 23 
neoadjuvant chemotherapy but remains controversial in this clinical setting 22. 

For patients with positive SNB, the question about the need of systematic axillary dissection is 
still debated. The clinical significance of small metastases in particular micrometastases (0.2 - 2mm) 
or sub-micrometastases (<0.2 mm) detected by specific histopathologic techniques only remains 
controversial. 

Among patients with positive sentinel according to routine examination (H&E), 40 to 60 % 
were found to have additional positive non sentinel nodes 4. The size of the metastasis in the SLN, the 
pT stage of breast tumor and the presence of lymphovascular invasion predict strongly the risk of non 
sentinel node involvement. Multivariate models and scoring systems have been established to predict 
the probability of residual tumor after positive SNB and to avoid AL 24. Nevertheless, no subgroup of 
patients with a minimal risk can be clearly identified and completion of AL is still recommended for 
these patients. The AMAROS trial is an ongoing randomized phase III study comparing axillary 
radiotherapy to axillary surgery in this clinical setting 25. 

More problematic is the management of patients with small metastases for whom the SLN is 
positive only with use of IHC or molecular biology analysis. The prognostic significance of these 
micrometastases remains controversial 26-28 and the indication of adjuvant systemic therapy on the 
presence of micrometastases only is difficult. Results of large randomized studies, NASBP B-32 or 
ACOSOG Z0011 trials, in which adjuvant therapy are based on routine H&E examination of SLN, 
blinding both physicians and patients to the results of IHC analysis of serial sections are awaited to 
confirm the prognostic significance and the clinical implications of these micrometastases.  
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New radiotherapeutic techniques IMRT - IORT - BT - WBRT - PBRT 
C. LEMANSKI – CRLC Montpellier - France 
 
 
 
Abstract. During the last century management of breast cancer became increasingly less aggressive 
for small tumors. Randomized trials demonstrated similar overall survival between mastectomy and 
breast-conservative surgery (BCS) followed by adjuvant radiation therapy (RT). BCS plus adjuvant RT 
+ systemic therapy has become the standard of care for women with early breast cancer. Advances in 
modern RT technology allowed significant increase in high precision of target definition. Intensity 
modulated radiation therapy (IMRT) and gating, under investigation in miscellaneous cancers, are 
also in development for breast-cancer patients. These techniques decrease radiation toxicities and 
could be useful in the setting of concurrent use of RT and new systemic therapies such as 
trastuzumab. Another advance in RT is the development of accelerated partial breast irradiation 
(APBI) as a new concept in the adjuvant setting for early-breast cancer. Intraopérative RT (IORT); 
immediate postopérative RT (interstitial brachytherapy or Mammosite device implantation) and 
delayed postoperative RT (external beam of photons or protons with 3D conformation) are under 
investigation. In this review, the role of modern whole breast irradiation is discussed, the rational of 
partial breast irradiation is argued and the different techniques are delaited. 
 
Key words: radiotherapy, breast cancer, partial breast irradiation, IMRT, gating. 
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The “Crescent” oncoplastic technique  in breast surgery. 
Cosmetic and carcinologic  outcome 
C. NOS,1,2  K. CLOUGH,²  F. LECURU 1 

1 Hôpital Européen Georges Pompidou , 20 Rue Leblanc 75015 Paris: Tel 0156093567 
2 L’institut du sein, 7 Avenue Bugeaud, 75016 Paris, Tel : 0145630000 
 
 
Conservative surgical treatment with wide local excision of lower pole breast carcinoma is a major 
factor of poor cosmetic results. We propose reconstruction of the inferior part of the breast using a 
fascio -cutaneous flap during excision of lower pole cancers, particulary in cases of women with 
small-sized breasts. 
Patients and methods: From  August 2005 up to June  2008, 41  patients with small or middle size 
breast presented with  breast carcinoma  were selected to undergo conservative breast surgery using 
the “Crescent “oncoplastic  technique with a fascio –cutaneous flap taken from the fatty area found 
below the thoraco-mammary fold.  This area of tissue was de-epidermized and rotated to fill the 
breast defect. Patients were followed to assess  carcinologic and cosmetic results. 
Results: Mean  pathological tumor size was 14  mm (range 3-50) . Five out of 41 patients underwent 
a mastectomy for involved margins and the remaining 36 patients were followed up for cosmetic and 
carcinologic results  . At a median of 18 months follow up , cosmetic results were graded as good by 
both the surgeon and the patients. Mammograms were satisfactory except for one case of partial 
liposclerosis of the flap and there was no  local recurrence . 
Conclusion: The “Crescent “ oncoplastic technique is strongly advised as first step surgery  for small 
or middle size breast patients  with tumor  located at the lower pole.  
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Second traitement conservateur après récidive locale d’un cancer du sein 
F. CAMPANA  - Institut Curie – Paris, France 
 
 
 
Après traitement conservateur d’un cancer du sein, la mastectomie est le choix thérapeutique de 
référence en cas de  récidive locale.  
 
Un certain nombre de patientes refuse l’idée d’une mastectomie avec ou sans reconstruction 
immédiate, et  souhaite la réalisation d’un second traitement conservateur en cas de récidive. 
 
Quelques publications relatent l’expérience de ces deuxièmes traitements conservateurs :11 à 27% 
de nouvelles récidives locales sont alors observées  avec des reculs de 3 à 8 ans après la seconde 
chirurgie. 
 
Les modalités thérapeutiques de ces seconds traitements conservateurs sont assez différentes selon 
les équipes : 
-De la simple tumorectomie sans autres traitements associés, à l’association avec une nouvelle 
irradiation soit  externe soit par curiethérapie. 
-Les doses de curiethérapie et les techniques sont elles aussi  différentes :Curiethérapie per 
opératoire à haut ou bas débit en 1 ou 2 plans. 
 
 
A/ De 1981-1992, 2850 patientes entièrement traitées à l' Institut Curie pour un Cancer du sein 
invasif classé  T1-2, N0-1 par chirurgie conservatrice + radiothérapie ± traitement systémique on été 
analysées. 
Avec un suivi médian de 146 mois, 386 patientes (13.6%) ont présenté une récidive locale comme 
premier événement.  
 
Les caractéristiques de la tumeur primitive et de la récidive chez les 386 patientes ont été analysés 
de même que l’impact de cette récidive sur  le risque métastatique et la survie. 
 
En analyse  multifactorielle, le grade de la récidive, le délai de survenue par rapport au traitement 
initial, le siège et la taille tumorale, sont  des facteurs pronostiques  importants. 
 
Parmi ces 386 patientes 52 ont eu un second traitement conservateur  lors  de leur récidive. 
Le traitement a consisté en une tumorectomie simple avec (25) ou sans radiothérapie (27). 
Le suivi médian après la récidive est de 83 mois (6-200). 
 
Vingt cinq patientes (48%)  sont indemnes de maladie, 14 (27%) ont à nouveau récidivé, avec un 
délai médian de 40 mois (8-126) 
9 (17%) ont développé des métastases. 
La survie globale à 5 ans suivant le diagnostic de la récidive est de 94%. 
 
 
B/ En 2000 une série de 96  patientes ayant bénéficié d’un second traitement conservateur avait 
été analysée dans le cadre de la FNLCC. 
La  récidive locale avait été Chirurgie conservatrice dans 100% des cas. Une radiothérapie 
complémentaire a été délivrée  chez  seulement 35% des patientes. 
 
Un traitement médical adjuvant avait été administré chez 53% de patientes par hormonothérapie 
(40%) ou chimiothérapie (13%) 
 
Le suivi médian après la récidive était de 64 mois (4-185). 
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Le taux de nouvelle récidive est de 27%. 
 
Aucun facteur prédictif de survenue  d’une seconde récidive n’a été mis en évidence. 
 
 
C/ La notion de deux types différents de récidive après traitement conservateur est évoquée  
 
On oppose la récidive vraie à la notion de second cancer (second primitif), le pronostic de ces deux 
types de récidives étant différent.  
 
La distinction entre récidive vraie (RV) et second primitif (SP) reposerait sur le délai d’apparition plus 
long pour le SP, le siège différent pour le SP  et le type histologique de la récidive différent pour le SP  
par rapport à la tumeur initiale. Avec des différences de survie à 5 ans de  71% pour les RV contre 
94% pour les SP 
 
Cette distinction pourrait être optimisée par comparaison génomique entre la tumeur primitive et la 
récidive. 
 
D/ Au total il est possible de proposer à des patientes qui refusent la mastectomie un second 
traitement conservateur si le geste chirurgical est techniquement possible. 
 

Le Taux de conservation mammaire après second traitement conservateur  est de l’ordre 
de73% à 5 ans. 
 

Il n’y a pas de facteur  de risque  évident  pour  une seconde récidive après second traitement 
conservateur. Cependant,  la différence entre vraie récidive et second cancer devrait  permettre de 
mieux adapter le traitement local et de poser l’indication d’un traitement systémique en particulier 
dans le cas des récidives vraies. 
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Loco-regional treatment for metastatic breast cancer 
G. VLASTOS – Switzerland 
 
 
NOT RECEIVED 
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Treatment of breast cancer local recurrence after BCT 
N. GEAHCHAN 
Faculté de Médecine, Université Saint Joseph 
Beyrouth, LIBAN 
 
Beast conserving treatment (BCT) started to be a standard treatment for early breast cancer in the 
80s of the last century. It consists in a partial mastectomy, a clearance of the axilla and eventually 
other lymphatic drainage areas and radiation therapy of the whole breast, chest wall and the axilla in 
case of involvement of the latter. This modality of treatment is, at present, applied to stage I of the 
disease and, to some extent, to a large proportion of stage II. In the USA, according to the National 
Cancer Data Base, about 60% of patients with stage I breast cancer and 40% of patients with stage II 
breast cancer underwent BCT. The advent of new treatment modalities such as neoadjuvant 
chemotherapy and oncoplastic surgery has further extended the use of BCT in large tumors and more 
advanced stages.  
The majority of patients with early breast cancer are cured by BCT. However, loco-regional 
recurrence (called Ipsilateral breast Tumor Recurrence IBTR) in the remaining breast and its 
surrounding areas is a major problem and its 10-year cumulative rate is 10 to 15%. Many studies 
have been conducted to clarify the risk factors of IBTR. Three major factors seem to influence the rate 
of recurrence:  
The age of the patient: the young age has a striking influence, because the younger the woman, the 
higher is the risk of IBTR. 
The quality of the surgical excision: When the resection is complete, the 10-year local relapse rate is 
9%, compared to 24% when the resection is incomplete. On a microscopic level, it looks better to 
classify the adequacy of the resection into 3 classes: positive margin, close margin (less than 2 mm) 
and negative margin (> 2 mm). 
The presence of an extensive in situ component.  A tumor is defined as an extensive ductal in situ 
tumor when intraductal carcinoma is present both in the invasive tumor, comprising at least 25% of 
the tumor area, and in the surrounding normal breast tissue. The 5-year breast relapse rate is of 24% 
in cases of extensive ductal in situ component compared to a 6% in the absence of this component.  
The IBTR should be carefully analyzed as to its exact localization (real breast recurrence, chest wall 
recurrence, and regional nodal relapse), its exact timing (early versus late relapse) and its nature (true 
recurrence and new primary tumor). These characteristics have a major prognostic influence on the 
future of the disease, the development of distant metastases and should be taken into consideration 
in the management of the recurrence. To some extent, these considerations have lead to the 
constitution of prognostic groups.  
The treatment of IBTR was classically a salvage mastectomy, and this treatment was the choice in 
the eighties of the last century. Nevertheless, many relapses are small and apparently localized, and 
the patients continue to require breast preservation. A second BCT is now considered as an 
acceptable treatment modality in selected cases, since the first publication of Kurtz in 1988. A second 
failure is highly probable in this management scheme (35%) that should probably comprise also 
adjuvant chemotherapy and hormone therapy, because of the low overall survival of the second 
failure. The condition of success of the second IBTR is the large resection of the relapse and a good 
local control. Small tumors (< 2 cm) and late recurrences (> 48 months) are the best candidates for 
this approach. A 2006 publication of the NSABP reports a 5-year overall survival at 59.9% and a 
Hazard ratio for mortality of 2.58 associated with IBTR. 
A major condition of success for the BCT of IBTR is the excellent loco-regional control. This idea 
leads to important discussions about the use of oncoplastic surgery which permits more extensive 
resections (like the skin-sparing mastectomy), the use of new neoadjuvant treatment, an axillary 
dissection (in case of previous sentinel node biopsy) and a second radiation therapy. Different 
modalities of radiotherapy have been proposed in the IBTR: partial radiation, intraoperative radiation, 
association of hyperthermia and radiation therapy, external beam radiation therapy etc).   

45 



 
 
 
 
 
 
 
 

FREE PAPERS 
 
 

Chairman: H. JADID - Syria 

46 



Periareolar oncoplastic surgery of breast cancer 
P-L. GIACALONE – France 
 
 
NOT RECEIVED 
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Simplified Technique of Sentinel Node and Occult Lesion Localization (SNOLL) 
in Breast Carcinoma. 
C. NOS,1,2 K.CLOUGH,² F. BAGHAIE,3 E. ZERBIB,3and  F.LECURU.1 

1 Hôpital Européen Georges Pompidou , 20 Rue Leblanc 75015 Paris: Tel 0156093567 
2 L’institut du sein, 7 Avenue Bugeaud, 75016 Paris, Tel : 0145630000 
3 Centre Imagerie Médicale de l’Ouest Parisien, 16 rue Pasteur, 92211 Saint Cloud  
 
Radioguided occult lesion localization (ROLL) is a new technique to detect non palpable breast 
tumors. We report our experience using injection of a single radiotracer to localize occult lesions 
together with sentinel lymph node (SN) biopsy (SNOLL). The aim of this series was to evaluate the 
feasibility of the technique, its efficiency and the rate of re- operation.   
Methods: One hundred and sixty four patients with non palpable breast carcinoma ( less than 1 cm) 
were operated. Under sonographic guidance, a nanocolloidal tracer was injected peritumoraly above 
and below the lesion. A hand-held gamma probe detector was used to locate and to guide its surgical 
removal. An intra operative (IO) macroscopic examination of the specimen with margins evaluation 
and IO imprint cytology of SN was always performed.  
Results: The targeted lesion were localized and removed in all 164 cases:  22 pT1a (1-5 mm) and 
142 pT1b (6-10 mm). In 17 out of the 22 pT1a tumor (77  %), and in 135 out of 142  pT1b tumor 
(95%)  the breast specimen had clear and large margins. SN biopsy was performed in 164 patients 
with an identification rate of 97 %. Final pathological SN metastasis rate was 5% in pT1a and 18 % in 
pT1b tumor. Despite IO examination of the specimen, a total of 22 % (5 out of 22)  patients with pT1a 
tumor and 13 % (19 out of 142 ) of patients with pT1b tumor  had to be re-operated (for involved 
margins, for an involved SN or for both). 
Conclusions:  This technique with a single nanocolloid tracer injected under sonographic guidance is 
thus feasible, reliable and with a low re-intervention rate for removing non-palpable lesions and SN 
identification . SNOLL is the most up to date surgical technique for occult breast carcinoma. 
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Borderline lesions in breast pathology 
G. AFTIMOS - Lebanon 
 
 
Screening for mammary carcinoma is increasing and thus the pathologist and the surgeon are 
confronted with border line lesions causing problems in differential diagnosis and controversy in 
management 
 
Core biopsies can be categorized into: 

B1 – Normal 
B2 – Benign 

 B3-  Uncertain malignant potential 
 B4- Suspicious 

B5- Malignant 
 
The B3 category comprises: 
 

1. Atypical ducted hyperplasia 
2. Lobular in situ neoplasia 
3. Pyllodes tumor 
4. Papillary lesions 
5. Radial scan 

 
 
This topic will discuss the following entities from the B3 category 

- Ductal Hyperplasia 
- Lobular in situ neoplasia 
- Papillary lesions 

 
And two other entities 

- Columnar cell proliferation 
- Mucocele like lesion 

 
The morphology and differential diagnosis will be addressed as well as the management 
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Management of pathological nipple discharge 
S. ZERVOUDIS – Greece 
Prof. Assoc. 

President of MANOSMED, University of Ioannina , Greece 
 
 
 
Pathological nipple discharge is a true persistent non-lactational discharge of the nipple. Ductal 
Ectasia and Papillomas are the most frequent causes, but carcinoma is found in 6 to 10 %. Imagery 
with mammography and ductography try to recognize associated lesions and the topography of the 
discharge’s source. Ultrasonography with a probe 13 Mhz and 3D-4D technology have more than 40 
% sensibility despite M.R.I Ductography is very promising. The biological assessment of Prolactine, 
Thyroid function etc. is mandatory to recognize a galactorhee associated with or not 
Hyperprolactinemia. In fact Galactorhea and Organic nipple discharge are two different situations. 
Regarding Galactorhea, many etiologies: psychological, hormonal, tumoral, iatrogenic are involved. In 
contrast Organic nipple discharge needs a different management. Cytology is performed after direct 
excretion or helped by the Mammary Pump or after ductal washing. Masood cytologic classification is 
useful to categorize the cytological findings. Other teams described ``Ductoscopy `` and ``Duct 
lavage``. Moreover some teams perform ``ductoscopic guided duct excision``. Nevertheless the gold 
standard for the treatment of organic uni-duct nipple discharge is the surgical technique of`` 
microdochectomy`` or ``pyramidectomy. `` Our team described an original minimum invasive 
technique: ``transnipple pyramidectomy`` with very few complications and very good cosmetic results 
.In our series of 95 patients we found papilloma or papillomatosis in 46% of the cases, duct ectasia in 
39% and breast cancer in 7 %. In conclusion pathological nipple discharge needs a specific 
management and organic nipple discharge a surgical approach to exclude breast cancer despite 
benign lesions are the most frequent. 
 
References: 
 

1. A simple tool complementary for he diagnosis of breast diseases: the mammary pump:  
      Zervoudis S, The Breast Journal, Vol 9, 2003,445-447 
 
2. Nipple discharge 

Zervoudis S, Iatrakis G, Aktatechnologia, vol 12, dec 2006,13-18 
 
3. Liquid-based cytology in breast fine needle aspiration: 

Veneti S, Daskalopoulou D, Zervoudis S, Papasotiriou E, Ioannidou L 
Acta Cytologica, VOL 47, N2, March-April 2003 

 
4. Transnipple pyramidectomy in pathological nipple discharge: an original  

Minimal surgery technique in a series of 80 cases: 
Zervoudis S, Iatrakis G, Navrozoglou I, Veduta A, Vladareanu R 
Eur. J.Gynaec.Oncol,XXVIII, N4, 2007, 307-309 
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Ductoscopy  for nipple discharge 
T. YOUSSEF MD - Egypt  

  
 
Nipple discharge disorders are a field in which there has been both increasing awareness on the 

part of patients and advances in management. Cytology smears of discharge material have helped to 
classify the cellular material, providing information about normality, atypia and malignancy and also 
about papillary formation of the exfoliated cells. 

 
The most sophisticated investigation method, which can also be used therapeutically, is fiberoptic 

ductoscopy of the concerned duct in a breast. This technique, although expensive and in its infancy, 
is a fascinating and promising approach for inspecting the intraductal lumina. 

 
Due to the fact that the majority of both benign and malignant breast disease originates from the 

cells that line the ductal-lobular unit, development of a minimally invasive procedure, which can 
directly assess early changes, has important applications to the detection and treatment of these 
conditions. 

 
There are three primary indications for mammary ductoscopy: These include: Patients with 

pathologic nipple discharge, Patients with known breast cancer undergoing lumpectomy, and  
Patients who are at high-risk for developing cancer but have normal breast exam and imaging studies 
. 

 
 
The applications of mammary ductoscopy are quite broad, as visual access to the mammary 

ductal system may allow for diagnostic and therapeutic interventions not previously possible. Current 
investigations are focused on biopsy and ablation techniques that can be performed during 
ductoscopy that can correlate visual findings with histopathology. 
 

However, there are some limitations of mammary ductoscopy in clinical practice including 
inconstant ductal anatomy, length and diameter of the ductoscope in relation to the examined ducts, 
lacking the ability for histopathologic confirmation of the visual findings and the lack of validated 
scoring system for ductoscopic findings. 
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Peculiarities of non-epithelial malignant breast tumors 
S. VOICULESCU, T. BURCOS, I. NITESU-NEMES, N. JITEA, E. POPA, C. ARDELEAN*, I. POPA  
(Coltea Universitary Hospital, *Victor Babes National Institute for Pathology) 
 
 
Aim: Retrospective own trial for non-epithelial malignant breast tumors (NEMBT) and 
literature review. 
Material and method: Ten NEMBT cases (0,65 percent out of the 1531 breast malignant 
tumors) underwent surgery in our clinic between 1998-2007. This trial registered  patients (9 
women, 1 man) aged of 42 to 61 years with tumor size between 3 to 11 cm. There were 4 
sarcomas  (1 osteoid), 3 malignant Phyllodes and 3 non-Hodgkin limphomas. The axillar 
dissection accomplished in all cases revealed no limph node involvement, even in the 4 
cases with palpable nodes. 
Results: Three large resections and 7 mastectomies were performed, with no postoperative 
complications, but with 1 local recurrence (iterative resection, alive) and 1 patient lost with 
lung and bone metastases.   
Discussion: Peculiar clinical, mammographical,  ultrasound and anatomo-pathological 
features of NEMBT as well as specific therapeutic schedules are discussed and a diagnostic 
algorithm is proposed. 
Conclusions: 

1. As complete as possible preoperative establishment of diagnostic is mandatory for optimal 
therapeutic strategy. 

2. Wide excision not necessarily accompanied by axillar limphadenectomy is the most important 
therapy in all NEMBT, excepting limphomas. 

3. Better following-up in order to reveal promptly local recurrences and distant metastases could 
improve the results. 
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Targeting angiogenesis in breast cancer 
W. JACOT – CRLC Montpellier - France 
 
 

Neo-angiogenesis appears to be of central importance in tumor growth, migration, and metastasis. 
Therefore, inhibition of angiogenesis is an appealing strategy for treatment of cancer. Since 
angiogenesis is the result of several mechanistic processes, controlled by numerable pro- and anti-
angiogenic factors and their receptors, multiple possibilities to prevent or reverse tumor-induced neo-
vascularization have been proposed.  

Of these, currently, the most promising approach has been the targeting of the most potent pro-
angiogenic factor, vascular endothelial growth factor (VEGF). Overexpression of VEGF is associated 
with poor prognosis in breast cancer. As a result, several therapeutic agents that inhibit the actions of 
VEGF or its receptors are currently in development for use in metastatic breast cancer. Bevacizumab, 
a humanized monoclonal antibody directed against VEGF, has been shown to be active in several 
malignancies, including breast cancer. Although early studies of bevacizumab in second line 
metastatic breast cancer were disappointing, the results of a clinical trial by the Eastern Oncology 
Group comparing first line paclitaxel with or without bevacizumab has demonstrated statistically 
significant improvements in response rates and time progression. The success of this trial provided 
proof of principle that inhibition of angiogenesis has the potential to enhance the effectiveness of 
treatment of this disease. Theses results have been confirmed using docetaxel in the same setting. 
Ongoing studies are now investigating the benefits of bevacizumab with other chemotherapeutic and 
biologic agents in inflammatory breast cancer, early metastatic disease as well as in the adjuvant 
setting. Numerous other anti-VEGF agents are now being tested in patients with breast cancer in 
various settings, including innovative approaches like VEGF Trap. 

Other anti-angiogenic agents remain in early clinical trials. Small molecular inhibitors of VEGF 
receptor tyrosine kinase activity, such as sunitinib or sorafenib, appear promising. Large trials are 
ongoing to asses their clinical impact in breast cancer treatment. 
Finally, original approaches such as targeting of the angiopoïetins pathway using anti Ang-1 and Ang-
2 neutralising peptibody will be discussed.  

This presentation will focus on the potential use of various antiangiogenic agents and the challenges 
facing the clinical development, optimum use and relative usefulness of these agents for the 
treatment of breast cancer. 
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Breast cancer therapies targeting the HER2 pathway. 
Current status and future evolutions. 
B. COUDERT, S. GUIU, L. ARNOULD, S. CAUSERET, F. GUY, A. RIEDINGER BERRIOLO, 
P. FUMOLEAU.  
 
 
 
Since the eighties, the treatment of 15% to 20% of breast cancers has known a real revolution with 
the discovery of EGFR receptors and pathways. More specifically, the HER2 receptor and its 
prognostic role(Slamon 1987), then, when trastuzumab (Herceptin®), an anti HER2 monoclonal 
antibody was discovered, its predictive role for tumour response(Pegram 2000,Wolff 2007). 
Trastuzumab, through ADCC and HER2 signalling inhibition, has completely changed the HER2 
positive (HER-2-3+ by immunohistochemistry and/or FISH/CISH positive) breast cancer treatment in 
various settings, metastatic(Slamon 2001,Marty 2005,Kaufman 2006,Gasparini 2007), 
adjuvant(Piccart-Gebhart 2005,Romond 2005,Joensuu 2006) or neoadjuvant(Buzdar 2005,Coudert 
2006,Buzdar 2007,Coudert 2007).  
 
Trastuzumab is currently used during one year in the adjuvant setting and in multiple and successive 
associations with chemotherapy for metastatic survival durations up to 4 years. Despite these major 
improvements, an important proportion of patient will recur after trastuzumab, either after 
neoadjuvant/adjuvant trastuzumab or during the metastatic process. Beyond trastuzumab therapy, a 
“second wave” of monoclonal antibodies and tyrosine kinase inhibitors has emerged. These drugs 
have variable properties including: 1) dual inhibition against EGFR and HER-2, such as lapatinib and 
pertuzumab; 2) antiangiogenesis such as bevacizumab; 3) anti-mTOR action such as temsirolimus.  
 
Pertuzumab is a humanized monoclonal antibody that binds to the dimerization arm of HER2. It can 
inhibit multiple hetero dimerization (ErbB2 – ErbB1, ErbB2 – ErbB3, ErbB2 – ErbB4) and all signalling 
pathways(Franklin 2004). The association of pertuzumab and trastuzumab leads to a synergic dual 
inhibition of dimerization and of HER2 signalling(Nahta 2004,Friess 2005) and is clinically 
efficient(Walshe 2006,Portera 2008)(Gelmon KA, ASCO 2008, abstract 1026).  
 
Lapatinib (Tyverb®) is a small tyrosine kinase inhibitor of EGFR/HER1 and HER2. In France, lapatinib 
in association with capecitabine, is labelled for metastatic breast cancer after failure under 
trastuzumab therapy(Geyer 2006,Cameron 2008). The interest of the association of lapatinib and 
trastuzumab could emerge from the dual inhibition of HER2 externally and internally on different sites 
and though different mode of action with non cross resistance. The association of lapatinib and 
trastuzumab has been tested and can improve the response rates, the clinical benefit and the 
progression free survival ( J. O’Shaughnessy et al. ASCO 2008. Abstract 1015). However only 
randomized studies, including cytotoxic agents could demonstrate the real benefit of this association.  
 
Bevacizumab is a monoclonal antibody, inhibiting all VEGF isoforms binding to VEGFR(Ferrara 
1997,Presta 1997) and is currently used with chemotherapy in metastatic breast cancers in first line 
therapy(Miller 2003,Miller 2005). 
In HER2 positive breast cancer cells, over expression of HIF and of VEGF is demonstrated and 
trastuzumab therapy can reduce the VEGF expression(Laughner 2001,Yokoi 2003). Preclinical data 
argue in favour of the synergic association of bevacizumab and trastuzumab(Scheuer 2006). This 
association is currently randomly tested in first line therapy.  
 
The mTor (mammalian target of rapamycin) kinases are important mediators of the PI3K-AKT 
(phosphatidylinositol 3 kinase) signalling. The interest of the association of mTOR inhibitors and 
trastuzumab could emerge from the dual inhibition of the PI3K-AKT signalling. MTOR inhibitors could 
also be particularly important in the PTEN deficient tumours(Nagata 2004,DeGraffenried 
2004,Pandolfi 2004,Salmena 2008).  
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New insights into the adjuvant hormone therapy for early stage breast cancer  
in women 
C. POIANA - MD, PhD, FACE 
Associate Professor of Endocrinology 
Department of Endocrinology, “Carol Davila” University of Medicine and Pharmacy, Bucharest, 
Romania 
 
 
 

More than 100 years ago George Beatson demonstrated that the removal of the ovaries from 
the premenopausal women with metastatic breast cancer could cause regression of the advanced 
disease and improve the prognosis of the patient. It was the first link established between the ovarian 
function and the growth of some breast cancers. 

Hormone therapy is part of the modern adjuvant systemic therapy following primary surgery 
for early breast cancer, together with chemotherapy and /or trastuzumab (a monoclonal antibody 
directed against HER2).  A major determinant of the choice of adjuvant therapy is the expression of 
the steroid hormone receptors: estrogen (ER) and/or progesterone (PR) receptors in the breast 
cancer. Only patients with hormone receptor positive breast cancer (ER+) benefit from adjuvant 
hormone therapy. 

In the 1950s ovarian ablation by surgery or radiation became the standard therapy for women 
with metastatic breast cancer. Over time ovarian ablation has been replaced with pharmacologic 
hormone therapy:  

 blockade of the estrogen receptors with selective estrogen receptors modulators (SERMs: 
Tamoxifen and more recently Raloxifene),  

 suppression of estrogen synthesis by luteinizing hormone-releasing hormone agonists (e.g. 
Goserelin), 

 aromatase inhibitors especially in postmenopausal women (e.g. Exemestane, Anastrazole, 
Letrozole). 
Tamoxifene has estrogen antagonist activity on the breast, inhibiting the growth of the breast 

cancer cells, and partial estrogen agonist activity, which can be beneficial (e.g. prevention of bone 
loss) or detrimental (increased risk of uterine cancer or thromboembolic events). 

EBCTCG analyses (Early Breast Cancer Trialists Collaborative Group) showed that five years 
therapy with tamoxifen was associated with a 41% relative reduction in the annual risk of relapse and 
a 34% reduction in the annual risk of death in women with ER+ breast cancer. The recommended 
duration of therapy is five years, and if combined chemotherapy and tamoxifen are given, sequential 
rather concurrent regimen is preferred.  

Aromatase inhibitors (AIs) suppress markedly the estrogen levels in postmenopausal women 
by inhibiting the aromatase, (the enzyme responsible for the final step of estrogen synthesis). AIs can 
be administrated as upfront (initial) therapy instead of tamoxifen, sequential after 2-3 years of 
tamoxifen or as extended therapy after the completion of 5 years of tamoxifen. AIs have no agonist 
estrogen activity, so they are not associated with endometrial cancer risk or thromboembolic events, 
but are associated with bone loss. 
 In premenopausal women, especially those with node-positive disease, hormone therapy 
(tamoxifen or ovarian function suppression) is associated with chemotherapy, but the optimal 
hormone therapy strategy for premenopausal women with ER+ breast cancer has not been entirely 
established. 

The choice of endocrine therapy for breast cancer depends mainly on: endocrine 
responsiveness (hormone receptor positive status), stage of disease (risk) and menopausal status.  
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Perspectives in chemotherapy. Targeting of the IGF1-R pathway 
How will large scale molecular analyses change the current practice ? 
J. DOMONT, Institut Gustave Roussy, Villejuif, France 
 
 
 
Large-scale genomic analyses of breast cancer suggest that further molecular subsets may exist 
within the categories defined by hormone receptor status. It is hoped that the new molecular 
classification schemes might improve patient selection for therapy. Before any new molecular 
classification (or predictive test) is adopted for routine clinical use, however, several criteria need to 
be met. There must be an agreed and reproducible method by which to assign molecular class to a 
new case. Cancers that belong to different molecular classes must show differences in disease 
outcome and treatment efficacy that affect management and treatment selection. Also desirable are 
results from prospective clinical trials that demonstrate improved patient outcome when the new test 
is used in decision-making, compared with the current standard of care. In other side, CGH arrays 
analyses of breast cancer have allowed also to determine new target as IGF-1R pathway which 
seems to contribute to trastuzumab and endocrine therapy resistance.  
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