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ABSTRACT

Objective To estimate the extent of overdia
detection of cancers that will not cause de:
symptoms) in publicly organised screening
Design Systematic review of published trer
incidence of breast cancer before and after
introduction of mammography screening.
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Abstract

Overdiagnosis (and overtreatment) of cancers not bound to become symptomatic during lifetime
is an unavoidable drawback of mammoeraphy screenine. The maenitude of overdiagnosis has been
Afits as to
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Abstract
Purpose To estimate the extent of dia of

major risk factors for breast cancer tl
with the ction of

invasive breast cancer associated  with
New South Wales. Australia, a population with a well-
established mammography screening program which has
achieved full geographic coverage.
Methods We calculated overdiagnosis as the observed
SW in 1999-
2001 (a sereened population) minus the expected annual
incidence in this population at the same time. as a percentage
of the expected incidence. We estimated expected incidence
without screening in 1999-2001 from the incidence of
invasive breast cancer in: (1) women in unscreened age
sups (interpolation method): and (2) women in all age
groups prior 1o the implementation of screening (extrapola-
tion method). We then adjusted these estimates for trends in

annual incidence of invasive breast cancer in )

This is original work. Earlier iterations of it have been presented at
rescarch gatherings and symposia.
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ing obesity, use of hormone replacen
nulliparity. Finally, we adjusted for
estimates of expected incidence in |
compared with the observed incidi
calculate overdiagnosis of b
screening.

Results  Overdiagnosis of invasive b
69 year NSW women was estimated
the interpolation and extrapolation m
Conclusion Overdiagnosis of in
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0 graphy scn
substantial, Our estimates are simi
from other screening programmes.
greater attention in research and
health policy making.
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Introduction

The incidence of breast cancer (du
(DCIS) and invasive breast cancer)
over the past 20 years [1. 2], in para
ning mammography. While
well accepted as a consequence of

of scr

ing [3], overdiagnosis of invasive
controversial and more counterint
plausible that overdi
occur through extension of the 1

0sis of invas

screening which is the tendency of +

aggressive or even

controlled trials have shown that the policy of
mammographic screening confers a substantial and significant
reduction in breast cancer mortality. This has often been
accompanied, however, by an increase in breast cancer incidence,
particularly during the early years of a screening programme, which
has led to concerns about overdiagnosis, that is to say, the
diagnosis of disease that, if left undetected and therefore
untreated, would not become symptomatic. We used incidence
data from two randomised controlled trials of mammographic
screening, the Swedish Two-county Trial and the Gothenburg Trial,
to establish the timing and magnitude of any excess incidence of
invasive disease and ductal carcinoma in situ (DCIS) in the study
groups. to ascartain whether the excess incidence of DCIS
reported early in a screening tral is balanced by a later deficit in
invasive disease and provide explicit estimates of the rate of ‘real
and non-progressive ‘overdiagnosed tumours from the study
groups of the trials. We used a multistate model for overdiagnosis
and used Markov Chain Monte Carlo methods to estimate the
parameters. After taking into account the effect of lead time, we
estimated that less than 5% of cases diagnosed at prevalence
screen and less than 106 of cases diagnosed at incidence screens
are being overdiagnosed, Overall, we estimate overdiagnosis to be
around 19% of all cases diagnosed in screened populations. These
estimates are, however, subject to considerable uncertainty. Our
results suggest that overdiagnosis in mammography screening is a
minor phenomenon, but further studies with very large numbers are
required for more precise estimation.

Introduction

Randomised controlled trials have shown that the policy of
mammographic  screening confers a substantial and
significant reduction in breast cancer mortality [1-3]. There is

Breast Cancer Research 2005, 7:258-265 (DOI 10.1186/bcr1354)

continuing interest in the human costs associated with the
mortality benefit, in particular, whether overdiagnosis occurs
in breast cancer screening and, if so, its magnitude [4,5]. In
this context, overdiagnosis means the diagnosis of cancer as
a result of screening, usually histologically confirmed, that
would not have arisen clinically during the lifetime of the host
had screening not taken place.

When a mammographic screening programme is initiated,
usually a large increase in breast cancer incidence is
observed in the early years of the programme, and a relatively
small increase later [4,6]. This in itself is not sufficient to imply
overdiagnosis, for the following reasons:

1. In most parts of the world, breast cancer incidence was
increasing prior to the epoch of mammography. Thus at
least part of any excess incidence observed in the
screening epach is probably due to an existing increasing
trend in incidence.

. In addition, the early diagnosis of cancers due to lead
time may exacerbate the underlying temporal increase by
bringing forward in time future higher rates of disease.

. In relation to this, screening also causes an artificial
increase in age-specific incidence. With two years lead
time on average, we would observe age 52 incidence at
age 50, and so on.

. There will be a substantial excess in incidence in the first
few years of the programme due to the prevalence
screen: large numbers of asymptomatic tumours in the
prevalence pool will have their diagnosis date brought
forward to the time of the prevalence screen.
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Abstract

Data from randomised controlied trials of mammographic screening
can be used to determine the extent of any overdiagnosis, as soon
as either a time equivalent to the leac-time has elapsed after the
final screen, or the control arm has been offered screening. This
paper teviews those randomised trials for which breast cancer
incidence data are avaiable. In recent trials in which the control
group has not been offered screening, an excess incidence of
breast cancer remains after many years of follow-up. In those trials
in which the control arm has been offered screening, although there
is a possible shift from invasive to in situ disease, there is no
evidence of overdiagnosis as a result of incident screens.

Introduction

Overdiagnosis in mammographic screening is taken here to
mean the diagnosis of invasive or in situ breast cancer that, in
the absence of screening, would not have presented clinically
during the woman's lifetime.

In studying overdiagnosis, randomised controlled trials have
the advantage that data on the incidence of breast cancer in
the intervention and control arms are usually available in detail
at an individual level. Overdiagnosis of both ductal carcinoma
in situ (DCIS) and invasive cancer may occur; however, it is
not easy to determine to what extent an excess of DCIS is
due to stage-shifting from invasive disease, although
estimates can be made where suffi detailed

Breast Cancer Research 2005, 7:230-234 (DOI 10.1186/bcr1314)

of entry or randomisation. While screening is continuing in
the intervention arm of a trial, incidence in that am will be
increased because of the advancement of diagnosis by the
lead-time in screen-detected cancers, as well as by any
overdiagnosis. This ‘prevalence peak’ will be followed by a
corresponding decrease once screening ceases. Over-
diagnosis can therefore be estimated only after a time
equivalent to the lead-time has elapsed following the final
screen. In several trials, women in the control arm have
subsequently been offered screening. Once this has
occurred, only overdiagnosis due to incident, not prevalent,
screens would be observable, because women in both arms
of the trial would be subject to any overdiagnosis occurring at
prevalent screens.

The extent of any overdiagnosis in trials of breast screening
may be affected by the ‘intensity’ of screening (one or two
views, modalities employed, screening frequency and recall
policy), and by the uptake of screening in the intervention
arm. It may also depend on the age range of women included
in the trial, both because of variation in the natural history of
the disease with age and because of increased mortality from
other causes in older women during the ‘lead-time’ before a
screen-detected cancer would have presented clinically. The
extent to which overdiagnosis is observed will also depend
on the extent of ‘contamination’ in the control am by

is available [1]. Most trials have provided relatively little
information on the treatment of breast cancer cases, so that
the extent of overtreatment is difficult to quantify.

Overdiagnosis can be studied in randomised controlled trials
by comparing the cumulative incidence of breast cancer in
the intervention and control arms at different times from date

screening.

Method

This review considers those randomised trials that include
screening by mammography (with or without clinical
examination). There are eight randomised controlled trials of
mammography that have so far completed and reported
mortality results, and for which data on breast cancer
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SOVRADIAGNOSI

Lesioni che non si sarebbero mai rilevate clinicamente

(o per assenza di evolutivita , 0 per una una lenta
progressione 0 per decesso per altre cause) se la paziente
non avesse partecipato allo screening
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E evidente che il concetto

di sovradiagnosi e piu un concetto
epidemiologico,

che si misura sulla popolazione invitata
a screening, € non un concetto
clinico che si puo

misurare sul singolo individuo.

Quando viene fatta

una diagnosi di tumore

della mammella in fase

iniziale non e possibile

mai astenersi da qualsiasi
terapia in quanto non si sa, in
guel specifico caso, quale sara

- : _ la sua evoluzione clinica.
LO6introduzione di terapie sempre meno

aggressive e una corretta valutazione
biologica della neoplasia potrebbe
consentire comungue di

evitare trattamenti eccessivi per alcuni
tumori che forse non sarebbero mai comparsi
clinicamente, se non diagnosticati nella fase
preclinica grazie allo screening.

NA48 - 2006 6 ATTUALITA IN SENOLOGIA
A CURA DI E. PACI, M. ROSSELLI DEL TURCO



ASovratrattamento quantitativo

ASovratrattamento qualitativo



‘FAAEI SBULARMLE L ARMI o

Necessita di approfondimenti diagnostici,
anche invasivi (FNA, Core Biopsy)
Impatto fisico, ma soprattutto psicologico

FALSI POSITIVI

Necessita di un intervento chirurgico



SOVRATRATTAMENTO QUANTITATIVO

La lesione benigna diagnosticata e operata in corso di screening
rappresenta un esempio perfetto di sovrattrattamento quantitativo ,
tuttavia anche dai dati GISMA cio e vero solo per quel 50 % circa
di lesioni benigne non evolutive (che andavano diagnosticate in
maniera non invasiva )

Problematiche

A ndeci si on-patoldbgpnat o mo
Pressing chirurgo

Spauracchio medico-legale

Escissione chirurgica



Benigno

In situ
Microinvasivo
Invasivo
lgnoto

Totale

[ 1Benigno [11In situ [1 Microinv.




Diagnosi istologica delle lesioni di screening 1 ltalia GISMa 2007

Invasivo
2250

\ Benigni a rischio
i *
Bena evolutivo

310

A 4

Benigni
sovratrattati*

B/M =0.11

* La somma non fa 310 perché sono state escluse le lesioni sincrone Datl SQTM Italla Screen I ng 2007



Tipo istologico delle lesioni benigne - Italia GISMa 2007

Benigni

Sovratrattatl Tessuto normale 3’0%

Fibroadenoma 11 6%

Cisti 1,3%

Metaplasia apocrina 1,3%
Mastopatia fibrocistica 15 6%

Adenosi sclerosante  10,6%

Iperplasia lobulare atipica 1,7%

Benigni a Tumore filloide benigno  1.0%

rischio evoltiies Iperplasia duttale atipica 21 5%

v

Radial scar 4.6%

Papilloma/papillomatosi 12 9%

Dati: SQTM Italia Screening 2007



Diagnosi preoperatoria nei benigni - Italia 2007




—~ B3. Lesion of uncertain malignant potential

. This category mainly consists of lesions which
‘ may provide benign histology on CB, but

@\ either are known to

" Khow heterogeneity or

Ao have an increased risk (albeit low) of

associated malignancy.

sovradiagnosi sottodiagnosi

LIN (regrouping ALH and LCIS) should
be classified as B3: this process does
not necessarily have the same
management implications as

diagnosis of DCIS but surgical
diagnostic excision might
considered.

Surgical excision is not mandatory when
flat epithelial atypia is found as the most
advanced lesion on vacuum-assisted core
be ,. . ! :
biopsy performed for low radiological risk

calcifications

Columnar cell lesions associated with breast
calcifications on vacuum-assisted core
biopsies: clinical, radiographic, and

histological correlations

nna Mariscolli?, Sara Garberoglio®,
H g
(o]
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Screen-detected breast lesions with malignant needle core
biopsy diagnoses and no malignancy identified in subsequent
surgical excision specimens (potential false-positive
diagnosis)
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ARTICLEINFO ABSTRACT

Article history: Although breast needle core biopsy (NCB) is now a standard diagnostic procedure in the tri-
Received 12 July 2008

Received in revised form 7
November 2008

Accepted 2 December 2008
Available online 2 January 2009

ple assessment of screen-detected breast lesions, data on the false-positive diagnoses of
malignancy (malignant NCB ‘BS’ with normal/benign surgery) are lacking. In this study,
we have studied a large series of NCBs (101,440) to assess the causes and pitfalls resulting
in false-positive NCB diagnoses and to evaluate their impact on patients’ management in
the screening service. Our results showed that of 40,395 malignant NCBs reported during
the period of this study, 174 NCBs are considered as false-positives (0:43%; (95% confidence
Keywords: interval [CI] = 0.37-0.49%)). However, on review, 165 cases {35%) were found to be the result
Screen-detected breast lesions of true removal of the whole lesion in the core with subsequent negative excision biopsy
Needle core biopsy
False-positive cores

samples (true-positive NCBs). This may reflect sampling of small screen detected lesions
and the use of larger core biopsies at assessment. The remaining 9 cases were considered
as true false-positive cores, giving a false-positive rate of 0.02% (95% CI = 0.01-0.04%). Anal-
ysis of these 9 cases showed that & cases, originally diagnosed as DCIS, were classified as
borderline lesions or lesions of uncertain malignant potential after surgical excision. The
classification and management of such borderline lesions remains controversial and diag-
nostic surgical excision is usually the optimum management. One case was the result of
pathological misinterpretation of fat necrosis as invasive carcinoma. This was the only
case that resulted in a significant over-management of the patient. In conclusion, our
results showed that the true false-positive rate of NCB is extremely rare. Significant over-
management of screen-detected breast lesions as a result of false-positive NCB may be
considered almost nil.

© 2008 Elsevier Ltd. All rights reserved.

MECOEDIMND ARD
FEWTTH

REPORTING, RECORDING AND AUDITING B5S CORE
BIOPSIES WITH NORMAL/BENIGN SURGERY

NHSBSP Good Practice Guide No ©
November 2007

oTherefore, the total number of false-positive
NCBs included in this study was 174 cases
giving a false-positive rate of 0.4% (95%
confidence interval [CI] = 0.371 0.49%).

oTrue false-positive NCB (lesions on the NCB
did not justify the inclusion in the B5 category);
this was identified in 9 cases; 8 were reported
as B5a and 1 as B5b. All these 9 cases were
subjected to external review and the NCBs were

re-diagnosed as follows:
s Eight cases were down-graded from B5a (DCIS)
to either B3 or B4 as follow
aOne case was misinterpreted on histology and
was diagnosed as fat necrosis

Cargzr Drreewing Feagramres



Sovratrattamento guantitativo

Diffusione diagnosi preop (non-i PAOA Ol OE A0 A
Affinamento tecniche ( evoluz.tec. VACB)
Esperienza operatori (rad/anapat/chir)

Limiti :

-Interpretazione anatomo-patologica x les. border line
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potenziale evolutivo delle lesioni di basso grado



Sovratrattamento guantitativo

Lesioni neoplastiche non evolutive, indolenti,
0 a potenziale maligno limitato

- DCIS a basso grado

- Carcinomi infiltranti di piccole dimensioni, scopert
dallo screening, non palpabili, G1,TUBULARI,
In over 65 anni, 0 con importanti comorbidita.
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Overdiagnosis and overtreatment of breast cancer

Progression of ductal carcinoma in situ: the pathological
perspective
J Louise Jones

The latter studies, which are biased towards lower-
grade lesions, show that, untreated, up to 50% of DCIS
lesions progress to invasive disease, and that the time
for progression may be up to four decades j2urdersMe etal Cancer

2005Collins LC, Cancer 2005
Taken together, these studies suggest that whilst
progression to invasive disease is more rapid in high-
grade DCIS, all grades have significant potential to
progress.
The challenge is to define better ways of quantifying the

risk of progression for individual lesions in order to better

taillor treatment decisions. Jones JL. BCR 2006



ldentificazione potenziale
evolutivo DCIS

Barnes and colleagues [20] have recently reported the
iIndependent prognostic value of HER4 expression in DCIS.

Barnes NLP et al, Clin CancerRes 2005

Whether HER4 expression can contribute to the recognition
of a subgroup of DCIS with better prognosis remains to be
established and will require larger long-term studies and, in
particular, greater numbers of lower grade lesions.

Jones JL, BCR 2006
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B Abstract:

Ductal carcinoma in situ (DCIS) is a heterogeneous malignant conditior

prognosis. Until recently mastectomy was the standard treatment. As the results of the I
and Bowel Project-17 trial and the introduction of the Van Nuys Prognostic Index (VNPI
Objectives are to identify clinicopathologic and biologic factors that may predict outcome.
Belgian University Centers were included. Paraffin-embedded material and Hematoxylin
cases were reviewed and tumor size, margin width, nuclear grade, and comedo necrosis
ers (estrogen receptor, progesterone receptor, HER1-4, Ki67, and c-myc) were assayec
treatment strategies were correlated with the prospective use of the VNPI score. Kaplan-
ated with log-rank significance and multiple regression analysis was carried out using Co:
analysis; 159 patients were included with a median age of 54 years (range 29-78); 141 he
invasion. The median time of follow-up was 54 months (range 5-253). Twenty-three

(14.5%). The median time to recurrence was 46 months (range 5-253). Before the introd
DCIS patients showed a recurrence while thereafter 6.7% recurred (p < 0.005). Two re
group | (7.1%); seven in the VNPI group Il (8.5%) (median time to recurrence 66.3 moni

(28.5%) (median time to

40.2 months) (di

survival [DFS]: p < 0.(

regression analysis indicated that tumor size, margin width, pathologic class, and age wer
rence, but none of the studied molecular markers showed this. Overexpression of HER
found to be associated with a better DFS (p < 0.05). This study confirms the value of tt
benefit of an aggressive approach in the low-risk DCIS lesions. Independent predictors for
width, pathologic class, and age, but none of the molecular markers were part of it. Ove

ence of HERS3 was associated with a better DFS. m
Key Words:

Twen[y years ago, ductal carcinoma in situ (DCIS)
was  an condition

3-5% With
screening mammography, this figure has increased up
o 20-25% (1,2). Undl recently, mastectomy was

uncommon accounting  for

of breast cancers. the introduction of

Address comespondence and reprint requests to; Sevilay Altintas, MD,
Medical Oncologist, Department of Medical Oncology, Antwerp University
Hospital, Wilriketraat 10, Antwerp 2680, Belgium, or e-mail: sevilay.
altintas@uza.be.

© 2009 Wiley Periodicals, Inc., 1075-122.
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biologic markers, ductal carcinoma in situ, Van Nuys Prognostic index

considered the appro
Results of randomized t
excision and radiothera
recently updated Van
have changed this (3,4).
serving surgery (BCS)
(4-7) and 50% of lo
invasive with a mortalit
an emerging role for
recurrence.

Marleen Praet, MD,

In Situ of the Breast
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Absence of HER4 Expression Predicts Recurrence of Ductal

Carcinoma In situ of the Breast
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ABSTRACT

The type 1 tyrosine kinase receptor HER2 (e-erb B2 men) is
associated with resistance 1o he apy and poor
survival in invasive b whercas HERY expression
is assoclated with end Patterns of tyrosine
Kinase receplor coexpression w of recurrence
risk after surgery for ductal ca
e surgery for pure DCIS were
129 primary tumors, 39 had recurred and % had n
ary tumors were compared for
. and Ki67 by
8%, HER3
compared with

7

4 expression in 36
Iv recurred. Dually

d significant when analyzing
nuclear-grade DCIS (P = 0.015).
proliferation rate and presence of HER4 expression were
feut prodictors of nonrccurrence. Putentally, HERA

after breast-conserving surgery for DCH

INTRODUCTION
The incidence of the preinvasive breast cancer ductal
carcinoma in siti (DCIS) has increased by over five times

Received /1204, revised 12/14/04; accepted 122304,
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E-mail: bundredni man.ac.uk.
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because of the introduction of national screening programs in
the 1980s (1), and now accounts for 25% of all screen-detected
breast cancers (2). After breast-conserving surgery and
radiotherapy, between 12% and 20% of
years (3) depending on margin status. This 6-fold inc
the number of DCIS cases necessitates accurate preds
recurence risk. Clinicopathologic risk factors for the recur-
rence of DCIS have been identified, including involved or
close (<1 mm) surgical excision margins (4), younger age at
diagnosis, high-nuclear-grade tumors, and the presence of
comedo necrosis (3, 5-7). Less is known about the molecular
biological markers that could aid prediction of prognosis

The type | tyrosine kinase receptors (RTK) are a group of
four growth factor weeptors HER 1(c-erh B epidermal growth
factor receptor), HER2(c-erbB2inen). HER3(c-erbB3). and
HER4(c-erhB4) characterized by their homology to the avian
erythroblastosis virus transforming protein (8), which have a
significant influence on the prognosis of invasive breast cancer
HER2 expression is associated with a poor prognosis, early
recurrence, resistnce to endocrine therapy and low estrogen
receptor (ER) expression (9-13), whereas HER4 expression has
heen associated with increased ER expression (14) and low cell
proliferation mies (15). HER2 expression has been chimed fo be
a univariate predictor of DCIS recurrence risk (P = 0.012, log-
rank) being present in - 56% of all tumors (16), but the
association of HER4 to DCIS recurrence has not previously
Deen characterized. The type 1 RTKs share a common molecular
structure—an extracellular ligand binding domain that contains
twa cystine-rich regions, a short tmnsmembranous domain, and
an intracellular tyrosine kinase domain (8)—cnabling signaling
across the cell membrane. The receptors can homo- or
heterodimerize for activation afler either ligand binding of the
extracellular domain or gene overexpression (except for HER3,

combinations, there s potential activation of multiple signaling

s, the clinical effects of which are incompletely
In cell line experiments, when HER2-posi
cancer cells were trnsfected to overexpress HER4, a reduction

understood

ation and an increase i apoptosis was seen (17),
a “braking effect” on HER2
t of RTK cxpression on DCIS,

- To determine the relationship of type |
RTKs to ER, cell proliferation, and recurrence risk of DCIS after
surgical excision we looked at primary cases of pure DCIS that

had cither recurred or not recurred by § years of follow-up.

MATERIALS AND METHODS

nt Selection.  Cases were selected from a database at
the University Hospital of South Manchester, composed of
~ 850 women diagnosed with DCIS from 1979 onward. Fifty
women with subsequent recumrence were identified upon case-
note review. From this, 39 formalin-fixed, paraffin-cmbedded
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g Abstract We postulate that ductal carcinoma in situ (DCIS),
d consequently breast carcinoma in general, is a lobar
disease. the simultancously or asynchronously appear-
€68 ing ofien multiple, in situ tumor foci are localized within
ey single lobe. Although the whole lobe is sick, carrying
ast, some form of genetic Il"l\'hlblhl\r the malignant transfor-
nay appear localized 1o a part
or different p‘ ts of the sl\.k lobe at the same time or with
dence.  varying time difference. Itmay be confined 1o terminal duc-

tal lobular units (TDLUs), to ducts or both. The m:
transformation is often associated with aberrant branchi
d/or aberrant lobularization within the sick lobe. Involve
ment of a single individual TDLU or of a group of adjacent
TDLUs generates a unifocal lesion. Multifocal lesions ap-

pear if distant TDLUs are involved. Diffuse growth pattern
in DCIS indicates involvement of the larger ducts. Thc
extent of the involved area in multifocal or diffuse ¢
varies considerably. Diffuse growth pattem with or Ml.hnm
evidence of aberrant arborisation within the sick lobe seems
to characterize a subgroup of DCIS with unfavourable
prognosis. In this paper, we discuss the anatomical, em-
bryological and pathologi
the sick lobe and present supporting evidence from modern
radiological breast imaging, long-term follow-up studies
and from our own series of 108 DCIS

Keywords Breast - Ductal care @ in situ
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Introduction
Breast carcinoma is a helerogeneous and progressive

with many va

tions in morphological appearance,
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DCIS, cytokeratins, and the theory of the sick lohe
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s made att

ged the panorama of breast car
ing small invasive umors in asymplomatic wi
and also del ng malignant lesions in their non-inv
state [3, 16]. Under the circumstances of adequate sul
removal of the lesions, proper histopathologic woi
and systematic mammographic-pathologic correlation
evolution offers the opportunity of studying breasi
cinoma at the earliest in i atural history, v
v offer a ke, TSl

lions 01' brcasl ¢

cer morphology.

in studies had long ago demon
ed lhdl the vast majority of in i
carcinomas are multifocal/multicentric/di

breast pathology laboratories today does not allow

tition of the results of whole organ studies in most ¢
The “modern™ approach of focusing on histological,
nohistological and molecular of the dom
invasive lesion may lead to underestimation of the
portance of the alterations in the tissue adjacent t
dominant mass. In our laboratory, the diagnostic rout
specially adapted to the work-up of quadrantectomy
imens (the method of choice in breast conserving surg
Scandinavia). This method of two- and three-dim.
large (up to 108 ¢m) histological sections gives the
tiguous piece of lissue necessary for proper analy
extent and distribution of the lesions belonging to a b
il a and represents an ideal background for del
tematic radiopathologic correlation [13, 31

d on our 20 years experience and more than

Sis ¢

have become more and more convinced th:
gnant lesions exhibit a lobar distribution
1. Thu\ we postulate that ductal carcinor

we




