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2 |. Categories & definitions
2 Il. Natural history & hypothesis
2 lll. Clinical impact (NCB - Surgery)

2 |V. 8 cases
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|« PNL Y gfifle Braeisis Caieejoflas & Dafipiilons

2 « Pre-neoplastic » not a good term
2 « In situ » neoplasia (clonal cell proliferation)

2 Real pre-invasive « malignant » neoplasia (in
situ carcinoma)

2 Histologic risk factor for developping invasive
carcinoma

2 Wide spectrum of lesions

2 Non obligate « precursor » of invasive
carcinoma

= Controversies .......



|, ISN = Risk facior of ifja Braasi: Caiacjorias &
DETIILGHS

2 Flat epithelial atypia — FEA (DIN 1a)
2 Atypical ductal hyperplasia — ADH (DIN1b)

2 Ductal carcinoma in situ (Van Nuys groupe |) -
DCIS | (DIN1c)

2 Lobular neoplasiainsitu—LIN 1 & 2
2 Pleomorphic lobular neoplasia in situ — LIN 3
> DCIS I - I

2 Miscellaneous (stellate sclerosing adenosis,
microglandular adenosis, papillary lesions,
juvenile papillomatosis, mucocele-like
lesions,.....)




|, Flaett 2 giinie el sty oiet—FEA (DN Ly,

Presumably neoplastic itraductal alteration
characterized by a single or 3:5/1ayers of
mildly atypical cells.

O

WHO-blue book 2003















|, Fleit @ gjiriel el sty olet—FEA (DN )

o Atypical cystic lobules

Atypical columnar lesions

ADH clinging|type: (or DCIS)

o CAPSS (columnar alteration with
prominent apical sneuts & secretions)
Metaplasie cylindrigue atypigue



|, Fleit @ gjiriel el sty olet—FEA (DN )

SOME Cases may. Progress, tos invasive
carcinoma but ne quantitative
epidemiologicalldata are available for
sk estimation.........

O

WHO-blue book 2003



|, Fleit agiinalial cinyoie—FEA (DN

FEA
J. Azzopardi clinging low grade DCIS

Groupe | DCIS
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|, Fleit @ gjiriel el sty olet—FEA (DN )

«...neoplastic cells limited to the
PEriphery of the containing structures.
The lesion can de easily missedsince
the alterationiis cytological rather than

anatomical »

O

J. Azzopardi clinging low grade DCIS - 1979
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S. Schnitt Clinging carcinoma: an American perspective — Semin Diagn Pathol 2010
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|, Fleit 2 giirieliel ety ole — FEA (DN )

Invasive tubular carcinoma
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|, Fleit @ gjiriel el sty olet—FEA (DN )

Pifferenciall diagnesis

o Elatepitnelial changes

o Blunt duct adenosis

o |Vletaplasie cylindrigue simple
o Cylindrical ductal hyperplasia
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| Elzii s wiina iz ciayotea— Wiy 7

2 Impact on mammography screening
= Fine granular calcifications
= Most common subtype in NCB-B3 (35%)...

= Association with other in situ neoplastic
lesions

2 Increasing incidence of surgical resection
= Controversies .......

Noske A. FEA In B3 breast lesions . Hum Pathol 2010
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| Awyoical cliaial nyosrolasici— AN (DINLE)

A neoplastic itraductal preliferation ofi evenly.
distributed menemornphic cellsiassociated with a

moderately elevated risk (RR!4 1o 5) for progression
10/ InVasive carcinoma

WHO-blue book 2003
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| Awyoical cliaial nyosrolasici— AN (DINLE)

Native definition (Page): hased on exclusion
criteria, Some but not alll features ofi DCIS ....

Page DL et al. Atypical hyperplastic lesion of the female breast. Cancer 1985



| Atyoical cluaial nyoarolasici— ADL(DINLE)

Updateadidefinition (Page): cellular changes of DCIS
are present but oceupy: fewer than 2 separate duct
spaces... or DCIS less than 2 mm being classified

as ADH .....

Page DL et al. Criteria for the diagnosis of mammary atypical hyperplasia. Hum Pathol 1992
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|, Atyaical clijcizl) fyaarolasiz—Facis

2 Rare in symptomatic benign biopsies (4%)

2 But till 33% of NCB In screen-detected
microcalcifications

2 RR higher in premenopausal women (6x)

2 RR cumulative if first-degree relative with breast
cancer (10x)

2 Worse kappa score in EQA programme (0.2-0.3)
2 Controversies .......

S. Pinder & I. Ellis. ADH — DCIS definitions. Breast Cancer Res 2003

J. Sloane (ECWGBSP). Consistency achieved by 23 european pathologists
Indiagnosing breast disease. Virchows Archiv 1999
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. Atypical ductal hyperplasia - ECWGBSP
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|, Awyoical clueiel nyoarolasia= (DINLE);

Pifferenciall diagnesis

o Usual'type ductal hypenplasia
o Florid « papillarny» hyperplasia
e FEA!
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. Usual type ductal hyperplasia

S







. Usual type ductal hyperplasia




RGN EIAINSTLUNIEGRIESTE=HIN

Atypical lebular hyperplasia - ALH (LEINL) and
lobular carcinemain situl= LCIS (LLIN2) under
the same umbrella.

WHO-blue book 2003
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| Logulair in siiu neoolasia kN = Faieis

= Most frequently diagnosed between 40-50 years

= Asymptomatic, usually incidential finding in NCB
or surgery

2 Incidence Iin benign breast biopsies from 0.5 to
3.8%

2RR LIN1 4 to 5x & 8 to 10x for LIN2
= Absolute risk of IC at 15 years 15% for LCIS

P. Simpson et al. Pathology of ALH & LCIS. Breast Cancer Res 2003
F. OMalley. Lobular neoplasia. Mod Path 2010
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2 Criteria for DD between
LINI & Il somewhat
arbitrary

Looullairin situ rigoolaisiei— ALrf- LN

_ess than one half of a
obular unit involved

No enlargement of lobule &

Remaining lumen

P. Simpson et al. Pathology of ALH & LCIS. Breast Cancer Res 2003



4 |. Lobular in situ neoplasia—ALH-LIN 1
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[ SN gfifl2 Breesi s oclals el iy oainasis

= Distribution and growth pattern
2 The LIN model

2 The DIN model

2 The multifocal model

= The single hit mode
2 A wide spectrum of possibilities




II ISN Of the Breast models zir)c hypothe5|s

Wellings SR, Jernsen HVI. On the origin anad. progression of auctal
carcirnoma. I situ of the hiuman, breast:

J Nath Cancer Inst 50 1111-1118, 1973



I, ISN of thia Braasi: roclals anc nyoginasis

Unifocal O
Unicentric AG) e
n=30 (50%0)
Multicentric
n=1 (1.7%0)

Multifocal
Unicentric

/

n=29 (48.3%)

Holland R, Faverly D. Tihe local distribution off DCIS of tifie breast:.
Siiverstern W, Z2na edition 2002
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klobules

4

T. Tot. The theory of the sick lobe. Semin Diagn Pathol 2010



- - . — . - - - _—l

[ SN gfifl2 Breesi s oclals el iy oainasis

2 « Segmental, unicentric or lobar »
distribution of DCIS Is a validated model

= Clinically validated : Bcth & local
recurrences

2 Precursor lesions also unicentric
distribution ?
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|1 1SN gftpja Braasi:ipa LIN rroclal =faie s

= LIN an unicentric lesion ?

2 LIN is multifocal, over 50% of patient with LIN
contain mutiple foci in the ispilateral breast
(where?) and 30% will have further LIN in the
contralateral breast (multicentric)

2 10 to 20% of patients with LIN develop IC after
an average interval of 20 years

= Therisk is bilateral but 15% of the patient
developped IC in the breast diagnosed with LIN
versus 9.3% in the contralateral breast

2 The histotype of IC was not lobular in 2/3 of the
cases



|1 SN gfipa Bracsiina LN rreclal =feies

159 2 A\
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|1 1SN gftpja Braasi:ipa LIN rroclal =faie s

2 LIN Is regarded as an histologic risk factor for
developping invasive carcinoma (bilateral risk,
not the precursor because predominantly IDC
phenotype, 80% of patient are safe & well after
20 years ....) with a multicentric distribution ?

2 But LIN might also be a real pre-invasive
« malignant » neoplasia (precursor of ILC, light
balance for the ipsilateral breast) with an
unicentric distribution ?




11 1SN gf trja Braasi:ina DIN rrocle)

The tradition

Normal

j.

In situ malignanc

BEeRignr neeplasia

TThe DIN (ductal intraepithelial neeplasia)
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11 1SN gf trja Braasi:ina DIN rrocle)

fhe multistep pathway yes but linear ?
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DIN 1a DIN 1a
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11 1SN gf trja Braasiina e LIN - DIN rroca

DIN 1a

LIN 1 LIN 2

Abadel - Fatah et al . High frequency of coexistence of columnar cell lesions, LIN, DIN 1 ¢ with
Invasive tubular and lobular carcinoma. AmJ Surg Pathol 2007



Il SN of tfje Breastire snort sinejle nit mocle

2 IDC poorly differenciated grade Ill, triple negative,
basal-like more frequent in BRCA1 mutation carrier

2 Precursor lesions not frequently seen (not
extended) in the close vicinity of the IC

2 Mixture with multifocal LIN, DIN Is rare

= Suggest a « short » in situ stage with rapid
evolution to IC (unicentric and unifocal)



1. Cliniical irnoact of ISN—YANCE
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|1, Cliniical irmoact of B8 — VANCE
ECWGBSP classification: B3 lesion of unpredictable behaviour
Incidence : 5 to 12% of NCB

2 What to do with B3 ?

2 Impact of the team work approach (breast
clinic, multidisciplinary meeting,...)

o State-of-the-art medical imaging set-up
(primary & secundary)

= Radiomorphologic diagnosis (imaging
correlation with histology)

2 The risk of surgery is high !



I Clinical imoaci of B3 — VANCE
S. Bianchi et al. PPV of B3 for malignangy of VANCB -
Breast 2011

2 3107 B3 out of 26165 VANCB

2 54% underwent surgery

e TN R ———

2 PPV for malignancy: 21%

2 Consider surgery for B3 patient

Rakha et al. Outcome of B3 NCB. Int J Cancer 2010
2 1025 B3 underwent surgery

2 25% of cases where malignant (17% DCIS — 8% IC)
= PPV of ADH 50%
2 Consider surgery for B3 patient
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I Clinica impact'of B3 — VANCE

Flegg KM et al. Surgical outcome of B3 — World J Surg
Oncol 2010

2 94 surgical excision
2 55% remain borderline, 24% malignant

= No definite criteria can exclude surgery

Hayes B et al. B3 NCB & surgery. J Clin Pathol 2009

2 141 underwent surgery

2 16% of cases where malignant (17% DCIS — 8% IC)
= PPV of LIN 50%

2 Consider surgery for B3 regarding subtype
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Hussain et al. Eur J Surg Oncol 2011- LIN in NCB
2 1229 LIN diagnosed on CNB
2 64% underwent surgery
2 underestimation 27/%
2 Consider surgery for all NCB LIN patient
Nagi CS et al. LIN on NCB not require excision. Cancer 2008
2 92 patients fup 1 to 8 years
2 50% underwent surgery but 93 % only LIN
2 All patients OK



L Racornmancaiions Insiiiut Naiionzal Cancar

LIN 1
= Une surveillance est recommandée

2 ldentique a celle des CCIS apres conservateur

2 Si facteurs de risques (atcd familiaux, personnels, autres
lésions histologiques a risques) ou discordance radio-
morphologique (NCB non repréesentatifs): une biopsie
chirurgicale peut étre discutée

LIN 2
2 Biopsie chirurgicale puis surveillance

2 Une surveillance est recommandée
LIN 3 type 1
2 Biopsie chirurgicale puis surveillance
2 Pas de reprise si berges positives (idem LIN1 & 2)
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|11 EINYs LELS — WRIO 2005 v TNV %

TNM Classification of Malignant
Tumor UICC 2009 (7th edit) :

pTis (LCIS)
2 What about LIN (WHO 2003) ?
2 What about LIN 1 ?



|[]. Cliniical irnoact of DNl — VANCE

Noske A et al. Hum Pathol 2010- FEA in NCB not
assoclated with |IC after surgery

2 1845 NCB - 6.6% B3 - 66% were operated
= FEA 35% - ADH 20%
> After FEA - FEA some DCIS |, no IC

Noel JC et al. Pure FEA on NCB followed by surgery .
Surg Oncol 2010

2 20 cases out of 62 FEA - surgery for residual
microcalcifications

> No DCIS, No IC



Notyettheend....!



1 ISN i) enzrcejin of BCTH soacimear for |C
Fowble B et al. Int J Radiat Oncol 1998

< AH (ISN) was not associated with an increased risk
of ipsilateral breast tumor recurrence or contralateral
breast cancer in this study of patients with invasive
breast cancer treated with conservative surgery and
radiation. Therefore, the presence of proliferative
changes with atypia in background benign breast
tissue should not be a contraindication to breast-
conservation therapy

Stolier A et al. Am Surg 2004

< The growing body of literature suggests that in
patients undergoing breast-conserving therapy, LCIS
In the surgical margin does not impact the risk of
local recurrence and therefore may not require
reexcision for close or involved surgical margins
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