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Klassifikation af brystkraefttumaorer

NEOPLASTIC DISEASES

A TEXT-BOOK ON TUMORS

I - Haagensen C.D. Stewart F. W, Hultborn A. and
1933 1950 Tornberg B. 1960
T —— 1941-43 1949 Cancer
Fred W Stewart og Frank W. Oliver S. Moore and Frank W.
Foote Foote
Karakteristik af invasivt 0 T hredatively favorable

lobuleert karcinom og lobuleert  prognosis of medullary
W. B. SAUNDERS COMPANY - . . . by
: karcinom in situ carcinoma of the breasto




Danish Breast Cancer Cooperative

Rigshospitalet

Tumorklassifikation

INTERNATIONAL HISTOLOGICAL CLASSIFICATION OF TUMOURS
No.2

HISTOLOGICAL TYPING
OF BREAST TUMOURS

R. W. SCARFF

Head, WHO Iniernational Reference Centre
Jor the Histol, | Definition and Classification of Breast Tumours

and

H. TORLONI
Medical Officer, Cancer, World Health Organization

in collaboration with twelve pathologists in ten countries

WORLD HEALTH ORGANIZATION
GENEVA
1968

HISTOLOGICAL TYPING OF PROLIFERATIVE
CONDITIONS AND TUMOURS OF THE BREAS

A. BENIGN MAMMARY DYSPLASIAS

I.  Cyst
a. simple cyst
b. papillary cyst
II.  Adenosis
INI. Regular typical epithelial proliferation in ducts or lobules
1V. Duct ectasia
V. Fibrosclerosis
VI. Gynaecomastia
VIL. Other non-neoplastic proliferative lesions

B. BENIGN OR APPARENTLY BENIGN TUMOURS

1.  Adenoma of breast
II.  Adenoma of nipple
III. Duct papilloma
1V. Fibroadenoma
a. pericanalicular fibroadenoma
b. intracanalicular fibroadenoma
1. simple type
2. cellular intr licular fibroad
V. Benign soft tissue tumours

C. CARCINOMA

1. Intraduct and intralobular non-infiltrating carcinoma
II. Infiltrating carcinoma

B & R

14 INTERNATIONAL HISTOLOGICAL CLASSIFICATION OF TUMOURS

III. Special histological variants of carci
a. medullary carcinoma
papillary carcinoma
cribriform carcinoma
mucous carcinoma
lobular carcinoma
squamous cell carcinoma
. Paget’s disease of breast
carcinoma arising in B.IV.b.2 (cellular intracanalicular fibro-
adenoma)

Fe e a0

D. SARCOMA

1.  Sarcoma originating in B.IV.b.2 (cellular intracanalicular fibro-
adenoma)
II.  Other types of sarcoma

E. CARCINOSARCOMA

F. UNCLASSIFIED TUMOURS
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L I
PATO-ANATOMISK UNDERS@GELSE — UDFYLDES AF PATOLOGIAFDELINGEN. Vejledning se naste side.

Praeparat nummen Aksilfedt
Aksilfedt. prasparat foreligger D Ja
O ne
Nedirosset fumorveev (-80°C) U s U Mel D An;:let {ekstra LN uden aksilramning
Hud pa presparat O O Mej Antal paviste mfeknuder incl. sentinel node Uoplyst = 93
Mikroskopisk underssgelse Antal uden spredning
Papil, Mb. Paget (PDN) Antal positive (beregnet)
nvasivt profun. resektionsrand T:E:P Antal med makrometastaser. »2 mm
karzinom sideresektionsrand lkke us. = 8 Antal med mikrometastaser, >200 celler og Z2 mm
Farinvasion Antal med solerede celler, sma grupper [elusters) < 0,2 mm
eller < 200 tumorcelar
Antal karcinemer
Diameter af invasivt karcinom, mm Perinodal vaskst Mej=0 Ja=1 Ikkeus.=2
Diameter af inv. karc. + sammenhaeng. DCIS, mm Sentinel node
DCIS udenfor wmor Mej=0 Ja=1 Ikkeus. =8 Sentinel node teknk anvendt Oua O we
Afstand ti neermeste sideresektionsrand fra inv.karc. mm Antal fundne sentinel nodes
Afstand tl neemmeste sideresektionsrand fra DCIS.mm Antal uden spredning
Lokal fremskreden sygdom Antal positive (beregnet)
Hudinvasion O ua O Mej [ uvis | Antal med makrometastaser. » 2 mm
Gennemvaekst af bundfascie O s O Mej O wis Antal med mikrometastaser, > 200 celer og £ 2 mm
Karcinomklassifikation Antal med solerede celler, sma grupper (clusters) £ 0.2 mm
eller £ 200 turnorceller
WHO-diagnese og SNOMED-koder:
Frys
Antal lyrmfeknuder ti frys
Tubulusdannsise points (1-3) Kun ved Antal makrometastaser
Mitoser points (1-3) ﬁlg;a:)eg Antal mikrometastaser
Iobadzere
Kemepolymorfi  points {1-2) Antal isclerede celler
Valgnteregras 971 07T MBS veanet Determine correlation to molecular subtype centroids
Biomarkerundersagelse Patient - o o~ -
% pos. Uopl. MNeg. | 1+ 2# 3+ Ugpl. | ISH ratio, 2 dec Expression ‘g \‘éé’ § \‘§3§
ER-hestemmelse HER-2 Profile C ® “
PgR-bestemmelse HER-2 status ] Pos. [ Neg O gl
KiET, % af celler Antal HER-2 genkopier pr. celle, 2 dec.
TOP2A ISH ratio, 2 dec.
TOP2A status D Mormal D Amplifikation D Delaterat D uoplyst
PAM 50 Klassifikation
[ Luminai & O Luminal & | [ HER2 enriched | [ easaiike | O ukenat
DATA SKAL SAMMENHOLDES MED PATOLOGIEESVARELSE
Patologiafdeling: Diato: Patologens nawn (Blokbogstaver): Centroids
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DBCG: Behandlingsdziabase

C: PROGNOSF GRIIDPE,
Alder TUMOR STR | LK STATUS HIST and GRAD | ER HER2 DBCG gruppe
Duktal I, ? 210% / ukendt Negativ / ukendt H I
Lobuleer I-11, ? Medulzer(neg) Positiv D I
Anden type 0-9% O T
260 ar =10 mm 0 Duktal II-11l/Lobulzer 11l ] Il
> 1 | I
> 10 mm D Il
<60 ar ] I
D: MEDICINSK BEHANDLING.
DBCG gruppe | HER2 status | ER status (%pos) Alder Menopause Risiko-fakt.” Behandl. Beh.’s-program
I Ingen D 2010-a
Positiv 0% KT+ Tras [ 2010-d.t
21% KT + Tras + ET [ 2010-bit
Negativ 0% KT [ 2010-d
1-9% KT + ET [ 2010-b
<40 ar KT + ET [0 2010-b
40-49 ar Nej ET [] 2010-¢
I Ja KT + ET [0 2010-b
210 % > 50 Praemeno. Nej ET [l 2010-c
Ja KT + ET [ 2010-b
Postmeno. Nej ET [l 2010-c¢
Ja KT + ET [0 2o010-b
*RISIKOFAKTORER: For pt. 240 ar med HER2 neg. og ER=10% tilbydes KT nar der er mindst én risikofaktor, er angivet med "Ja” nedenfor.
Alder 40-49 ar Ja: Starrelse > 10mm eller node positiv eller duktal grad 2-3 eller lobuleer grad 3
Preemenopausal og alder = 50 ar JNler lobuleer grad 3
Postmenopausal og alder = 50 ar

Malekylezer
subtypeklassifikatienion

PAMSD www.dbcg.dk
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QUALITY CONTROL OF PATHO-ANATOMICAL DIAGNOSIS OF

CARCINOMA OF THE BREAST
Acta Oncologica 27 (1988) Fasc. 6a

H. Kuer, J. A. ANDERSEN, F. Rank and B. V. PEDERSEN

Interobserver variation in the diagnosis infiltrating lobular carci-
noma. Estimated kappa value * estimated spread

Pathologist 1  Pathologist 2 Pathologist 3

The whole
country 0.34610.093 0.31120.095  0.330+0.096
Pathologist 1 0.7431£0.053  0.666x0.059

Pathologist 2 0.753+0.051
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QUALITY CONTROL OF PATHO-ANATOMICAL DIAGNOSIS OF

CARCINOMA OF THE BREAST
Acta Oncologica 27 (1988) Fasc. 6a

H. Kuer, J. A. ANDERSEN, F. Rank and B. V. PEDERSEN

Interobserver variation in the diagnosis infiltrating lobular carci-
noma. Estimated kappa value * estimated spread




Vurdering af (bio-)markgrer

Evidensniveau
Standardisering og kvalitetssikring

A Analytisk validitet
I Sensitivitet, specificitet, reproducerbarhed

A Preanalytisk fase
I Iskeemitid, fiksering, vaevspraeparation

A Testfasen/Analyse
I Antistofklon / probesaet1 kontroller, metode

A Postanalytisk fase
I Fortolkning, Kvantitering
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Vurdering af (bio-)markgarer
Evidensniveau
Standardisering og kvalitetssikring
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Patologiafdelingen, Aalborg Universitetshospital
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Tumor sampling og verifikation af den
Invasive tumorkomponent
Heterogenitet
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Tumor sampling og verifikation af den
Invasive tumorkomponent
Heterogenitet

Origival magnification: 40x
Kow showing: 1.15x.
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Genekspressionsprofiler/
Prognostisk information

2000 2002 2003 2004 2005 2008¢.
Molekyleere  70-gen 76-gen Oncotype Genomic ProsignaPAM50:50 gener, molekylaer
subtyper signatur signatur DX grade subtype, Risk of Recurrence score (ROR)
21 gener Index BCIN: 11 gen assay
EndoPredict 12 gen assay

Perouet al., Nature 2000
Sorlieet al., PNAS 2001

ER- ER+
i 1
— L , -
P ra ‘ H‘T z " p<0.01
8 08
pinteatt oty Pt
5 i Wi i 14
Sttt R W—
s A
”' M an 13 "
k j survival months

v X Consored, e | m A s Lum C sssss NocBl-bke

ER-/PR-  HER2+ Luminal A vs B/C - 26, m— L
/HERZ- ER+



Prognostiske Genprofiler

MammaPrint OncotypeDX EndoPredict Prosigna BreastCancer Inde»
Agendia GenomidHealth Myriad (Sividor) Nanostring Biotheranostics
Assay 70-geneassay 21-generecurrence 12-geneassay 50-geneassay 11-geneassay
score Mol subtype /ROR
score
Methods DNAmicroarray RFPCR RTFPCR NanoString RTPCR
nCounter
Tissue Frozenor FFPE FFPE FFPE FFPE FFPE
Central Analysis  Yes Yes No No Yes
Population NO-1 NO-1, ER+ NO-1, ER+/HER2 | NO-1, ER+/HER2| NO, ER+/HER2
AnalyticaValidity  Yes Yes Yes Yes Yes
Clinicalvalidity Yes Yes Yes Yes Yes
ClinicalUtility Yes Yes Yes Yes Yes
Level oftvidence 1A(5year9 IA (5year9 IB B IB
Prospective MINDACT TAILORX ADENDOM OPTIMA Extended
Trials RxPONDER PRECISION Endocrine
ADAPT NEOPAL Treatment
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Brystkraeft T Molekylaere subtyper

Endocrine Endocrine

Dependent Independent
Unfavorable

Favorable Prognosis

Prognosis

Chemo Resistant Chemo Sensitive

Luminal A LuminalB HER2enriched Basallike

" ER negative

ER positive Ki67 indeks' HER2 positive HER2 negative




