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Invaziv carcinoma

o Scarff-Bloom-Richardson grade

e Elston és Ellis altal modositott Scarff-
Bloom-Richardson grade

* Nottingham grade



Histopathologey 1991, 1%, 405410

Pathological prognostic factors in breast cancer.
I. The value of histological grade in breast cancer:
experience from a large study with long-term follow-up
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Scarff-Bloom-Richardson (SBR)

radioldgus sebész
o 1957
 Tubulusképzés
 Mag polimorfizmus
o Mitozisok
e Scoring rendszer:
enyhe — k6zepes — sulyos szubjektiv megitélest
szamok helyettesitik 1-3-ig

e 1971-ben, 20 éves betegkdvetesi adatok alapjan
megerdsitették a grade prognosztikus érteket



Nottingham grade

e Szemikvantitativ értékelés

A SBR grade moddositasa eldsz0or a
mMIitozisok szamolasa terén

* Az Elston-Scarff-Bloom-Richardson grade
meghatarozas maodszerenek tovabbi
pontositasa a Nottingham garde



A Nottingham grade elemel

« TUBULUSKEPZES

— >75% scorel
— 10-75% score?2
— <10% score3

« MAGPOLYMORPHISMUS

— Kis, egyforma magok scorel

— Nagysag és valtozatossag tekintetében kbzepes magok
score2

L A4

score3

¢ MITOZISOK

— A mikroszkdp 40x latoteréhez kalibralt skalan megadva
scorel-3



e GRADE 1 score 3-5
e GRADE 2 score 6-7/
e GRADE 3 score 8-9



Tubuluskeépzés

o ,Tubulus™-kent csak a teljesen |0l lathato
Iumennel rendelkezo strukturakat
értékeljuk

o Optimalis fixalas szukséges

o A tumor rendelkezésre alld minden
teruletét vizsgaljuk
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Nuclearis grade

Referencia: a normal hamban lathato sejtmagok
vagy ezek hianyaban a lymphocytak nagysaga
Nuclearis grade 1: kis magok, szabalyos
magkontur, egyenletes chromatin eloszlas

Nuclearis grade 2: a hamsejtek magjanal
nagyobb, vesicularis magok, k6zepes alak-es
nagysagbeli valtozatossaggal gyakran egy

lathatd nucleo
Nuclearis grac

usszal
e 3: nagy, bizarr, kifejezett alak-és

nagysagbeli e

teréseket mutato, vesicularis

magok, gyakran tobb nucleolus
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Alternativak

* Morfometria
 .Nuclear envelope” (Bussolati G)
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Mitozis szamolas
, . Interphase (G->) Early prophase Late prophase
e profazis,
 metafazis,
» anafazis,

e telofazis

Chromosomes

Spindle

Metaphase Anaphase

=4

Equatorial plane




e A tumor
— széli tertletén
— a legaktivabban osztodo gocban
— 10 nagy nagyitasu (x400) latotérben

— szukség lehet tobbszor 10 nn latoteret
leszamolni









Heterogenitas

e Bizonyos esetekben nehézséegeket okoz

e Az 0sszes tumort tartalmazd metszet
atnézése utan adjuk meg a tumor grade-
jéet

 Heterogen magmorfologia eseten:

— Ha a magasabb nuclearis grade a tumorsejtek
legalabb negyedrészeben lathato



Ujabb 6tletek

« Histopathology
2009;54:724-731 Thomas
JSJ: Egyszerdsitett
binaris scoring rendszer
(SBS) alkamazasaval a
G2 tumorok kettévalnak,
négy csoport alakul ki:
Score 3,4, 5,6

Cause specific survival
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Mag Nem Polymorph
polymorphismus polymorph

Mit6zisok <7/10 hpf | >7/10 hpf




Available online at www.annclinlabsci.org

Annals of Clinical & Laboratory Science, vol. 39, no. 1, 2009

A Newl}r Pmpnsed Semi-Automated Method of Grading
Invasive Lobular Carcinoma: A Unif}ring Concept and
Correlation with Prognostic Markers and Patient Survival

N+P Grading System (Lobular)
Feature Score = - =i =
g
Nuclear grade 184 [\
Small regular uniform nuclei with litcle variation 1 e 1
Moderate nuclear variarion 2 | - 80 **
Marked variation in size and shape of nuclei 3 @
P % —-—N+P |
Automared MIB-1 count 3 60 - «— N+P I/
<9% 1 0
10-25% 2 @ 40
~25% 3 o
5
N+I grading; 20 -
Muclear grade 1 or 2 and MIB-1 scores 1 or 2 grade 1
Muclear grade 3 and MIB-1 score 1 or 2 OR 0
MIB-1 score 3 and nuclear grade 1 or 2 grade 2
Both nuclear grade 3 and MIB-1 score 3 grade 3 0 48 96 144
Time after Diagnosis, months
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INn SItu carcinoma

e DCIS

— Specialisan képzett eml6patologusok kdzott
nagyobb az egyetertes

— Szamos rendszer
— Magmorfologia + mitdzisok + necrosis

— Altaldban a Van Nuys grade rendszert tartjak
a legjobban reprodukalhatonak

— Consensus Conference
CANCER, 1997 / Volume 80 / Number 9



m Consensus Committee

Recommendation for Nuclear
Grading of Intraductal Carcinoma*

Low Nuclear Grade (NGT1)

« Monomorphic (monotonous) appearance

» Size of duct epithelial nuclei or 1.5-2.0 normal red
blood cell

+ Chromatin diffuse, finely dispersed

« "Occasional nucleoli and mitoses”

« Cells usually polarized

High Nuclear Grade (NG3)

+ "Markedly pleomaorphic”

» Size usually more than 2.5 duct epithelial nuclei
= Chromatin vesicular with irregular distribution

« "Prominent, often multiple nucleol”

« "Mitoses may be conspicuous”

Intermediate Nuclear Grade (NG2)

« “Nuclei that are neither NG1 nor NG3"

*Based on The Consensus Conference Committee. Consensus Confer-
ence on the classification of ductal carcinoma in situ. Cancer
1997:-80:1798-1802.

Rosen’s Breast Pathology 3rd Edition 2009



m Consensus Committee

Recommendation for Reporting
Necrosis in Intraductal Carcinoma*

Comedonecrosis

« "Central zone necrosis within a duct, usually exhibiting
a linear pattern within ducts if sectioned longitudinally”

Punctate

« “Non-zonal type necrosis (foci of necrosis that do not
exhibit a linear pattern if longitudinally sectioned)”

*Based on The Consensus Conference Committee. Consensus Confer-
ence on the classification of ductal carcinoma in situ. Cancer
199/7:80:1798—1802.

Rosen’s Breast Pathology 3rd Edition 2009



C. Cell polarization

Polarization reflects the radial orientation of the
apical portion of tumor cells towards intercellu-
lar (lumen-like) spaces, either larger lumina or
minute “microacinar’ spaces which produce a
rosette-like appearance. Such polarization is
characteristic of lower grade DCIS with cribri-
form and solid architecture, but can also be rec-
ognized in epithelial protuberances, bridges, ar-
cades and micropapillae of DCIS of lower grades
with micropapillary architecture.
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Van Nuys Grade

 Non-high grade, necrosis nincs 1
 Non-high grade, necrosis van 2
e High grade

Van Nuys prognosztikal index

3

Score | grade meret szélek kor
1 1 <15mm 21cm >60
2 2 >15<40mm |[>1mm <1lcm |40-60
3 3 >40mm <lmm <40
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Table 1. Summary of DCIS classification systems

Grade
Claszification
ifeature(s) assessed) High Irtermediate Lo
Lagics"1* High grads. Large nuchei (baa red Blood celk in diameter) [misrmediats gracte. Intermediate nudei (1-2 red blzod Lowr prade. Smal nudei(1-1.5 red blood oelz

(nuclear grade, mitases, necrasis)

“with wesicular chromatin, ane ar mare nuclecli and a high mibatic

index (24 miboses/10 hpf). Edtensive linear coagulitive
necrosis of comeda bype is present.

celzin diameter) with coarse dhromatin, infrequent
riudecli and an inbemediaks mibatic index

(1-2 mitosesi10 hpf). Punctate neoosis may

b= present.

in diameter) with diffuse chromatin, inapparent
riadecli and a bew mitotic index (21
mitoses M0 hpfl. Heaose absent.

Torvasseli!
leytelogical abypia, necrosis)

High grads. DTS showing cytological atypia and necross.
Includes all comeda carcinomas and signek ring cell varanks
of miraductal cardnoma and many intraductal apocrne
carcinemas.

Moderate grade. This category contains three groups.

11 DCI5 hcking celular atypia and foming salid,
cribrifomn or micopapillary pattems with central negosis.
(2) Cribrifermn, micropapilary or sobd patberns with
cybobogic atypia but no necregis. (2) DCIS variants showing
an admichore of two uniform cel types = necrosis.

Low grade. Crikbrifomrn and micropapilary
patb=ms. Unifarm population of cells
lacking rescrosis or atypia

Ewrcpean Pathiclogst Working
Group™®

idifferenbiakion = nudear grade &
ezl polarzabion)

Pacrly differentiated. NHuclei very pleamarphic with irregular
cutines and spacing. Chromatin coarse and dumpsd with
preminent nucksoli Mitoses often seen. Cell polarization
abzent or minimal. Central necresis and individual cdl necresis
usually pres=nt, often azrodated with amomphous
cakification.

Intermediately diFerentizted. Mucks mildly or moderately
plecemerphic with some variation in size, culline and
spacing. Chromatin fine to coarse and nuclsali evident.
Occasional miteses. Call polamzation seen. Central
niecrasis wariable, Individual o2l necrosis may be present
Calcifications amempheous or laminated.

Wall differerdiated. Bvenly spaced monamarphic
radei of uniform size and regular cutline.
Chromatin uniform and fine, nuclsali
insignificant and mitoses rare. Polamzation

of cellk marked. Hecrasis absent or minimal.
Calcifications usualy laminated and rarely
amarphaus.

Eurcpean Breast Scresning
Groups "=
{nuclear grade)

High nuclear grzde. Plsomorphic cells with e gulady

spaced and usualy large rudei exhibiting marked variation

in size, irregular nuclear conbowr, coarse chromatin and
prominent nuck=ali Mitoses frequent and abniormal farms may
b= seen. Growth patberns varable but eften solid or comeda.
Cell palarzation rare.

Intermediate moclear grade. Mild to moderate nuckear
pleomerphizm, less than thatin high-grade DCIS but
without the monatony of the lew -grade type. Huclea-
cytoplasmic ratic often high. One or bao nucleali may be
iderdifisd. Growth pattern usually salid. crbnform or
ricrapapilary. Zome degree of cell polirization.

Low moclear grade. Maonomaerphic, evwenly
spaced cells with roughly spherizal centrally
plac=d nucki and inconspicucus nuclecli.
Mibozes few Individual cell necrosis rare.
Architechure oft=n micropapilary and cribriform
with polarzed cells.

Mekingharn ™

(necresis and mapholagy!

Pure comeda. Central lumina conbaining necrotic debris
surounded by lbrge pleomarphic viable cslls in salid masses.

DICIS with necrosis (non-pure comedo). Necrobic neaplastic
celz within duck lumina but lscking a pure comeda pattern
and often shoaing a cribnform ar micropapilary

anchite chare.

DCE without necresis. Mo necrosis or necrosis
limibed to a few necrotic or desquamated cells

within irtraductal bimina. Incdudes mayonty of

clazsical cribriform, papilary and micropapilary
subbypies.

“fan Huyps™

inuclear grade, necrosis)

High grade. Mucls greater than teo red blood celsin
diamneber, ‘with vesicular chrematin and one or mere nucleol,
Comedo nededis (DCIS with central lumina containing
necrotic debris surrounded by large pleomerphic celk or
necrotic neoplastic cell within ducks with other archibectural
pattems, =.g. crbnform or micropapilary] usually present
but not essential.

Wen-high grade wilh newosis. Low grade nudei (1-15

red blocd cells in diameter with diffuse chromatin and
inapparent nucleclil or inkemediabe grade nucled {12 red
bleod cells in diamebsr with coarse chromatin and
infrequent nucleolil and comede type necrosis. Mo minimum
requirement for comedo necrosis but individual neaotic
cels not soored,

Neon-high grade wilhow! pegnosis. Low or
intermediate grade nuclei and ne comedo
MECrsis.

Citbesen =f 2.7
lsize, circumscrption, stromal
fbrasis)

Twmeow forming. DCIE macroscopically langer than & mm
with closely related i situ fermations and the sumcunding
stroma shewing conflusnt fbrosis.

Diffuss. DCIS macroscopically and microscapicaly ill
delimited., larger than Emm and exhibiting sagrmentaldiks
exbensions. Stromal fibrosis varies from litHe bo mederate.

Microfocal, DTS mexsurng Smm or less
in diameker. Localzed to one or a fes lobules
or ducts.




e LCIS

— Nem altalanosan terjedt el a LCIS esetekben
a grade megadasa

— Fel kell azonban ismerni a high grade LCIS
eseteket, amelyek radiologiai és szoveti képe
nagyon hasonlithat DCIS-re



Am \] Clln PathOI 2010; 133:767'771 Anatomice Pathology | HistoLrooie Gravime or LCIS 1w Biopsy Specivens

Clinical Importance of Histologic Grading of Lobular
Carcinoma In Situ in Breast Core Needile Biopsy Specimens

Current Issues and Controversies

Faye Gao, MD, PhD, Gloria Carter, MD, George Tseng, ScD, and Mamatha Chivukula, MD

A tllpUSl,J Sejtek: kis, egyforma, kerek, keskeny

cytoplazmaju, hyperkrobm magvu diszkoheziv sejtek

B tllpUSl,J Sejtek: kdzepesen polimorf, szélesebb-vilagos

festédesl cytoplazmaval és rogos kromatinallomanyu, jol lathato
nucleoluszt tartalmazo maggal rendelkez6 diszkoheziv sejtek

Pleomorf LCIS nagy, pleomorf, diszkoheziv sejtek, grade

3 magokkal, széles eozinofil citoplazmaval. Comedo nekrozis
gyakori



e LCIS grade 1: predominansan A tipusu
sejtek alkotjak

o LCIS grade 2: >10-90% B tipusu sejtek
alkotjak

e LCIS grade 3: pleomorf LCIS












KOszonom a figyelmet




