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Epithelial Tumors of The Breast

Benign epithelial proliferations and precursors:

Usual ductal hyperplasia

Columnar cell lesions, including flat epithelial

atypia

Atypical ductal hyperplasia

Adenosis and benign sclerosing lesions
Sclerosing adenosis

Apocrine adenosis and adenoma
Microglandular adenosis

Radial scar / complex sclerosing lesion

Adenomas

Tubular adenoma

Lactating adenoma

Ductal adenoma

Epithelial-myoepithelial tumours

pleomorphic adenoma

Adenomyoepithelioma

Malignant adenomyoepithelioma

Papillary neoplasms

Papillary ductal carcinoma in situ

Encapsulated papillary carcinoma

Non —invasive lobular neoplasia:

Atypical lobular hyperplasia

Lobular carcinoma in situ
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Solid papillary carcinoma (in situ and invasive)

Invasive papillary carcinoma

Rare and salivary gland-type tumours:

Acinic cell carcinoma

Adenoid cystic carcinoma

Secretory carcinoma

Mucoepidermoid carcinoma

Polymorphous adenocarcinoma

Tall cell carcinoma with reversed polarity

Invasive breast carcinoma:

Invasive breast carcinoma of no special type

Microinvasive carcinoma

Invasive lobular carcinoma

Tubular carcinoma

Cribriforrm carcinoma

Mucinous carcinoma

Mucinous cystadenocarcinoma

Invasive micropapillary carcinoma

Carcinoma with apocrine differentiation

Metaplastic carcinoma

Ductal carcinoma in situ

Neuroendocrine neoplasms:

Neuroendocrine tumour

Neuroendocrine carcinoma

Tumours of the nipple

Epithelial tumours: Syringomatous tumour Nipple adenoma, Paget disease of the breast
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Field diameter 0.44 0.59 0.63
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Mitotic count

1 point 0-5 0-9 0-11
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3 points >11 >20 >23
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Definition of Primary Tumor (T) — Clinical and Pathological

T CATEGORY T CRITERIA

> Primary tumor cannot be assessed

TO No evidence of primary tumor

Tis (DCIS Ductal carcinoma in situ

Tis (Paget) Paget disease of the nipple NOT associated with invasive carcinoma and/or carcinoma in situ
(DCIS) in the underlying breast parenchyma. Carcinomas in the breast
parenchyma associated with Paget disease are categorized based on the size and characteristics
of the parenchymal disease, although the presence of Paget disease should still be noted.

T1 Tumor < 20 mm in greatest dimension

T1mi Tumor < 1 mm in greatest dimension

Tla Tumor > 1 mm but < 5 mm in greatest

Tlb Tumor > 5 mm but < 10 mm in greatest

Tlc Tumor > 10 mm but < 20 mm in greatest

T2 Tumor > 20 mm but < 50 mm in greatest

T3 Tumor > 50 mm in greatest dimension

T4 T4 Tumor of any size with direct extension to the chest wall and/or to the skin (ulceration
or macroscopic nodules); invasion of the dermis alone does not qualify as T4

T4a Extension to the chest wall; invasion oradherence to pectoralis muscle in the absence of
invasion of chest wall structures does not qualify as T4

T4b Ulceration and/or ipsilateral macroscopic satellite nodules and/or edema (including
peau d’orange) of the skin that does not meet the criterial for inflammatory carcinoma

T4c Both T4a and T4b are present

T4d Inflammatory carcinoma

Definition of Regional Lymph Nodes — Pathological (pN)

p N CATEGORY

p N CRITERIA

pNX

pNX Regional lymph nodes cannot be assessed (e.g., not removed for pathological study

or previously removed)

pNO No regional lymph node metastasis identified or ITCs only

PNO(i+) ITCs only (malignant cell clusters no larger than 0.2 mm) in regional lymph node(s)

pNO(mol+) Positive molecular findings by reverse transcriptase polymerase chain reaction
(RT-PCR); no ITCs detected

pN1 Micrometastases; or metastases in 1-3 axillary lymph nodes; and/or clinically
negative internal mammary nodes with micrometastases by sentinel node biopsy

pN1mi Micrometastases (approximately 200 cells, larger than 0.2 mm, but none larger than
2.0 mm)

pNla pN1la Metastases in 1-3 axillary lymph nodes, at least one metastasis larger than 2.0 mm

pN1b pN1b Metastases in ipsilateral internal mammary sentinel nodes, excluding ITCs

pNlc pN1la and pN1b combined

pN2 Metastases in 4-9 axillary lymph nodes; or positive ipsilateral internal mammary lymph
nodes by imaging in the absence of axillary lymph node metastases

pN2a Metastases in 4-9 axillary lymph nodes (at least one tumor deposit larger than

2.0 mm)
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pN2b Metastases in clinically detected internal mammary lymph nodes with or without
microscopic confirmation; with pathologically negative axillary nodes
pN3 Metastases in 10 or more axillary lymph nodes; orin infraclavicular (Level Il axillary) lymph
nodes; or positive ipsilateral internal mammary lymph nodes by imaging in the presence of
one or more positive Level I, Il axillary lymph nodes;
or in more than three axillary lymph nodes and micrometastases or macrometastases
by sentinel lymph node biopsy in clinically negative ipsilateral internal mammary
lymph nodes; orin ipsilateral supraclavicular lymph nodes
pN3a Metastases in 10 or more axillary lymph nodes (at least one tumor deposit larger
than 2.0 mm);
or metastases to the infraclavicular (Level lll axillary lymph) nodes
pN3b pN1a or pN2a in the presence of cN2b (positive internal mammary nodes by
imaging);
or pN2a in the presence of pN1b
pN3c Metastases in ipsilateral supraclavicular lymph nodes
Definition of Distant Metastasis (M)
M CATEGORY M CRITERIA
MO No clinical or radiographic evidence of distant metastases
cMO(i+) No clinical or radiographic evidence of distant metastases in the presence of tumor cells or
deposits no larger than (0.2 mm detected microscopically or by molecular techniques in
circulating blood, bone marrow, or other nonregional nodal tissue in a patient without
symptoms or signs of metastases
M1 Distant metastases detected by clinical and radiographic means (cM) and/or histologically
proven metastases larger than 0.2 mm (pM)
G Al sY A ddali-4-10
@l Ay b adinal) el sl mmgy 1)+ Jsaal
MOLECULAR SUBTYPE
LUMINAL A-LIKE LUMINAL B-LIKE HER2-ENRICHED BASAL-LIKEa
Gene Expression of luminal (low- Expression of luminal High expression of High expression of
expression molecular-weight) (low-molecular-weight) HER2 basal
pattern cytokeratins, cytokeratins and and other genes in epithelial genes,
and high expression of moderate to weak amplicon on 17912 basal
hormone receptors and expression of Low expression of ER cytokeratins
associated genes progesterone receptor and Low expression of
and associated genes associated genes ER
and associated
genes
Low expression of
HER2
related genes
Clinical and ~60% of invasive breast ~10% of invasive breast ~15% of invasive ~15% of invasive
biologic cancers cancers breast cancers breast cancers
features ER/PR positive ER positive, PR low ER/PR negative Most ER/PR and
HER2 negative positive HER?2 positive (though HER2 negative
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Low proliferation rate

HER2 expression variable
(positive or negative)
Intermediate or high
proliferation rate (Ki-67
high)

Luminal B tends to be
higher histologic grade

than luminal A

not

all HER2 enriched by
molecular subtype are
HER2+ by clinical
definition)

High proliferation rate
TP53 mutation
common More likely to
be high grade and

node positive

(“triple negative”)
High proliferation
rate TP53 mutation
common;
dysfunction BRCA1
(germline sporadic)
Particularly
common in
African—-American

women

Histologic Tubular carcinoma Invasive ductal High-grade invasive High—grade invasive
correlation Cribriform carcinoma carcinoma NST ductal ductal carcinoma
Low grade invasive Micropapillary carcinoma carcinoma NST NST
ductal carcinoma NST Metaplastic
Classic lobular carcinoma carcinoma
Carcinoma with
medullary features
Treatment Respond to endocrine Respond to endocrine Respond to No response to
response Therapy therapy (tamoxifen and trastuzumab endocrine therapy

and outcome

Chemotherapy generally

not indicated Good

prognosis

aromatase inhibitors)
Response may not be as

good as for luminal A

(Herceptin) Respond
to anthracyclinebased
Chemotherapy
Generally poor
prognosis,

but better with
HER2-targeted

therapies

or
trastuzumab

(Herceptin)

Appear to be
sensitive to
platinum-based
chemotherapy and
PARP inhibitors

Generally poor
prognosis
(but not uniformly

poor)
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MOLECULAR SUBTYPE

IMMUNOPROFILE LUMINAL A-LIKE LUMINAL B-LIKE HER2-ENRICHED BASAL-LIKEa
ER, PR ER+ and PR high+ ER+ and PR low or ER—, PR- ER—, PR-
intermediate+
HER2 HER2- HER2+ or HER2— HER2+ HER2—-
Others Low Ki-67 (<14%) Ki-67 >14% CK5/6 and/or EGFR+
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8 (66.7%) 2 (16.7%) 2 (16.7%) luminal A ) il
Molecular
26 (46.4%) 16 (28.6%) 14 (25%) Luminal B like (HER2- negative) classification
0 (0%) 4 (66.7%) 2 (33.3%) Luminal B like (HER2- positive)
0.001 (***) P-value

e 438 53 (**) (P<0.05 e 4y p sa: (¥) cbibas) 48 g 39,8 23,55 Y 1(NS) ¢(Chi Square) i $lS padivall JLIAY)
P<0.001 (***) xic 44 4 ga¢ P<0.01

Cua Syl Coatl) Lalail (43 CD10 J dgpnes 8 Giia (3558 d5ay (Balaall Jsaall il
Ll o CD10 1 4yl dgla)) 3 (38 asms cuds P= 0.001 idlaal) ded caly
OIS Gae lagyall daall & CDI0 J 4yl dpladd dus el of Cua el Gl
Canaill 44y 62.5% 4wy Triple Negative 4l Lplu Loy Gel Jiall Cayial
Luminal B like Ayl caiaill 4l 40% 4wsy HER2-positive( non—luminal) sl
Luminal B like (HER2- negative) Ayl canailly 33.3% dusy (HER2- positive)

16.7% Ay luminal A el sl 1y:als 33.3% 4y

I Al A el of s Apall Canaill blal o CD10 ) Al 3 (558 2sas 0l
.66.7% 4wy (luminal A) - sl Caneaill <ild 4l 4 CD10

Lad (Y Agsladl) siall Alls o CDI10 I dyyued 8 ddlas) AN Culd Ads (3958 2a0 Vs
95% 48 (ggiue 3 0.05 e ST Allaay)

Lglaalll il Alls Caves CDT0 ) Ayl ygiall vl (£, 6 ¥) 2001 dglall collaladd) (paig



80.0%

60.0%

40.0%

20.0%

0.0%

AR

w
) ]
50.0% : E ﬁ \g
40.0% O\O o\o °\o .ﬁ o\
9
30.0% I
20.0%
10.0%
0.0%
EEY-EETEN) A Ayl P
W positive / Metastases s sk —las
M negative / No metastases «las &
aosl
Sl Alls G CD10 ) Ay s 43 jlBa (42) kil
Z\.UM\
()] g g
3 o ¢
& o X 2 .
S a X o
© w & S
Q N @ N n X
X (€] w % N3
& g & & 2 :
3y 3 2
X X o o
o o o
X X X
EEPCRETEN) ST il
B Triple Negative 430 duls dila yu W HER2-positive( non-luminal) deal ¥ dulay) &5l
luminal A 4l 4ila B Luminal B like (HER2- negative)

L] i i - iti s PRSI TTRR - w e oya N
Luminal B like (HER2- positive) Al Ciatl) el Cne CD10 ) s 45 Jlia (43) R

sa0all Cyeially CDI0 adiall G &8al &l 518 gupe SLaal (YY) I Jaall G

(P53 5 eyl dslialll als )

(P53 5 4l Ay gliall) Aol M) asaal) i) pdiall g CD10 adiall Cys 48DMall (27) Jgaad)

9 A dglay) Ay gh Al
(%) i L ) =59 Al 1 sl
(%) (%)
16 (29.6%) 16 (29.6%) 22 (40.7%) 25> 5« present
. . . iz Ab 4, gliall) dali
24 (52.2%) 12 (26.1%) 10 (21.7%) —ule Absent TiLs e
0.048 (*) P-value
16 (80%) 4 (20%) 0 (0%) <1% negative
p53 score

14 (28%) 14 (28%) 22 (44%) 1-10% intermediate expression



VY'Y

10 (33.3%) 10 (33.3%) 10 (33.3%) >10% over expression
0.001 (***) P-value
24 (30%) 24 (30%) 32 (40%) positive
16 (80%) 4 (20%) 0 (0%) negative P53 Result
0.000 (***) P-value

sic 438 93 (**) (P<0.05 e 4up sa: (*) cbilas) 4,8 5 (39,8 3255 Y 1(NS) <(Chi Square) g lS psdieal) JLIAY) 1
P<0.001 (***) Lic 438 52« P<0.01

Apslalll Aalill asmy ares dgag On eealll padiall dppaed 8 Ad8s (358 gay il Cuing
G CD10 3 Al Aulaiy) b 38 355 ity (P=0.048 L] Lad cily Cum syl
Ll 4 CDI10 J il Zuladl s el o Cum Gapsl) Apslialll Aaliyl) 25a5 a5 35ns
Aggialll Aali ) agod) 3n55 o) () Ul 40.7% Aonssy Faaysl) slialll Zalil gl iany (ol

1. 7% agin igayl

Lol Apslialll Aalill asmg pacy dsas o CDI0 J ddmaall duladyl (8 (38 2pas (8 WS
Aslaall) dalill agual ciaag Gall Auell 3 CDI10 J Agmaal) dgladd dus el o) cua
26.1% agined duaysl dyslaall) Al agoal ang ol Gl Wi 29.6% Gty Gyl

el O Gum dapsl) Apglialll Aalipl) 35as p3es 39ns o CD10 I dndes 8 358 35n5 (s
Ll 52.2% Apnsts Gpaysl Fuslialll Aalil agedl 225 Y (il Aised) 3 CD10 ) Apled G
20.6% agisnsi dyaysll dyslialll Aalil agpal cian

Allaa¥) dad Caly Gus 53 & gp CDI0 I dpes B ddds (3958 gy Ol
daw el of ¢ua p53 i gn CD10 J 4l dglaly) 8 G sy oaiis «P=0.000
el 40% Ay dplay agadl P53 et il Al Al & CDI0 J 4yl dylall

0% sy dulid) 4yl

Anladl A el o Cum 53 il Gw CD10 J ddmaal) ulay) 8 (358 39ms cni LS
Ayl Lalh 30% A dulsy) pedl P53 A il pall Al & CD10 J dawm.all
20% ey ALl

Lgal) 3 CD10 D) b A ef ) Cam P53 il 0 CD10 ) b 8 (38 355 (s
30% oy Anlay) Ayuenl) Leli 80% Ay Anlu agal P53 Ayt i€ (pall



VY'Y

dgas o ey CD10 I At Aygiall il (££ c£0,67) a4l dplall claladall
P53 5 dsaysl) dyslaalll dals)))

2 8
. 0 .
100.0% - S 60.0% 8 N
o N
g & N & N & 50.0% I N
X W S 2w 0w o N w 5 2
500% o = X g 8 ¥ 8 40.0% = 2 B R
¢ = 30.0% 3 &
% [ [ | .
(=)
0.0% . 20.0%
A Al A Al il 10.0% I
W <1% negative 0.0%
i g Al Rduaa dulay)
W 1-10% intermediate expression R ) e
>10% over expression
L Y © 2 e . M present 25>« M Absent e
Gl gas G CD10 ) Al 41 i (44) kil pis 5i 352 (e CD10 ) &y ysend & s (45) Jabaial
p33 Score Loa g A gliall) Aaldi ) 292
o]
o
100.0% 3
)
80.0%
3
60.0% o ey ]
X o B o
40.0% X o X
o X
20.0% o
N
0.0%
EEpREEN) A Al il

M positive M negative

P53 7=l G CD10 ) Ayl 43 lia (46) ki)

ge CD10 1 dgpees o Blay¥) adle duhal glojs Ll i (YA) Jul Jsaadl oy
Ligarel) OLieal) Allag dpays Jilin Libaall Aslaalll dial) 2aey TILS diiy algaiish yaia
Ne ganay KIOT7 duuiy H_score 5 Allred score 4 yel)l bl e liall j all
Lgadll e ) 22e Jaugie CD105 aiiall aladinly dag)¥) claludl 8 3308l dysenll 35

:CD105 jeiiall aladinly day¥) cilald) 3 5apal)



YY¢

54 glialll JBal) 2ae g TILS dpei g algaiish jadia g CD10 adiall 4yt Lol ) 2(28) Jgaadl
£ saxa g ki67 4si 9 PgR H-scores PgR Allred score 3 ER H-score s ER Allred score
B CD105 L 53 CD105

4 52l P-value Ol e Jal ) (A paalf J¥) saal)
ok 0.000 0.383 plgaiiph jrdia CD10 1 & s
NS 0.062 0.187 TILS Ao CD10 - & s

* 0.049 0.197 A gliall) sl 2ae CD10 - & s
*ox 0.004 -0.286 ER Allred score CD10 - & s
ok 0.000 -0.344 ER H-score CD10 1 & pasi

* 0.020 -0.232 PgR Allred score CD10 - 4 s
** 0.006 -0.274 PgR H-score CD10 1 & s
*okk 0.000 0.453 KI67 A CD10 ) &y pas
Hoxk 0.001 0.315 CD105 g sas CD10 ) &y jas
*ok 0.001 0.315 CD105 Ll CD10 ) &y pas

LA sa (M%) ¢ P<0.05 i Aasa : (*) ¢ Libas) 4,8 5a (508 3555 Y (NS) <Spearman Correlation Gle s ki)
(P<0.001 i &5 s (***) ¢ P<0.01 i

asd calgatiss yaia) 5 CD10 I dyyuad G Lonyha Lyl ADle d5a Golaall Jsaall il s
&Ly e hugie (CDI05 el aladiuly clalu sl 8 Le Y dae g sena (KIGT
iS5 gsise die 0.05 e real Llaay) dag (¥ (CD105 el aladiuly Glals a)f

95%

A5l 28l ey CDI0  jediall dpnet (g ddangie dayh Lli) dDle 24y o WS
95% & giwe e 0.05 e il Adlaal) dad oY Ay Jiln dlad
iad Y ER H-score 5 CD10 el 4y o ddausico dauSe Loy 4Dle dgay (pais

.95% & (ggiue 2ic 0.05 e ral dllaay)

ER Allred scorey CD10 jaiall dgyuad G ddmaa dwSe Ll A8le dsag oud WS
18 e e 0.05 e sl Adlaay) dad oY PR H-score 5 PgR Allred score
.95%



VYo

Syl T g g K paad) 431 Jalsally CDT0 yaiiall (s A8 sl y-5-2-3
bl ardioal el e lial

%)+ (b Lol Lo lie Sl g0y Latie Lulagl paalll il ey Sl o lial) jal
dsay ol Aaall) WDIA (0 (00 S8

Als ¢ penll) a5 dan gl llls Ayl 431 Jalgally CD10 1 ADe by Hisw andl) 28 g
Al sl ann caysl) Aage caysll aail) Jaaill cayll Ampuail) FELAY dayy yslaalll sial)
(sialll Slegll gl ah S all canatl) (HER2-neu s PR 5 ER 4yisejel) <l
5 P53 sl il KIOT S i) cAgladll dyglaalll dial) sac cdyglaalll sl Jalad)

SOl Blils 518 aape Hlial Gyl e @iy (sl Agslaalll 2ali)l) Aa

s sl il Jalsally CD10 3 ¢y A Ayl 518 pupe L) (Y4) I Jpall s

A sl i) Jalsall g CD10O adiall (e ABVal) (29) Jgaad)

(%) 22 (%) il aadl) il
16 (100%) 0 (0%) positive
42 (52.5%) 38 (47.5%) negative iun &y s
HER2
2 (50%) 2 (50%) Equivocal dpeu

0.002 (NS) P-value
6 (37.5%) 10 (62.5%) low index
8 (28.6%) 20 (71.4%) Intermediate index Al A

ki67

46 (82.1%) 10 (17.9%) High index !
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12 (37.5%) 20 (62.5%)
8 (44.4%) 10(55.6%)
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dad Y aysll Apaguill L) (50 CD10 I dgpes 3 dilas) AN D Ldda (5958 a5 Vs

95% 48 (g5iue 2ic 0.05 o ST adlaay)

saall il a CD10 1 gl Gygiadl caail) (0),0Y)adll Galadl cillabadall (i

tasll Zamaall Llasl )y



AR

= ©
150.0% o 8 100.0% o © S
“8gy wad3R 800% & £ o
1000% R Qa9 g ) S KBS X2
> X R I RN 60.0% n N
0, o o\ o\ \o ) .'9
50.0% ° N
] ST T | 4| b
=Y
0.0% 20.0% X .
| e sl
Af\;‘.. )’“‘"“j‘ ‘;du):u....d 0.0% [
m IBC,NST el aiall sl paiall
mILC
IcC YA T o mit e e
B Micropapillary Carcinoma oq Ao AL T e
H Tubular carcinoma mYL Y e
LY G CD10 ) 4 s 4 )84 (51) Jakadal) sad) Gl cp CD10 Al Ay s 4l (52) Jakadal)
AaNAal sy PEEA]

Al Ly Ayl Jalyelly CD10 3 (s A iyl ipe (51 La) (F)) 1 Jyoal
(el Slegl g3al asas ol by Tansl U Al yally ool dmill dasall) £ as

3 b Ao ol L) Al sall g o) sl dpeadl) ALAY A a9 CD10 il (i ABMad) (31) g2l

Aalll e s g5l agag
(%) o2 (%) sl A i)
4 (28.6%) 10 (71.4%) 1
30 (53.6%) 26 (46.4%) 2 ?:Iﬁ:':’;f‘gi:;:‘
26 (86.7%) 4 (13.3%) 3
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0.000 (***) P-value



AR

54(64.3%) 30 (35.7%) 25 5« present
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10(100%) 0 (0%) danal ¥ Aplsy) 4w HER2-positive( non-luminal)
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40 (50%) negative Jaliiena & 0
0 (0%) Equivocal HER2/neu
P-value
10 (62.5%) low index
16 (57.1%) Intermediate index A adal) A
20 (35.7%) High index K167
P-value
o .
40 (54.1%) p05|t|.ve ) Jiln Ay
6(23.1%) negative .
Expression ER
P-value
40 (55.6%) positive Jiitia 4 s
6 (21.4%) negative s g
P-value Expression PgR

4 93¢ P<0.01 L& 48 63 (**) (P<0.05 is 4 s sa: (*) chlanl 4 a 52 (398 2263 ¥ 1(NS) ¢(Chi Square) g 1S asdiual) LAY ;

P<0.001 (***) xis

L) e o 2 9 Al ge iy 1 Gua Cilalal)
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ks Anlaal O sl Al Aalil) Aapy (B Aida 3508 3m Gilal) Jsaall @l (o
Al A 58 3y ot P=0.001 dlaal) dad caly Sua HER2-neu Juadia (il
el o Sya HER2-neU Jiise (ulilly Ll el O Aapall Aucaiiiie sl d5lial
HER2-NeU Jiiue dyymed cuilS (pdll digall & Gayl) dadiie dayoll Ayslaalll dalill Ao
gt Aylayl gl HER2-neu (s 4y <l ol W %50 dowsy Gl agl

%37.5

Jifise (uliilly Al dnlal G dapall Adle 4l 4polaalll daldll & (58 aea (nds
cilS Al Aall A daall dlle Al Apglaall) dalinll duws el of cua HER2-neu
HER2~ Jinue Ayt il o) Wl %62.5 Gy dnla) sl HER2-NEU Jifiss 4y

Y17.5 agiswid dnlu agaal NeU

Jifiese Apbag Aplag) G Aapdll laalll Aalil dapn B d@as 3908 aga bl cuing
apsl) Apslaalll Aalipll 3 (58 agag cpdiy P=0.015 dlaa¥) daf Caly G Cpag fis)
Aapsl) dsliall) Aalipll s el o ua g ) Jiiien Tads dlag) G Aol Lnidie
Ol Wl %5401 Loy Aplay) agdl Cpms i) Agpmen cilS Al Aill 8 da)al diadiig

.%23.1 (sg_"\.\.\.uﬂ Al f’@'"d Cpag Y] Ayt cnls

Gy i) Jaftse dplug dplag) o Al Alle doa)oll Aglaalll Aalipll 8 (38 29ag iy
O ¥ Appuuat lS pall Al 8 dapal) Al daapsl) Auslaalll Aaliyl A el of Cum
24.3% agiasid Al agadl Cpms i) At il 0l Ll %30.8 Gty Gl agaal

Jifise dpluy dnlagl G e)sll 4plialll ali)ll daps (A ddds (398 2y lll Cuing
Aapll Apglialll Aaliyll 3 (358 aeag cpiiy «P=0.008 dllaa¥) Aad Cialy Sua (g yftunag 0l
Agslalll dalipl das el of Cua o st nll s Gl dlagl On Aaall Aaddia
%55.6 Ausiy Aplay) sl (g5 pfinmg ) Appnat Cul€ Gl Al B Asal) Aiaddie Ayl
%214 agiouid Al 2l G yiin s ) dyyuet cul€ Gl L

Ot sl difise dliss dnlaa)l G Asnpall Alle daa)ll Agsliall) Aaldpll 3 (358 asmy i
ipaes il Gl duall 3 dapall Alle Aued) Agsladl)l Aalil dws el of Cua
Aplay) agdl Gl Apaet cul€ Gl W %35.7 sy Aule agal gyl
%222 agisid

il w8l G desl Agglialll Aalipll dapy (8 ddlaa) Ao @l A@Es (3908 s Vs
:95% A& (ssuse dic 0.05 oo ST LY dad Y gl
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sl Alial Aali) dayd Agidl codl (10,1T)A0H) Aeld) clllad) s

PO g )
60.0% ] w 60.0% - &
50.0% N < 50.0% B 8
. N o N o 0% o © N
40.0% N SN 40.0% w N % S
; N N 5 A - R
30.0% N ® 30.0% S S 3
20.0% 20.0%
10.0% 10.0% I
0.0% 0.0%
Low Grade Intermediate High Grade Low Grade Intermediate High Grade
Grade Grade
W negative M positive
H negative M positive
7\.}..)33! Z\.uuum R.ALGUS\ R.QJJ RJJL\:A (GG)M\ a....uJJS\ L’JM\ a.aLé'u.“ ‘19)-\ i.blh (GS)M\
O9oiend g yall Jiliena (A pamd Cy G gAY Jalthena (o st Cpn
o o
80.0% Ly U w = = 70.0% § § § N
60.0% e o & N BN 60.0% R % w R S
' N S ak o p R 50.0% o N
40.0% X e X w ° ' X a -
o S 40.0% X
o X N
20.0% = ) 9 o
o = | [ 0.0 *
0.0% 20.0% g
Low Grade Intermediate High Grade 10.0% g X l
Grade 0.0% x
. PP Low Grade Intermediate High Grade
Hlow index gaddia e
Grade
B Intermediate index hugia s
High index &diy sdise W negative M Equivocal ¢Sl W positive
A gl 4 gliall) Al ) Ax )3 43 s (67) Jaladial) A8l 4 glialll Aald ) An 2 4 B (68) Jakadall
A jrdial) il HER2/neu 4225 &

Jalsally Faa ol dyslaalll Aalil days oy ALY )l 518 e JLa) (F1) 0 Jpoal sy
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Pl (il Jaaill g sanll g da gl &y gldall) Aali ) da 3 ¢y 4B3ad) (36) Jgaad)

Intermediate Grade

High Grade (%) %) Low Grade (%) Ay adal)
0
4 (40%) 4 (40%) 2 (20%) 39 N30
8 (36.3%) 8 (36.4%) 6 (27.3%) 49 40
8 (25%) 6 (18.8%) 18 (56.3%) 59 Y50
saad) clid
2 (11.1%) 8 (44.4%) 8 (44.4%) 69 1 60
4(22.2%) 2 (11.1%) 12 (66.7%) 79 SN 70
0.070 (NS) P-value
18 (30%) 20 (33.3%) 22(36.7%) oals Laai 3 & el (o8l 4l jwIBC,NST
6 (20%) 6 (20%) 18 (60%) Gpanaill gl Al ulLC
0 (0%) 0 (0%) 4 (100%) AWl Ay sl Al yudiice ]
2 (50%) 2 (50%) 0 (0%) Zaadall & pdMicropapillary Carcinoma
. pust
A el
0 (0%) 0 (0%) 2 (100%) 4551 A, ITubular carcinoma
0.060 (NS) P-value

A 53¢ P<0.01 L& 48 g3 (**) (P<0.05 Lis 4y p g2 (*) chban) 4852 (398 2.5 Y 1(NS) <(Chi Square) g s\S atdieaal) JLERY) 1 (]
P<0.001 (***) xic

Agslaalll Aalill dapy 8 Ailan) AV il Agiga (3508 aag Y adl i) Jsaal) il Gl
gsinsa die 0.05 (o ST AIaY) dad (Y ayoll Gl TlalV) (g yenll il (0 dsaysll
.95%

Jalsally a5l Zslaalll Aalil) Ay (e AN Al 518 ey L) (TY) G Jponl) cpun
el 3330 3y 51 by Tensl ) Aayally syl Tl Al A Bunslillly e
(@.ﬁﬂ\
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S Gl g Aa ol gL Ads jall g ool Aapaail) Aa all) g Ana o) 4 gliall) Aaldi ) A 3 cy 48Dl (37) Jgaad)

High Grade (%)

2(14.3%)

12 (21.4%)

12 (40%)

2 (25%)

4 (15.4%)

4(28.4%)

0 (0%)

0 (0%)

2 (50%)

2 (25%)

0 (0%)

4(33.3%)

0 (0%)

0 (0%)

6 (60%)

26 (31%)

0 (0%)

Intermediate Grade

(%)

4(28.6%)

12 (21.4%)

12 (40%)

0.016 (*)

0 (0%)

6 (23.1%)

4 (28.6%)

2 (100%)

4 (50%)

2 (50%)

0 (0%)

0 (0%)

6 (50%)

0 (0%)

0 (0%)

4 (40%)

0.005 (**)

26 (31%)

2 (12.5%)

0.001 (***)

Low Grade (%)

8(57.1%)
32(57.1%)

6 (20%)

6 (70%)
16 (61.5%)
6(42.9%)
0 (0%)
4 (50%)
0 (0%)
6 (75%)
2 (100%)
2 (16.7%)
2 (100%)
2 (100%)

0 (0%)

32 (38.1%)

14 (87.5%)

(el Ao gl g3ad) asag

4adl) sciall

2 Ut Aol A )

3 Histologic grade

P-value
pT1lc,pNO,Mx
pT2,pNO,Mx
pT2,pN1a,Mx
pT2,pN2a,Mx
pT3,pNO,Mx

pT3,pN1a,Mx
L gl il s jal)

T3,pN2a,Mx .
pip Pathologic stage

pT3,pN2b,Mx
pT3,pN3a,Mx
pT4b,pNO,Mx
pT4b,pN2a,Mx
pT4b,pN3a,Mx

P-value

25 50 present
<ile Absent LVI ialll ile gl g3l

P-value

43,8 53¢ P<0.01 i 4 )8 53 (**) (P<0.05 35S 4y 8 521 (*) lsibaan) 48 52 (398 3355 ¥ 1(NS) <(Chi Square) gy ¢S asdiead) JLS3Y

P<0.001 (***) xic

Lomatl) Glayall G Ay l) Agglaalll Aaldyll daja 8 diida (3958 39as Goludl Jpaal) &30 (s

dimidia Ae sl Aylialll Zalipll 3 (58 dsay (s (P=0.016 Ldlaa¥) dad cialy Cua )5l
Alaall) dalill Al dapall A el of Cum apsll Lmal) DAY Glay o dsall
%20 ansiy LN Zayall Lagali %571 Gty 2005 JY) daall cul€ Al 8 Gl

sl Tansl ) Jaball eyl ygialll ALl Gy 8 i Gab 2y ) i

P=0.005 dlaa¥) dad caaly Cus
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el ol Gles aeas o Asapsl Aglalll dalill dapa b Aids (958 dpas ) Caigg
Laapsl) Apglaalll Aaliyll 3 (5% asas s P=0.001 Llaa¥) ded caly Cua
Tapsll Apsliall) ALl A e of Cun ialll Slegll 55al by apas On Aaall Lnidie
Ll %87.5 oy aalll Jlegll giall 8 bt agod) Gl oapall dill & sl Auaidie
Aalinl) 8 (8 dsay (aiis %381 agiasid dgase agaal Ladlll el 55all oIS ol a )
Aalill dus ol of Cum adlll Jlegll g5l Gles sy o Al Adle Laysl) Aylaall
Lty Jpage aeal (Al Slesll gl QIS Gl iapall Al (8 Aol Adle daa)l) dyslaall

%0 agisid il Slegll gl Al agal Gl sl Ll %100

Gl dsall i Aol A glaall) Aald ) dsal 4y ghall conal) Al dnlal) calaladal) iy
ptalll Jlegll gl asay ol Ol ua gl S Alasalls o)l

60.0% u_u 3 3 .
50.0% N Q Q 100.0% N
[ S N H
40.0% S 2 o B 80.0% w
o S 0 w w
30.0% N w X 60.0% B e g
0 ™~ NS o o
20.004 _ 40.0% ° NR <
10.0% l . e o
o o 0 I % I
Low Grade Intermediate High Grade 0.0%
Grade Low Grade Intermediate High Grade
Grade
'mY mY
mE W Absent <& M present 25 s«
. . L. Aa g 4 gliall) Al ) Ax 3 45 s (70) Jaladial)
Ao gliall) dald N da e 46 j\da Jaladalf ’ N . cer( 4
i g T (69) Al Ao gl g5all Gl g 3929 O
posll Al iy 3l
120% 5 o o
e o =]
, X X X
100% <
g %
80% > 9 B 3
R u1 vl ul °
X 8 3 2R Q e g =
60% @ X X X R X 5 X w X
= N 8 B N G N %
0, (9, Q
40% :Q § X N . x :"\o
20% ol o = o o colMo o :1\° o o oo
N B I X R SXPR= J == Ny B
0%
Low Grade Intermediate Grade High Grade
W pTlc,pNO,Mx W pT2,pNO,Mx pT2,pN1la,Mx W pT2,pN2a,Mx
W pT3,pNO,Mx pT3,pN1la,Mx W pT3,pN2a ,Mx W pT3,pN2b ,Mx
W pT3,pN3a ,Mx W pT4b,pNO,Mx W pT4b,pN2a,Mx H pT4b,pN3a,Mx

Ln gl ) Jalpall (s Aol A gliall) Aol ) An 45 e (71) Labadial)
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Jalgally dpa)oll 4y5laalll Aabliyll Anpy o A8 dyol maje (IS Hlidl) (W\)gjtd\ Jsaall o
(‘543);\\ Capiailly ladac g dyslaalll daall Allag a)5l) P“) s g gl
(il cisiaill g base g 4y gliall) Sial) Alla g ool aaa) g 4a sl Ao glialll Aald ) Aa 4o G 4AB) (38) J g2l

Intermediate

High Grade (% Low Grade (% Ay JELA]
6 (%) Grade (%) w ()
4 (40%) 0 (0%) 6 (60%) 20mm i 5 10mm oe
6 (14.3%) 12 (28.6%) 24 (57.1%) 50mm i 5 20mm oo S|
pusl paa
16 (33.3%) 16 (33.3%) 16 (33.3%) 50mm e SI
0.033 (¥*) P-value
6 (13.6%) 10 (22.7%) 28 (63.6%) Ll Siall en
6 (33.3%) 6 (33.3%) 6 (33.3%) Ba s Adbal lgd 2o 3 1 1 (4
4 (25%) 2 (12.5%) 10 (62.5%) L5 sl lgd 82 9 N 4 (e Sial) 2ao
10 (45.5%) 10 (45.5%) 2(9.1%) Ly sl g T 25 10
0.001 (*¥**) P-value
20 (35.7%) 18 (32.1%) 18 (32.1%) a5\t Clas positive / Metastases
Lymph ;\,‘UM\ dial) Ala
6(13.6%) 10 (22.7%) 28 (63.6%) a5l Clas e negative / No metastases
Status node
0.005 (**) P-value
18 (37.5%) 14 (26.2%) 16 (33.3%) Jxial present
Z\.Bh..dl GJ& (aJJ” KKy
8 (15.4%) 14 (26.9%) 30 (57.7%) XY absent .
Extension Extra nodal
0.019 (¥*) P-value
4 (25%) 12 (75%) 0 (0%) 40l 4ule Ak uTriple Negative
4 (40%) 0 (0%) 6 (60%) Aaal ¥ 4play) Alda JuHER2-positive( non-luminal)
2 (16.7%) 0 (0%) 10 (83.3%) Gl Al uluminal A i) cidaatl)
Molecular
10 (17.9%) 16 (28.6%) 30 (53.6%) Luminal B like (HER2- negative) classification
6 (100%) 0 (0%) 0 (0%) Luminal B like (HER2- positive)
0.000 (***) P-value

P<0.001 (***) 1ie 438 gac P<0.01 L& 43,8 g2 (*¥¥) (P<0.05 e 438 321 (*) Libaal 418 g2 (3904 22,65 ¥ 1(NS) ¢(Chi Square) g @S padiual) JLIAY)
Gun sl asaa O Ayl dyslaalll Aalipll Aays B Aa (3558 39my i) Jaall il (e
O Aanyal) Aabdia daaysll Apslialll Zali)ll 8 (58 agay Ciig (P=0.033 laay) dad cual,
el il Al 8 dsal) Aiadiiie dpeysll Ayglaalll Aalill A el of Cus aydll asaa
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sl sl ana glat Al ayal) Dhals 57.1% agisas SOMM 5 21MM Gy agoal o))
33.3% agisis S0MmM

el O G aysll asas g Asoall Aspall Adansie Bpasl Apglialll Al 8 (38 3gas (i
peadl sl anan Hlat ) pampall ulS Anall (8 Asall Aanegia dpayll Apslaalll Aabiyl A
O et sl ans ol G gl sl ana b o) agall agily 33.3% agianis SOMM
10MM G sl aysll ans zslp il sl sl 28.6% agiswss SOMM 5 21mm

0% agissis 20mm

Ciady G dgglialll adell dae G dpa)sll Agglialll dali)ll dapy (& (8 A88a (3558 29as (s
Siall ade (g Aall Auaidiie Ayl Ayglaalll Aali )l & (358 ems (s <0.001 Ldlaial ded
ayall CulS Al 8 Al Ayslaalll dalipll Al daidie A e of Cua dladll)
Glaall dial) Canslii Al myall agaly 63.6% agisiy Al dygliall) diall apen IS (e
(1-3) O peedl Dliaall siall Camglii Gl imgall agily 62.5% aginsis (4-9) (o pgd

9.1% agizais ST 10 agal loaal) all i€ (pal) mpall 15215 33.3% agisnss

Sl o Com Al Sl sae o Aapall Alle Gl Apslaalll AaLEN B 5 dsay o
ol Liliaall sial) CulS (Al mpall cilS el 8 dayall Alle yaysl) Ayglialll dali )l Ao
agims (1-3) o age) Lladll il Cingli Gl iayall agily 45.5% agiawss ST 51 10
el 1y 25% agivais (4-9) C ageal Llasll siall gl () myall aeily 33.3%

13.6% aginsis sl Ll Lpglaalll diall ppen i€ e

Galy Cua dslaalll stall Alls G daa)sl) Aglaalll Aalipll daps (3 3 4t (3558 3505 (s
Gl aysl) Ayglaalll Aaliyll Aiaidial) dayall 8 (38 dsay s <0.005 AdlaiaY) ded
CilS Agal) 8 Al Agslaalll Aaliyl dasiial Aajall A el o das dsladl) i)
32.1% agasit )l gpbadl W 63.6% agissdy oyl cubadl e ol
Gl G Sl Gl Talail G daapsl) Apglialll Aablil daps b Ads (3508 3sa O
Gp Al Aiaitie duyll Apglalll AsLi 4 3 sy cndly (P=0.000 Ldlasy) ded
Agal) & Aol Aiadiie dgeyl) dgslaall) Aalipll A el of Cua el Copal) il i

.83.3% 4wy (luminal A)dueadll Ll

O an Aiall Comeatl) ol Aa ) Ao sie sl Apslaalll sl 8 (558 dgay s

(Triple il agiiai S (as Ligall 8 Ga ol dyslaalll Aalill dlass sial) daall Ao e
.28.6% 4wy (Luminal B like (HER2- negative)) 4.l 75% 4..a: Negative)
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o Gin el Gaeatl) Ll o Al Ale Gaysll dpslialll RaLE 5 B a5as o
(Luminal B il agiyial oIS (pas digal) 8 Gajall Alle duaysll dyslaall) Aali)l Ao e
(Triple 4l 40% 4.y (HER2-positive) 4l 100% 4w like (HER2- positive))
(Luminal B like (HER2- = Ayall agiial ae oiapall 4h 25% Zuui Negative)

.16.7% %y (luminal A) T,als 17.9% 4w, negative))

Ay sl ana s Zaaysll Agglaalll Aalsyl Anpal 4y giall Canall A0l dulall Gilabadal) (s
el Canailly laae g 4y5laalll adal)

80.0% 100.0% 3 S
® o . in &
60.0% 4 X8R o O & 8
; BoX v P2 Neps  ugs
40.0% p 50.0% X SXN = %
* © X & g S
1: il 2
[-)
0.0% i 0.0% - u
Low Grade Intermediate High Grade Low Grade Intermediate High Grade
Grade Grade
W negative / No metastases —las e W ils el pies
aoslh W5 Adla) Led e ¥ L)) (e
W positive / Metastases ) slb las A s Alial Lo die 4 ) £ (e
W e s bl L ST 5l e )
Ayl *\egm:xl\ ::... JL s J:\ 4 ,aa (72) baiall g o) iy il AaL ) A2 & jha (73) Baiial
Astdall] Sal) s Cp dal) 23
=
]
120.0% (] o
w 3 X
w S
100.0% N - %
80.0% Py S S
60.0% R » N o
' o A S-S
40.0% R 8 4
(=} © o (=} X X
20.0% =} o o o
.2 2 2 2 HHEm
0.0% X
Low Grade Intermediate Grade High Grade
B Triple Negative 4530 duls Ll W HER2-positive( non-luminal) 4l ¥ dulay) &k
B luminal A dxdd 23l yu Luminal B like (HER2- negative)

® Luminal B like (HER2- positive) (A jadl ciuiualll cil ghesa ¢ da ol 4y gliall) Aald ) da j3 4 84 (74) bbial)
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apsll Lglalll Al Anpy n A Auhal IS e lodl (\“\)QIJIIJ\ Jeanll
(P53 5 CD10) sl cpeiall

(P53 CD10 ) 3saad) &l jmdiall g dpa gl 4y glall) Aali ) A ja ¢y ABDad) (39) Jgaad)

High Grade Intermediate Low Grade

(%) Grade (%) (%) a i
18 (30%) 20 (33.3%) 22 (36.7%) positive
8 (20%) 8 (20%) 24 (60%) negative CD10 adiall
0.071 (NS) P-value
4((20%) 4(20%) 12 (60%) <1% negative
12 (24%) 10 (20%) 28 (56%) -10% intermediate expressionl
p53 score
10 (33.3%) 14 (46.7%) 6 (20%) >10% over expression
0.013 (**%*) P-value

A 53¢ P<0.01 L& 48 g3 (**) (P<0.05 Lis 4y a2 (*) chban) 4a 52 (398 2.5 Y 1(NS) «(Chi Square) g s\S atdieal) JLERY) 1 (]
P<0.001 (***) sis

iad il Cua P53 On el Al ALl Aann B Adds 9 s O
lysine G Agaysl) Ayslaall) Aalill unidiall dajall 8 (358 Ssay cuiy (P=0.013 Lllaay)
Aol dumiiio Byl dyslialll Aali)ll ds el of Cum P53 el padiiesdl) e lid) 55l
(1= ol yall 60% Ay (<1%) ageal P53 miall cliddl jyall IS Al dued) &

20% aginss (>10%) 1als 56% sy 10%)

s el o G P53 Gligine o Aol Adlle duaysl) Ayslialll alipll 8 (58 dsa (s
U8 e ol el all cul€ ol Al b dasal) Alle duaysl Aglialll Galsyl
i) Daaly 24% Gty (1-10%) (gsiveall Leai 33.3% Aoty (>10%) ageal P53 il
20% agisss (<1%)

i) et o Byl Al Aalil Aay b Adlas) ANV <3 A (3908 2am Yy
.95% A& (ggiue i 0.05 e ST AlliaY) dad Y «CD10

il s doaysl) Auslialll Gali )l Aol dsiall ol AN Asld) cillabadll s
:p53,CD10
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80.0% g & & o
s o o N N N N RN
60.0% o X O S o ¥ S & w
o o o o o @ X
40.0% X e X £ N
20.0%
0.0% N [ ] |
Low Grade Intermediate High Grade
Grade

B <1% negative
B 1-10% intermediate expression

>10% over expression

o Ara 8l g gliall) dald ) ds o 45 84 (75) Jakadial)
p53 Score <l siwa

Llaalll Zalill dayy o BlayY) ADle Auhal lojme Hlas) =8l (£4) 6 Jeaall o
PgR 5 PgR Allred score s ER H-score 5 ER Allred score j algaiisi jada aa d3a)sll
CD105 yriall alasinly cilabis ay)l 8 dysell Lo ) dxe g sanas KIOT 4wy H-score

:CD105 _aiiall alatinly chlals a)f 8 Fysaall doe V) 2ae Lanigia

ER Allred 5 TILs dsiy plgaiigl jmdia ga daa gl 4 glialll daldi ) A o Bl ) 1(40) J gl
CD105 g4 ki67 4w 5 PgR H-scores PgR Allred score s ER H-score s score

CD105 Jw gia
I Pvalue (e s L) A iial IS il

** 0.005 0.276 algiiigi jadia Loa gl 4 gliall) dalis ) 4
NS 0.352 -0.094 ER Allred score  4a_ sl 4 gliall) dali ) da
NS 0.529 -0.064 ER H-score Ao sl Ay giall) Aali )l da
NS 0.286 -0.108 PgR Allred score 45l 4y slialll dald ) da 0
NS 0.150 -0.145 PgR H-score Aa sl Ay giall) Aali )l da
* 0.012 0.250 KI67 A Aa o) A gliall) dali ) dx )0
NS 0.069 0.183 CD105 £ $axa Aa sl 4 glialll daldi ) da 50
NS 0.069 0.183 CD105 lw 5ia Ay gll 4 gldalll dald )l 4a 0

¢ P<0.05 is 438 g2 1 (*) ¢ Lilaa) 458 52 (398 33 59 ¥ :(NS) «Spearman Correlation ¢ s Jalsi )
«P<0.001 & 438 52 (***) ¢ P<0.01 is 438 52 (**)

5 Aasl) Al daldll Ay (g A Gayk Ll ABle dgay Gilall Jsaall il (s

95% 4 s5iue dic 0.05 (e sl Lllaal) dad (N (KIOT Lo calgaiigs jaiia)



:Laasl iy Ay ped) LYY Jalsally P53 jrdiall (o ABal) Lufy—7-2-3

2 Aanslsillly Appalls 4)l0Y) Jalsalls P53 capsll (gl Ao Ay daw andll 128 &
Asipasel) Ol Al oyl pan capll oapustl) Taaill copsll Anpy Apgliall) ial) Alla ¢ yenll)
diall Jilail) Agalll Slegl) g3all ol S Apall Canatll (HER2-neu Jiuw 5 PR 5 ER
a8 sl Gyl e Gl (KIOT gilSil) paiiall cdybiaall dyslialll il aae cdyglaalll

Ol iyl

WY s e ST 51 %) st sl Ja L lula) pS3 01 e el eliall 5l
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IDC

TME

NST

NOS

DCIS

MMPs

CD10

EMT

HERZneu

PR

ER

IHC

PIP3

PTEN

MiB1

TILs

BIRADS

FNA

EPC
SPC

MIBC

Invasive ductal carcinoma

Tumor Microenvironment

No special type

Not Otherwise Specified

Ductal carcinoma in situ

Matrixmetalloproteinases

Cluster of differentiation

Epithelial -mesenchymal transition

Human epidermal growth factor receptor 2

Progesterone receptor

Estrogen receptor

Immunohistochemistry

Phosphatidylinositol trisphosphate

Phosphatase and tensin homolog

Mindbomb 1

Tumor infiltrates lymphocytes

Breast imaging reporting and data system

Fine Needle Aspiration

Breast cancer

Encapsulated Papillary Carcinoma

Solid Papillary Carcinoma

Microinvasive Breast Carcinoma

NAC

NSM

TDLU .

CK

SMA

ALDH1

HMW

MEC

EMA

ADH

ALH

TNBC

UDH

LGDCIS

HGDCIS

.FEA

LCIS

BCl2

LVI

C-LCIS

Nipple Areola Complex

Nipple Sparing Mastectomy

Terminal Duct Lobular Unit

Cytokeratin

Smooth muscle Actin

Aldehyde Dehydrogenase

High Molecular Weight

Myoepithelial cell

Epithelial membrane Antigen

Insulin Like Growth Factor

Insulin Like Growth Factor1 Receptor

Atypical Ductal Hyperplasia

Atypical Labular Hyperplasia

Triple Negative Breast cancer

Usual Ductal Hyperplasia

Low Grade Ductal carcinoma in situ

High Grade Ductal carcinoma in situ

Flat Epithelial Atypia

lobular carcinoma in situ

B- cell Lymphoma2

Lymphovascular Invasion

Classic-LCIS




S100 Soulable in 100 ammonium sulfate ALH Atypical lobular Hyperplasia
ICC Invasive Cribriform Carcinoma LN Lobular Neoplasm

PAS Periodic schiff stain P-LCIS Pleomorphic LCIS

IMPC Invasive Micropapillary Carcinoma PKD1 [polycystic kidney disease1
LZTS 1 Leucine Zipper Putative Tumor Suppressor TSC2 Tuberous Sclerosis complex2
NSE Neuron specific enolase LOH Loss of Heterozygosity

TNBC Triple negative Breast Carcinoma AR Androgen Receptor

LRC Lipid-Rich Carcinoma Tis Tumor in situ

CEA Carcinoembryonic Antigen EPCs Endothelial precursor cell
ACCA Acinic Cell Carcinoma M1 Macrophage

MEC Mucoepidermoid Carcinoma TAMs Tumor Associated Macraphage
CCH Clear Cell hidradenoma IL10 Interlukin

TNM Tumor Node Metastases M-CSF Macrophage colony-stimulating Factor
NECs Neuroendocrine cells

CAFS Cancer associated Fibroblasts
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Reporting Results of Estrogen Receptor (ER) and Progesterone Receptor (PgR) Testing*

Comment Criteria Result

Invasive carcinomas with 1 to 10% of cells staining | Immunoreactive tumor | Positive
for ER (not PgR) are reported as “Low Positive” cells present (>1%)
and the following report comment is
recommended:

“The cancer in this sample has a low level (1-10%)
of ER expression by IHC. There are limited data on
the overall benefit of endocrine therapies for
patients with low level (1-10%) ER expression but
they currently suggest possible benefit, so patients
are considered eligible for endocrine treatment.
There are data that suggest invasive cancers with
these results are heterogeneous in both behavior
and biology and often have gene expression
profiles more similar to ER negative cancers.”

The Low Positive designation applies only to
invasive carcinoma, and is not used for
Progesterone receptor or DCIS

<1% immunoreactive Negative
tumor cells present




H-SCORE**

Calculation of H Score
Cell Signal Percentage of Cells Value Multiplied
Cells with no signal % x0=0
Cells with weak signal % x 1=
Cells with moderate signal % x 2=
Cells with strong signal % x 3=
Total score =

Allred score***

Proportion Score Positive Cells, % Intensity Intensity Score
0 0 None 0

1 <1 Weak 1

2 1to 10 Intermediate 2

3 Mto33 Strong 3

4 34 to 66

5 =67

Reporting Results of HER2 Testing by Immunohistochemistry (IHC)****

Result Criteria

Negative (Score 0) No staining observed
or
Membrane stating that is incomplete and is faint/barely perceptible and within <10% of tumor
cells

Negative (Score 1+) Incomplete membrane staining that is faint/barely perceptible and within >10% of tumor cells™

Equivocal (Score 2+)t Weak to moderate complete membrane staining in >10% of tumor cells
or
Complete membrane staining that is intense but within s10% of tumor cells*

Positive (Score 3+) Complete membrane staining that is intense and >10% of tumor cells*

*¥[##[xx*[*xx* Template for Reporting Results of Biomarker Testing of Specimens From Patients With Carcinoma of
the Breast. CAP/ASCO ER/PgR Guideline (2019).



Abstract

Introduction: Breast carcinoma is the most common cancer in  women.
Although breast carcinoma is an epithelial malignancy, the stroma plays a key
role in modulating tumor invasion and metastasis. Stromal markers are now
emerging as novel markers in assessing the prognosis of invasive breast
carcinoma such as marker CD1(. Studies showed Even if a solid tumor
possesses all of the genetic aberrations that are required for malignant
transformation, it cannot enlarge beyond 1 to 2 mm in diameter unless it has
the capacity to induce angiogenesis Angiogenesis is a complex multistep
process required for tumor growth and metastasis. It involves endothelial cell
migration and proliferation, microvessel differentiation and anastomosis, and

extracellular matrix remodeling.

Aim and objectives: We aimed to determine the prognostic value of marker
CD105 in invasive breast carcinomas, its correlation with risk lymph node
metastasis and other clinicopathological factors like, tumor size, grade,
histologic type ,lymph node status, No of involved lymph nodes, percentage of
Kl67, also to estimate the frequency of expression of CD10 in invasive breast
carcinomas, and to assess prognostic significance of CD1() expression and its
correlation with other pathological factors such as:grade of tumor , hormonal

receptors and proliferative index KI67 and other parameters.

Materials and methods: A total of 100 cases of breast carcinoma were
included in the study. Representative sections were taken and H&E staining
was done. Immunohistochemistry was performed with CD10. Expression of
CD10 in stroma was statistically analyzed with different known prognostic
markers of breast carcinoma. Evaluation of Intratumoral microvessel density
by using CD105 marker expression in tumor sections of patients with breast
carcinoma in Al _Assad University Hospital .Spearman's rho correlation was
used to test the correlation between the immunohistochemical findings and
conventional clinicopathological features and expression of markers. Statistics

software (SPSS) was used for all calculations.




Results:The count of CDI](Q5+microvessels proved to be a prognostic
indicator that exhibited a predictive value stronger than tumor grade,
histological type even in node negative patients. No correlation was found
between CD1(0 over expression and age,Tumour grade and histological type.
expression of CD10 in stromal cells was found to be significant positive
correlation with increasing tumour grade (P=0.000), HER2/neu positivity
(P=0.002), High proliferative index (P=0.000), significant negative correlation
with ER (P=0.041) and PR(P=0.018).

Conclusion: CD1(5 detection may be useful not only in terms of prognostic
significance, but also in the potential selection of candidates who could benefit
from specific for specific antiangiogenic therapy with anti-CD1(05 antibodies.
Our findings concerning the positive correlations between CD]1() expression
and tumor grade, HER?2 positivity and negative correlation with hormonal
receptors (ER and PR) suggest a strong effect of CD10 expression on
aggressive behavior of breast carcinoma and introduce this marker as a
potential prognostic determinant in breast carcinoma, so the inhibition of CD1(
expression may be used as supplementary therapy in given solid tumors

including invasive breast carcinoma

Key words:Invasive Breast Carcinoma, Marker CD10,Marker CD105,Stroma
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