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Abstract: Aims: We are trying to understand the role of HERe® in tumor progression. Study design: Prospectiudy.

Place and duration: Conducted at Bani Swif and Ka&srAini university hospitals between May 2013 aMhy 2014.

Methodology: 32 patients were enrolled in the stullye speceimens were obtained surgically .Exppassf HER-2-neu
receptors done aided with Dako Code No. A0485. Redn the study there were 15 cases with purasiwe carcinoma and
17 cases with in situ component , there were mosttipe cases (59%) with HER-2-neu in the invasissociated with in situ
group than those in the pure invasive group (2G$6$, was statistically significant (P<0.016). Carstbn: In conclusion, it
may be assumed that during cells of the in situ pmment are acquiring invasiveness, they partly doblgr-2-neu over
expression The high percent of positive HER-2-nmegdses associated with in situ component poirdgresw with question
mark towards possible changes in the tumor celbhioor the actual cell line of the in situ and theasive components.
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may happen as a result from alteration betweenutibory
growth factors and inhibitory growth factors [9].

Development of breast cancer may be due to aativatt Altered expressi.on .of growth factor receptors dffec
amplification of oncogenes [1]. In breast cancemsm normal growth. Activation of a growth factor recepor an
altrations have been located at chromosomal pasitibg, 'N¢réase in receptqr number has the same effeet_.e‘f_lbl B
8p12, 8q24, 11q13, 12p13, 16p13, 7q12-21 and 20apd, oncogene product is a transmembrane receptor situildoe
many oncogenes have been identified [2-5]. The fiamsbus EGF receptor [9]. The c-erb-B-2 (HERZ/neu)_protamg’ene
oncogene is HER2 located at 17q12-21, which is S located on 17921 chromosome, It is amplified/andver
overexpressed in 15 to 20% of breast cancers [6]. EXPressed in approximately 30% of human breast tsmo
mammary epithelial cell, colostrums and milk, aiehr OVer expression is coupled with more aggressiveness
source of growth factors [7]. Growth factors playler in increased recurrence, and increased mortality imeno
mammary carcinogenesis. Steroid hormones strongRPSitive patients, while the effect in node negapatients is
regulates certain growth factors [8]. Tumor formatoccurs varable. It may also have a role in the response t
through a series of cellular signaling events, ketgd by chemotherapy, endocrine therapy and resistanckkytator-

growth factors. Transformation of normal cells talignant P@sed chemotherapy [10].

1. Introduction
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Excess copies of the HER 2 gene associate in more
than 90% of cases with increasexkpressio or over
expression of the HER 2 receptors. [11].

In this study we aimed at trying tonderstan the role of
HER 2 neu in tumor progression.

2. Patients and M ethods

This study was conducted at Badwif and Kasr Al Aini
university hospitals from May 2013 tday 2014. Thirty two 7 :
female patients were included in thidy with breast mass T o
presented in the out patient departmentje of those masses Fig 1. Infiltrating duct carcinoma with intra duct component showing
were discovered through anyedical organized programn  strongly positive reaction for HER2-neu (X 00)

All patients were subjected toroutine preoperative
assessment with treating of any morbic disease. The
initial procedures were lumpectomy guadrantecton. The

definitive procedure was modifiedhdica mastectomy. All

the specimens were examingtcroscopicall to access the
site, size, absence or presence of othas. Microscopic

examination with haematoxylin andekosin stains for
histological typing is done to documahtit is accompanied
by in situ component or is totally invasive.

Detection of HER-2-neu receptodsne using Dako Code
No. A0485, this antibody labels an intrallulai domain of c-
erb B-2 oncoprotein. The antibody cha used on paraffin Fig 2. Infiltrating duct carcinoma with moderate to stropgsitive staining
sections fixed in formalin. Heat inducegbitop¢ retrieval in  for HER -2neu receptors, compared to negative staining feacteen in th
10mmol/L citrate buffer, pH6.0 or iDakc Target Retrieval intervening normal noneoplastic glands(x1)

Solution, Code No. S,1700. Cells labelgkcifically by the
antibody display a staining confined tiee cell membrane.
The staining intensity was graded megative(C mild(1)

moderate(2) and strong (3) , [12].

Statistical analysis is done usiRgsher’s test to obtain the
Z-value and from the standardizedble the degree of
propability is obtained [13].

3. Results

Thirty two females patients included the study, their
ages ranged from 25 years to 75 yesith a mean +SD of
48 years + 13.5 years. Fig 3. Infiltrating duct carcinoma with strongly positiwaining for HER—

17 cases were diagnosed Bmwasive duct carcinoma 2 neu.Note the strong complete membranous staining (X)
having in situ component, ten out thfenr showed her2neu
over expression (59%). The stainingtié insitu component
in the positive cases (10/17) mostghowet continues
complete membranous pattern. Tihéensity of the staining
ranged from moderate to strong. On titkel hand, in the
invasive component, most of the posittuenoi cells showed
incomplete membranous staining pattend the staining
intensity was only mild to moderate.

15 cases were diagnosed as poxasive duct carcinoma.
Only three of them showed Her2neu oegpression (20%).
The majority of the tumor cellsshowelt incomplete
membranous staining pattern with mildrtederate staining
mtenSIty', . Fig 4. Infiltrating duct carcinoma with mild positive stang reaction tc

The difference between the twgroup: studied Was HgR - 2 neu receptors (X 250 )
statistically significant (P<0.016).
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Fig 5. Infiltrating duct carcinoma with negative stainimgaction to HER :
neu receptorsNote: considerable lymphocytic infiltrate ( X 7)

Fig 6. Intraductal carcinoma exhibiting negative immunasiag reection
for HER 2 neu receptors (X 100)

Fig 7. Intraductal carcinoma with moderate staining HER - 2 neu (X 250)

Table 1. HER-2-neu oveexpressio

Invasion No HER-2 =l Statistics
Positive Negative
With in situ Z2=248
0, 0, 7S
component 17 (53%) 10 (59%) 7 (41%; P=0.016
Pure Invasive 15 (47%) 3 (20%) 12(80%; P.= 9'.016
: Significant

4. Discussion

By the age of 85 one inine women will develop breast
carcinoma during herlifetime. With increased public
awareness, more mammacgrcinoma are detected, before
axillary metastases. Twthirds of the invasive have with
negative axilla. Recurreneill develop in about 20% to 30%
of patients with node negativ&hose 20% to 30% should be
considered for aggressiadjuvan therapies. The remaining
70% to 80% need no furthéinerap. Pathologists can assess
risk factors for developmeraf recurrent tumor. These risk
factors include lymph nodstatus size and type, histologic
grade, lymphatic andiascula invasion, tumor proliferation
and receptor status [11].

Concerning the insitu and tlevasive breast cancer patients,
in our study there werseventee cases diagnosed as invasive
associated with insittcomponen there were fifteen cases
diagnosed as pure invasigarcinom: HER-2-neu was positive
in 59% in the insitu grougompare to 20% in the invasive
group, this difference wasignifican (P<0.016). Our findings
are close to those of Schmittaéf14] who demonstrated HER 2
neu over expression iM3.7% of intraductal carcinomas
compared to 17.6% of invasiearcinoma. Again, in the study
of Jang et alHER2 geneamplificatior detected more in pure
ductal carcinoma in situDCIS) than in invasive carcinomas
(30.9% versus. 19.9%,= 0.004, findings that are in agreement
of our results. Jang et al alsetecte amplification in DCIS
components cells but not in thevasive carcinoma components
of the same tumor(15) Thésnplificatior was significantly more
in pure DCIS than in wasive carcinomas, especially of the
high-grade tumors, others haslgtaine( the same values [16,17].
The variation in the degreef Her2neu over expression,
especially in the DCIomponer may be explaind by that
DCIS is a high heterogeneogsowtt with different histologic
characteristics’, moleculachange and risks of progress to
invasive growth [18-19]. Therappears to be at least two main
groups of DCIS lesions: lograce DCIS and high-grade DCIS
[20-21].Analyses of specificance genes in matched DCIS and
nearby invasive carcinomasjggeste that although the modal
populations of both wereimilar at the genetic level, the
progression from DCIS tdnvasive ductal carcinoma was
conducted in some cases $Blectiol of nonmodal clones with
specific genetic defects [22]t was expected that the high
positivity of HER-2-neu ircase of insitu carcinoma will extend
to have a higher positivity ithe invasive component but the
reverse is the case, this mighise the suspicion of the role of
HER-2-neu in tumor genesis.

From the clinical point ofriew this may help in adjusting
the treatment especially ftrose with in situ component who
are in deep need for clofalow up.

In conclusion, it may bassume that during cells of the in
situ component are acquiringvasivenes: they partly loose
Her-2-neu over expressiof.he high percent of positive
HER-2-neu in cases assatec with insitu component point
an arrow with question matkward: possible changes in the
tumor cell biology or thectua cell line of the in situ and the
invasive components.
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