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Abstract — Breawt cancer is presemtative of the penetic
heteropenesus  alterations,  In the  presemd  imvestipelion,
STworescence fn site hybridizetion (FISH) was performed on the
Sresh peimary fumowes of 6 patients with  infilterafing  ducte!
carciwema, DN:A-proke for cemtromere of chromosome 3 [(Jcen)
wies applicd and fn the fofal analysis, the majority of interphases
presemted [ osgnal (31.6%) which followed by 3 (28.8%), 2
(16.8%) and 4 (13.5%) sigrals. Only two lomours showed the
+presence of more than & sigrals. The presence of 2 signals
conelid Be obhserved in only one tumour (19.6%). In two umours, 3
signals (33.1%) was considered as the most frequent alteration
amd  fellowed by more than 6 siprals (25.3% amd 15.3%
resprectively), in tumour 10 27, and 1 sipnals (43.0%) followed by
I oand 4 sigrals (30.01% grd 17.2% respectively) in tumowr 10}
33 It is concluded that the FISH-technigue is able to clarify and
diggnose the numerical alterations of chromesome 3 cen in
tumour cells of B patients.
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INTRODUCTION

Bireast cancer [HCD s considered to be the most
freguent cancer in woméen. The litecature risk is found
te be 1in & in the northern and western European
papulation (1) and is the second major cause of death in
women. In ospite of high mncdense of BC, absence of
clear penetic data, including the cytogenctic changes all
reflect the difficultics of procedures performing on the
tumours. However, more investigations have been
carried  out on the basis of flourescenve o St
hybridization (2,3,4). This technique was also named
interphase molecular cytogenetics which facilitates the
study of numerical chromosome changes o the
interphase of tumour cells, These data revealed the
variation of signals’ count with &  heterogenecus
distribution over the nuoclei of chromosomal region
{ceny. Although there is no consistent involvement of
specific chromoseme alterations in breast tumours, bul
aberation of chromosome 3 is found to be one of the
common ones (5,6,78). Therefore, it is important (o
investigate and detect the genetic alterations in the
primary tumours of BC. The present data is a part of

i

our nitial encogenelic investigation from Iran (4.

MATERIALS AND METHODS

The [resh primary lumours of 6 patients  with
mfilterating  ductal  carcinoma (11D} were  directly
cultured post-sargery and the cell preparations were
made [Table 1.

The fluorescence in situ hybridization (FISH) was
performed  with application of  DNA-Prabe  for
centromere of chromesome 3 (3 cen) (23] FISH-
tcchnique  was  applied  acordimg 1o the  following
procedures:

- Slides were denatured with formamide &t 75°C, then
debydrated in T0% |, 90% and 100% ethanal.

- Hybridization in  Hybrisol and  biotnylated  probe
{overnight meubation at 37°C).

- Slides were rinsed in formamide

- Detection and  amplification of the signals were
performed with Avidin/FITC and goat-ant-Asidin,

- Staining with propuliom iodideDAPT

The distribetion of signals is presented on the basis
of signal analysis in 613 cells (Table 1) and lymphocyles
were uscd as quality control,

RESULTS

Table 1 presents tumowers disteibotion according 1w
the pathologic classification and the signals-counl m
individual and the total of tomouars. The nember of
signals ranged hetween 1-6 and more than & (Fig. 13 In
the total anabysis, the majority of interphases revealed o
present 1 signal (33.6%) followed by 3 signals (27.8%), 2
signals (16.8%:) and 4 signals {13.5%). Only 2 tumours
{33.3%) showed the presence of more than 6 (up to 10
atpnals.
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Tahle 1. Distribution of hybaidization - signal of DNA - Prebe 3 cen in the umowrs af § breast cancer with infiltrating ductal carcinemas (IDC).
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Fig. 1. Breast tumour-interphase nuclei hybridized with TN A-probe
for chromosome 3 cen {arrows show the presence of 1 sigpal
individually),

DISCUSSION

In BC, a prefrential loss of chromosome 3p was
ohserved. The distribution of signal count per nocleous
was  very heterogeneous  which  indicales  a large
wariability 1n the tumour karyolype, especailly in dueal

carcinomas One of the advantages of FISH is that all
cell population of wmours could be analysed. Finally,
the concordance of the numerical involvement  of
chromosome 3 was confirmed. Maost fregquent signal
count revedled o be oone spol, either  individually
(12.7%-58.4%) or 1otally (32.6%) which followed by 23
and 4 signals {Tahle 1, Fig. 1).

The presence of 2 signals which could be refelctive
of dipleid mode, was observed in only one of 4 lumours
(108, 16.6%). The remaining 6 tumours (¥3.3%)
presented 1 spot (Fig. 13 as the most frequent
signal-count.

In twao tumours (112 27, 11 33.285%), the most
frequent signul-count was 3 (33.1%) [ollowed by 4 and
more than 6 signals (25.5% and 18.3% respectivelv) in
tumounr 27, and 3 signals (43.1%) followed by 1 and 4
signals (30.1% and 17.2% respectively) in tumouar 33,

Haowever, the present data could be considered as an
initial step  for  oncogenetic  investigation  on solid
tmours, specifically BOC, which only reflects a primary
and partial report of our series of patients under genetic
investigations in Iran. In conclusion, the application of
fluorescence in situ hybridization (FISH) is considered as
a powerful detective technique for the chromosome
numerical alterations, including chromosome 3 cen in
tumour cells of BOC patients,
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