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ABSTRACT

Insulin-like growth factor-Il mMRNA-binding protein 3 (IMP3) is a new factor and protein with major role
in embryogenesis and carcinogenesis of some malignant tumors.

We investigate immunohistochemicaly the expression of IMP3 in 16 cases of EC. We evaluated the
correlation between the collected data and clinical and pathological parameters of investigated patients. The
results were compared with clinical and pathological parameters of investigated patients.

After analysis of the results we found expression of IMP3 in 10 (62.5%) cases were patients. Fifty percent
from IMP3 positive cases were from EC type | and the other 50%- type 1l EC. We found that 60% from
the patients in tumor stage T3-T4 were high expression of IMP3 (¥2=2.56; p=0.051).

Despite the small group of cases we may stated that in endometrial adenocarcinomas, IMP3 expression is

found in more aggressive disease.
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INTRODUCTION

Endometrial cancer (EC) is one of the most
common cancers in urogenital system of women.
A thorough understanding of the epidemiology,
pathophysiology, and management strategies for
this cancer allows the obstetrician-gynecologist
to identify women at increased risk, contribute
toward risk reduction, and facilitate early
diagnosis and prognosis [4].

Insulin-like growth factor-1 mMRNA-binding pro-
tein 3 (IMP3) known in previous publications as
L523S or KOC (K-homologous domain
containing protein o verexpressed in ¢ ancer), is
a newly identified oncofetal RNA-binding
protein that binds [6, 7].

IMP3 is reported to be involved in cell growth,
adhesion, invasion, and migration and is a
prognostic marker associated with metastatic
progression as demonstrated in several studies

of renal cell carcinoma [1].
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In the current study we present our attempt to
correlate IMP3 expressing tumor cells and TNM
staging, the clinical stage and the tumor
progression.

MATERIALS AND METHODS

For this retrospective study, archival formalin-
fixed, paraffin-embedded specimens from 16
patients with endometrial cancer who had been
treated surgically between 2000 and 2012 year at
the University Hospital of Stara Zagora,
Bulgaria, were recruited. The patients population
consisted in 16 females aged between 32 and 82
years (median 62,4 years). Tumor grading and
staging was performed according to the TNM
classification.  Histological  grading  was
performed on hematoxyllin and eosin-stained
sections. Patients did not receive chemotherapy
or radiation therapy before surgery.

For immunohistochemical staining, the paraffin
blocks were prepared using tumor tissues from
the periphery of the tumor adjacent to the normal
tissues. Paraffin sections 5 pum thick were
dewaxed in two xyllenes for 1 h, and were
rehydrated in ethanol. Later, they were washed
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in 0.1 M phosphate buffered saline (PBS), pH
7.4, incubated in 1.2 % ydrogen peroxide in
methanol for 30 min, and rinsed in 0.1 M PBS,
pH 7.4, for 15 min. Then the slides were
incubated in a humid chamber for 60 min with
Monoclonal Mouse Anti-Human IMP3 , dilution
1:100 (M3626, DAKO, Denmark). antibody.
After washing three times in PBS, the slides
were incubated with DAKO-REAL™ En-
Vision™ detection system (DAKO) for 60 min,
then visualized with diaminobenzidine and
counterstained with hematoxylin.
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We used breast cancer tissue known to exhibit
high levels of marker for positive control and for
negative control, the primary antibody was
replaced with PBS.

RESULTS

The analysis of IMP3 expression showed that 10
(62.5%) cases were positive for IMP3 marker
(Figure 1a,b).

Figure 1a,b. Strong cytoplasmic expression of IMP3 in tumor epithelium / x100; x200/

Fifty percent from IMP3 positive cases were
from EC type | and the other 50%- type II.

We found that 60% from the patients in tumor
stage T3-T4 were high expression of IMP3
(x2=2.56; p=0.051).

No statistically significant correlation between it
parameter IMP3 and age, distant metastasis,
stage and etc

DISCUSSION
In our study we found that more aggresive EC
showed high expression of marker IMP3.

Overexpression of IMP3 in many malignancies
has been identified by some as an emerging
biomarker of diagnostic and clinical significance
[3]. A big part of studies including IMP3
expression in human tissue, have used i
mmunohistochemical method logies, frequently
examining the intensity of staining and the
proportion of positively staining cells. For
example , in one study of renal cell carcinoma,
guantitative IMP3 immuno-histochemical
staining results, as assessed by a computerized
image analyzer, were combined with tumor stage

to yield a system to predict the development of
tumor metastases [2].

In the other article, Wang et al. detect the
expression of IMP3 and make correlation with
clinicopathological features in gastric cancers
specimens and different gastric lessions [5]. Out
of 92 cases of adjacent normal mucosa, 10 with
dysplasia demonstrated weak expression of
IMP3 and 82 without dysplasia showed negative
expression. A comparison of IMP3 expression
in this cases showed stronger
immunohistochemical reactivity in gastric cancer
(P <0.05). High expression of IMP3 was found
to be associated with lymphoid metastasis, high
Ki-67 labelling index, and patient poor outcome
(P <0.05). There was a significant TNM stage
difference between cancers with and without
IMP3 expression (P <0.05). Tumors with higher
stage showed higher level of IMP3 expression

5],

Our results corresponding with data of many
other authors. Despite the small group of cases
we may stated that in  endometrial
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adenocarcinomas, IMP3 expression is found in
more aggressive disease.
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