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Abstracts of some researches
Coexpression of HER2 and p53 in Gastric and Esophageal Adenocarcinoma

Gina Games George', Hayder Husain Ibrahim? Sardar Hassan Arif®, Intisar Salim
Pity*

Abstract

Background and objective

Gastroesophageal adenocarcinoma remains deadly diseases with an on rise incidence.
The recently discovered cancer-related molecular markers, such as HER2 and p53, help
facilitate response to preoperative therapy and improve overall survival. This study was
aimed to detect the immunoexpression of HER2 and p53 in gastric and esophageal
adenocarcinoma and to determine the association of these two markers with
clinicopathological parameters.

Method

The study was conducted in the Central Laboratory and Directorate of Health, Duhok-
Iraq during a period from May 2009 to September 2014 on 101 gastric and esophageal
adenocarcinoma cases. Using monoclonal antibodies against HER2 receptors and p53
nuclear protein, slides were stained with the fully automated immunostaining instrument,
Ventana Benchmark.

Results

Total positive HER2 immunoexpression (scores +2/+3) was demonstrated in 33.7% of
cases with a significantly higher dense HER2 (3+) expression in esophageal
adenocarcinoma compared with its gastric counterpart while lesser dense HER2 (2+) was
completely absent in esophageal cancer. p53 nuclear staining was observed in 62.4% of
cases; it was significantly higher in gastric cancer than esophageal adenocarcinoma.

HER2 was limited to the intestinal type whereas p53 was found to be expressed in both




intestinal and diffuse types. No significant coexpression was demonstrated between
HER2 and p53 in any of gastric or esophageal adenocarcinoma.

Conclusions

HER2 expression was limited to the intestinal type gastric adenocarcinoma. No
significant coexpression of HER2 and p53 was demonstrated in any of gastric and

esophageal adenocarcinoma.

BRAF'® Gene Mutation in Thyroid Cancer in Duhok-

Iraq
Intisar Salim Pity*, Ahmad Muhammad Salih? Narmeen Hassan®
ABSTRACT

Background and objectives: This study was done to detect the frequency of
BRAFY*® mutation in thyroid cancer in Duhok-Iraq, using real time PCR.
Methods: DNA was extracted from formalin fixed, paraffin embedded
tissue sections taken from 54 surgically resected primary thyroid cancers.
Using Real-Time PCR, the target (BRAF'®®) DNA was amplified with the
mutation-specific primers.

Results: BRAF"*® gene mutation was detected in 27.8% of cases. It was
significantly high in conventional papillary carcinoma (26.7%) compared
with other papillary variants (p= 0.048), and significantly high among cases
with extrathyroid extension. Both medullary and one anaplastic carcinomas
were BRAF®® positive. In contrast, all follicular carcinomas and the
follicular variant papillary carcinoma were negative for this gene mutation.
No association was found between this mutation and any of nodal
involvement, gender and age. Conclusions: Identification of BRAF'*® gene
mutation in medullary carcinoma opposes the previous concept that this
gene alteration is restricted to papillary carcinoma. Lack of BRAF"*® gene
mutation among all follicular variant PTC and follicular cancers including
the Hurthel cell tumor, extended the argument that these tumors are closely
related. Because this mutation was detected in clinically aggressive cancers
like MTC, columnar variant PTC and ATC and was restricted to
microcarcinoma with nodal metastasis in addition to its significant
association with extrathyroid extension (T4), BRAF"*® molecular testing
might emerge as a clinically useful supplement for the histologic assessment
as an important predictor of aggressive clinical course.

10



- Pregnant and postpartum women with atypical glandular Cells: Follow-up
and Evaluation for high-risk HPV

Intisar Salim Pity
Cancer Research Journal, 2013; 1(4): 31-36

Abstract: Objectives: The study was an attempt: to find out the prevalence of atypical glandular cells of
undetermined significance (AGC) in cervicovaginal smears of pregnant and postpartum women in Duhok-
Iraq; follow up these women to investigate the underlying pathology and to test for high-risk HPV (HR-
HPV). Methods: From May 2005 to June 2013, all Pap smears of pregnant and postpartum women were
analyzed and women with AGC cytology were enrolled in the study. One hundred and fifty two women, for
whom follow up was possible, were subjected to colposcopic directed cytology and/or histology for at least
48 months from the initial reading. Their results were comprehensively evaluated, and HR-HPV DNA
testing was performed by conventional PCR in 56 cases. Results: Overall, AGC cytology formed 6.7% of
all pregnant and postpartum women’s Pap smears and 29.6% were at risk for neoplastic epithelial lesions
(AGC and premalignant lesions). The diagnosis of > low squamous intraepithelial lesion (LSIL) was
observed in 14.5% of cases among whom significantly high frequency of HR-HPV DNA was noted
compared with those having persistent AGC or negative atypia (NILM). Conclusions: Identical to non-
pregnant women, pregnant and postpartum women with AGC cytology are at risk of harboring
premalignant and malignant (squamous or glandular) lesions, and testing of AGC cytologic specimens for
HR-HPV might help predict neoplastic cases but not to distinguish malignant from premalignant lesions.
Keywords: Pap smear, AGC, Follow Up, High-risk HPV-DNA

- Follow up of Atypical Squamous Cell Pap Smears in Iragi Women
APJCP, 2012
Intisar S. Pity, Maida Y. Shamdeen, Shawnim A. Wais

Abstract

Objectives: To report the prevalence of atypical squamous cells of
undetermined significance and atypical squamous cells-cannot exclude
high squamous intraepithelial lesion and to determine the possible
association of these Pap tests with high-risk human papillomavirus and
high squamous intraepithelial lesion in women from Duhok, Irag.

Design: A prospective, observational study was conducted between
January 2005 and December 2011. Overall, 596 women with a
cervicovaginal Pap test showing atypical squamous cells of undetermined
significance and 93 atypical squamous cells-cannot exclude high
squamous intraepithelial lesion for whom pathologic follow-up was
available were studied. Follow-up consisted of repeat cytology,
colposcopy and histology. High risk human papillomavirus DNA was
performed on exfoliated cervical cells from 106 women, using
conventional PCR after at least 36 months from the initial Pap smear.
Results: Significantly high proportions of both atypical squamous cells of
undetermined significance (87.9%) and atypical squamous cells-cannot
exclude high squamous intraepithelial lesion (62.4%) revealed no
significant lesion on subsequent follow up. Low squamous intraepithelial
lesion was observed in 1.7% of atypical squamous cells of undetermined
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significance and in 5.4% of atypical squamous cells-cannot exclude high
squamous intraepithelial lesion. High squamous intraepithelial lesion was
demonstrated in 0.8% of the former and in 16.1% of the latter in which
there was also one case of invasive carcinoma. High-risk HPV DNA was
demonstrated in 40% of atypical squamous cells of undetermined
significance and 57.1% of atypical squamous cells-cannot exclude high
squamous intraepithelial lesions.

Conclusions: Since both atypical squamous cells of undetermined
significance and atypical squamous cells-cannot exclude high squamous
intraepithelial lesion identify patients who are at an increased risk for the
development of high squamous intraepithelial lesions and a considerable
percentage harbor high risk-HPV, both should be retained as diagnostic
categories and patients warrant a diligent follow up, and testing for High
risk-HPV DNA. Colposcopic evaluation and biopsy, when indicated, are a
must.

Keywords: Pap smear. ASCUS, ASC-H, High-risk HPV-DNA

- Histopathological and Immunohistochemical Approach for
Characterization of Undifferentiated Malignant Tumors
Intisar S. Pity
Jabhs, 2011;12(2): 49-57

ABSTRACT

Objective: To determine the role of immunohistochemistry in
characterization of undifferentiated malignant tumors.

Methods: Immunohistochemical staining (IHC) performed  was
Streptavidin-biotin method on paraffin sections, using mono- or polyclonal
anfibodies and kits manufactured by DAKO Corporation (Dako, Denmark
A/S). The technique was applied on 127 cancer cases reported as
undifferentiated malignant tumors over a 12 month period, from July 2008
to August 2009.

Setting: Department of histopathology, Central Laboratory, Duhok/Iraqg
Results: Undifferentiated malignant tumors were more frequently located
in the respiratory tract 30 (23.6%) followed by the gastrointestinal tract 25
(19.7%). lymph node 19 (14.9%) and bone/soft tissue 19 (14.9%). Among
these, 75 (82.7%) cases were primary and 22 (17.3%) metastatic.
Application of immunohistochemistry resulted in characterization of 112
(88.2%) cases. Non-Hodgkin lymphoma 21 (16.5%) was at the top of the
diagnosed list followed by adenocarcinoma 20 (15.7%), sarcoma 17
(13.4%), and small undifferentiated carcinoma 15 (11.8%).

Conclusion: Immunohistochemistry is a very helpful tool for
characterization of undifferentiated malignant fumors.
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- Characterization of Undifferentiated Malignant Spindle Cell Tumors,
a Practical Immunohistochemical Study in Kurdistan Region, Iraq.
Intisar S. Pity, Jalal A. Jalal, Sarbar M. E. Napaki
Jabhs, 2012

ABSTRACT

Objective: To evaluate the role of immunohistochemistry in
characterization of undifferentiated malignant spindle cell tumors in
Kurdistan Region, Irag.

Materials and Methods: The study extended from April 2008 to June 2010.
Overall, 102 cases were reported as undifferentiated malignant spindle
cell tumors in the histopathology departments of Kurdistan Region, Iraqg.
Immunophenotyping done was Streptavidin-biotin method on paraffin
sections.

Results: In the studied sample, malignant spindle cell tumors were more
frequently located in the bone and soft fissue (28.4%), followed by
gastrointestinal tract (17.6%) and respiratory tract (12.8%). Female genital
tract formed (9.8%). central nervous system (7.8%). urinary tract (5.9%).
lymph node (4.9%) and skin (3.9%). The remainder (8.6%) was
miscellaneous. Sarcoma group was at the top of the diagnosis list and the
main  bulk (50%) followed by sarcomatoid carcinoma (10.8%),
gastrointestinal stromal tumor (7.8%) and melanoma (6.9%). Glioblastoma
multiforme, malignant meningioma and mesothelioma were diagnosed in
2.9% of cases each while monophasic Wilm’s tumor, yolk sac tumor and
carcinosarcoma were found in 1.9% of cases each.

Conclusion: Immunohistochemistry is a very helpful ancillary tool in
characterization of undifferentiated malignant spindle cell fumors in our
locality. A combination of clinico-pathological correlation and
immunophenotyping resulted in characterization of most challenging
cases. However, a small percentage still remains uncharacterized and
requires more sophisticated techniques for final diagnosis.

Key Words: Malignant spindle cell tumors. Characterization.
Immunohistochemistry

- Angiogenesis, p53 and Bcl: in Colorectal Carcinoma

Intisar Salim Pity, Sardar Hassan Arif, Djwar Ali Hadiji
IJOART, Volume 2, Issue 3, March 2013

ABSTRACT
This study was an aftempt to evaluate, immunohistochemically, the
angiogenesis activity as well as the expression of p53 and Bcl, proteins in
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patients on a series of 52 cases of surgically operated colorectal
adenocarcinoma. The angiogenic activity was assessed based on
microvessel density using CD34 marker while the expression of p53 and
Bcl, proteins was studied by using monoclonal antibodies. Active
angiogenesis was demonstrated in 61.5% of cases while p53 expression
was observed in 46.2% of cases; both were significantly higher than Bcla
expression (92.6%). On the other hand, none of active angiogenesis, p53
expression or Bcly expression had any significant association with the
clinicopathologic findings despite a frend showing a decrease toward
right sided colon cancers and with worsening of both histological grade
and tumor stage. In conclusion, colorectal carcinoma is associated with
active angiogenesis and increased pS53 expression compared with Bclo,
but their potential use in the clinical setting appears to be of limited value.
Keywords: Angiogenesis, p53, Bcly, colorectal carcinoma.

- ldentification of Helicobacter Pylori in Gastric Biopsies of Patients
with Chronic Gastritis, Histopathological, Immunohistochemical
Study

Intisar S. Pity, Azad M Baizeed
Dohuk Medical Journal, 2011;5(1):69-77

ABSTRACT

Background and objective: Different methods have been used for
detection of Helicobacter pylori in patients with chronic gastritis but a little
has been written about immunohistochemistry. The study done was to
identify Helicobacter pylori in gastric biopsies of patients with chronic
gastritis using the routine stains and immunohistochemistry.

Methods: In a twelve month period, from April 2008 to May 2009, 105 cases
of chronic gastritis were studied. The routine hematoxylin and eosin stain
and modified Giemsa stains “Sheehan’s modified may method” and
immunohistochemistry “automated staining machine from Ventana
Company” were performed.

Results: Chronic gastritis cases (n=105) included 35 (33.3%) mild, 51 (48.6%)
moderate, and 19 (18.1%) marked inflammation. Active form gastritis was
accounted in 76 (72.4%) cases, glandular atrophy in 40 (38.1%) cases, and
intestinal metaplasia in 19 (18.1%) cases. The routine hematoxylin- eosin
and modified Giemsa stains gave 20 (19%) false positive and 13 (12.4%)
false negative results. The sensitivity and specificity of the routine stains
were 77.6% and 57.4% respectively while their positive and negative
predictive values were 69.2 and 67.5 % respectively with 68.6% accuracy.
Conclusions: Although Helicobacter pylori can be readily demonstrated
by the routine hematoxylin-eosin/modified Giemsa stains, the high rates of
false negative and false positive results necessitate the routine application
of immunohistochemistry for all chronic gastritis cases.
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Key words: Helicobacter pylori, chronic gastritis, immunohistochemistry.

- Expression of Ki-67 and p53 in Oral Squamous Epithelial
Abnormalities
- Intisar S. Pity, Jalal A. Jalal
Babil Medical Journal. 2013;10(1)

Abstract

Objective: We intended to study the cellular proliferation by a means of
Ki-67 labeling index and the overexpression of p53 in a series of 35 oral
infraepithelial lesions and squamous cell carcinoma to evaluate the
potential association between their histologic grades and the expression
of the two markers. The expression of both markers on sections taken from
hyperplastic and normal mucosal epithelium was also evaluated in order
to determine whether the combination of P53 and Ki-67 overexpression
could be used as a diagnostic aid in evaluating oral biopsies.

Methods: Archival biopsy specimens from 35 patients with oral squamous
cell carcinoma (n=19) and infraepithelial lesions (n=16) were retrieved,
and from the same patients, 13 blocks with hyperplastic epithelium and
other 7 with normal mucosal epithelium were also taken out. The Ki-67
labeling index and p&3 overexpression were determined by
immunohistochemistry on paraffin sections, using avidin-biotin technique,
and antigen retrieval was done by a pressure pot.

Results: Overall, the staining patterns for Ki-67 antigen and p53 were
similar. High Ki-67 and p53 overexpressions were observed in 52.6% and
63.2% of carcinoma cases respectively, in 62.5% and 56.3% of
intraepithelial lesions respectively, in 23.1% and 15.4% of hyperplastic
epithelium respectively, and nearly none in benign epithelium. Both high
Ki-67 labeling index and p53 overexpression were significantly higher in
carcinoma and infraepithelial lesions compared with hyperplastic
epithelium. These high indices were associated with graded carcinoma
and intraepithelial lesions.

Conclusions: Combination of p53 and Ki-67 overexpressions can be used
as specific markers for oral lesions that are probably at high risk for
malignant fransformation. Their immunohistochemistry emerges as a
clinically useful supplement for histopathological assessment of grading of
oral squamous cell carcinoma and intraepithelial lesions.

Key words: Ki-67, p53, oral intraepithelial lesion, oral squamous cell
carcinoma

- Central Nervous system tumors. A clinicopathological study.
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Intisar S. Pity
J. Dohuk Univ., Vol. 11, No.1, 2008

ABSTRACT:

A total of 127 patients from Ibn-Sina Mosul hospital with central nervous
system tumors were evaluated clinically and by imaging techniques, using
magnetic resonance image (MRI) and computed tomography (CT-scan),
followed by intraoperative cytological examination and then
histopathological evaluation of the resected tumor tissues. The aims of the
study were histopathological diagnosis and typing of CNS tumors and
assessment of the possible diagnostic roles of cytology and the available
imaging techniques.

Results: Patients ages ranged from 3-72 years with a mean age of 40 years
and a male to female ratio of 1.6:1. Majority had intracranial tumors
(91.3%). Parietal lobe (21%) was the predominant affected region.
Maijority of the tumors were malignant (61.4%). Astrocytomas (44.1%) were
the commonest tumors, followed by meningiomas (24.4%). Cytology was
found to be a valid supplementary diagnostic procedure to the available
histologic tests for a rapid intraoperative diagnosis. The accuracy rate of
cytology was 87% with a sensitivity of (92.6%) and a specificity of (100%),
while the accuracy rate of imaging techniques was 69.3%.

- Synovial Sarcoma of the foot
- Intisar S. Pity
Dohuk Medical Journal 2008;2:141-145

ABSTRACT

Synovial sarcoma is a rare soft tissue sarcoma in the foot. It is commonly
localized in the extremities, especially the lower thigh and knee areas. The
histopathological, immunohistochemical, and cytogenetic findings of a
foot synovial sarcoma are described In 20 cases.

Intisar Salim Hasan Pity
Professor (MBChB. MSc. FIBMS.), Department of pathology, Faculty of
Medical Science, School of Medicine, University of Duhok, Duhok, Iraq
(<intisarsalimpity@gmail.com>
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