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What is already known on this subject? AND
What does this study add?

Many studies had proved that HER2 overexpression in endometrial cancer tumors was
correlated with higher grade, higher stage, lymph node metastasis as well as lower
patients' survival. However; in other studies HER2 overexpression wasn’t correlated with
overall survival in type II tumors.

1.INTRODUCTION/ REVIEW

Endometrial carcinoma represents the sixth most common cancer among women
worldwide. In Egypt it accounts for 2.6–3.5% of all cancer incidences. El-Helw et al.,2016

Endometrial cancer is classified histologically into type I and II tumors. Type I,
endometrioid type tumors are usually well differentiated with good prognosis while type
II are more aggressive and more presented by advanced stages. (Bokhman 1983). For this
known aggressive biologic behavior, studies have been focusing recently on the value of
molecular targeted therapy to improve treatment outcomes. Diver et al.,2016

HER2/neu (ErbB2) is a member of the human epidermal growth factor receptor
(EGFR) family of trans membrane tyrosine kinases including EGFR (HER1, ErbB1),
HER2/neu (ErbB2), HER3 (ErbB3), and HER4 (ErbB4). Diver et al.,2015

HER2 amplification and overexpression has been identified in many malignancies
including breast, ovaries, stomach and others where it has been a validated target for
treatment in some of them. Khasraw, Bell 2015 - Hechtman, Polydorides 2012

High-grade Endometrial carcinoma has a 17%–30% rate of HER2 gene
amplification, with up to 80% of tumors exhibiting HER2 protein overexpression.
Groeneweg et al. 2014

Both HER2 overexpression and amplification have been linked to poor prognosis
in endometrial carcinoma. Several studies have demonstrated association between HER2
overexpression and poor overall survival. Slomovitz et al. 2004 - Morrison et al. 2006 -
Togami et al. 2012

2.AIM / OBJECTIVES

Evaluation of the proportion of HER2 overexpression in endometrial carcinoma and its
correlation with other known relevant variable clinical outcomes.
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3.METHODOLOGY:
Patients and Methods


 Type of Study: 

Retrospective case series study.

 Study Period:
From August 2019 till February 2020.

 Study Population:
All patients diagnosed as endometrial carcinoma in the period from

January 2014 till December 2018 with full medical records in Ain Shams University
Oncology Hospital and in Early Cancer Detection Unit (ECDU) at Ain Shams
University Hospital (ASUH).

 Inclusion Criteria:

 Pathologically proven high grade endometrial cancer (grade III
endometrioid carcinoma, papillary serous carcinoma, clear cell
carcinoma and carcinosarcoma)

 Patients who have follow up records in Ain Shams University
Oncology Hospital and oncology unit at Ain Shams University
Maternity Hospital.

 Patients with sufficient paraffin blocks for IHC.
 Eastern Cooperative Oncology Group scoring ECOG performance

status: score 0-4 (Oken et al. 1982)
 Treated with surgery/ chemotherapy / radiotherapy or not treated at

all.

 Exclusion criteria:

 Inadequate paraffin blocks will be excluded.
 None histologically proven endometrial neoplasm.
 Other endometrial neoplasm rather than high grade

carcinoma
 Unavailable follow up data

 Sampling Method:
Ethical committee waived the patient informed consent due to the

retrospective nature of the study. The personal data will be collected and analyzed
anonymously. Patient privacy will not be broken.

 Sample Size:
All cases of endometrial carcinoma fulfilled with inclusion and exclusion

criteria will be the material of this study.



13

 Sample Justification:
Sample size was calculated using STATA program, setting the type-1

error (α) at 0.05 and the power (1-β) at 0.9. Result from previous study (Waqar et al,
2018) showed that statistically significant positive association was found between HER-
2/neu expression and tumor grades as 100% of positive HER2 cases were high grade
compared to 15.3% only of negative HER2 cases, 7.1% of EC cases are her2 positive.
Based on this, a sample of 35 EC cases will achieve 100% power to detect a difference
between the group proportions of 84.7%.

 Study design:

 We will collect patients' data from clinical oncology unit at ASUH
through a five years period (2014-2018). Retrospective data (as mentioned below), will be
extracted from patients files and all available prognostic data will be documented.
Age in years:

Tumor type: High Low

Depth of invasion: Endometrium only Myometrium Serosa

FIGO staging: ……………………….

Lymph node metastasis: No Yes if yes mention: …………..…………..

Distant metastasis: No Yes if yes mention: ………….…………..

Past history of endometrial
cancer or any cancer:

No Yes if yes mention: ………………
……………………………….

Family history of endometrial
cancer or any cancer:

No Yes if yes mention: ………………
……………………………….

Overall survival in years:

Tumor recurrence: Yes No

Perineural invasion: Yes No

 We will retrieve the patients' paraffin blocks and test for HER2
overexpression using immunohistochemistry test (IHC) for detection of HER2 proteins

 If results are border-line we will use chromogenic in situ
hybridization test (CISH) for detection of HER2 gene.

 We will correlate expression with known prognostic factors as well as
the patients' outcomes.

 Stages are defined by FIGO.
 Outcomes:

 Find the prevalence of Her2 overexpression in the study population
 Evaluate the relation between Her2 overexpression and the other
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various clinic- pathological factors that are known to affect the clinical outcome.

 Evaluate the impact of Her2 overexpression on progression free
survival of the study population

 Evaluate the impact of Her2 overexpression on overall survival of the
study population

 Ethical Considerations:
Owing to retrospective nature of the study, consent will not be required but we will ensure
that all data will be collected and analyzed anonymously. No patients' identifier data
will be collected.

 Statistical Analysis:
 The Data will be collected tabulated and statistically analyzed.

 Data will be presented, and suitable analysis will be done according to

the type of data obtained for each parameter.

 Continuous variables will be expressed as mean ± SD or counts and

percentage.

 Categorical variables will be expressed as median and interquartile

range.

 Progression free survival (PFS) time and overall survival (OS) time

will be analyzed using the Kaplan-Meier estimation method and log-rank test.

 PFS will be calculated from the date of initiation of treatment to the

date of disease progression or death from any cause. If disease progression had not

occurred by the time of this analysis, PFS will be considered to have been censored at the

time of the last follow-up visit.

 OS will be measured from the date of the initiation of treatment to the

date of death. OS will be considered to have been censored at the last follow-up time if

death had not occurred.

 Descriptive statistics will be calculated to assess safety data. Statistical

significance will be defined as P ≤ 0.05.

4. Other specialties to be consulted in our study

o Oncology  department:
Dr Ghada Refaat Meckawy

Lecturer of clinical oncology.


