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ABSTRACT 

In case of ERCC1 deficiency, the DNA damage is not repaired, 

and the altered DNA is unable to replicate, or perform its function, leading 

to cell damage. 

Expression of ERCC1 has been studied as a predictive marker for 

Cisplatin resistance in different tumors including MPM. Four previously 

published studies showed a significant correlation between Negative 

expression of ERCC1 and good response to Cisplatin and also with longer 

PFS. 

Our study showed that ERCC1 was expressed in 33.9% of the 

patients. 

ERCC1 positivity was significantly associated with poor response 

to treatment, shorter PFS & OS. 

Keywords: Excision Repair Cross-Complementation Group 1 - 

Deoxyribonucleic Acid - Diffuse Malignant Mesothelioma 

 

 



Introduction  

 10 

INTRODUCTION 

alignant pleural mesothelioma (MPM) arises from the 

mesothelium lining the pleural cavity. The disease is 

mainly linked to asbestos exposure (Welch, 2007). 

Different studies have showed a relation between 

incidence of mesothelioma and asbestos usage in the previous 

decades (Nishikawa et al., 2008). 

In Egypt, MPM is mostly related to environmental cause 

with a higher incidence in females and young adults. 

Epidemiological data proved that the disease incidence 

increased markedly, 635 cases of mesothelioma were diagnosed 

at the National Cancer Institute (NCI) and Abbassia Chest 

Hospital, Cairo between the year 2000 and 2003. This large 

number is four times more than the number diagnosed in the 

previous 11 years (Gaafar and Eldin, 2005). 

MPM is of poor prognosis in late stage, and only few 

number of patients are diagnosed at an early stage when curative 

treatment is possible. Inoperable patients usually receive 

combined platinum-based chemotherapy regimen (Sorensen, 

2008). 

Because multimodality treatment have showed improved 

survival only in selected cases, most of patients with MPM are 

treated with systemic chemotherapy (Krug et al., 2009). 

M 
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First-line chemotherapy based on Platinum combined with 

Pemetrexed has improved average survival time up to 12 months 

in mesothelioma patients and is recommended as the standard 

treatment (Nowak, 2012). 

Also, combined Cisplatin and Gemcitabine therapy has 

showed comparable response and survival rates in various 

phase II trials, with response rates 12–48% and median overall 

survival (OS) 9.4–13 months (Kalmadi et al., 2008). 

 Platinum compounds are used in treatment of different 

cancers, but their efficacy could be limited by the intrinsic or 

extrinsic resistance of the cancer cells toward their mechanism 

of action (Martin et al., 2008). 

Platinum cytotoxicity is based on the alteration of DNA 

(Deoxyribonucleic Acid) bases by formation of covalent bond 

with DNA leading to both inter & intra-strand cross links 

(Bhagwat et al., 2009). 

Nucleotide excision repair is an important pathway in 

maintaining DNA integrity by the removal of theses helix-

distorting cross-links. This pathway seems to be a key element 

in mediating resistance toward platinum compounds.  

There are three major steps in this pathway. First, the 

recognition of the DNA damage, its excision, and finally, the 

re-synthesization of the excised area.  


