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Staging in malignant pleural mesothelioma (MPM) still 
remains a huge challenge. Accurate staging is the basis of 
a more customized treatment approach for MPM patients. 
In this review all relevant steps towards the current staging 
system based on the International Association for the 
Study of Lung Cancer (IASLC) mesothelioma database are 
pointed out (1). The effects of international cooperation and 
the contribution towards global databases are particularly 
important in rare diseases where even national databases fail 
to provide sufficient evidence for diagnostic or therapeutic 
algorithms. 

In the past 40 years, numerous efforts have been 
undertaken to establish and improve staging of MPM 
patients with internationally accepted staging systems. Early 
efforts by Butchart (2) or Tammilehto’s (3) classification 
proposals have been an attempt for staging, however 
both have lacked important issues such as detailed TNM 
descriptors.

The TNM-based staging system in MPM has been 
created 23 years ago through an international collaboration, 
when the IASLC and the International Mesothelioma 
Interest Group (IMIG) joined forces and analyzed surgical 
databases and available clinical trial data in MPM. They 
created a staging system which was able to identify patient 
subgroups with early stage of MPM according to the 
extent of disease spread on the pleural cavity and degree of 
invasion of surrounding tissue (4). Consequently, early stage 
MPM was diagnosed more often compared to the past. 

However, although validated in surgical series and used in 
retrospective as well as in prospective clinical trials, this first 
widely accepted IMIG staging system had some important 
limitations. Especially it's applicability to non-surgical 
patients, the judgment of nodal involvement and the 
influence of type of surgery were questioned. Subsequently, 
to improve these shortcomings of the first IMIG staging 
system, an alternative Brigham Staging System was 
proposed based on tumor, resectability and nodal status (5). 
Since there were many differences in the T and N factor in 
a large series of patients in comparison to the IMIG staging 
system, a new approach was warranted to improve staging 
in MPM.

By establishing a large international staging database, 
the IASLC in collaboration with members of the IMIG, 
went on a quest 8 years ago to improve staging in MPM. 
In this retrospective database, data were collected from  
15 centers on four continents, analyzed and finally 
published 5 years ago (6). The key findings of this effort 
were: the poor correlation of clinical and pathological 
TNM staging, the lack of detailed data to revise more 
effectively T and N staging categories, the impact of 
MPM histological subtypes on outcome, the influence of 
the intent of surgical procedure and the use of adjuvant 
treatment on survival, and the better outcome of stage I 
patients treated by extrapleural pneumonectomy (EPP) in 
comparison with pleurectomy/decortication (P/D), both in 
curative intent. Interestingly, multivariable analyses could 
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not identify a significant difference in survival between 
stages I and II. This finding made it quite clear, that the 
amount of clinicopathologic data available in this large 
registry was not sufficient to define patients with early stage 
mesothelioma and identifying those individuals with the 
very best outcome.

The first IASLC MPM database provided also interesting 
additional analyses on prognostic variables for MPM, 
including variables such as use of other treatment modalities 
than surgery, patient’s history (smoking, asbestos exposure, 
weight loss), performance status, clinical symptoms and 
laboratory parameters (7). These variables served to develop 
prognostic models for patients in three different scenarios 
but the main limitation for these analyses were missing 
data for key clinical parameters. However, the prognostic 
importance of laboratory data, already discovered by 
previous studies, was validated. 

Four years ago, to address these shortcomings and 
controversies raised by the first IASLC MPM database, 
the second IASLC MPM database was initiated. One of 
the main goals of this second effort was the improvement 
of available information with regard to the T, N, and M 
descriptors analyses. Furthermore, the improved data 
acquisition should lead to changes in the T and N categories 
and stage grouping of the existing first IASLC database. 
Twenty-nine centers from four continents submitted data 
from patients mostly diagnosed between 2000 and 2013 to 
this second MPM registry.

Detailed analyses of this second MPM IASLC database 
served as the main source for the proposed changes in the 
8th edition of the American Joint Commission of Cancer 
(AJCC) and the Union for International Cancer Control 
(UICC) staging systems (8-10).

However, besides these tremendous international 
efforts, the goal of an accurate staging of MPM has not 
been reached. The quest for this Holy Grale will have to 
continue, since even the improved second database of the 
IASLC shows still some limitations. In general, clinical 
databases in MPM will always have limitations since these 
registries, include mainly (I) data from patients who have 
been treated surgically, (II) data on clinical staging of MPM 
patients by non-surgical means is not always fully available 
(III) lack analyses of regional differences of MPM outcome.

Only through international collaboration and more 
awareness for detailed data acquisition, especially in non-
surgical MPM patients and staging procedures, these 
databases can be optimized and serve as sources of more 
accurate TNM based staging systems. 
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