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VERSION 1 - REVIEW 

REVIEWER Gabe Sonke, medical oncologist / epidemiologist 
Netherlands Cancer Institute, the Netherlands 

REVIEW RETURNED 10-Nov-2014 

 

GENERAL COMMENTS This paper is an important contribution to our knowledge on EPSCC, 
providing one of the largest patient series with detailed patient and 
treatment characteristics and follow-up. The previously held belief 
from smaller studies that EPSCC like SCLC has a dismal prognosis 
but is unlikely to cause brain metastases is confirmed. This new data 
may convince treating physicians to refrain from prophylactic cranial 
irradiation in these patients and this is an important contribution to 
the quality of life of the patients. It is surprising that site of primary 
tumour is not confirmed as independently associated with outcome.  
 
One point of attention that should be addressed is the ascertainment 
of cases. What were the referral patterns of patients in the London 
region through the years, and how many patients may not have 
been referred to these referrral hospitals, possibly because of poor 
performance, disease extent, or other prognostically relevant 
variables? In addition, as the authors acknowledge, pathology 
review is lacking and a number of patients may thus inadvertently be 
diagnosed as EPSCC.  
 
In addition, it is stated that a (random?) sample of 10% of all patient 
files is validated by one of the authors. The results of this validation 
effort, however, are not mentioned: how many discrepancies were 
found? Which diagnostic procedures were performed to identify 
primary pulmonary localisations or distant disease? Diagnostic 
options have clearly evolved since the 1970s when the first included 
patients were diagnosed.  
 
Of 159 patients, 89 relapsed and 38 died without documented 
relapse (page 11-12). This suggests either that relapses were not 
well documented or that a substantial number of patients died 
without evidence of disease. It would be informative to distinguish 
these two options if possible. Disease specific survival curves may 
be informative.  
 
One last clarification with regard to the patients that developed brain 
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metastases: how many of these were symptomatic?  

 

REVIEWER Erik HFM van der Heijden 
Radboud University Medical Center  
Dept of Pulmonary Diseases 

REVIEW RETURNED 23-Nov-2014 

 

GENERAL COMMENTS This is a clearly written retrospective case series review of patients 
with extra-pulmonary small cell lung cancer.  
I have only minor comments for the authors:  
first they suggest that most patients have a history of smoking but in 
this series data on smoking status was only available in a minority of 
the patients. Personally I do not have a single patient with small cell 
carcinoma without prior or active smoking.  
Second: was a revision of the pathology results performed? This 
would strenghten the conclusions of the manuscript especially since 
al cases were retrieved from long period in which possibly no 
immunohistochemistry was used to ascertain the diagnosis.  
Further: since this long retrospective interval was used one would 
assume that the treatments have changed over time. This could be 
added to the discussion. And possibly a trend on PFS or survival 
would be visible when comparing the last decade to the first decade 
of the examined period?  
Finally  
In this paper the authors refer to only a limited number publications 
with of case series of extra pulmonary SCLC yet they do not clearly 
state there selection criteria. This may suggest that only a selection 
of the available (over 250 papers including 41 reviews) is used. Eg: 
the recently published case series by Dakhil (med once 2014) with 
35 patients is missing and seems large enough for inclusion in the 
table. So i would suggest to either include a full review of the 
available literature including all case series of > 1 patient or clearly 
state the selection criteria. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1:  

 

Thank you for you comments.  

 

Regarding the first point, referral patterns in London have indeed changed over the years. The 

number of patients with EPSCC that were never referred to either centre as well as the reasons for 

this are unfortunately not known.  

 

The lack of individual, central pathology review does mean that a small number of cases might have 

been misdiagnosed although such diagnoses where always made by expert Consultant 

Histopathologists in the 2 institutions.  

 

Data verification was performed in 10% of all the cases. The cases verified where chosen randomly, 

meaning that they where chosen so that they cover the whole timespan of the study (1978 – 2010) 

and both institutions involved but where not chosen according to any clinical variable. No 

discrepancies were identified. This has now been added on page 7.  

 

The diagnostic techniques used were according to local policies at the time.  
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The 38 patients, who died without documented relapse all progressed on first-line treatment and died 

shortly after. This has now been added on page 12.  

 

Of the four patients with brain metastases there was no documentation of any symptoms. This has 

now been added on page 12.  

 

 

 

Reviewer 2:  

 

Thank you for you comments.  

 

Regarding the patients’ smoking history this information was not documented in the case notes and 

therefore remains unknown.  

 

As stated on page 7, individual pathology specimens were not centrally reviewed.  

 

We agree that in general treatments for most cancers have changed through time. However the core 

strategies for the treatment of high-grade neuroendocrine tumours have remained relatively 

consistent. We acknowledge this in page 13. We have not performed differential time-to-event 

analysis as suggested to clarify changes over time due to the small dataset.  

 

We acknowledge the reviewer’s thoughts on the systematic literature review but feel that this would 

be beyond the scope of this present submission. We believe we have identified the largest datasets in 

this topic, as smaller series will be limited by significant bias. The specific reference (Dakhil et al 

2014) was not mentioned, as it hadn’t been published at the time of first submission of this 

manuscript. It has now been added to our table for completion. 
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