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VERSION 1 - REVIEW 

REVIEWER Dr Giada Sebastiani, Assistant Professor of Medicine 
McGill University Health Centre, Quebec, Canada 

REVIEW RETURNED 18-Oct-2015 

 

GENERAL COMMENTS This study by Poynard and colleagues is aimed at comparing liver 
severity awareness between France and USA, two countries with 
similar access to hepatitis B and C treatments, availability of fibrosis 
tests, but different policies: France has no screening, USA have the 
screening strategy of the baby-boomers campaign. The researchers 
used the database for Fibrotest-Actitest and awareness was defined 
as test prescription rate. The main results of the study are: 1) in 
USA, there was an increase (+132%) of test-rate in 2013-2014, 
while the rate was stable in France; 2) there was a higher test-rate in 
women born between 1935-1944 in France vs USA (15.1% vs 
8.3%), resulting in twice more cirrhosis detected: 15.1% vs 8.3%, 
despite the same prevalence of cirrhosis in this age-group. The main 
conclusion of the study is that in USA there was a lower awareness 
of cirrhosis in USA vs. France, and this was unveiled by the new 
baby-boomers screening campaign.  
Overall, I find this is an original and interesting study. The availability 
of a worldwide and centralized database of Fibrotest is a strength 
since it permitted to analyze large scale data.  
Concerns:  
1) One limitation of the study is the conflict of interest, which is 
stated by the authors.  
2) The retrospective nature of the study should be mentioned. This 
can lead to inability to control for potential confounding factors, 
including the decision of prescribing a patented test.  
3) Inclusion and exclusion criteria are not stated. I understand for 
France data there was no information about aetiology of chronic liver 
disease. This is a limitation. It would have been important to adjust 
the analysis for the aetiology of liver disease as baby boomers 
screening campaign is conducted in patients with hepatitis C.  
4) There is no demographic table provided. It is possible that some 
demographic information were not available to the researchers. For 
instance, was there information on ethnicity? This would be an 
important data to know and to adjust for in the analysis.  

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2015-010017 on 23 D

ecem
ber 2015. D

ow
nloaded from

 

http://bmjopen.bmj.com/site/about/resources/checklist.pdf
http://bmjopen.bmj.com/


5) There are several typos. In the abstract, for example: 
group(17.2%vs16.2%)). Other typos are present in the main body of 
the text and in the discussion (Example: "In France a country without 
screening campaign, no such increase was observed despite the 
same awareness on DAA. " should read as "In France, a country 
without screening campaign, no such increase was observed 
despite the same awareness on DAA. ")  
Also, in the abstract and in the introduction: "Liver severity 
awareness should the result" should be rephrased as "Liver severity 
awareness should be the result".  

 

REVIEWER Atsushi Nakajima 
Division of Gastroenterology and hepatology, Yokohama City 
University School of Medicine, Yokohama, Japan 

REVIEW RETURNED 20-Oct-2015 

 

GENERAL COMMENTS The authors compared the liver severity awareness between USA 
and France using the global database of FibroTest-ActiTest included 
1,085,657 subjects between 2002-2014. In conclusion, they 
mentioned that there was a dramatic lower awareness of cirrhosis in 
USA for women born between 1935-1944 in comparison with 
France. However, it is unknown what this conclusion means. The 
manuscript is too premature. So, I do not understand the novelty and 
importance of this manuscript.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Dr Giada Sebastiani, Assistant Professor of Medicine  

Institution and Country: McGill University Health Centre, Quebec, Canada  

Please leave your comments for the authors below  

 

This study by Poynard and colleagues is aimed at comparing liver severity awareness between 

France and USA, two countries with similar access to hepatitis B and C treatments, availability of 

fibrosis tests, but different policies: France has no screening, USA have the screening strategy of the 

baby-boomers campaign. The researchers used the database for Fibrotest-Actitest and awareness 

was defined as test prescription rate. The main results of the study are: 1) in USA, there was an 

increase (+132%) of test-rate in 2013-2014, while the rate was stable in France; 2) there was a higher 

test-rate in women born between 1935-1944 in France vs USA (15.1% vs 8.3%), resulting in twice 

more cirrhosis detected: 15.1% vs 8.3%, despite the same prevalence of cirrhosis in this age-group. 

The main conclusion of the study is that in USA there was a lower awareness of cirrhosis in USA vs. 

France, and this was unveiled by the new baby-boomers screening campaign.  

Overall, I find this is an original and interesting study. The availability of a worldwide and centralized 

database of Fibrotest is a strength since it permitted to analyse large scale data.  

 

Concerns:  

1) One limitation of the study is the conflict of interest, which is stated by the authors.  

We agree and tried to be as honest as possible;  

 

2) The retrospective nature of the study should be mentioned. This can lead to inability to control for 

potential confounding factors, including the decision of prescribing a patented test.  

According to the reviewer's comment we added the following sentence in the revised version,  

2.1 in the abstract:  
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"The global database of FibroTest-ActiTest including 1,085,657 subjects between 2002-2014 was 

retrospectively analyzed."  

2.2 in method section, Page 5:  

"For these objectives, here we analyzed retrospectively a centralized database of consecutive 

software-combined fibrosis and necro-inflammatory activity blood biomarkers"  

2.3. in discussion section, Page 15:  

"The main limitation was the retrospective design, depending of tests prescriptions mostly driven in 

USA by health insurance policies requiring proof of advanced fibrosis for DAA coverage."  

 

3.1 Inclusion and exclusion criteria are not stated.  

According to the reviewer's comment the following sentences have been added,  

In method section page 7:  

"The criteria of inclusion was a FibroTest-ActiTest prescription per subject, through an authorized 

laboratory connected to the BioPredictive website. Exclusion criteria were possible duplicates (same 

date of birth, country and gender), and non-reliable results identified using security algorithms."  

3.2. I understand for France data there was no information about aetiology of chronic liver disease. 

This is a limitation. It would have been important to adjust the analysis for the aetiology of liver 

disease as baby boomers screening campaign is conducted in patients with hepatitis C.  

We agree with the reviewer's comment.  

In the first version we already mentioned in the methods section page 9:  

" First, as our database did not include the cause of liver disease in France, we compare the 

endpoints in CHC versus non-CHC in a cohort of patients from our Paris daycare hospital (PDC) for 

which causes of liver diseases were established, using USA CHC population as 

control.(Supplementary-S5) To identify possible bias among CHC population, we also compared PDC 

characteristics with a tertiary center population, an HIV tertiary center, and in out patients reimbursed 

for HCV-FT-testing.(Supplementary-S9)"  

 

According to the reviewer's comment the following sentences have been added, in the results section 

page 14:  

"The sensitivity analyses among the French populations identified that patients with CHC in the PDC, 

in comparison with the overall French sample, were older (55.7 vs 50.7 year old), with a similar 

proportion of women (43.4 vs 42.6%) and similar proportion of cirrhosis among the women born from 

1935 to 1944 (1.2% vs 1.1%). The prevalence of cirrhosis among women born from 1935 to 1944 in 

non-CHC (0.2% in CHB, 0.3% in NAFLD, and 0.5% in ALD) was much lower than in CHC 

(1.2%).(Supplementary-S5)"  

And in the discussion section page 18-19  

The non-identification of CHC among the overall French sample is a limitation. However the sensitivity 

analysis in the PDC subpopulation identified that patients with CHC, in comparison with the overall 

French sample, had a similar proportion of cirrhosis among the women born from 1935 to 1944 (1.2% 

vs 1.1%), contrarily to non-CHC: 0.2% in CHB, 0.3% in NAFLD, and 0.5% in ALD. was much lower 

than in CHC (1.2%), suggesting that the higher prevalence of cirrhosis detected in France was indeed 

related to CHC in this class of age.  

 

4) There is no demographic table provided. It is possible that some demographic information were not 

available to the researchers. For instance, was there information on ethnicity? This would be an 

important data to know and to adjust for in the analysis.  

We agree with the reviewer.  

According to the reviewer's comment the following sentences have been added, in the discussion 

section page 19:  

Another limitation was the absence of ethnicity information in all populations.  
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5) There are several typos. In the abstract, for example: group(17.2%vs16.2%)). Other typos are 

present in the main body of the text and in the discussion (Example: "In France a country without 

screening campaign, no such increase was observed despite the same awareness on DAA. " should 

read as "In France, a country without screening campaign, no such increase was observed despite 

the same awareness on DAA. ")  

Also, in the abstract and in the introduction: "Liver severity awareness should the result" should be 

rephrased as "Liver severity awareness should be the result".  

 

Sorry for the typos which have been corrected in the revised version.  

   

Reviewer: 2  

Reviewer Name: Atsushi Nakajima  

Institution and Country: Yokohama City University School of Medicine, Yokohama, Japan.  

 

Please leave your comments for the authors below  

 

The authors compared the liver severity awareness between USA and France using the global 

database of FibroTest-ActiTest included 1,085,657 subjects between 2002-2014. In conclusion, they 

mentioned that there was a dramatic lower awareness of cirrhosis in USA for women born between 

1935-1944 in comparison with France. However, it is unknown what this conclusion means. The 

manuscript is too premature. So, I do not understand the novelty and importance of this manuscript.  

 

According to the reviewer's comment we modified a sentence of the last paragraph page 19:  

"The comparisons with France according to age and gender suggested that women born between 

1935 and 1944 represented a very high-risk group for cirrhosis, and premature death if not treated, in 

both countries that was excluded from baby-boomer screening in USA." 

 

VERSION 2 – REVIEW 

REVIEWER Sebastiani Giada 
McGill University Health Centre 

REVIEW RETURNED 07-Nov-2015 

 

GENERAL COMMENTS The authors have addressed most of the concerns raised. The paper 
ameliorated significantly.  

 

REVIEWER Atsushi Nakajima 
Division of Gastroenterology and hepatology, Yokohama City 
University School of Medicine, Yokohama 

REVIEW RETURNED 04-Nov-2015 

 

GENERAL COMMENTS The manuscript is carefully revised and worth publication. We agree 
and accept for the through explanation in revised manuscript.  
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