
PEER REVIEW HISTORY 

BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Anti-adalimumab antibodies in psoriasis: lack of clinical utility and 
laboratory evidence 

AUTHORS Lombardi, Giovanni; Perego, Silvia; Sansoni, Veronica; Diani, 
Marco; Banfi, Giuseppe; Altomare, Gianfranco 

 

VERSION 1 - REVIEW 

REVIEWER Susana Armesto 
Hospital Marques de Valdecilla 

REVIEW RETURNED 17-Apr-2016 

 

GENERAL COMMENTS I congratulate you for the complex design of your study and the 
amount of work put into interpreting data. It is remarkable the 
amount of information obtained from your analysis. I believe it would 
be very interesting to continue in this line of research. You could 
potentially to shed some light on unknown aspects and help improve 
technology to detect anti-ADL antibodies and ADL levels.  
 
It is surprising how in your study there is a high number of false 
positives related to anti-ADL antibodies and ADL serum 
concentration. There is also a low correlation with clinical practice. It 
is also quite astonishing how immunogenicity can have such a 
variable behaviour during time of exposure (increasing or developing 
tolerance).  
 
And finally, the fact you included TNF-alpha levels in your study was 
refreshing and groundbreaking. It is a factor that should be 
considered in any research of this kind. I think this article should be 
published and made available for dermatologists. It encourages 
clinicians to be critical when interpreting results from studies 
influenced by the industry’s commercial interests. 

 

REVIEWER Giacomo Caldarola 
Policlinico Gemelli Roma 

REVIEW RETURNED 07-Jun-2016 

 

GENERAL COMMENTS This is an interesting paper about an actual matter. The major 
limitations of this study are the small sample size and the very low 
mean PASI score. Both these factors did not permit any reliable 
statistical evaluation and this should be reported into the text. 
English language needs minor revisions. 

 

REVIEWER Ennio Lubrano 
Department of Medicine and Health Sciences, University of Molise, 
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Campobasso, Italy. 

REVIEW RETURNED 08-Sep-2016 

 

GENERAL COMMENTS This is an interesting paper, well written and aimed to correlate the 
levels of serum TNF, adalimumab and anti adalimumab antibodies in 
Psoriatic patients. Indeed, the study showed some interesting results 
which are in keeping with some data from literature.  
I am a bit confused on the study design: the study showed no 
association between the presence of anti-adalimumab and PASI 
score. The way to associate a semi-quantitative severity index to 
serum levels of antibodies is the weakness of the study, from my 
personal point of view. Moreover, reading the manuscript it seems 
that quite a few patients showed and articular disease, which could 
be another confounding factor. It would has been better to design 
the study to identify a more “objective” measure to compare with 
serum profile. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

I congratulate you for the complex design of your study and the amount of work put into interpreting 

data. It is remarkable the amount of information obtained from your analysis. I believe it would be very 

interesting to continue in this line of research. You could potentially to shed some light on unknown 

aspects and help improve technology to detect anti-ADL antibodies and ADL levels.  

It is surprising how in your study there is a high number of false positives related to anti-ADL 

antibodies and ADL serum concentration. There is also a low correlation with clinical practice. It is 

also quite astonishing how immunogenicity can have such a variable behavior during time of 

exposure (increasing or developing tolerance).  

And finally, the fact you included TNF-alpha levels in your study was refreshing and groundbreaking. 

It is a factor that should be considered in any research of this kind. I think this article should be 

published and made available for dermatologists. It encourages clinicians to be critical when 

interpreting results from studies influenced by the industry’s commercial interests.  

 

The authors are grateful to the reviewer for this comments  

 

Reviewer 2  

This is an interesting paper about an actual matter. The major limitations of this study are the small 

sample size and the very low mean PASI score. Both these factors did not permit any reliable 

statistical evaluation and this should be reported into the text. English language needs minor 

revisions.  

 

The authors agree on these comments and they were aware about these limitations (see article 

summary, first point). However, the authors highlight that the median PASI is low in group II (on-ADL 

patients) in which the disease is under control; instead, in naïve patients (group III) at T0 the median 

PASI was 12, ranging from 4 to 22 and still at T1 it ranged from 0.8 to 9.5. Thereafter, the disease 

was under control by the ADL treatment. Anyway, a remark about these weakness has been now 

entered in the article summary and in the discussion section.  

As suggested, language has been revised by a native English speaker.  

 

Reviewer 3  

This is an interesting paper, well written and aimed to correlate the levels of serum TNF, adalimumab 

and anti-adalimumab antibodies in Psoriatic patients. Indeed, the study showed some interesting 

results which are in keeping with some data from literature.  
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I am a bit confused on the study design: the study showed no association between the presence of 

anti-adalimumab and PASI score. The way to associate a semi-quantitative severity index to serum 

levels of antibodies is the weakness of the study, from my personal point of view. Moreover, reading 

the manuscript it seems that quite a few patients showed and articular disease, which could be 

another confounding factor. It would has been better to design the study to identify a more “objective” 

measure to compare with serum profile.  

 

The authors agree on these comments and they were aware about these limitations which have been 

now highlighted in the article summary and in the discussion section. 

VERSION 2 – REVIEW 

REVIEWER Ennio Lubrano 
Dipartimento di Medicina e Scienze della Salute  
Università degli Studi del Molise  
Campobasso  
Italia 

REVIEW RETURNED 20-Oct-2016 

 

GENERAL COMMENTS The reviewer completed the checklist but made no further 
comments. 
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