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We thank Dr Murray for his insightful editorial on our retrospective cohort study examining body 

composition parameters and their associations with anti-TNF therapy outcome [1,2]. As the therapeutic 

targets for Crohn’s disease are still limited, it is vital to unravel the many causes of primary non-response and 

secondary loss of response to current biologic therapies. 

 

With pharmacologic and clinical studies into anti-TNF therapy demonstrating loss of response secondary to 

possible infliximab clearance and leakage across the gut membrane, escalated dosing has been proposed as 

appropriate for induction management in ulcerative colitis. [3,4] Other parameters such as severity of disease 

are important considerations as it results in malabsorption and an increased catabolic state. Interestingly, in 

an article by Dotan et al., patients with low weight (<40kg) were more likely to have low trough levels as 

infliximab clearance increased with lower body weight.[5] It is indeed true that albumin, body weight and the 

presence of antibodies to infliximab are all factors which can influence primary non-response.  

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t

https://doi.org/10.1111/APT.14409�
https://doi.org/10.1111/APT.14409�
https://doi.org/10.1111/APT.14409�


This article is protected by copyright. All rights reserved 

 

We agree with Dr Murray that due to the lack of anti-TNF levels, we are unable to assess causality. Our data 

also demonstrated that each quartile of myopenia resulted in an increasing rate of primary non-response and 

large variations in dosing when using lean body mass rather than weight. 

 

The potential of muscle to act as a reservoir for infliximab following administration and its anti-inflammatory 

properties by releasing myokines may explain the impact of muscle mass on outcomes in Crohn’s disease.[6] 

Furthermore, inadequate dosing may lead to increased immunogenicity and greater drug clearance 

emphasising the importance of adequate dosing of patients to prevent primary non response.[5]  

 

The difficulties in aiming for muscle-building during a severe flare of inflammatory bowel disease are 

certainly appreciated.. However, nutritional support in conjunction with medical therapy may also offer 

patients a more individualised and optimised approach to care. 

 

Ultimately, we hope that precision medicine using all the available tools to determine the appropriate dose 

and correct drug will be important in achieving the goals of treatment with mucosal healing as proposed by 

the STRIDE guidelines.[7] Body composition parameters may be another important variable in the data 

obtained in future randomized control trials to demonstrate efficacy.  

 

The authors' declarations of personal and financial interests are unchanged from those in the original article 

[2]. 
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