
Professor Bernard Dan, 

Editor, Developmental Medicine and Child Neurology 

Dear Bernard,  

Reply to letter to the editor from Hastings-Ison and Graham titled ”Botulinum neurotoxin A, blinding 
and bias”.  

A recent letter by Hastings-Ison and Graham (1) considers three RCTs reporting the outcome of 
Botulinum neurotoxin A (BoNT-A) injections in children with cerebral palsy, and asserts they were 
not effectively blinded. This assertation is made because, at follow-up, parents and researchers were 
able to identify which group (BoNT-A or placebo) the child was allocated to. However, a question 
such as “Do you think your child received BoNT-A or placebo?” can only be used to assess the 
effectiveness of blinding if it is answered before any effect due to the treatment occurs. If the same 
question is asked after the treatment has taken effect, then it becomes an outcome measure. In 
particular, it becomes a measure of the parent’s expectation of the intervention’s success (2).  

When considering BoNT-A in children with cerebral palsy, the effectiveness of blinding can only be 
tested immediately post-injection. Blinding cannot be assessed at follow-up as, if a parent/researcher 
who a-priori hypothesizes that BoNT-A will improve function, is asked at follow-up whether the 
child received BoNT-A or placebo then they are likely to base their answer on the child’s function; 
if function has improved they are more likely to answer ‘BoNT-A’ and if function has not improved 
they are more likely to answer ‘placebo’. In the RCTs identified by Hastings-Ison and Graham, the 
only one to test the effectiveness of blinding immediately post-injection was the RCT by Copeland 
and colleagues (3), who found that blinding was successful as neither parents or the study nurse could 
accurately identify the treatment received. Whereas in RCTs by Corry et al (4) and Copeland et al (3) 
BoNT-A injections were found to be effective, and both parents and researchers could correctly 
identify treatment received at follow-up. The only surprising aspect of the latter finding is that 
Hastings-Isan and Graham could be at all surprised by this finding. 

Regarding the guidelines proposed by Hastings-Ison and Graham: 

I. trials of Botulinum toxin A should be considered under CONSORT 2010 guidelines in the 
same way as all other intervention trials. Note that the 2010 update to CONSORT guidelines 
removes reference to evaluation of success of blinding but retains checklist items 11a 
(notification of who is blinded) and 11b (description of similarity of interventions); 

II. returning to outdated CONSORT guidelines with revision of item 11b is not warranted.  

Kind Regards, 

Lisa Copeland, Priya Edwards, Leanne Sakzewski, Megan Thorley, Megan Kentish, Robert S Ware, 
Roslyn N Boyd.  
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