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VERSION 1 - REVIEW 

REVIEWER Ivan Bristow 
Faculty of Health Sciences, University of Southampton, UK 

REVIEW RETURNED 03-Aug-2015 

 

GENERAL COMMENTS The protocol is well presented and is researching a technique which 
has not been fully investigated to date. Such data will help in 
informing patients and clinicians about this treatment approach for 
this common and often stubborn condition.  
 
In reviewing the manuscript, I would make the following comments:  
 
1. Can you outline the Evert2 acronym for clarification, please? What 
it stands for, and why 2 and not 1?  
2. A short description of how verrucae will be diagnosed for inclusion 
in the study perhaps should be included.  
3. The inclusion of a flow diagram of the study procedure may help 
the reader. 

 

REVIEWER Giuseppe Micali 
Dermatology Clinic, University of Catania, Italy 

REVIEW RETURNED 08-Aug-2015 

 

GENERAL COMMENTS The authors propose a protocol study aimed to compare the 
needling procedure versus the “callus debridement” for the treatment 
of plantar verrucae. However, the main limitation of this study is 
represented by the control group. According to a recent Cochrane’s 
metanalysis, the main treatments for cutaneous warts are 
represented by salicylic acid and cryotherapy, especially when used 
in combination. The so-called “callus debridement” or removal “of 
the callus overlying the verruca” does not represent a standard 
treatment utilized by dermatologists for plantar warts and it should 
be not used as a control treatment for a study.   

 

REVIEWER Peter Lazzarini 
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Queensland Health & Queensland University of Technology, 
Brisbane, Australia 

REVIEW RETURNED 11-Aug-2015 

 

GENERAL COMMENTS Thank you for the opportunity to review this interesting RCT study 

protocol to investigate a needling intervention for the treatment of 

verrucae.  I congratulate the authors for trialling an intervention in 

the treatment of pedal verrucae.  As the authors point out very few 

treatments have any certainty for the complete resolution of 

verrucae which is a very common ailment.   I believe this will be a 

very worthwhile trial and look forward to its eventual results.  

However, there are some areas of the paper that need some 

clarification before its ready for publication. 

 

There are a few revision points outlined at the end of this report, 

however, they are very revisable and revolve around clarifying key 

themes: 

 Clarify the sample size calculation and assumptions used 

 Clarify the actual needling intervention, follow up and any 

podiatry training with a little more prescription so it can be 

repeated 

 Clarify why some usual care activity used in the control 

group is not identical to similar activity in intervention group 

as well (for example debridement before or after LA) 

 Clearly define and cite variables used and how they will be 

measured 

Once the editors feel these points have been satisfactorily 

addressed I would be very happy to re-review this paper for 

publication in BMJ Open. Again I commend the authors for 

undertaking this interesting trial and look forward to seeing this 

protocol published in BMJ Open and the ensuing results.  Please 

see major, minor and discretionary revisions points below: 

 

Major Compulsory Revisions 

1. Abstract: Methods.  The abstract states the verruca will be 

located on the “plantar” surface, however, this does not 
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seem to be stated in the inclusion criteria by my read and 

there’s some additional confusion around weight bearing 

and non-weight bearing locations in the methods that aligns 

with this.  Please simply add a sentence in the Inclusion 

Criteria on the locations on which the verruca must be to be 

included as this would seem to influence a number of 

outcomes including pain. 

2. Methods: Sample Size Estimation.  The authors strongly hint 

in Paragraph 1 that their sample size calculations are based 

on the one previous RCT investigating this intervention.  

However in Paragraph 2 where they outline their 

assumptions to determine their sample size calculations the 

authors don’t appear to use the results of the RCT they 

describe in Paragraph 1 to base their assumptions on and 

also don’t cite any other papers.  Please cite or explain how 

the assumptions were concluded for the trial in paragraph 2.    

3. Methods: Intervention Group.  The authors state they will 

debride overlying callus after the local anaesthetic is 

administered in the Intervention Group.  However, in the 

Control Group this ‘same’ debridement is not done under 

LA.  This appears to introduce a possible significant 

confounder in that the level of debridement could potentially 

be much more aggressive removing more infected tissue in 

the Intervention Group than the Control Group due to the 

anaesthesia applied to the Intervention Group.  Can the 

authors please explain why the debridement in the 

intervention group cant also be performed before the 

administration of LA as per the control group to simply 

remove this potential confounder? 

4. Methods: Intervention.  How will the two podiatrists 

conducting the intervention be trained and tested for their 

reliability, especially in a procedure the authors’ state is rare 

in the UK?  It would be useful here to be much more 

objective and prescriptive in explaining the needling 

procedure.  For example is there a number of punctures per 

1cm
2
 that is required under the original definition of this 

procedure by Falknor of which can be repeated objectively? 

5. Methods: Outcome Measures.  Please define more 

objectively how these outcome measures will actually be 

measured.  For example as per points below how will the 
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authors measure the size of the index verruca, what pain 

scale will be used, what satisfaction scale will be used etc.  I 

would suggest that the authors either include their 

‘participant and/or podiatrist questionnaire’ as a figure and 

cite it or tabulate their outcome measures and explanatory 

variables with definitions and citations to allow the reader to 

be very clear on definitions and be able to repeat this study 

if required.   

6. Conclusion: Sentence 1.  Please appropriately cite the 

assumptions for the sample size calculations as per points 

above before retaining this “first appropriately statistically 

powered RCT” point or dampen this statement 

 

Minor Essential Revisions 

1. EVerT2 term.  Throughout the manuscript the authors have 

used this term without explanation from what I can tell.  

Please explain to the reader what this term either stands for 

or represents.  I would suggest removing it from the Title as 

I’m not sure what it adds at this point as the reader doesn’t 

know what EVerT2 is. 

2. Introduction: Paragraph 3: Sentence 7 & 10.  The authors 

have discussed very nicely and in some detail the different 

time periods used to define verrucae resolution outcomes in 

Paragraph 2.  These sentences would also very much 

benefit from adding or defining the time period to resolution 

etc as well for both these studies using the needling 

technique to help the reader compare these results.  This is 

also pertinent to Methods: Sample Size Estimation: 

Sentence 2 which the sample size estimate is based on.  

The authors go on to assume 12 weeks for their period but 

it’s not clear why? 

3. Methods: Recruitment: Sentence 2.  Please clarify if the 

“podiatrist” identifying potential participants is a qualified 

podiatrist or undergraduate student podiatrist as that’s not 

quite clear especially as it the site is situated in a University 

Podiatry Clinic.   

4. Methods: Recruitment: Paragraph 3: Sentence 2.  Please 

change to future tense of the protocol, ie “telephone 
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screening by the study site will be recommended”.   

5. Methods: Recruitment: Paragraph 3: Last Sentence.  

“Participant’s GPs will be notified …. “ rather than 

“Participant GPs … “ 

6. Methods: Inclusion Criteria.  Please define the disciplines of 

the “health care professional” giving their opinion, as this 

seems important to know in such a reasonably specialised 

condition.  Same for Exclusion Criteria. 

7. Methods: Exclusion Criteria.  Please add reasons potential 

participants “are not suitable for local anaesthesia” that may 

be part of the opinion of the health care professional, as per 

all other exclusion criteria points. 

8. Methods: Sample Size Estimation: Sentence 1.  Should the 

cited RCT here by citation [12] rather than the retrospective 

review paper which is citation [11].   Also again how long 

was the time period  

9. Methods: Sample size estimation.  My sample size 

calculation using the assumptions made by the authors 

indicate 29 participants per group is required before attrition 

rates etc are taken into account.  Might be useful to cite the 

sample size calculator software the authors used to 

determine the sample size to leave the reader in no doubt 

here 

10. Methods: Interventions: Paragraph 1 & Outcome Measures: 

Baseline assessment.  Please explain how “the largest and 

thickest lesion” and “index verruca” will be objectively 

measured.  For example length by width in cm? 

11. Methods: Intervention.  Please review and align the 

Intervention and Control Procedures as much as possible as 

the authors introduce slightly different terminology in both 

groups for what seem the same things.  For example in the 

Intervention Group the felt pad should remain dry for 24 

hours after treatment and in the Control Group the felt pad 

will remain on the foot for 24 hours. 

12. Methods: Intervention/Limitations.  It would be useful for the 

authors to explain why they have not blinded participants to 

the 2 arms by administering LA to both the control and 

intervention group and then applying the needling procedure 

blinded in the intervention group and a ‘sham’ needling 

procedure to the control group.   This may not be ethically or 
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pragmatically possible, however, the authors should state 

that. 

13. Methods: Intervention.  Please just clarify this is a one-off 

intervention and then please clarify any other subsequent 

‘usual care’ treatment in the weeks following this 

intervention just to tighten this up a little 

14. Methods: Secondary Analysis.  It would be useful here to 

state what the maximum number of explanatory variables 

you are intending to use in the adjusted logistic regression 

models are, as with a sample size of 58 it would seem you 

may only have a maximum of 2 or 3 available using the 

various logistic regression sample size equations. 

15. Methods: Secondary Analysis: Paragraph 2.  Just be 

consistent with your terminology as it tends to change a little 

throughout the manuscript.  For example in this paragraph 

the term used for complete resolution of the verruca is 

“healed’, whereas in the previous paragraph it is “complete 

clearance” and in the Introduction it is “complete resolution”. 

 

Discretionary revisions 

1. I always prefer to see sentences stated as fact in the 

Introduction and Discussion either cited or stated as the 

authors opinions, just to help the lay reader.  For example 

Introduction: Paragraph 1: Sentence 2 whilst obvious to 

content experts may not be obvious to the international 

medical lay reader.  However, this is at the discretion of the 

editors and authors  

2. The authors seem to be a little haphazard with their citation 

method.  They often appear to cite the statement at the 

beginning of the statement rather than at then end.  For 

example Introduction: Paragraph 2: Sentence 3.  Or 

alternatively cite a statement that includes a number of 

sentences only after the final sentence which can be 

confusing for the reader.  For example Introduction: 

Paragraph: Sentence 7-8. 

3. Methods: Interventions:  It may be better to reverse the 

order of the Control Group procedure and Intervention 

Group procedure as in the main the Intervention group’s 

intervention is on top of the same standard care provided in 

 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-2015-009406 on 24 N

ovem
ber 2015. D

ow
nloaded from

 

http://bmjopen.bmj.com/


the Control group. 

4. Methods: Data Handling.  I would suggest modifying the flow 

of these paragraphs to a more chronological order as it is a 

little confusing to the reader.  For example the data from 

participant and podiatrist questionnaires entered into a 

secure database seems like it should go before the transfer 

of this data. 

5. Methods: Trial Completion and baseline data.  Instead of 

“the participant wishes to exit the trial”, perhaps to be more 

correct and align with the rest of the paragraphs “the 

participant wishes to withdraw from the trial” 

6. Health Economics.  It’s not my area of expertise, however, it 

would be useful to reassure the lay reader that some of this 

approach is cited and in particular the ICER. 

7. Dissemination.  As this is the study protocol being published 

perhaps say in Sentence 2: “This study protocol and results 

from the main trial will form the basis of academic papers …. 

“ 

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name Ivan Bristow  

Institution and Country Faculty of Health Sciences, University of Southampton, UK  

The protocol is well presented and is researching a technique which has not been fully investigated to 

date. Such data will help in informing patients and clinicians about this treatment approach for this 

common and often stubborn condition.  

 

In reviewing the manuscript, I would make the following comments:  

 

1. Can you outline the Evert2 acronym for clarification, please? What it stands for, and why 2 and not 

1?  

 

Author response  

The EVerT acronym stands for Effective Verruca Treatments. This is the second randomised 

controlled trial conducted in collaboration with the York Trials Unit at the University of York, focussing 

on the treatment of verrucae. The first trial (EVerT) tested the efficacy of salicylic acid and 

cryotherapy treatments for verrucae. An explanation for the acronym and a reference to the EVerT 

trial has been inserted on page 6 of the manuscript.  

 

2. A short description of how verrucae will be diagnosed for inclusion in the study perhaps should be 

included.  

 

Author response  

The clinical diagnosis of verrucae will be made by an HCPC registered podiatrist, according to the 
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following criteria: flesh coloured, hyperkeratotic lesion with discrete margins and a papillomatous 

surface. The skin striae will be either broken or diverge around the lesion. Some verrucae may 

contain black dots of thrombosed capillaries. The lesions are often painful when pinched. This 

description has been included in the manuscript on pages 8 and 9.  

 

3. The inclusion of a flow diagram of the study procedure may help the reader.  

 

Author response  

A flow chart describing participant progress through the study has been included (Figure 1) and 

referred to on page 6 of the manuscript.  

 

Reviewer: 2  

Reviewer Name Giuseppe Micali  

Institution and Country Dermatology Clinic, University of Catania, Italy  

The authors propose a protocol study aimed to compare the needling procedure versus the “callus 

debridement” for the treatment of plantar verrucae. However, the main limitation of this study is 

represented by the control group. According to a recent Cochrane’s metanalysis, the main treatments 

for cutaneous warts are represented by salicylic acid and cryotherapy, especially when used in 

combination. The so-called “callus debridement” or removal “of the callus overlying the verruca” does 

not represent a standard treatment utilized by dermatologists for plantar warts and it should be not 

used as a control treatment for a study.  

 

Author response  

We agree that the evidence from the Cochrane review does suggest that treatment with salicylic acid 

does increase the chance of clearance of warts; however the review concludes that this is a modest 

effect possibly more marked in warts on the hands than warts on the feet. In addition to this, treatment 

with salicylic acid can take a long time with patients advised to treat daily for up to 12 weeks. Our 

experience has shown that in clinical practice, (especially within the UK NHS), clinicians do offer 

callus debridement as a treatment mainly to alleviate pain. However, other forms of treatment such as 

cryotherapy and salicylic acid are not offered. Therefore, the first line of treatment would be to debride 

the lesion before considering any further treatments. In UK private practice this pattern is repeated but 

often following discussion of the risks and benefits of the treatment options, including cryotherapy and 

salicylic acid. These options are taken earlier in the care pathway. Furthermore, patients treated with 

needling have usually suffered with the lesion for greater than 2 years and have often already tried 

the salicylic acid and cryotherapy treatment options which have proven to be unsuccessful. Options 

for patients at this stage are to try needling or to continue to be kept relatively comfortable with regular 

debridement. We therefore consider callus debridement to be a justifiable control treatment.  

 

Reviewer: 3  

Reviewer Name Peter Lazzarini  

Institution and Country Queensland Health & Queensland University of Technology, Brisbane, 

Australia  

There are a few revision points outlined at the end of this report, however, they are very revisable and 

revolve around clarifying key themes:  

• Clarify the sample size calculation and assumptions used  

• Clarify the actual needling intervention, follow up and any podiatry training with a little more 

prescription so it can be repeated  

• Clarify why some usual care activity used in the control group is not identical to similar activity in 

intervention group as well (for example debridement before or after LA)  

• Clearly define and cite variables used and how they will be measured  
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Major Compulsory Revisions  

1. Abstract: Methods. The abstract states the verruca will be located on the “plantar” surface, 

however, this does not seem to be stated in the inclusion criteria by my read and there’s some 

additional confusion around weight bearing and non-weight bearing locations in the methods that 

aligns with this. Please simply add a sentence in the Inclusion Criteria on the locations on which the 

verruca must be to be included as this would seem to influence a number of outcomes including pain.  

 

Author response  

Plantar verrucae on weight bearing skin sites only will be included in the study. This has been added 

to the Inclusion Criteria on pages 8 and 9 of the manuscript.  

 

2. Methods: Sample Size Estimation. The authors strongly hint in Paragraph 1 that their sample size 

calculations are based on the one previous RCT investigating this intervention. However in Paragraph 

2 where they outline their assumptions to determine their sample size calculations the authors don’t 

appear to use the results of the RCT they describe in Paragraph 1 to base their assumptions on and 

also don’t cite any other papers. Please cite or explain how the assumptions were concluded for the 

trial in paragraph 2.  

 

Author response  

To our knowledge, the Cunningham pilot trial is the only trial of the Falknor needling technique 

conducted to date (Cunningham, 2014 - reference 12 in the main document). This trial found an 

absolute difference in clearance rates of 59%. The EVerT2 trial is powered to show a more 

conservative but still clinically meaningful difference in clearance rates of the index verruca of 40 

percentage points (from 30% in the control group to 70% in the intervention group) at 12 weeks after 

randomisation. A Cochrane systematic review of wart treatments found that the placebo arms of 21 

trials had an average clearance rate of 27% after an average period of 15 weeks; hence a control rate 

of 30% was chosen. In addition, powering to detect a difference from 70% to 30% requires the largest 

sample size to detect a 40 percentage point difference. For 80% power (5% two sided significance), 

26 participants per group are required. Allowing for 10% attrition, we will require 58 participants to be 

recruited and randomised (29 into each treatment group). More details have been added to this 

section in the manuscript on page 10.  

 

3. Methods: Intervention Group. The authors state they will debride overlying callus after the local 

anaesthetic is administered in the Intervention Group. However, in the Control Group this ‘same’ 

debridement is not done under LA. This appears to introduce a possible significant confounder in that 

the level of debridement could potentially be much more aggressive removing more infected tissue in 

the Intervention Group than the Control Group due to the anaesthesia applied to the Intervention 

Group. Can the authors please explain why the debridement in the intervention group can’t also be 

performed before the administration of LA as per the control group to simply remove this potential 

confounder?  

 

Author response  

We agree that this is a potential confounder; however, the paper by Longhurst and Bristow (reference 

11) stated that the skin was anaesthetised before the callus was debrided, making this part of the 

needling procedure. As this is a pragmatic trial, the control treatment of callus debridement, which is 

the current conservative treatment used in our clinical practice, is performed exactly as it would be 

under routine care. It is not standard to use anaesthesia during this treatment. In addition, data from 

this design will aid met analysis, as the needling technique will be the same as previous research.  

 

4. Methods: Intervention. How will the two podiatrists conducting the intervention be trained and 

tested for their reliability, especially in a procedure the authors’ state is rare in the UK? It would be 

useful here to be much more objective and prescriptive in explaining the needling procedure. For 
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example is there a number of punctures per 1cm2 that is required under the original definition of this 

procedure by Falknor of which can be repeated objectively?  

 

Author response  

According to Falknor’s original description of the needling procedure, there is no recommended 

standard amount of times that the verruca should be punctured. The only description provided is that 

up to and at least 100 punctures can be made, however there is no specification for what size 

verrucae this number applies to. As this is a pragmatic trial, the protocol aims to reflect current clinical 

practice. Before designing this trial, we did consult podiatrists who are currently using this procedure 

and all stated that they puncture the lesion until there is no epidermis visible and the underlying 

dermis is exposed. The features of the treatment, common to all practitioners, include: removal of 

overlying callus after anaesthesia and before needling; dressing and offloading of the lesions 

immediately after treatment; and after care. These factors have been described in the manuscript on 

pages 11 and 12.  

 

 

5. Methods: Outcome Measures. Please define more objectively how these outcome measures will 

actually be measured. For example as per points below how will the authors measure the size of the 

index verruca, what pain scale will be used, what satisfaction scale will be used etc. I would suggest 

that the authors either include their ‘participant and/or podiatrist questionnaire’ as a figure and cite it 

or tabulate their outcome measures and explanatory variables with definitions and citations to allow 

the reader to be very clear on definitions and be able to repeat this study if required.  

 

Author response  

A clear description of the outcome measures has been included on pages 16 to 17 of the manuscript. 

We have also added a table (Table 1) as recommended by the reviewer.  

 

6. Conclusion: Sentence 1. Please appropriately cite the assumptions for the sample size calculations 

as per points above before retaining this “first appropriately statistically powered RCT” point or 

dampen this statement  

 

Author response  

Thank you for this comment. We have included further details in the sample size estimation section 

(page 10) which we feel now justifies this statement.  

 

Minor Essential Revisions  

1. EVerT2 term. Throughout the manuscript the authors have used this term without explanation from 

what I can tell. Please explain to the reader what this term either stands for or represents. I would 

suggest removing it from the Title as I’m not sure what it adds at this point as the reader doesn’t know 

what EVerT2 is.  

 

Author response  

The EVerT acronym stands for Effective Verruca Treatments. This is the second randomised 

controlled trial conducted in collaboration with the Trials Unit at the University of York, focussing on 

the treatment of verrucae. The first trial (EVerT) funded by the NIHR – HTA Programme tested the 

efficacy of salicylic acid and cryotherapy treatments for verrucae. An explanation for the acronym has 

been inserted on page 6 of the manuscript.  

 

2. Introduction: Paragraph 3: Sentence 7 & 10. The authors have discussed very nicely and in some 

detail the different time periods used to define verrucae resolution outcomes in Paragraph 2. These 

sentences would also very much benefit from adding or defining the time period to resolution etc as 

well for both these studies using the needling technique to help the reader compare these results. 
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This is also pertinent to Methods: Sample Size Estimation: Sentence 2 which the sample size 

estimate is based on. The authors go on to assume 12 weeks for their period but it’s not clear why?  

 

Author response  

The authors thank the reviewer for this comment. We have now inserted the relevant information 

regarding the end point of the two needling studies cited in the Introduction (page 5), and added more 

detail in the sample size section (page 10)  

 

 

3. Methods: Recruitment: Sentence 2. Please clarify if the “podiatrist” identifying potential participants 

is a qualified podiatrist or undergraduate student podiatrist as that’s not quite clear especially as it the 

site is situated in a University Podiatry Clinic.  

 

Author response  

All the podiatrists working on this trial will be qualified and registered with the Health Care Professions 

Council (UK). This information has been inserted on page 7 of the manuscript.  

 

4. Methods: Recruitment: Paragraph 3: Sentence 2. Please change to future tense of the protocol, ie 

“telephone screening by the study site will be recommended”.  

 

Author response  

Thank you, this has been changed.  

 

5. Methods: Recruitment: Paragraph 3: Last Sentence. “Participant’s GPs will be notified D. “ rather 

than “Participant GPs D “  

 

Author response  

Thank you, this has been changed.  

 

6. Methods: Inclusion Criteria. Please define the disciplines of the “health care professional” giving 

their opinion, as this seems important to know in such a reasonably specialised condition. Same for 

Exclusion Criteria.  

 

Author response  

The term ‘health care professional’ has been replaced by ‘podiatrist’ in the Inclusion and Exclusion 

Criteria.  

 

7. Methods: Exclusion Criteria. Please add reasons potential participants “are not suitable for local 

anaesthesia” that may be part of the opinion of the health care professional, as per all other exclusion 

criteria points.  

 

Author response  

Thank you. This has been included on page 9 of the manuscript. And reads as follows: ‘Local 

anaesthesia is an absolute contraindication in potential participants who have a history of type 1 

hypersensitivity reaction to local anaesthesia; who have infection or poor tissue viability at the site of 

injection; who do not consent (refusal) or when there is non cooperation on the participant’s behalf 

(this includes the patient moving the foot when attempting to inject or any other circumstance when 

the patients actions put themselves or the practitioner at risk of needle stick injury). Relative 

contraindications include participants: in the 1st trimester of pregnancy; with compromised renal and 

hepatic function; with cardio-respiratory problems such as angina and myocardial infarction; who are 

elderly or debilitated patient; with marked peripheral neuropathy; with progressive neurological 

disease; with epilepsy still suffering seizures.’  
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8. Methods: Sample Size Estimation: Sentence 1. Should the cited RCT here by citation [12] rather 

than the retrospective review paper which is citation [11]. Also again how long was the time period  

 

Author response  

It should, many thanks for spotting this error, which has been rectified in the manuscript. The follow-

up time period for the RCT [citation 12] is 12 weeks, we have added this detail in on page 10.  

 

9. Methods: Sample size estimation. My sample size calculation using the assumptions made by the 

authors indicate 29 participants per group is required before attrition rates etc are taken into account. 

Might be useful to cite the sample size calculator software the authors used to determine the sample 

size to leave the reader in no doubt here  

 

Author response  

Sample size calculation is an inexact science. We used PS Power, Stata v12 and Stata v13, and an 

online sample size calculator (http://www.select-statistics.co.uk/sample-size-calculator-two-

proportions) to estimate the number of patients required. These gave a range of estimates from 21 to 

29 patients per group before attrition. It was decided that a target recruitment of 58 patients (29 per 

group) was feasible and would give at least 80% power even with up to 28% attrition according to the 

range of estimates given by the various calculators. We anticipated however that attrition would be no 

more than 10%, which would give us 26 patients per group.  

 

10. Methods: Interventions: Paragraph 1 & Outcome Measures: Baseline assessment. Please explain 

how “the largest and thickest lesion” and “index verruca” will be objectively measured. For example, 

length by width in cm?  

 

Author response  

As is the case within routine podiatry practice, this judgement will be made by the podiatrist by 

viewing the verruca. If multiple verrucae are present, it is often clear to judge by eye which verruca is 

the largest in surface area. With regards to the thickness of the verruca, this will not be measured but 

will be judged again by eye.  

 

 

11. Methods: Intervention. Please review and align the Intervention and Control Procedures as much 

as possible as the authors introduce slightly different terminology in both groups for what seem the 

same things. For example in the Intervention Group the felt pad should remain dry for 24 hours after 

treatment and in the Control Group the felt pad will remain on the foot for 24 hours.  

 

Author response  

Thank you for these comments, we have amended the text on pages 11 to 14 to better align the 

descriptions of the treatments.  

 

12. Methods: Intervention/Limitations. It would be useful for the authors to explain why they have not 

blinded participants to the 2 arms by administering LA to both the control and intervention group and 

then applying the needling procedure blinded in the intervention group and a ‘sham’ needling 

procedure to the control group. This may not be ethically or pragmatically possible, however, the 

authors should state that.  

 

Author response  

We thank the reviewer for this comment. We did discuss this issue at length when designing the 

protocol and as the reviewer has suggested we decided that this would not be ethical or pragmatic. 
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We have inserted a statement reflecting this in the manuscript on page 14 which reads as follows: 

‘The use of a ‘sham’ needling treatment for the control group was considered; however, the trial team 

concluded that it would be unethical to administer a local anaesthetic if no treatment is to be given.’  

 

13. Methods: Intervention. Please just clarify this is a one-off intervention and then please clarify any 

other subsequent ‘usual care’ treatment in the weeks following this intervention just to tighten this up 

a little  

 

Author response  

This has been clarified on pages 12 and 13 of the manuscript.  

 

14. Methods: Secondary Analysis. It would be useful here to state what the maximum number of 

explanatory variables you are intending to use in the adjusted logistic regression models are, as with 

a sample size of 58 it would seem you may only have a maximum of 2 or 3 available using the various 

logistic regression sample size equations.  

 

Author response  

Thank you for this comment; we have clarified the covariates we plan to use (page 23).  

 

15. Methods: Secondary Analysis: Paragraph 2. Just be consistent with your terminology as it tends 

to change a little throughout the manuscript. For example in this paragraph the term used for 

complete resolution of the verruca is “healed’, whereas in the previous paragraph it is “complete 

clearance” and in the Introduction it is “complete resolution”.  

 

Author response  

We have changed the terminology throughout the manuscript as advised.  

 

Discretionary revisions  

1. I always prefer to see sentences stated as fact in the Introduction and Discussion either cited or 

stated as the authors opinions, just to help the lay reader. For example Introduction: Paragraph 1: 

Sentence 2 whilst obvious to content experts may not be obvious to the international medical lay 

reader. However, this is at the discretion of the editors and authors  

 

Author response  

Thank you. A request has been sent to the Editor regarding this.  

 

2. The authors seem to be a little haphazard with their citation method. They often appear to cite the 

statement at the beginning of the statement rather than at then end. For example Introduction: 

Paragraph 2: Sentence 3. Or alternatively cite a statement that includes a number of sentences only 

after the final sentence which can be confusing for the reader. For example Introduction: Paragraph:  

Sentence 7-8.  

 

Author response  

We have followed the Author Guidelines for referencing. A request has been sent to the Editor to 

clarify whether we have used the correct citation method.  

 

3. Methods: Interventions: It may be better to reverse the order of the Control Group procedure and 

Intervention Group procedure as in the main the Intervention group’s intervention is on top of the 

same standard care provided in the Control group.  

 

Author response  

In light of the previous recommendations made by the reviewer, we have revised the description of 
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the treatments so that they are more aligned with one another. We therefore feel that the revised 

descriptions now read well and have therefore not reversed the order. However, if the reviewer feels 

that this is still required, we would be happy to change this.  

 

4. Methods: Data Handling. I would suggest modifying the flow of these paragraphs to a more 

chronological order as it is a little confusing to the reader. For example the data from participant and 

podiatrist questionnaires entered into a secure database seems like it should go before the transfer of 

this data.  

 

Author response  

Thank you. We appreciate that this section was a little unclear and have amended the text to aid the 

readers’ understanding (page 19).  

 

5. Methods: Trial Completion and baseline data. Instead of “the participant wishes to exit the trial”, 

perhaps to be more correct and align with the rest of the paragraphs “the participant wishes to 

withdraw from the trial”  

 

Author response  

Thank you. This has been changed (page 21).  

 

6. Health Economics. It’s not my area of expertise, however, it would be useful to reassure the lay 

reader that some of this approach is cited and in particular the ICER.  

 

Author response  

Thank you. An appropriate reference has been cited on page 25 (reference 15)  

.  

7. Dissemination. As this is the study protocol being published perhaps say in Sentence 2: “This study 

protocol and results from the main trial will form the basis of academic papers D. “  

 

Author response  

The authors thank the reviewer for this suggestion. We have made the suggested change (page 26). 

 

VERSION 2 – REVIEW 

REVIEWER Peter Lazzarini 
Queensland Health & Queensland University of Technology, 
Brisbane, Australia 

REVIEW RETURNED 16-Sep-2015 

 

GENERAL COMMENTS Thank you for addressing all of my suggested revisions so 
comprehensively its very much appreciated. All of my suggested 
revisions have now been addressed, with only discretionary 
exceptions:  
1. Sample Size Calculations: Well done on justifying your sample 
size calcs based on the explained existing literature as it is now very 
clear. However, just remember to cite that literature.  
2. Citations in general could be clearer for the reader, however, this 
was always a discretionary point the authors could choose to ignore 
if the journal is happy  
 
Lastly, dont forget to include some of the 'pragmatic' elements that 
have been identified as possible confounders as limitations in your 
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eventual publication of your results. However, again these are only 
discretionary points and again I congratulate the authors for their 
comprehensive revisions made and a very nice protocol. I believe 
this paper is worthy of publication and I very much look forward the 
eventual results.  
Warm regards  
Pete  

 

VERSION 2 – AUTHOR RESPONSE 

 

Sample Size Calculations: Well done on justifying your sample size calcs based on the explained 

existing literature as it is now very clear. However, just remember to cite that literature.  

 

Author response: A citation has been inserted on page 9.  

 

Reviewer comments: Citations in general could be clearer for the reader, however, this was always a 

discretionary point the authors could choose to ignore if the journal is happy  

 

Author response: We would be very grateful if the Editorial Team could confirm whether the citation 

method used is correct.  

 

Reviewer comment: Lastly, don’t forget to include some of the 'pragmatic' elements that have been 

identified as possible confounders as limitations in your eventual publication of your results. However, 

again these are only discretionary points.  

Author response: The following has been inserted in the manuscript after the abstract:  

Strengths and limitations of this study  

• The design of the trial is robust. The randomisation process and concealment of allocation are 

adequate, with blinded primary outcome assessment.  

• This study is a single centre study in a University Podiatry clinic and the intervention will be delivered 

by one podiatrist. Although this ensures standardisation of the intervention protocol, the results may 

not be generalisable to other settings or to patients with other types of cutaneous warts. 
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