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VERSION 1 - REVIEW 

REVIEWER Ulrik Winning Iepsen 
Centre for Physical Activity Research, University of Copenhagen, 
Rigshospitalet 7641, Blegdamsvej 9, 2100 Copenhagen, Denmark. 

REVIEW RETURNED 21-Mar-2016 

 

GENERAL COMMENTS This is a study protocol of a RCT of interventional vs conservative 
treatment for PSP. The aim is to detect a difference between groups 
in lung-re-expansion at eight weeks follow-up. The protocol is 
generally well written and methods are thoroughly described. The 
idea of conservative treatment of PSP is important and novel.  
 
Major concerns:  
The current guideline from BTS 2010 recommends aspiration as first 
choice treatment for hemodynamic stabile patients with PSP above 
2 cm. However, if pneumothorax (PT) is below 2 cm conservative 
treatment should be considered.  
 
1. If BTS 2010 is considered as best current practise, this approach 
should serve as the control group. Your control group is only 
invasive (chest tubes), but one may argue that the BTS does not 
recommend chest tubes for all PSP. Therefore the BTS approach is 
nearly as non-invasive (aspiration or conservative) as your 
intervention group (conservative). I am well aware that many places, 
including Denmark, chest tubes (both large and small) are used as 
first line treatment for all PSP. But, then is argument has to be 
included in the justification of the study.  
 
2. I would consider a different primary outcome. Maybe, recurrence 
rate or complication rate/adverse events or hospital bed days. The 
period until ex-expansion could be more important from a PSP 
patient’s perspective.  
 
3. The inclusion criterion is not clear to me (or clinicians in other 
specialities). In many clinics the size of PT is measured by in cm 
from apex, and/or laterally. Thus, it would increase clinical relevance 
and decision making if this measure is changed to somewhat more 
simple. The BTS uses the above mentioned criteria.  
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Minor concerns:  
1. The outcome assessor should be blinded  
 
2. Why is spirometry measured? Lung function does not appear as 
an outcome and could there be an increased risk of relapse during 
maximal expiration after 8 weeks?  
 
3. CT scans are not a part of the protocol, but included in the 
outcomes section. Why?  
 
4. Please, explain why the primary outcome is to be analysed with 
logistic regression. At 8 weeks you will have a re-expanded lung or 
not. 

 

REVIEWER Stéphane Jouneau 
Hôpital Pontchaillou, Service de pneumologie,  
IRSET UMR 1085, Université de Rennes 1 

REVIEW RETURNED 07-Apr-2016 

 

GENERAL COMMENTS Brown et al. submitted the protocol of a randomised controlled trial 
of invasive versus conservative management of primary 
spontaneous pneumothorax (PSP). As usual, it is complicated to 
review this kind of article since it is not always possible to deeply 
modify the protocol. The aim of the study is highly interesting.  
 
Nevertheless, several comments could be made.  
 
- Major Compulsory Revisions  
1. The primary endpoint seems not relevant… I do not imagine 
differences between groups at 8 weeks… I am not sure that we 
could use the time data from the Fig 1 from Stradling et al from 1966 
in our current era… Obviously, the primary endpoint of non-inferiority 
will be obtained. This endpoint could be changed to recurrence at 1 
year or another endpoint within the secondary ones; or alternatively 
decrease the timing of assessment (2 - 4 weeks?).  
2. Why choose this method to assess the size of PSP? Most 
guidelines and studies use the BTS (McDuff A et al., Thorax 2010) 
and/or the ACCP criteria (Baumann MH et al., Chest 2001) which 
are simple and efficient. Using these usual criteria will also allow 
comparison with previous literature.  
3. Related to the point 2, we have to wait until page 11 and the 
inclusion criteria to know that only “large” PSP will be included… 
This statement should appear in the abstract and earlier in the full 
text. In addition, page 14, line 53, the authors describe a “now small 
PSP”, therefore, they acknowledge that it was a large one before the 
drainage.  
4. Page 14: criterion c: why an increase in PSP size on CXR alone is 
not a “switch” criteria to invasive management? How the authors 
could justify such a management?  
 
 
- Minor Essential Revisions  
 
Title:  
1. The title could be more precise since this trial is not including 
“small” PSP.  
 
Methods:  
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2. Exclusion criteria: Age < 14 years: why not 18 years? Is there no 
problem from ethical point of view including non-adult patients in this 
study?  
3. Follow up assessments: spirometry: Why? If maintained by the 
authors, what will be the timing? It should be as much at distance 
from the PSP episode as possible, but should be prespecified.  
4. Study measurements: “patient satisfaction at 8 weeks”: how the 
authors will be measuring this item?  
5. Secondary outcomes: “persistent air leak, defined by the 

presence of a chest drain for three days or longer”  by definition, 
this item could not be reported in the conservative arm; so is it 
useful?  
 
References:  
6. Numerous references are old (1932, 1953, 1954, 1960, 1966, 
1979…), and we do not know if their results can be directly used and 
compared to the present time… 

 

REVIEWER BERNARD 
CHU DIJON  
university of burgundy  
DIjon  
france 

REVIEW RETURNED 12-Apr-2016 

 

GENERAL COMMENTS This protocol is very interesting and this trial will answer an 
important question about the treatment of pneumothorax  
We wish to clarify a few points:  
• For the conservative treatment, they describe the criteria which will 
switch to invasive protocol; the authors should indicate that the 
patient will remain in its randomization group (conservative 
treatment) to enable ITT analysis.  
• Follow up assessments: actions to reduce lost to should be 
described more precisely: telephone contact.  
• In the Protocol, it is mentioned that “participants will be 
telephoned”. Who is the participant will call?  
• Primary outcome: who will read the CXR to decide: the complete 
lung re-expansion? It is preferable that the reading is done by a 
blinded independent of the team that supported the patient (core 
lab?)  
• The non-inferiority margin of 9% is not justified, from the literature.  
• How will they measure patient satisfaction to 8 weeks?  
• Statistical analysis could be more precise in particular the analysis 
of non-inferiority 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

 

Major issues  

1. Although the 2010 BTS guidelines recommend needle aspiration, most studies comparing 

aspiration to chest tube insertion were conducted when the use of large bore drains was wide spread. 

There is increasing use of small bore (≤12F) Seldinger-style chest drains (as specified in our 

protocol). The BTS guidelines comment that “the ease of insertion of small or less than 14F Seldinger 

chest drains may be regarded as a simpler option”. Local experience (Australia and New Zealand) 

suggests most emergency departments are inserting small bore, rather than aspirating and having to 
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do a second procedure if aspiration fails. Our study is undertaking a pragmatic real life comparison 

between what is actually going on and true conservative management.  

 

 

2. The trial is open and actively recruiting so it is not possible to change the primary outcome 

measure. We agree that recurrence rates and complication rates are important (and are listed as 

secondary outcomes) however the hypothesis is that conservative management is effective; hence 

the study has to confirm that it is non-inferior to invasive treatment in order to change practice.  

 

3. The British, American and Belgian pneumothorax guidelines all use different criteria for indicating 

size cut off, all of which have been shown to be inaccurate compared to CT scanning. A validated 

approach using the Collins method is more appropriate for a research study.  

 

Minor concerns:  

1. The primary outcome measure, resolution on CXR, is blinded. From page 15 of the protocol: “A 

single reporting radiologist will perform a blinded interpretation centrally, on large batches of de-

identified CXRs presented in random sequence without date or time stamps to minimise any 

association between intervention and final outcome.”  

 

2. Measurement of spirometry is important to document the presence of any inadvertently included 

secondary pneumothoraces. It will be performed after resolution, and there is no evidence that doing 

spirometry in the presence of a pneumothorax is harmful.  

 

3. Although CT scans are not formally part of the study protocol, they are likely to be performed at the 

discretion of treating physicians and there may be a relevant difference between the two groups which 

would be important to identify both from cost and a radiation exposure perspective.  

 

4. Logistic regression was chosen because the dichotomous variable; whether the lung is re-

expanded or not, is the response variable, and we are modelling the probability of this comparing the 

two interventions. We particularly wished to use logistic regression rather than a simple univariate 

presentation alone (such as absolute risk difference or relative risk), although this can also be 

estimated for illustrative purposes, because we wished to conduct a sensitivity analysis using the 

logistic regression model to determine if inadvertent confounding, influences the assessment of 

treatment effect.  

 

 

Reviewer: 2  

 

Major issues  

1. See response to reviewer 1.  

2. See response to reviewer 1.  

3. We have added reference to large pneumothoraces in the abstract (page 4), strengths and 

limitations (page 6), introduction (page 9), and the aims and hypothesis (page 9).  

4. Clinical management is directed towards the patient, their comfort and vital signs and not the x-ray. 

A simple increase in the size on x-ray in an otherwise stable patient does not justify intervention.  

 

 

Minor issues  

 

Title:  

1. We consider that the title adequately explains the study.  
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Methods:  

2. Most sites will only enrol subjects aged 16 years and over (the legal age of consent in New Zealand 

and Australia). Sites enrolling subjects aged 14 and over have gained specific permission to do this 

from local ethics committees and in these cases investigators will obtain consent from the subject’s 

parents.  

3. See response to reviewer 1.  

4. The patient questionnaire (completed at each follow up visit) contains the following question: “So 

far, how satisfied or dissatisfied are you with the results of treatment for your pneumothorax overall?” 

The subject responds on a six point scale ranging from “very satisfied” to “very dissatisfied”.  

5. The presence of a persistent air leak usually correlates with a more prolonged hospital stay, and 

may lead to interventions such as suction and surgery; we are collecting it as an outcome because it 

may be an important point of difference between the two treatment arms.  

 

References:  

6. It is important to acknowledge the history of pneumothorax management. These references show 

that treatment in the 20th century moved from conservative to a more invasive strategy in the 

absence of any adequate evidence. This speaks directly to our study hypothesis. We do not intend 

the results of these older studies to be directly compared to ours.  

 

Reviewer: 3  

 

• We have indicated in the text, in the statistical analysis section (page 17), that patients who switch 

from conservative to invasive treatment will remain in their randomised group (conservative treatment) 

to enable ITT analysis.  

• In addition to telephone contact for follow up, investigators will use other methods to ascertain 

recurrence rates, including email where possible, and manual searching of electronic patient records.  

• Participants will be telephoned by a study investigator.  

• See response to reviewer 1.  

• Determining a non-inferiority margin can be difficult and we were unable to identify any discussion of 

this in the literature review that preceded the study design. However, we have a number of 

experienced respiratory physicians in the research team, and their consensus was that if 

observational treatment afforded less than 90% re-expansion after 8 weeks that they would be 

reluctant to advise patients to use this treatment, even if there was potential for longer term benefit in 

terms of recurrence of the pneumothorax.  

• See response to reviewer 2.  

• We have added the following sentence to the power calculation section (page 18): “In other words 

we wish to rule out a re-expansion rate of less than 90% after 8 weeks with 95% power.” 

VERSION 2 – REVIEW 

REVIEWER Ulrik Winning Iepsen 
Center for Physical Activity Research, Rigshospitalet, University of 
Copenhagen, Denmark 

REVIEW RETURNED 11-Jul-2016 

 

GENERAL COMMENTS I think this is an very important study. But, why is the protocol being 
submitted at this late point? My previous comments on outcomes 
and design seem pointless. Thus, the introduction is the only section 
you can revise. However, I do not believe that you addressed my 
first comment regarding a justification in the introduction - nothing 
have been changed although you outline your argument very well in 
your response? Please justify/document an overuse of chest tubes 
in PSP management. We have done a questionnaire survey in 
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Denmark that more or less proves your point: 
http://www.ncbi.nlm.nih.gov/pubmed/24814918. But, the BTS also 
performed audits on this: 
http://www.ncbi.nlm.nih.gov/pubmed/24658342 - and maybe 
Australia/New Zealand as well? 

 

REVIEWER Stéphane Jouneau 
Hôpital Pontchaillou, Service de pneumologie, IRSET UMR 1085, 
Université de Rennes 1, Rennes, France 

REVIEW RETURNED 16-Jul-2016 

 

GENERAL COMMENTS All the comments have been adressed. The main point is that the 
trial has begun and the primary endpoint could not be changed. I 
have no further comment.  
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