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Dear David, 
 
Please find attached 

a) The revised version of the Exercise for CFS/ME-review 
b) An overview of the changes we agreed to address and how we’ve responded (in tabular 

form, followed by the full document describing the changes we have previously discussed 
and agreed upon). 

 
We have not submitted via Archie since there is a technical problem which prevents us from doing 
so: The PLS is longer than 700 words (it’s 747). I believe both the PLS and the abstract were within 
 acceptable limits in our original version, but due to demands to include more information (in 
previous rounds) it ended up being this long.  
 
Our understanding is that the reviewers/editors wanted all the current information included in the 
PLS. We’re happy to shorten it, but that would entail leaving out some information (we have tried to 
shorten as much as possible without omitting information!).  
 
Of course, if it’s acceptable to publish the PLS (and abstract) at their current lengthS, that’s fine with 
us too. 
 
Both the abstract and the PLS have been reviewed in detail by Claire G. 
 
I have been directly involved in the revision-process, and I believe we have met all the requirements 
we agreed upon, and more.  For example, the effort that Kjetil B and Lillebeth L have put into 
defining minimally important differences goes beyond what I thought was necessary – however it 
definitely made the review even more complete! 
 
I believe and trust that you will find this version of the review publishable, and I look forward to 
hearing from you. 
 
Cheers, 
Atle 
 
Atle Fretheim 
Director of Research and Innovation  
Head of Centre, Centre for Informed Health Choices 
Division for Health Services 
Norwegian Institute of Public Health  
PO Box 222, Skøyen, N-0213 Oslo, Norway 
Visiting address: Sandakerveien 24C, inngang D11 
Mob: (+47) 91649828  
Email: atle.fretheim@fhi.no  
www.fhi.no  
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Overview of revisions agreed upon, for the CFS/ME Cochrane-review on the effects of 
exercise therapy. 
 

Topic Response 

Diagnostic 
criteria 

Information about diagnostic criteria is added  in the abstracts and more 
comprehensively under Discussion – overall completeness and applicability of 
the evidence:  

“This evidence is collected from outpatients diagnosed with 1994 criteria of 
the Centers for Disease Control and Prevention (CDC) or the Oxford criteria. 
We compared the two studies using 1994 CDC criteria (Moss-Morris 2005; 
Wallman 2004) and the five studies using the Oxford criteria (Fulcher 1997; 
Powell 2001; Wearden 1998; Wearden 2010; White 2011) without revealing 
subgroup differences (I² = 0%, P value 0.76) (SMD -0.73, 95% CI -1.17 to -0.28 
vs SMD -0.63, 95% CI -1.07 to -0.19), but patients diagnosed using other 
criteria may experience different effects.” 

 

Powell-study Information about changes in effect estimates if Powell is excluded is added 
as comments in the SOF table. We have also added a paragraph in the 
discussion section where we discuss challenges with the Powell trial:  

“One of the included studies (Powell 2001) is an outlier as it reports very 
positive results in favour of exercise therapy. We have reviewed the study 
thoroughly and discussed it with clinical experts, but we have not identified 
good reasons to exclude it. Nevertheless, we decided to perform post hoc 
sensitivity analyses to explore how Powell 2001 affects the overall estimates. 
The inclusion of Powell 2001 in meta-analysis was rarely associated with large 
distortions of the overall pooled estimate, and the most important impact of 
Powell 2001 was the introduction of extensive heterogeneity into many meta-
analyses (Summary of findings table 1).” 

 

SOF-tables Separate rows with outcomes measured at long term follow-up are added to 
all the SoF tables  

Scales and directions are added for each outcome; e.g.: 
“Fatigue 
Measured at end of treatment (12 to 26 weeks). 
Measured with three different versions of the Chalder Fatigue Scale (0-11; 0-
33, or 0-42 points).  
Low score means less fatigue.“ 

 

Minimally 
important 
difference 
 

MID has been calculated and re-expressed MDs are presented for the main 
comparison and outcomes. The following is added to the methods section:  

«Clinical trials and meta-analysis can detect small differences in outcomes 
with little or no importance to individual patients. Moreover, the 
interpretation of what is considered an important difference may vary 
between patients, researchers and clinical experts (Wyrwich 2007). We 
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therefore identified research literature to help quantify minimal important 
differences (MID) for important outcome measures. As with regard to fatigue, 
one study among patients with systemic lupus erythematosus (Goligher 2008) 
reported a threshold around 2.3 points for a minimally important change on 
the 33-point Chalder Fatigue Scale, an effect size that corresponds to an SMD 
of about 0.36. 

Studies among patients with rheumatoid arthritis or chronic heart disease 
suggest that the threshold for minimal important difference on the physical 
functioning subscale of SF-36 can be set around 7 points (Ward 2014; 
Wyrwich 2007). Studies based on data from patients with chronic obstructive 
pulmonary disease  have also investigated MID for HADS and suggest MIDs 
around 1.5 points for the HADS anxiety and the HADS depression scale (Puhan 
2008; Smid 2017). We did not detect studies that established a common MID 
for the Jenkins Sleep Scale, but decided to view a 20% change in sleeps score 
as a clinically important difference.» 

As MIDs were described post hoc, the procedure is also described as a change 
from protocol in «Differences between protocol and review»: 

“Post hoc, we have also been encouraged to define minimal important 
differences (MID) for commonly used outcome measures. MID thresholds and 
relevant research literature are reported under "Measures of treatment 
effect" in methods section.” 

 

Language We have used Appendix 1: Table of standardised statements about effect 
form the “MECIR Standards for the reporting of Plain language summaries in 
new Cochrane Intervention Reviews” as a template for phasing in the 
abstract, PLS, result first part of discussion and authors conclusions.  
 

PLS Based on the GRADE SoF tables we have used the suggested standardised 
statements of effect in the abstract, the PLS, the summary of main results and 
authors implications.  
 
Abstract and PLS are reviewed and revised by Claire Glenton. 
 

Analysis of 
harms 

We have used suggested standardised statements for very low certainty 
evidence about effect. The sentence about serious adverse reactions reads; 
“The impact of exercise therapy on serious adverse reactions is uncertain“ 

 

Units Measuring scales as reported in the results have been added to the abstract 
after CI and before number of studies and in the SoF tables   

 

Re-express 
SMD in terms 
of MD 

We have re-expressed SMDs in terms of MDs in SOF tables, in the abstract 
and in the result section. To explain how re-expressing was performed we 
have added the following methods description to “Measures of treatment 
effects” in the methods section:  
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“For comparison, SMD estimates were also re-expressed using familiar 
instruments as described in Chapter 12 (Section 12.6.4) in the Cochrane 
Handbook for Systematic Reviews of Interventions Higgins 2011. We adhered 
to the recommendation in the Handbook, to base the conversion from SMDs 
to MDs on a standard deviation from a representative observational study, 
and we used the standard deviations reported in Crawley 2013 for this 
purpose.” 

 
As re-expression of SMD was not planned a priori, we have added information 
about this in «Differences between protocol and review»: 

“SMD units may be hard to interpret, and based on feedback from the 
Cochrane Editorial Unit we have also calculated/re-expressed SMD using more 
familiar instruments. Chapter 12 in Cochrane Handbook for Systematic 
Reviews of Interventions Higgins 2011 recommends using standard deviation 
from a representative observational study as a basis for the re-calculation, 
and we therefore use standard deviations reported in Crawley 2013 for this 
purpose.” 
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Points raised in e-mail of Nov 29th: 
1.      The challenge of diagnosis: We are ready to acknowledge in the abstract (Author’s 

conclusions-section) that the review findings may not necessarily be applicable if more 
recent classification-systems of CFS/ME-patients are used, that changes the composition 
of the patient group. We can also acknowledge that the patients included in the trials 
were able to attend clinics (already included in Discussion under “Overall completeness 
of evidence”). However, we do not think this warrants downgrading for indirectness.  
We agree that updates of this review also should include analysis for the new diagnosis criteria 
and the studies that use them. 
 
Thanks. This has already been agreed. It plainly is a limitation of the evidence and we need to be 
clear about this but including it transparently in the narrative is fine 

2.      Magnitude of effect:  

a. You write that  
  
“The distorting effect of the Powell study is described at the end of 
treatment, but it is not adequately explored for the analysis of long-term 
fatigue where the effect sizes of the other studies are much smaller.” 
  
We don’t understand this comment, since the following is included in the 
review text: 
  
“At end of treatment, fatigue was measured and reported on different scales, 
and we performed a sensitivity analysis in which all available studies were 
pooled using an SMD method. This strategy led to a pooled random-effects 
estimate of -0.68 (95% CI -1.02 to -0.35), but the analysis suffered from 
considerable heterogeneity (I² = 78%, P value < 0.0001; Analysis 1.19). The 
observed heterogeneity was caused mainly by the deviating results 
presented in Powell 2001. Exclusion of Powell 2001 gave rise to a pooled 
SMD of -0.46 (95% CI -0.63 to -0.29) – an estimate that was not associated 
with heterogeneity (I² = 13%, P value 0.33). At follow-up, the four available 
studies (Jason 2007; Powell 2001;Wearden 2010; White 2011) measured and 
reported fatigue on different scales, and we performed a sensitivity analysis 
in which all available studies were pooled using an SMD method. The pooled 
SMD estimate is -0.63 (95% CI -1.32 to 0.06), but heterogeneity was extensive 
(I² = 93%, P value < 0.00001). Exclusion of Powell 2001 gave rise to a new 
pooled SMD of -0.29 (95% CI -0.55 to -0.03) and reduced heterogeneity (I² = 
46%, P value 0.16). 
 
In my PDF the selected text is in page 134 of 142. There is no hint of this 
important caveat elsewhere in the sections of the review that are more likely 
to be read. The important point is that excluding Powell would indicate at 
both the end of treatment and follow up an effect size that is substantially 
smaller than the estimate with Powell. Potential SMD’s of 0.29 and 0.03 are 
modest by any measure.  
  

Commented [FA1]: I take this to mean that the 
applicability issue regarding the use of “old” classification 
systems is resolved, in principle. 

Commented [FA2]: We need to: 
1.Ensure that we are all looking at the same review-
version. We have asked Jessica at CCMD to send us the 
version currently in Archie, as we don’t have access to it 
(it’s set to “Editorial mode”) 
2.Whether there is any disagreement about reporting 
fatigue at end of treatment as primary outcome (based 
on our conversation 05.03.19 I think this is resolved) 
3.Whether there is any disagreement about reporting the 
effect estimate for end of treatment fatigue as SMD -0.68 
(95% CI -1.02 to -0.53), moderate confidence. 
(Downgraded for RoB in studies, but not for 
inconsistency) NOTE: Excluding Powell reduced the effect 
estimate to -0.46, which is still a moderate effect size, 
thus reasonable not to downgrade the effect estimate (-
0.68) further for this. 
4.Whether there is any disagreement about reporting 
fatigue at follow-up as an outcome.  
5.Whether there is any disagreement about reporting the 
effect estimate for fatigue at follow up as SMD -0.63 (-
1.32 to -0.29), low confidence (Downgraded for RoB AND 
for inconsistency). NOTE: Excluding Powell reduces the 
effect estimate to 0.29, which is considered a small effect, 
which is why we find it reasonable to downgrade the 
estimate (-0.63) for inconsistency. 



 
b. Minimally important difference: We can look into the available evidence on 

minimally/clinically important difference for the Chalder fatigue-scale, i.e. the 
one used in all the primary studies, and see if we can address this in the 
Discussion. 
 
See above. Even the much maligned PACE trialists freely describe the 
potential effect as modest. Clearly the important difference is in the eye of 
the beholder, but SMD’s in the range estimated are modest at best. 
  

c. Not sure what you mean by  
  

“I think that the decision not to downgrade the fatigue outcome at the end of 
treatment for inconsistency is contentious given the I2of 80%, and the 
sensitivity analysis you undertook that shows that the removal of Powell 
would create an effect estimate and CI’s that are likely to be consistent with 
no important difference.” 
  
The outcome based on the Powell trial is already downgraded for this exact 
reason, see footnote of SoF-table: “c Inconsistency (-1): shows 
inconsistencies with other available trials when meta-analysis based on 
standardised mean differences is performed.” 
 
I think you are referring to the published version of the review, where for 
some reason the outcome of fatigue is divided across three rows. Only one of 
the three is downgraded for inconsistency, so that for two of the outcome 
measures the certainty is described as moderate. This is then taken as the 
basis for all of the narrative ie the exercise ‘probably’ reduces fatigue. But in 
reality the inconsistency across the board is wide (largely because of Powell) 
so that the overall certainty should be downgraded to low for all of the 
outcomes. This would lead to the much softer narrative of ‘may’, which in 
addition to the effect  being modest provides a quite different message to 
readers about this therapy.  
 
I note that in the most recent submission where fatigue is treated as one 
outcome (appropriately) and the SMD is used, the overall grading of the 
evidence is moderate, with the evidence explicitly not downgraded for 
inconsistency. This seems to be determined by the direction of the effect 
rather than its magnitude, which is contrary to GRADE guidance.  
  

3.      Analysis of harms: We will have another look at the grading and wording here. 
 
OK – but this is really about consistency. Absence of evidence isn’t evidence of 
absence etc. This is clear in some sections of the review but not in others (the most 
read ones). 
  

Commented [FA3]: I think we can agree that the effect 
sizes are moderate, so this should be resolvable. 

Commented [FA4]: The list of issues that need to be 
clarified (above), applies also to this comment.  
I believe we agree that the standard terms for expressing 
confidence in effect sizes (“probably”, “may” etc) should be 
applied throughout the review. 
NOTE: The choice not to downgrade the main outcome 
(fatigue at end of treatment) for inconsistency, was also 
based on the fact that the effect estimate remained 
“moderate” in the sensitivity analyses where the study 
driving the inconsistency was excluded. In our 
understanding, this is in line with GRADE guidance. 

Commented [FA5]: We will address this, and I expect that 
we will find a way to report harms that is satisfactory for 
everyone. 



4.      “The overall reporting in the Abstract> Conclusions and (to a lesser degree) in the 
Implications for Practice seem to us to be overly optimistic given the evidence 
presented. Because you do not consistently report whether the effect estimates on 
most outcomes are compatible with a minimally important difference, the apparent 
differences in fatigue are overly dominant in the summary sections. As you describe 
in the Introduction, fatigue is only one symptoms amongst many in this condition, 
but this is not sufficient reflected in the conclusions sections”. 
  
We don’t understand this comment fully, since we clearly report the uncertainty for 
other outcomes in the Abstract (under Authors’ conclusions): 
”A positive effect with respect to sleep, physical function and self-perceived general 
health has been observed, but no conclusions for the outcomes of pain, quality of 
life, anxiety, depression, drop-out rate and health service resources were possible.” 
  
However, we can consider adding something about the uncertainty for outcomes 
other than fatigue in the Implications for practice-section. 
 
I take your point but it seems to me that the striking message to me is the absence of 
compelling evidence of benefit with the marginal exception of fatigue. I just don’t 
think this comes across.  
  

5.      Reporting of MDs – we will review if there are lacking units. Please explain what you 
mean with a lack “of any indication of the likely effect size”, and feel free to provide 
an example 
 
Please see below from the most recent submission. If these really are mean 
differences, they should be accompanied by a unit.  

 
None of the studies reported pain at end of treatment (12-26 weeks), and the effect of exercise therapy on pain at 
long-term is uncertain (MD -0.97. 95% CI -2.44 to 0.5, 1 study, 43 participants, very low certainty evidence). Exercise 
therapy may improve physical functioning at end of treatment (12 to 24 weeks) (MD 13.10, 95% CI 1.98 to 24.22; 5 
studies, 725 participants, low certainty evidence) and after 52 to 70 weeks (MD 16.33, 95% CI -36.74 to 4.08, 3 
studies, 621 participants, low certainty evidence). However, the range of possible effects (the “margin of error”) 
indicates a slight risk that exercise therapy may worsen physical functioning. None of the studies looked at quality of 
life at end of treatment, whereas the effect of exercise therapy on quality of life at long-term follow up is uncertain 
(MD 9.00, 95% -19.00 to 1.00, 1 study, 44 participants, very low certainty evidence). The effects of exercise therapy 
on depression at end of treatment (MD -1.63 95% CI -3.50 to 0.23, 5 studies, 504 participants, very low certainty of 
evidence) and at follow-up (SMD -0.35 95% Cu -0.93 to 0.23, 4 studies, 654 participants, very low certainty of 
evidence) are also uncertain. Exercise therapy may slightly improve sleep at end of treatment (MD -1.49, 95% CI -
2.95 to -0.02; 2 studies, 323 participants, low certainty evidence) and after 52 to 70 weeks (MD -2.04 points, 95% CI -
3.48 to -0.23, 3 studies, 610 participants, low certainty evidence). 

  
6.      The two studies requiring translation: One has been assessed (for the IPD-review) 

and will be excluded (Liu). The other study has not been fully assessed (Zhou), but is 
a very small study (70 participants). We want to postpone further assessment until 
the full update of the review, as the (possible) inclusion of the one study would 
entail much work, and will not influence the results, given the small size of the study. 
 
ok 

  

Commented [FA6]: Let’s revisit this. We will aim at 
sticking strictly and consistently to standard terminology, 
both for interpretation of effect sizes (SMDs, as 
recommended by Cohen and pointed to in the Cochrane 
Handbook), and for confidence in findings (“probably”, 
“may” etc). 

Commented [FA7]: We will do this. To be clear: You ask 
us to specify the measurement scale for every outcome 
reported as MD. We agree to do this, although it may be a 
challenge to maintain the text’s readability. 



7.      Need for a new search: Not applicable, given the agreement that no new search is 
expected for this revision (e-mail Jan 14th). 
 
ok 
  

Looking forward to your response – I hope we will continue to move towards having a 
revision ready and published, soon! 
  
 


