
PEER REVIEW HISTORY 

BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Is self-monitoring of blood glucose effective in improving glycemic 
control in type 2 diabetes without insulin treatment: a meta-analysis 
of randomized controlled trials 

AUTHORS Zhu, Hongmei; Zhu, Yunan; Leung, Siu-wai 

 

VERSION 1 - REVIEW 

REVIEWER Naeti Suksomboon 
Mahidol University, THAILAND 

REVIEW RETURNED 14-Dec-2015 

 

GENERAL COMMENTS 1. The conclusion is not inline with discussion part, please modify.  
2. The format of references are not correct, i.e., reference number 
12, family name should be used instead of first name.  

 

REVIEWER Tina M Rees, Ph.D. 
Eli Lilly and Company  
Indianapolis, IN USA 
 
Employee and shareholder of Eli Lilly and Company. Lilly does not 
market SMBG products, however, so I do not feel this is a conflict of 
interest for this particular manuscript. 

REVIEW RETURNED 16-Dec-2015 

 

GENERAL COMMENTS Thank you for the opportunity to review this interesting metaanalysis 
on a very relevant topic, the use of SMBG in patients with type 2 
diabetes not currently on insulin. This is a controversial topic with 
major implications for decisions around care coverage for patients 
with diabetes.  
 
Overall, I believe the study is generally well-designed and follows 
PRISMA guidelines, allowing the primary endpoint results to be 
meaningful. I have several comments/questions on the manuscript, 
outlined below.  
 
Major comments:  
1. I do not feel that the limitations of this meta analysis have been 
given appropriate prominence. Since SMBG is not a uniform 
treatment, it is very difficult to draw conclusions on whether SMBG is 
associated with better outcomes when each study varies in how 
often they requested patients to perform SMBG, and whether they 
instructed the patients to use the SMBG results for anything. I would 
recommend expanding upon this in the discussion of limitations, 
perhaps citing Polonsky's 2011 study published in Diabetes Care 
assessing availability of SMBG alone with structured results-oriented 
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SMBG. The authors do appropriately cite this variability as a likely 
source of heterogeneity of the results, but I believe could spend a 
little more time on this topic as it relates to the clinical consequences 
of this assessment.  
2. Overall the language and grammar is difficult to understand and I 
would recommend that the manuscript be edited by an English editor 
to ensure clarity of content.  
3. According to your own eligibility criteria, that HbA1c levels have to 
be the primary outcome measure, Malanda 2015 is not appropriate 
to be included in your meta analysis as their primary objective was 
diabetes distress, with HbA1c as a secondary measure. Additionally, 
Torre 2013 had HbA1c as a secondary measure, with the primary 
objective remission of diabetes. Torre is likely okay to include, since 
remission of diabetes was defined as an HbA1c level, but this should 
be disclosed and Malanda should be removed from your analysis.  
4. Overall, while admirable to evaluate a number of different 
secondary measures, there does not seem to be any rationale as to 
the specific measures that were selected. Given that, assessing that 
number of secondary measures increases the chance that you will 
find a significant finding by chance (multiplicity). Recommend that 
you consider what findings may have a plausible explanation for 
being associated with SMBG (i.e., fasting glucose) and eliminate the 
variables which do not seem to have potential association. 
Alternatively, disclose in the limitations of the study that because a 
number of variables were assessed, the probability that some may 
be significant by chance is increased, and further research would be 
warranted on those associations.  
5. I could not locate Figure S3 and therefore could not assess it. 
However, the conclusions that are drawn from this figure seem to 
contradict with those of Table S3, which show that in the overall 
group, SMBG is associated with decreased HbA1c even in those 
studies with a greater than 12 month follow up.  
 
Minor comments:  
1. In the abstract, define what you mean by "short term" and "long 
term" in the conclusion statement.  
2. In the introduction, the numbers cited for the DiGEM study appear 
to be incorrect, and the reference should be updated to the primary 
study reporting these numbers (2008 BMJ article better). The 
numbers should be 92 for less intensive and 84 for more intensive.  
3. Not all abbreviations are spelled out before use-for example, "MD" 
in the introduction.  
4. It is confusing to list the findings of the Cochrane metaanalysis in 
the context of the additional randomized trials; recommend you 
describe the results from the Cochrane analysis before discussing 
the additional studies.  
5. The adverse events analysis portion of the methods is unclear 
and written in future tense. Was it performed?  
6. In the results, you refer to 15 studies in the text and 18 substudies 
in the tables. Please clarify--I believe several studies had more than 
one arm but should be made clear.  
7. Figures S1 and S2 need legends as it is not clear what they are 
showing.  
8. Table 2- is it necessary to repeat the same effect numbers as 
above in Table 1? It just adds clutter in my opinion.  
9. Subgroup analyses: The statements around short and long term 
are not clear. You state that both interventions (I presume SMBG 
and usual care) were equivalent in performance for all aspects 
except BMI and TC in the longer term, but the data in table shows 
that only HbA1c shows an effect in the 12 month group, with BMI 
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and TC both non-significant.  
10. In subgroup analyses, you refer to two studies conducted in 
newly diagnosed patients; to be clear between the text and tables, 
clarify that it was 2 studies, but 3 total substudies.  
11. Adverse events: The text here is contradictory. First, it is not 
clear from the table that the most common adverse event was 
hypoglycemia. Second, it was reported that SMBG had more 
hypoglycemia than control, and control had more hypoglycemia than 
SMBG. There do not appear to be any statistics here, and the 
conclusion is not clear, therefore I would recommend removing or 
just mentioning in text that there was not sufficient data to analyze.  
12. You report both that SMBG seems to benefit patients regardless 
of diabetes duration, and also that it is only beneficial in newly 
diagnosed patients over the long term. These conclusions seem to 
contradict one another.  
13. You conclude that SMBG is "capable of improving overall 
glycemic control and wellbeing". You have not presented any data 
on wellbeing or patient reported outcomes, so you should delete the 
"and wellbeing".  
14. Any hypotheses as to why SMBG may have an effect on BMI or 
TC?  
15. You describe a meta regression in the discussion which is not 
outlined in the methods. All data presented should have an 
accompanying methods section. It is also not clear how to interpret 
the findings in S7.  
16. The paragraph beginning "All of the above evidence...." is 
confusing and it is not clear what you are concluding; please reword.  
17. In the paragraph "Comparing with the last...", please specify 
whether it is your study or the Cochrane study that does not include 
RCTs comparing SMBG and SMUG (from evaluation I know you are 
referring to your metaanalysis, but it is not clear from the text).  
18. The conclusion is not consistent with all of the data (as 
discussed in major comment 5).   

 

REVIEWER Mark Simmonds 
Centre for Reviews and Dissemination  
University of York  
UK 

REVIEW RETURNED 06-Jan-2016 

 

GENERAL COMMENTS This was generally a well written and clear systematic review and 
meta-analysis. I have only minor comments. These relate to the 
statistical analysis and review process.  
 
1. SMBG and T2D should be written in full in the abstract.  
2. Is the search strategy given on page 5 complete? If it is it seems a 
bit restricted, and does not include potential synonyms for SMBG 
and diabetes. I am concerned that relevant papers may have been 
missed, a particular problem given the possible publication bias. 
Similarly, why was EMBASE not searched? This potential limitation 
of this review should be discussed.  
3. ACROBAT is not generally used as an acronym for the standard 
Cochrane risk of bias tool for RCTs, so this term should be avoided.  
4. “the Cochrane Q test” (page 6) should read “Cochran’s Q test”  
5. How the sensitivity analysis based on sample size was performed 
requires more detail.  
6. The “adverse events analysis” section does not make sense and 
needs revision.  
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7. Table S7 presents results from “meta-regressions”. How these 
were performed should be described in the methods section. A 
classical meta-regression requires a continuous predictor variable. 
Since some of the included variables are categorical, the methods 
used here require detailed explanation.  
8. The absolute effect sizes (e.g. -0.33 for HbA1c) seem quite small. 
Are these effect sizes clinically meaningful? Does this mean SMBG 
may not be cost-effective? Is it possible that these results are partly 
due to bias from lack of blinding? I would like to see these issues 
discussed in more detail.  
9. When presenting results in text (page 6 line 51) p-values could be 
left out, but numbers of studies in each meta-analysis must be 
reported.  
10. All tables are rather dense and hard to read. I don’t think the “Q” 
column or the overall p-value are needed. Numbers of decimal 
places should be reduced to two (or as per journal’s 
recommendation) and I2 rounded to the nearest whole percent. 
Quality of evidence in Table 2 could be merged into Table 1 as most 
of the data is repeated.  
11. When reporting results from subgroup analyses it is important to 
test for differences between subgroups to confirm whether effect of 
SMBG differs across subgroups.  
12. You mention in the introduction that follow-up duration may have 
an impact on results. You should report results of analyses of this 
(such as meta-regressions) in the main results rather than the 
discussion and supplementary tables.  
13. The paper has no figures. It would be helpful to present some 
forest plots, such as main results for HbA1c and subgroup analyses 
for HbA1c, to allow the reader to visually assess heterogeneity.  
14. Funnel plots, Egger’s and Begg’s test are not recommended with 
fewer than 10 studies because of a high risk of inaccurate 
interpretation. You should make this clear, and consider reducing 
Table 4, for example by only presenting results for HbA1c, and 
where Begg’s test is statistically significant.  
15. Given point 14, I’m not clear what useful information Table 3 
presents. It may be better in an appendix. 

 

VERSION 1 – AUTHOR RESPONSE 

Response to Reviewer #1’s comments  

The conclusion is not in line with discussion part, please modify.  

Response: Thanks for your suggestions. We have rewritten the conclusion and discussion part.  

 

The format of references are not correct, i.e., reference number 12, family name should be used 

instead of first name.  

Response: Many thanks. We have revised the references.  

 

 

Response to Reviewer #2’s comments  

Thank you for the opportunity to review this interesting metaanalysis on a very relevant topic, the use 

of SMBG in patients with type 2 diabetes not currently on insulin. This is a controversial topic with 

major implications for decisions around care coverage for patients with diabetes.  

Overall, I believe the study is generally well-designed and follows PRISMA guidelines, allowing the 

primary endpoint results to be meaningful. I have several comments/questions on the manuscript, 

outlined below.  

Response: Thanks for your positive comments.  
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Major comments:  

I do not feel that the limitations of this meta analysis have been given appropriate prominence. Since 

SMBG is not a uniform treatment, it is very difficult to draw conclusions on whether SMBG is 

associated with better outcomes when each study varies in how often they requested patients to 

perform SMBG, and whether they instructed the patients to use the SMBG results for anything. I 

would recommend expanding upon this in the discussion of limitations, perhaps citing Polonsky's 

2011 study published in Diabetes Care assessing availability of SMBG alone with structured results-

oriented SMBG. The authors do appropriately cite this variability as a likely source of heterogeneity of 

the results, but I believe could spend a little more time on this topic as it relates to the clinical 

consequences of this assessment.  

Response: Thank for your useful suggestions. Accordingly, we elaborated the discussion about 

limitations. Actually, we had considered conducting subgroup analysis based on whether SMBG was 

instructed. But all included studies reported in varying degrees that the patients were instructed or 

advised for lifestyle modification. Additionally, there were fewer studies focusing on how often SMBG 

should be perform and no research could be a reference standard. Thus, we gave up this subgroup 

analysis.  

 

Overall the language and grammar is difficult to understand and I would recommend that the 

manuscript be edited by an English editor to ensure clarity of content.  

Response: Thanks for your comments. We have the manuscript revised by ourselves and edited by 

professional editors accordingly.  

 

According to your own eligibility criteria, that HbA1c levels have to be the primary outcome measure, 

Malanda 2015 is not appropriate to be included in your meta analysis as their primary objective was 

diabetes distress, with HbA1c as a secondary measure. Additionally, Torre 2013 had HbA1c as a 

secondary measure, with the primary objective remission of diabetes. Torre is likely okay to include, 

since remission of diabetes was defined as an HbA1c level, but this should be disclosed and Malanda 

should be removed from your analysis.  

Response: Thanks for your suggestions. We made a mistake, which caused you misunderstanding. 

The primary outcome measures of this meta-analysis was HbA1c improvement and the secondary 

measure were the improvement of FPG, BMI, DBP, SBP, HDL, LDL, TG, TC, WC, and body weight. 

We revised the eligibility criteria to clarify this. Additionally, the outcome measures of included studies 

(such as HbA1c is a secondary measure of Malanda 2015) have been disclosed in the results part 

according of your suggestion.  

 

Overall, while admirable to evaluate a number of different secondary measures, there does not seem 

to be any rationale as to the specific measures that were selected. Given that, assessing that number 

of secondary measures increases the chance that you will find a significant finding by chance 

(multiplicity). Recommend that you consider what findings may have a plausible explanation for being 

associated with SMBG (i.e., fasting glucose) and eliminate the variables which do not seem to have 

potential association. Alternatively, disclose in the limitations of the study that because a number of 

variables were assessed, the probability that some may be significant by chance is increased, and 

further research would be warranted on those associations.  

Response: Thanks for your comments. We have revised accordingly. There is a possibility of some 

secondary measures being significant by chance, but by study design of the included RCTs they are 

secondary measures, not the primary measure. Moreover, both the primary outcome and secondary 

outcomes are warranted further research.  

 

I could not locate Figure S3 and therefore could not assess it. However, the conclusions that are 

drawn from this figure seem to contradict with those of Table S3, which show that in the overall group, 

SMBG is associated with decreased HbA1c even in those studies with a greater than 12 month follow 

up.  

 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-2015-010524 on 2 S

eptem
ber 2016. D

ow
nloaded from

 

http://bmjopen.bmj.com/


Response: Thank you. Actually the conclusions draw from Figure S3 do not contradict with those of 

Table S3 since Figure S3 was under a combination of different test conditions and Table S3 was 

under a single test condition. In other words, more factors were taken into consideration in Figure S3.  

 

Minor comments:  

In the abstract, define what you mean by "short term" and "long term" in the conclusion statement.  

Response: Thanks for your suggestion, according to which we have revised and defined the “short 

term” and “long term” in the conclusion.  

 

In the introduction, the numbers cited for the DiGEM study appear to be incorrect, and the reference 

should be updated to the primary study reporting these numbers (2008 BMJ article better). The 

numbers should be 92 for less intensive and 84 for more intensive.  

Response: Thanks for your comments. The numbers and the references have been corrected 

accordingly.  

 

Not all abbreviations are spelled out before use-for example, "MD" in the introduction.  

Response: Thank you. We have checked the manuscript again to make sure all abbreviations are 

spelled out before use.  

 

It is confusing to list the findings of the Cochrane metaanalysis in the context of the additional 

randomized trials; recommend you describe the results from the Cochrane analysis before discussing 

the additional studies.  

Response: Thanks for your advice. We have revised this part to improve the clarity.  

 

The adverse events analysis portion of the methods is unclear and written in future tense. Was it 

performed?  

Response: Yes, the analysis of adverse events was performed. And we have rewritten this part of 

methods.  

 

In the results, you refer to 15 studies in the text and 18 substudies in the tables. Please clarify--I 

believe several studies had more than one arm but should be made clear.  

Response: Thanks for your suggestions. We have revised the manuscript and elaborated about 

multiple arms in the results part.  

 

Figures S1 and S2 need legends as it is not clear what they are showing.  

Response: Thanks for your suggestions. Legends were added to Figures S1 and S2.  

 

Table 2- is it necessary to repeat the same effect numbers as above in Table 1? It just adds clutter in 

my opinion.  

Response: Thank you. These two tables were merged into one table in the revised manuscript.  

 

Subgroup analyses: The statements around short and long term are not clear. You state that both 

interventions (I presume SMBG and usual care) were equivalent in performance for all aspects except 

BMI and TC in the longer term, but the data in table shows that only HbA1c shows an effect in the 12 

month group, with BMI and TC both non-significant.  

Response: Thanks for your comments. “Both interventions were equivalent in performance for all 

aspects except BMI and TC in the longer term” does not mean BMI and TC were significant in the 12 

month group. It means that SMBG and usual care were equivalent in performance for all aspects 

except BMI and TC, since BMI and TC were significant in the 6 month group but not in the 12 month 

group.  

In subgroup analyses, you refer to two studies conducted in newly diagnosed patients; to be clear 

between the text and tables, clarify that it was 2 studies, but 3 total substudies.  
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Response: Thank you. We have clarified this point in the revised manuscript.  

 

Adverse events: The text here is contradictory. First, it is not clear from the table that the most 

common adverse event was hypoglycemia. Second, it was reported that SMBG had more 

hypoglycemia than control, and control had more hypoglycemia than SMBG. There do not appear to 

be any statistics here, and the conclusion is not clear, therefore I would recommend removing or just 

mentioning in text that there was not sufficient data to analyze.  

Response: Thank you for the useful comments. We have rewritten this part and disclosed that 

statistical analysis of adverse events was not impossible due to insufficient data available from the 

RCT reports.  

 

You report both that SMBG seems to benefit patients regardless of diabetes duration, and also that it 

is only beneficial in newly diagnosed patients over the long term. These conclusions seem to 

contradict one another.  

Response: Thank you. In line with our response to your comment 5, achieving the 0.5% reduction in 

HbA1c is a clinically significant change and this significant change in a long term was only observed 

in newly diagnosed T2D patients with mildly elevated HbA1c.  

 

You conclude that SMBG is "capable of improving overall glycemic control and wellbeing". You have 

not presented any data on wellbeing or patient reported outcomes, so you should delete the "and 

wellbeing".  

Response: Thanks for your suggestions. The terms “and wellbeing” have been deleted.  

 

Any hypotheses as to why SMBG may have an effect on BMI or TC?  

Response: Sorry. There are fewer studies about the hypotheses that SMBG may have an effect on 

BMI or TC.  

 

You describe a meta regression in the discussion which is not outlined in the methods. All data 

presented should have an accompanying methods section. It is also not clear how to interpret the 

findings in S7.  

Response: Thank you for the helpful comments. We have added the meta-regression in the methods 

part.  

 

The paragraph beginning "All of the above evidence...." is confusing and it is not clear what you are 

concluding; please reword.  

Response: Thanks for your comments. The sentence has been rewritten in the revised manuscript.  

 

In the paragraph "Comparing with the last...", please specify whether it is your study or the Cochrane 

study that does not include RCTs comparing SMBG and SMUG (from evaluation I know you are 

referring to your metaanalysis, but it is not clear from the text).  

Response: Thanks for your suggestions. We have revised this sentence.  

 

The conclusion is not consistent with all of the data (as discussed in major comment 5).  

Response: Thank you very much. We think this concern will be gone after reading the former 

responses.  

 

response to Reviewer #3’s comments  

This was generally a well written and clear systematic review and meta-analysis. I have only minor 

comments. These relate to the statistical analysis and review process.  

Response: Thanks for your positive comments. We revised the manuscript accordingly.  

 

SMBG and T2D should be written in full in the abstract.  
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Response: Thanks for your comments. We have revised the manuscript.  

 

Is the search strategy given on page 5 complete? If it is it seems a bit restricted, and does not include 

potential synonyms for SMBG and diabetes. I am concerned that relevant papers may have been 

missed, a particular problem given the possible publication bias. Similarly, why was EMBASE not 

searched? This potential limitation of this review should be discussed.  

Response: Thank you. We have added this potential limitation in the discussion part.  

 

ACROBAT is not generally used as an acronym for the standard Cochrane risk of bias tool for RCTs, 

so this term should be avoided.  

Response: Thanks for your helpful comments. We have deleted “ACROBAT” and used the full name 

of the tool.  

 

“the Cochrane Q test” (page 6) should read “Cochran’s Q test”  

Response: Thank you. We have deleted the Cochrane Q test” (page 6) and the “Q” column since it 

seemed be not needed.  

 

How the sensitivity analysis based on sample size was performed requires more detail.  

Response: Thanks for your suggestions. We have revised the sensitivity analysis in methods part, 

and more detail was given.  

 

The “adverse events analysis” section does not make sense and needs revision.  

Response: Thanks for your comments. We have rewritten this part in the revised manuscript.  

 

Table S7 presents results from “meta-regressions”. How these were performed should be described 

in the methods section. A classical meta-regression requires a continuous predictor variable. Since 

some of the included variables are categorical, the methods used here require detailed explanation.  

Response: Thanks for your helpful comments, which help improve this manuscript. We have added 

meta-regression in the methods part. It was a mistake to include categorical variable. We have 

deleted the categorical variable in the revised manuscript.  

 

The absolute effect sizes (e.g. -0.33 for HbA1c) seem quite small. Are these effect sizes clinically 

meaningful? Does this mean SMBG may not be cost-effective? Is it possible that these results are 

partly due to bias from lack of blinding? I would like to see these issues discussed in more detail.  

Response: Thanks for your comments. Achieving the 0.5% reduction in HbA1c is a clinically 

significant change. Since there were no properly collected data for economics assessment and the 

clinically significant change was only observed in newly diagnosed T2D patients with mildly elevated 

HbA1c in a long term, we could not judge whether SMBG was cost-effective.  

 

When presenting results in text (page 6 line 51) p-values could be left out, but numbers of studies in 

each meta-analysis must be reported.  

Response: Thanks for your suggestions. Numbers of studies in each meta-analysis have been added 

in the text.  

 

All tables are rather dense and hard to read. I don’t think the “Q” column or the overall p-value are 

needed. Numbers of decimal places should be reduced to two (or as per journal’s recommendation) 

and I2 rounded to the nearest whole percent. Quality of evidence in Table 2 could be merged into 

Table 1 as most of the data is repeated.  

Response: Thank you. The “Q” column has been deleted. Numbers of decimal places have been 

reduced to two and I2 values were also rounded. Table 2 has been merged into Table 1. To comply 

with journals’ style requirements, we kept the overall P value still.  
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When reporting results from subgroup analyses it is important to test for differences between 

subgroups to confirm whether effect of SMBG differs across subgroups.  

Response: Thanks for your suggestions. Mann-Whitney-Wilcoxon test has been added to determine 

the difference across subgroups.  

 

You mention in the introduction that follow-up duration may have an impact on results. You should 

report results of analyses of this (such as meta-regressions) in the main results rather than the 

discussion and supplementary tables.  

Response: Thanks for your advice. We have revised accordingly.  

 

The paper has no figures. It would be helpful to present some forest plots, such as main results for 

HbA1c and subgroup analyses for HbA1c, to allow the reader to visually assess heterogeneity.  

Response: Thanks for your suggestions. Forest plots of overall analysis for HbA1c and sensitivity 

analysis for HbA1c have been added in the main text.  

 

Funnel plots, Egger’s and Begg’s test are not recommended with fewer than 10 studies because of a 

high risk of inaccurate interpretation. You should make this clear, and consider reducing Table 4, for 

example by only presenting results for HbA1c, and where Begg’s test is statistically significant.  

Response: Thanks for your helpful suggestions. We have revised this part and moved Table 4 to the 

supplements.  

 

Given point 14, I’m not clear what useful information Table 3 presents. It may be better in an 

appendix.  

Response: Thank you very much. Table 4 has been moved to the supplements. 

 

VERSION 2 – REVIEW 

REVIEWER Tina Rees 
Eli Lilly and Company  
Indianapolis, IN USA 
 
I am an employee and shareholder of Eli Lilly, but we do not produce 
SMBG supplies; therefore, I do not feel this constitutes a conflict of 
interest, but disclose this for the purposes of transparency. 

REVIEW RETURNED 02-Mar-2016 

 

GENERAL COMMENTS Thank you for submitting a revised manuscript. While it is 
substantially improved, some important questions still remain. 
Please see below for my comments.  
 
Major:  
 
Classification Tree: This is not described in the methods, nor is the 
legend to the figure clear. Was the stratification on HbA1c based on 
starting HbA1c, or A1c at endpoint? Please clarify that the numbers 
in the figure represent the mean A1c difference and confidence 
interval. Additionally, you should be cautious in concluding that only 
newly diagnosed patients with less elevated HbA1c showed a 
clinically relevant difference in long term outcomes based on SMBG. 
This is based on two studies in that arm. Most of the other branches 
have only 1 or 2 studies included in them, so it is not surprising that 
they did not reach statistical significance given the heterogeneity. 
Did you control for multiplicity or overall type 1 error in this analysis? 
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Otherwise some of these tests could be false positives. This should 
be disclosed in the limitations.  
 
Additionally, in the text when referring to the classification tree, you 
conclude the SMBG was "significantly more effective" in lower A1c 
than higher A1c. It does not appear that you performed a pairwise 
comparison between <8 and >8, so you can not draw conclusions of 
that nature. SMBG was effective in both arms in reducing A1c, but 
you did not compare one to the other in the classification tree and I 
did not see a subgroup analysis done by A1c. Therefore, please 
revise your discussion to remove any conclusions of "performing 
better" or "more effective" when comparing data from the 
classification tree analysis.  
 
Also, the methods are lacking in certain critical areas.  
 
-The adverse events analysis does not explain the type of statistical 
test used to determine odds ratios and confidence intervals.  
-Thank you for including the meta regression in the methods, but it 
does not give sufficient detail such that someone could replicate the 
analysis--what model was used?  
-The classification tree method is not mentioned at all in the 
methods. It should be described with details sufficient to allow 
someone to replicate the analysis.  
 
Minor comments:  
 
The last sentence of the abstract conclusion does not make sense; 
please revise.  
 
There is inconsistency on whether the tables and figures have 
legends or describe what they are showing.  
 
-Table 1 needs a legend, including a description of how "quality of 
evidence" was determined.  
-In Figure 2 and 3, please add "favors SMBG" and "favors usual 
care" to the figures so it is easy to interpret the results at a glance. 
The figures should also include legends.  
-Table S4 should have a legend (all figures and tables should have 
legends). It is unclear why only HbA1c is split out by newly 
diagnosed vs. greater than 1 year.  
-Table S7: how is "effective" determined? Should be included in 
legend.  
 
Adverse events, page 10: It may be clearer to refer to the two 
different types of hypoglycemia studied as incidence (patients with 
any hypo episode) and rate (episodes per patient) since these are 
the standard terms used in the literature (i.e., Numerically, the 
incidence of hypoglycemia was higher in the SMBG group as 
compared to the control group, but the rate of hypoglycemic 
episodes per patient was higher in the control group.) Since 
statistics were not performed, you can not conclude if one is truly 
"more" than another, so if you wish to note the numbers at all, I 
would clarify by saying "numerically" instead of "it seems" and 
disclose that statistics were not performed. Alternatively I would 
recommend just stating there was not sufficient data to draw any 
conclusions and leave it at that.  
 
 
Page 13 Discussion: The paragraph beginning "Except for HbA1c.." 
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does not make sense. Perhaps you mean "in addition to HbA1c, 
significant reductions..."? 

 

REVIEWER Mark Simmonds 
Centre for Reviews and Dissemination  
University of York  
UK 

REVIEW RETURNED 24-Feb-2016 

 

GENERAL COMMENTS I am happy with the changes made to the paper and the authors' 
response to my previous comments. I think the paper can now be 
published. I noticed a couple of minor errors to revise before 
completion:  
 
1. (Adverse events analysis) This sentence isn't clear. I'd suggest: 
Meta-analyses of the incidence of hypoglycemia and overall adverse 
events were performed, by calculating odds ratios and their 95% CIs 
from reported data, where possible.  
 
2. (meta-regression) There is also a (just) statistically significant 
association between diabetic history and HbA1c.  

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer #2’s comments  

Thank you for submitting a revised manuscript. While it is substantially improved, some important 

questions still remain. Please see below for my comments.  

Response: Thanks for your comments. Accordingly, we have revised the manuscript as described 

below.  

 

Major:  

Classification Tree: This is not described in the methods, nor is the legend to the figure clear. Was the 

stratification on HbA1c based on starting HbA1c, or A1c at endpoint? Please clarify that the numbers 

in the figure represent the mean A1c difference and confidence interval. Additionally, you should be 

cautious in concluding that only newly diagnosed patients with less elevated HbA1c showed a 

clinically relevant difference in long term outcomes based on SMBG. This is based on two studies in 

that arm. Most of the other branches have only 1 or 2 studies included in them, so it is not surprising 

that they did not reach statistical significance given the heterogeneity. Did you control for multiplicity 

or overall type 1 error in this analysis? Otherwise some of these tests could be false positives. This 

should be disclosed in the limitations.  

Response: Thanks for your helpful comments. We have revised the manuscript to provide a full 

description of the methods.  

‘A classification tree was manually constructed to indicate who might benefit from SMBG. The 

classification tree example in Figure S3 can be interpreted as, “the mean starting HbA1c of tested 

patients was no less than 8%, then if the follow-up period of trials was short (no more than 6 months), 

then if the tested patients from Asia, then if the patients is newly diagnosed’’. A t-test for pairwise 

comparison among binary classes was performed in R.’  

 

Limitations of the results were also described in the manuscript.  

“Last, the present evidence warrants further research, because some outcome measures were 

reported by fewer studies and the potential associations among the outcome measures remain 

unclear.”  
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Additionally, in the text when referring to the classification tree, you conclude the SMBG was 

"significantly more effective" in lower A1c than higher A1c. It does not appear that you performed a 

pairwise comparison between <8 and >8, so you can not draw conclusions of that nature. SMBG was 

effective in both arms in reducing A1c, but you did not compare one to the other in the classification 

tree and I did not see a subgroup analysis done by A1c. Therefore, please revise your discussion to 

remove any conclusions of "performing better" or "more effective" when comparing data from the 

classification tree analysis.  

Response: Thanks for your comments. We did perform a pairwise comparison to test the difference 

between classes, but did not clearly report in the manuscript. Therefore, we have revised this part and 

added the description of pairwise comparison.  

“…A t-test for pairwise comparison among binary classes was performed with R software.”  

 

Also, the methods are lacking in certain critical areas.  

-The adverse events analysis does not explain the type of statistical test used to determine odds 

ratios and confidence intervals.  

-Thank you for including the meta regression in the methods, but it does not give sufficient detail such 

that someone could replicate the analysis--what model was used?  

-The classification tree method is not mentioned at all in the methods. It should be described with 

details sufficient to allow someone to replicate the analysis.  

Response: Thank you. We have revised the manuscript to include details in the corresponding parts 

of text.  

“Meta-analyses on the overall adverse effects in terms of odds ratios and their 95% CIs were 

performed with a random-effects model.” was added into the part of adverse events analysis.  

“A meta-regression with a mixed-effects model employing the restricted maximum likelihood 

estimation (REML)…” was added to the part of meta-regression.  

And classification tree method was added as above mentioned.  

 

Minor comments:  

The last sentence of the abstract conclusion does not make sense; please revise.  

Response: Thanks for your suggestions. We have deleted the last sentence.  

 

There is inconsistency on whether the tables and figures have legends or describe what they are 

showing.  

-Table 1 needs a legend, including a description of how "quality of evidence" was determined.  

Response: Thanks for comments. The legends have added accordingly. The method to determine the 

“quality of evidence” was described in the main text. We have just added a note to the Table1 to 

describe that the quality of evidence was assessed by GRADE.  

 

-In Figure 2 and 3, please add "favors SMBG" and "favors usual care" to the figures so it is easy to 

interpret the results at a glance. The figures should also include legends.  

Response: Thanks for comments. "favors SMBG" and "favors the control" have been added to the 

figures, legends added were as followed,  

“Figure 2 Forest plot of HbA1c for overall effect, showing the mean differences between SMBG and 

the control with corresponding 95% confidence intervals in the individual studies.”  

“Figure 3 Forest plot of HbA1c for sensitivity analysis, showing the mean differences between SMBG 

and the control with corresponding 95% confidence intervals in the individual studies whose sample 

sizes were bigger than 99.”  

 

-Table S4 should have a legend (all figures and tables should have legends). It is unclear why only 

HbA1c is split out by newly diagnosed vs. greater than 1 year.  

Response: Thanks for comments. A note was added to Table S4.  

“Only HbA1c was split out by newly diagnosed vs. more than one 1 year, because there were only 
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two RCTs focused on the newly diagnosed T2D, and even fewer studies reported the secondary 

outcome measures of FPG, BMI etc. Therefore, there were insufficient data for meta-analysis of non-

primary outcomes on the newly diagnosed patients.”  

 

-Table S7: how is "effective" determined? Should be included in legend.  

Response: Thanks for comments. The label “Effective” indicates whether SMBG is effective 

compared to usual care in according to individual RCTs. We added this information to the Table.  

 

Adverse events, page 10: It may be clearer to refer to the two different types of hypoglycemia studied 

as incidence (patients with any hypo episode) and rate (episodes per patient) since these are the 

standard terms used in the literature (i.e., Numerically, the incidence of hypoglycemia was higher in 

the SMBG group as compared to the control group, but the rate of hypoglycemic episodes per patient 

was higher in the control group.) Since statistics were not performed, you can not conclude if one is 

truly "more" than another, so if you wish to note the numbers at all, I would clarify by saying 

"numerically" instead of "it seems" and disclose that statistics were not performed. Alternatively I 

would recommend just stating there was not sufficient data to draw any conclusions and leave it at 

that.  

Response: Thanks for your helpful suggestions. We have revised the manuscript accordingly.  

“The incidence of hypoglycemia was higher in the SMBG group than in the control group, but the rate 

of hypoglycemic episodes per patient was higher in the control group. A statistical analysis of adverse 

events was not performed because the data available from the RCT reports were insufficient in terms 

of quantity.”  

 

Page 13 Discussion: The paragraph beginning "Except for HbA1c.." does not make sense. Perhaps 

you mean "in addition to HbA1c, significant reductions..."?  

Response: Yes, you are right. We did mean “in addition to HbA1c, significant reductions…” We have 

revised this sentence accordingly.  

“In addition to HbA1c, significant reductions in several clinical indices…” 

Reviewer #3’s comments  

I am happy with the changes made to the paper and the authors' response to my previous comments. 

I think the paper can now be published. I noticed a couple of minor errors to revise before completion.  

Response: Thanks for your positive comments.  

 

(Adverse events analysis) This sentence isn't clear. I'd suggest: Meta-analyses of the incidence of 

hypoglycemia and overall adverse events were performed, by calculating odds ratios and their 95% 

CIs from reported data, where possible.  

Response: Many thanks. We have revised the sentence according to your advice.  

“Meta-analyses on the overall adverse effects in terms of odds ratios and their 95% CIs were 

performed with a random-effects model.”  

 

(meta-regression) There is also a (just) statistically significant association between diabetic history 

and HbA1c.  

Response: Thanks for your helpful suggestions. We have revised this part.  

“As shown in Table 3, there seemed to have significant relationships between BMI and diabetic 

history, and between BMI and follow-up period. There was also a statistically significant association 

between diabetic history and HbA1c.” 
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VERSION 3 - REVIEW 

REVIEWER Tina Rees 
Eli Lilly and Company  
United States 
 
Eli Lilly produces insulins, but does not market blood glucose meters 
or any SMBG supplies, therefore I do not feel there are any conflicts 
of interest. 

REVIEW RETURNED 05-Apr-2016 

 

GENERAL COMMENTS Thank you for the opportunity to re-review the manuscript. The 
revision of the manuscript has largely responded to my previous 
comments and I think it is now appropriate for publication.  
 
The only final suggestion I would offer is to clarify in both the 
abstract conclusion and the final conclusion the population studied 
(i.e, in patients with type 2 diabetes not using insulin, smbg 
improved...") 
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