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Comparative Effectiveness Research Review Disposition of Comments Report

Research Review Title: Methods for Insulin Delivery and Glucose Monitoring:
Comparative Effectiveness

Draft review available for public comment from August 15, 2011 to September 9, 2011.

Research Review Citation: Golden SH, Brown T, Yeh HC, Maruthur N, Ranasinghe P, Berger
Z, Suh 'Y, Wilson LM, Haberl EB, Bass EB. Methods for Insulin Delivery and Glucose
Monitoring: Comparative Effectiveness. Comparative Effectiveness Review No. 57. (Prepared
by Johns Hopkins University Evidence-based Practice Center under Contract No. 290-2007-
10061-1.) AHRQ Publication No. 12-EHCO036-EF. Rockville, MD: Agency for Healthcare
Research and Quality. July 2012. www.effectivehealthcare.ahrqg.gov/reports/final.cfm.

Comments to Research Review

The Effective Health Care (EHC) Program encourages the public to participate in the
development of its research projects. Each comparative effectiveness research review is posted to
the EHC Program Web site in draft form for public comment for a 4-week period. Comments
can be submitted via the EHC Program Web site, mail or email. At the conclusion of the public
comment period, authors use the commentators’ submissions and comments to revise the draft
comparative effectiveness research review.

Comments on draft reviews and the authors’ responses to the comments are posted for
public viewing on the EHC Program Web site approximately 3 months after the final research
review is published. Comments are not edited for spelling, grammar, or other content errors.
Each comment is listed with the name and affiliation of the commentator, if this information is
provided. Commentators are not required to provide their names or affiliations in order to submit
suggestions or comments.

The tables below include the responses by the authors of the review to each comment that
was submitted for this draft review. The responses to comments in this disposition report are
those of the authors, who are responsible for its contents, and do not necessarily represent the
views of the Agency for Healthcare Research and Quality.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-
reports/?pageaction=displayproduct&productiD=749
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Peer Reviewer 2 Quality of report Superior

Peer Reviewer 2

Peer Reviewer 4

' iﬂﬂ‘&

for Healthcare Research and Quality

Section

General comments

General

Comment

The key questions are appropriate, as are
the populations. From the reviewer's
perspective the key comparisons would be
CSll vs MDI and rt-CGM vs not in T1
patients (adult and iatri

Regarding the General Comments,
Introduction, Methods, Results, and
Discussion/Conclusion, we believe that the
authors achieve the desired objectives to
some extent, but with qualifications as listed
below. The report is clinically meaningful. We
agree with the conclusions regarding
outcomes in subjects with type 2 diabetes
and in preghant women.

P —
{ (€77 Effective Health Care PI'DEI'EITI

Response

Thank you for your comments!

We agree that this would be an appropriate
comparison and this study has not been conducted
yet. We indicate in the discussion that this is an
important area of future research.

Thank you for your comments!

Reviewer 5

General

1 definitely clinically meaningful
2 Target audience not very clearly defined
3 Key questions are appropriate

Thank you for your comment.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
Published Online: July 10, 2012
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Peer Reviewer Comments to editors

3/TEP

Comment

The entire review was performed on-line
prior to the due date, only to have the site
crash when | submitted it. | have left
comments for editors on the website, but will
not use it again for a manuscript review as it
is both poorly designed to accept word
documents and has demonstrated its
instability. This version of the review is less
comprehensive than the original, simply
because my time is limited and my frustration
level is high. My comments to the authors
are not colored by this, but the depth and
quality of this review is less than | would
have hoped to provide (and did in the
original!).

P —
{ (€77 Effective Health Care PI'DEI'EITI

Response

We are very sorry to hear of the difficulties you had
with the reviewing software. We will alert ARHQ to
this problem.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
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Peer Reviewer General comments This is a well written and comprehensive Thank you for your comments!
3/TEP review of two important aspects of diabetes
care

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
Published Online: July 10, 2012
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Peer Reviewer General comments The organization is excellent, with initial We agree that the goals of therapy are different for
3/TEP delineation of unique demographic groups by | different groups with diabetes. We have added a
type of diabetes, age and presence of statement to the "Importance of Tight Glycemic
pregnancy. Goals of therapy differ in these Control and Associated Risks in Diabetes" on less
groups, so their analysis is necessarily stringent glycemic goals in certain elderly
separate. This later point deserves greater individuals with diabetes. We have also added a
explanation in the Introduction and will help section under "Knowledge Gaps" entitled "Clinical
to explain the paucity of data in those over Decision-Making and Indications" to describe the
the age of 60. The authors need to describe | indications for intensive insulin therapy and
the clinical indications for both intensive intensive glucose monitoring. We believe that
insulin therapy and intensive glucose discussion of how intensive insulin therapy and
monitoring, and how the goals of therapy intensive glucose monitoring have evolved over
have changed over time as this may impact time is already discussed in the introduction in
the interpretation of the data "Methods to Achieve Tight Glycemic Control and
Minimize Risks."
JDRF/Aaron General JDRF applauds AHRQ on its efforts to Thank you for your comments. While we agree that
Kowalski develop evidence-based reports and earlier studies that used regular insulin in the insulin

technology assessments that assist payors,
physicians and individuals with TIDM in their
decision-making towards achieving optimal
glycemic control and appreciates AHRQ's
inclusion of research suggested by JDRF
and other stakeholders earlier in the process.
We would like to reiterate AHRQ's findings
regarding the value of real time CGM (rt-
CGM) and also of sensor-augmented pump
therapy (rt-CGM with CSII) in improving the
clinical outcomes and lives of people with
type 1 diabetes. It is critical that access to
these technologies remain broadly available
to reduce the rate of complications, improve
quality of life and significantly lower
healthcare costs for all stakeholders. While
we agree with AHRQ's finding that pump
therapy improves the quality of life for
individuals with TLDM we believe that the
scope of clinical benefits are inadequately
addressed due to the exclusion of earlier
studies using regular human insulin. We
recommend that these papers be
reconsidered for inclusion in your draft

pump were scientifically valid, their results are less
relevant today as only rapid-acting analogs are
used in the pump. We still believe that the most
relevant comparisons are the ones used currently in
clinical practice. In our comparative effectiveness
review we sought to include technologies which are
relevant to current real-world practice. For this
reason we included pumps using rapid-acting
analogs rather than regular insulin. The papers
referenced while helpful do not meet our inclusion
criteria.

Source: http://effectivehealthcare.ahrq.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=749
Published Online: July 10, 2012
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document as these remain scientifically valid
comparisons of CSIl vs MDI.We also take
this opportunity to include a very recent
referencel on the usage and effectiveness of
the low glucose suspend feature of the
Medtronic Veo insulin pump. The integration
of this feature in a system that combines rt-
CGM and CSll represents an important first
milestone towards developing artificial
pancreas systems. These systems would
ultimately enable tighter control over the
management of glucose levels than is
possible using sensor-augmented pump
therapy. A recent study2 by Michael O’'Grady
and other researchers at University of
Chicago and Harvard predicted that the
development of an artificial pancreas could
save Medicare almost $2 billion over the next

25 years.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
Published Online: July 10, 2012
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Response

Roche diagnostics

search strategy

In general, the search strategy seems to be
appropriate with regard to the questions to
be answered. Still, we found the following
limitations: The cut-off point for the search is
October 2010. Given almost one year
elapsed since then AHRQ may want to
consider an updated search. Given the
strategy AHRQ did not explicitly search for
SMBG, but only for “diabetes” combined with
either “insulin infusion systems” or
“continuous glucose monitoring”. It only used
the MeSH term ,Monitoring, Ambulatory“1
which is quite general. Furthermore, within
Medline the MeSH term is not consistently
applied for glucose monitoring and very
seldom for SMBG.

The Executive Summary and abstract have been
modified to reflect the updated search through July
2011.

Roche diagnostics | Search/objectives It may be assumed that both aspects will be | We reviewed the articles that you had suggested.
covered by most studies, but there can be None of them met our exclusion criteria.
cases where the study is restricted to only
hypoglycemia

Roche diagnostics | Search/objectives 99 PubMed and 62 Embase hits we found by | See response to comment above. There was an

adding “Hypoglyc(a)em*” to the search
terms. AHRQ excluded in the Embase
search publications about certain drugs
which do not have much relation to diabetes:
»OR 'budesonide'/exp OR 'budesonide' OR
'methylprednisolone’/exp OR
'methylprednisolone’ OR 'prednisolone'/exp
OR 'prednisolone’ OR 'prednisone’/exp OR
'‘prednisone’ OR '6- methylprednisolone’:ab,ti
OR budesonide:ab,ti OR corticosteroid*:ab,ti
OR glucocorticosteroid*:ab,ti OR
prednisolone:ab,ti OR prednisone:ab,ti)“ The
reason for exclusion of these drug terms
appears not to be clear. AHRQ may want to
revisit this topic and may want to decide to
run an updated search. The purpose of the
double use of the term “NOT ([animals]/lim
NOT [humans]/lim)” was not clear to us.

error in the search string as presented in the
appendix, and this has been fixed.

Roche diagnostics

inclusion/exclusion criteria

In general, AHRQ used a different study
selection approach than other systematic

While observational studies do provide some
evidence regarding comparative effectiveness, it is

Source: http://effectivehealthcare.ahrq.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=749
Published Online: July 10, 2012
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Roche diagnostics

Section

inclusion/exclusion criteria

Comment

Especially, considering adherence data from
RCTs only is questionable because one
misses insights important information about
acceptance and success factors of insulin
delivery in real- life, e.g. within a pediatric
population or adolescents: “Extensive
screening by a multidisciplinary diabetes
team prior to initiation of CSII regimen results
in relatively lower discontinuation rates and a
higher chance of maintaining optimal
glycemic control (HbAL1C < 8%) compared to
previous studies.” And "Adolescents
currently prescribed CSII therapy evidenced
key differences from their counterparts using
multiple daily injections (MDI) in insurance
status, diabetes management behavior, and
family functioning related to diabetes. Efforts
to understand the role of family factors in the
maintenance of CSII therapy with clinical
indicators of CSll use may inform treatment
effectiveness. They emphasized the
difficulties of school-age children receiving
pre-lunch insulin injections and the stress
thereby induced in these children and their
arents.

P —
{ (€77 Effective Health Care PI'DEI'EITI

Response

We acknowledge that information may not be

adequately captured in the published literature. We

have cited that as a limitation.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
Published Online: July 10, 2012

10




Agency for Healthcare Research and Quality
Advancing Excellence in Health Care » www.ahrg.gov

Commentator & Section Comment

Response
Affiliation

Roche diagnostics | exclusion “Other reasons for exclusion” for the study by | We excluded all studies published prior to 1994, the

Home 1982 could be specified to a larger year when insulin analogues were introduced.

extent. Since regular insulin is no longer used in insulin
pumps, we decided to exclude all studies that did
not use an insulin analogue in the pump.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
Published Online: July 10, 2012




BEALTH
& “a,

%

K C
iy
2

Commentator &
Affiliation

AHRQ

Agency for Healthcare Research and Quality
Advancing Excellence in Health Care » www.ahrg.gov

Section

Comment

ey
1L£g§§3[Eﬂémﬁvelieuhh'Chrelﬁngrunn

Response

Roche diagnostics

exclusion

Why is applying “No comparison with
placebo or usual care” to Nosadini 1988 a
valid exclusion criteria?

We excluded all studies published prior to 1994, the
year when insulin analogues were introduced.
Since regular insulin is no longer used in insulin
pumps, we decided to exclude all studies that did
not use an insulin analogue in the pump.

Roche diagnostics

exclusion

Furthermore, we provide a comparison of the
studies the systematic reviews by Misso et
al. (Table 1) and Cummins et al. (Table 2)
include in comparison to the draft by AHRQ.
Especially those studies for which AHRQ
does not give explicit exclusion reasons may
be to be considered for inclusion into the
AHRQ draft comparative effectiveness
review.

We have summarized in a table, separate from the
report, the reasons that articles included in the
Misso systematic review were not included in ours.
We have also summarized this in the discussion.
The review by Misso included observational studies
and studies utilizing regular insulin in the CSlI
whereas our review excluded these studies.

Roche diagnostics

exclusion/general

compares our figures (forest plots, etc) to
Misso in regards to their inclusion of more
observational studies

We have excluded observational studies due to
their inherent biases as stated previously.

Medtronic/Francine
Kaufman

General

We fully support AHRQ's findings regarding
the value of real time continuous glucose
monitoring (rt-CGM) and sensor-augmented
insulin pump therapy (rt-CGM with
continuous subcutaneous insulin infusion
(Csll)) in improving the clinical outcomes
and lives of people with type 1 diabetes. Per
the findings in the draft review, for patients
with type 1 diabetes, rt-CGM used alone or
in conjunction with CSII significantly lowers
A1C compared to the finger stick method of
self-monitoring of blood glucose (SMBG).
These findings will help educate providers,
patients, and payers about the value of rt-
CGM for patients with type 1 diabetes and
ensure that patients with diabetes have
appropriate access to this life-changing
technology.

Thank you for your comments on this portion of the
report.

Source: http://effectivehealthcare.ahrq.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=749
Published Online: July 10, 2012
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Reviewer 4 Title/Scope

Comment

Title: Misleading; glucose monitoring devices
are not compared, nor are all of the methods
of insulin delivery; the title “Comparative
Effectiveness of Intensive Insulin Delivery
and the Use of Continuous Glucose
Monitoring vs. Self Monitoring of Blood
Glucose (SMBG) in Diabetes Mellitus” is
precise.

Response

Our title was incorrectly posted and the correct title
should include "methods" and not "devices" and
read "Comparative Effectiveness and Safety of
Intensive Insulin Delivery and Glucose Monitoring
Methods in Diabetes Mellitus." We believe this title
is an accurate description of what our report
examines.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
Published Online: July 10, 2012
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Section

see above

Abbott/Eileen Title/scope Considering the small population of
Bockoff individuals with Type 2 diabetes or GDM that
use CSlI, we recommend that this question
be streamlined to concentrate on the impact
of MDI versus CSlI for individuals: (1) with
Type 1 diabetes, (2) with Type 2 diabetes on
insulin, and (3) pre-existing Type 1 diabetes
in pregnancy.

This statement in the abstract has been changed as
suggested.

Reviewer 4 Abstract Page iv, line 32; to be more clear, the
sentence should state that “In children and
adults with type 1 diabetes, CSII use was
associated with improved quality of life...”
(consistent with page 72, line 26).

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
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Reviewer 4 Objectives Objectives: page ES-4, page 6, pages 12-13, | We have added a summary of the forms of
Figure 1, and throughout the document; intensive insulin therapy used in the rt-CGM versus
KQ2: should this state rt-CGM vs. SMBG SMBG comparison. Five studies used CSII only
and rt-CGM with CSlI vs. rt-CGM with MDI and four studies used CSlI or MDI. There were no
(i.e., KQ3) (see #4 above). Can the studies studies that used MDI alone. Consequently, were
be divided in this manner? If not, why 2 could not perform a sub-analysis comparing n-CGM
different analyses? versus SMBG stratified by intensive insulin delivery

method (CSII or MDI). We point this out as a
limitation in the discussion.

Reviewer 4 Introduction Methods: page ES-2, lines 35-36 and page We agree that there are other barrier and have
3, line 29: pain is probably less of a barrier to | altered this statement as follows in the Executive
SMBG than other barriers such as Summary and Introduction: "The challenges to use
motivation, behavioral skills, cost, lifestyle, of SMBG are the associated pain, costs, behavioral
and skills training, to name a few; this and technical skills, required motivation, and
statement is too simplistic. intrusiveness that affects adherence to this

technique and is a barrier to tight glycemic control."

Reviewer 4 Introduction Page 2, linel5; this statement is incorrect; in | We have deleted the phrase regarding quality of life
the DCCT, even though intensively treated to accurately reflect DCCT findings.
subjects had a greater incidence of severe
hypoglycemia, there was no difference
between intensively and conventionally
treated subjects in quality of life scores (see
Reference 7)

Reviewer 4 Introduction Page 2, “Measurement of Glycemic Control;” | We have altered the statements in this section to be
this paragraph is not completely accurate; more clear regarding current recommendations as
please see the Clinical Practice follows: "Self-monitoring of blood glucose (SMBG)
Recommendations by the American three or more times daily is recommended for
Diabetes Association in Diabetes Care, patients using multiple insulin injections or insulin
Volume 34, January, 2011, pp S17-S21. The | pump therapy and Fasting and 2-hour post-prandial
frequency of blood glucose monitoring blood glucose levels are also measured and their
depends on the population (children, adults, results can assist patients and their physicians in
adolescents, pregnant women, type 1 or type | making short-term adjustments in insulin therapy;

2 diabetes), the treatment, and treatment however, these measures are more

goals. variable.{#7037} The role of SMBG for patients
using less-frequent insulin injections, noninsulin
therapies, or medical nutrition therapy are less
clear."

Reviewer 4 Introduction Page 3, line 17; reference 10 does not seem | This was an error that has been corrected.

to be an appropriate reference for this
statement.

Source: http://effectivehealthcare.ahrq.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=749
Published Online: July 10, 2012
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Reviewer 4 Introduction Page 4, line 49, 50; insert the applicable This has been corrected as suggested.
references to comparable glycemic control
after word 3, line 49, and at the end of line
49 instead of inserting all of the references at
the end of line 49.

Reviewer 6 Introduction Overall | think the introduction is good. We have expanded this section to emphasize the

HOwever | think the discussion on the lack of | knowledge gap in this population that still exists.
studies comparing CSII with MDI in type 2
diabetes in the Executive SUmmary (pg ES-
3, lines 20-24) is not clearly stated enough.
The next paragraph regarding pregnancy is
much more clear and detailed. Excellent and
clear discussion of the knowledge gaps.

Introduction balanced and adequate Thank you for your comments!

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
Published Online: July 10, 2012
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Response

Peer Reviewer 3 Introduction The Introduction appropriately differentiates
the forms of diabetes and the consequences
of poor glycemic control. It should include
more information on the overall demographic
characteristics of the disorders in order to
better explain the deficiencies of the
available literature. For example, type 1
diabetes is a disease predominantly affecting
the Caucasian population, so criticizing the
literature for lack of minority participation
would be like marginalizing the sickle cell
literature because it only reports on Blacks.
Second, only a small minority of type 2
diabetic subjects are treated by intensified
insulin therapy, and the results of the
ACCORD, ADVANCE and VADT studies
have significantly altered the goals of therapy
in those over the age of 60 to render studies
in this population difficult if not unethical.

We appreciate this additional distinction and have
added these important points to the discussion on
p. ES-49-50 and p. 106-107.

A reason for looking at subgroups is because they
may have higher rates of complications or adverse
outcomes. Thus, knowing whether interventions
have a differential impact on outcomes for these
subgroups is of value (it could also widen or narrow
a disparity).

Source: http://effectivehealthcare.ahrq.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=749
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Dexcom/David ES Even though there are no RCT comparing We agree that this technology potentially offers
Price MDI and CGM vs CSlI and MDI, | think it is advantages, but our goal was to understand the

well known in the clinical arena that MDI vs. knowledge base underlying the belief in its utility.
CSII does not result in any improved glucose
control. However, by introducing real time
CGM, one sees a significant impact in
improving Alc, reducing hypoglycemia
especially time spent in hypoglycemia. |
strongly believe that until such time a real
closed loop is available use of real time CGM
is far more beneficial in patients using MDI or
CSll plus at this time it will turn out to be cost
effective. Please refer to our manuscript that
| have attached from Diabetes Care and our
other previous work published in Diabetes
Care, Diabetes Technology & Therapeutics,
and other leading indexed journal.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
Published Online: July 10, 2012
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Roche diagnostics | ES-7 error

Peer Reviewer 2 Methods

Dexcom/David Methods

Price

Response

Comment
It appears that on page ES 7 AHRQ meant This has been fixed. Thanks!
Figure B within “see inclusion and exclusion

criteria listed in Table B” instead of “Table B”

because page ES 11 provides this label for

Table B: “Table B. Quality of life assessment

tools used in each category”

We only included quality of life measures that

included a reference to a study where they

Appropriate--though given the importance of
attempted to validate the results.

quality of life in results and summary
statement, and the fact that 17 studies used

15 instruments, better definition of
"validation" would be helpful to end users.

We agree that there are certain methodological

challenges when grouping technologies that are
evolving. We grouped technologies that appeared

to be relatively homogeneous.

There are several methodological
challenges: The search ended almost 1 year

ago in October 2010 and consequently
missed 2 major studies pertinent to the
question asked. Battelino et al published a

22

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
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multicenter, randomized controlled study in
Diabetes Care in February, 2011, that looked
at the impact of CGM use on hypoglycemia
in adults and and adolescents with type 1
diabetes. This study demonstrated an
approximate 50% reduction in hypoglycemia
with significant reduction in A1C. Ehrhardt
published a randomized controlled study of
the glycemic effect of CGM use in patients
with type 2 diabetes not on meal-based
insulin. Once again, significant A1C
reduction was demonstrated in the subjects
randomized to rt-CGM. This technology
assessment excluded Glucowatch as
Glucowatch is no longer used in clinical
practice. This is appropriate as the poor
usability and performance of Glucowatch not
only prevented commercial success but also
affected intermediate and clinical outcomes.
However, the review did include 2 Dexcom
devices that are no longer used in clinical
practice, the day Dexcom Short Term Sensor
(3-day) and the Dexcom SEVEN. Unlike
pharmaceutical products, medical technology
devices rapidly innovate(~ 18 months) and
possess shorter lifecycles (~12-24 months).
Therefore, relying on published RCT
literature for comparative effectiveness
evaluations can unfairly represent rapidly
emerging technologies. Studies conducted
on first generation devices do not generally
represent current therapies. As technologies
evolve, the performance and “usability”
incrementally improve, likely effecting clinical
outcomes. In addition to the generational
improvements, there is significant
heterogeneity of CGM devices. Devices from
different manufacturers differ in performance
and usability. For example, accuracy in the
hypoglycemia range and overall vary
significantly. Some devises are 3 days,

Source: http://effectivehealthcare.ahrq.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=749

Published Online: July 10, 2012
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Dexcom’s device is for use up to 7 days.
Needle and sensor sizes vary significantly.
Some devises have complicated calibration
schemes or require calibration at steady
state,other devises do not. These differences
likely impact the persistant use of the device
and confidence in the information generated
by the device. A device not worn or not
believed will certainly diminish measured
benefits. Endpoints were looked at in
isolation. Looking at the effect of CGM or
SMBG use on A1C or on hypoglycemia by
themselves may be misleading. A1C
reduction may occur at the expense of
increased hypoglycemia and reduction in
hypoglycemia could come at the expense of
increased A1C. Combined endpoints are
more important and should be considered-
reduction in A1C without an increase in
hypoglycemia or reduced hypoglycemia
without an increase in A1C.

Peer Reviewer 4 Methods Methods: Observational studies and They have been analyzed separately. The only
randomized clinical trials should be analyzed | section of the report that includes observational
and reported separately. studies is the section on pregnancy. All other

sections include RCTs.

Peer Reviewer 4 Methods Inclusion/exclusion criteria, quality We used Cochrane's Risk of Bias tool to assess the
assessment, applicability, classified evidence | quality of randomized controlled trials. This is
bodies (pages 8-13): We are familiar with appropriately cited in the Methods chapter.
many of the studies reviewed in this Furthermore, it is described in Appendix B.

document, and disagree with some of the
authors’ conclusions about the quality of
some of the studies (good, fair, poor). This
makes us wonder about the methods used to
determine the quality of the studies. The
tools used to determine quality should be
more clearly described. For example,
describe more clearly what is meant by
adequate allocation sequence generation
and adequate allocation concealment (page
11, lines 10-15).

Source: http://effectivehealthcare.ahrq.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=749

Published Online: July 10, 2012
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Peer Reviewer 6 Methods

Peer Reviewer 2 Results

P —
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Response

Comment

Thank you for your comments.

| believe the inclusion and exclusion criteria
are justifiable and the search strategies are
explicitly stated. The logic made sense to
me. The definitions and diagnostic criteria for
the outcome measures are appropriate and
consistent with standard practice. And the
statistical methods used are standard and
appropriate. | have no issues with this
section of the report.

THe data is quite complete. For many but not | We agree that many studies used QOL subscales.

all of the study, subscales are reported for
QOL. (I did not see that for the JRF study-
which cited improved QOL for glycemic
control and socal scales)

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749

Published Online: July 10, 2012
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Medtronic/Francine | Adult TAIDM
Kaufman

Comment

The AHRQ draft report identified 9 controlled
trials that evaluated the effectiveness and
safety of CSIl versus MDI among adults with
type 1 diabetes. However only 4 (Bolli 2009,
DeVries 2002, Thomas 2007 and Tsui 2001)
out of the 9 studies were included in the
meta-analysis for the A1C outcome. For the
5 studies that were not included
(Bruttomesso 2008, Hanaire-Broutin 2000,
Hirsch 2005, Hoogma 2006 and Lepore
2003), no information was reported in Table
4 of Appendix D for the A1C outcome;
however, we verified that all 5 of these
studies captured A1C as an endpoint.
Therefore, it is not clear why the 5 latter
studies were omitted from the meta-analysis
as they appear to contain relevant
information that could inform the analysis.

Response

We have added to the results section for adults with
type 1 diabetes the reasons that there articles were
not included in the meta-analysis.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749

Published Online: July 10, 2012
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Medtronic/Francine | Observational studies
Kaufman

Comment

While Medtronic recognizes the potential
limitations and risk of bias in observational
studies, a large number of non-randomized
studies addressing other important clinical
outcomes have been conducted to evaluate
CSll and should be considered as part of this
evidence review. The AHRQ draft report
states that in addition to RCTs, observational
evidence was included in the draft review,
but only for select clinical outcomes
(microvascular, macrovascular, maternal, or
fetal outcomes). "Real-world" experience is
critical to understanding the effectiveness of
treatments for chronic illnesses. This is
particularly important in the case of diabetes,
where a very strong placebo effect has been
documented in clinical trials. Because data
from observational studies of individuals
using CSlI versus MDI can provide a more
relevant perspective on the effectiveness of
CSll, observational studies should be
considered for the full range of clinical and
patient reported measures included in the
review. The role of observational research
was highlighted in a health technology
assessment in the UK that suggested RCTs
conducted on CSII might underestimate
health gains seen in routine care (NICE

P —
{ (€77 Effective Health Care PI'DEI'EITI

Response

While observational studies do provide some

evidence regarding comparative effectiveness, it is

our opinion that, if adequate RCT data are

available, that this type of data is far superior as it is

less subject to confounding by unmeasured

variables and other biases. As stated above, there

was adequate RCT evidence for several of our
relevant intermediate and patient-reported
outcomes.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749

Published Online: July 10, 2012
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technology appraisal guidance 151). In their
review and appraisal of the evidence, the
National Institutes for Health and
ClinicalExcellence (NICE) noted that:
"Although observational studies carried a
greater risk of bias than the RCTs, they were
much larger, of longer duration and more
representative of the people likely to be
considered for CSII therapy in routine clinical
practice than the populations in RCTs
available." The body of evidence from
observational studies contributed the
following information to the NICE review and
appraisal process: "The Assessment Group
reported 18 observational studies in the
adult/mixed age group, all of which showed a
statistically significant decrease in HbAlc
levels after initiation of CSII therapy. In the
children/adolescent age group, the
Assessment Group identified 23
observational studies, 20 of which showed a
decrease in HbAlc levels after starting CSlI
therapy with the difference reaching
statistical significance in 13 studies.
Furthermore, of the 3 studies showing an
increase in HbAlc, 2 were not statistically
significant and the third study did not report
the level of statistical significance." Excluding
observational studies for the key clinical
endpoint of A1C reduction as well as patient
reported outcomes greatly reduces the
applicability of this assessment for key
stakeholders, including patients and
providers. Therefore, we strongly
recommend that AHRQ include high quality
observational studies in this assessment. To
address concerns about bias, AHRQ should
consider an approach similar to the NICE
appraisal of CSll to select appropriate
observational studies for inclusion in this
assessment.

Source: http://effectivehealthcare.ahrq.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=749

Published Online: July 10, 2012
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Lifescan/Animas

Section

KQ1 recommendation

Comment

LifeScan and Animas recommend that the
AHRQ summary conclusion for key question
1 be revised to state that there is good
evidence for the clinical benefit of CSII over
MDI for both adult and pediatric patients with
type 1 diabetes. However, there is
insufficient evidence for the clinical benefit of
CSil for other subpopulations (e.g., type 2
diabetes, elderly, gestational diabetes)
perhaps due to the paucity of research in
these areas.

P —
{ (€77 Effective Health Care PI'DEI'EITI

Response

The grading of our strength of evidence is
described in our methods section and in the

Methods Guide which can be found on the Effective

Health Care website. We believe that the
conclusions regarding the effect and strength of

evidence are well-supported. Further details can be

found on page 13 of the full report.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
Published Online: July 10, 2012
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Response

Peer Reviewer 4

CSll vs. MDI

Pages 18, 31, 43; studies that were
evaluated in this review used many different
MDI regimens; as stated, MDI regimens
included NPH and regular, as well as insulin
glargine, insulin aspart, and insulin lispro.
NPH and Regular insulin are not insulin
analogues and have very different
pharmacologic activity from the insulin
analogues glargine, aspart, and lispro; the
results between CSII and different regimens
of MDI could be significant, especially those
using NPH and regular insulin compared with
insulin glargine and insulin lispro/aspart;
these studies were assessed as a whole
without distinction of the MDI regimen used,;
this is also important as the authors made a
point of excluding studies in which insulin
pump therapy used regular insulin.

We decided to limit our studies to those where
rapid-acting insulin analogs were used in the insulin
pump (as opposed to regular insulin) as this is the
current clinical practice. Regarding insulins used in
the MDI arms, we agree that the composition of the
MDI regimens (analog vs non-analog) could affect
their efficacy and safety relative to CSIl. We elected
to include studies with MDI arms using long and
rapid-acting analog and/or NPH and regular insulin
because both regimens are still used in clinical
practice. NPH and regular insulin-based MDI
regimens may still be used to treat hyperglycemia
in pregnancy and type 2 diabetes. In most cases,
we did not have enough studies to evaluate MDI
arm composition as a source of heterogeneity
qualitatively or in our meta-analyses. When
relevant, we have made a note of the possible
modifying effect of insulin type. We do not feel that
this issue affects our overall conclusions but have
added this important caveat to the discussion
section. In theory, this comparison should favor the
rapid acting CSlI, particularly in terms of HbAlc,
hypoglycemia outcomes, and quality of life.

Peer Reviewer 4

Results

The authors drew conclusions about the
importance and quality of studies reviewed,
and the inclusion or lack of inclusion of
results. Shouldn’t studies of higher quality be
given more weight when coming to
conclusions about the relative benefit of an
intervention on individual outcomes?

We agree, which is why we have also included
evidence grading throughout the report and in the
summary of our key findings.

Source: http://effectivehealthcare.ahrq.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=749
Published Online: July 10, 2012
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Peer Reviewer 4 Results Lower fear of hypoglycemia with rt-CGM is We agree and have added this point to the

an important finding (page 61) and should be | discussion.
emphasized, along with the finding that there
was no increase in hypoglycemia with the
use of rt-CGM vs. SMBG despite there being
improved HbAlc associated with rt-CGM.
These two results are important since the
risk of hypoglycemia is a major limiting factor
in improving glycemic control as the authors
stated on page 2. This is especially important
for people with Type 1 diabetes who have
hypoglycemia unawareness. The use of rt-
CGM has the potential for increasing the
safety of subjects with Type 1 diabetes,
preventing potentially devastating
consequences of having an episode of
severe hypoglycemia when using intensive
insulin therapy to achieve near normal blood
lucose control.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749

Published Online: July 10, 2012
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Commentator &
Affiliation
Abbott/Eileen
Bockoff

Section

KQ2, TIDM or T2DM status?

Comment

A number of randomized, controlled clinical
trials have evaluated the effects of CGM in
the treatment of Type 1 diabetes; however,
the effects of CGM in the treatment of Type 2
diabetes has been less-frequently studied.
Moreover, very small populations of
individuals with Type 2 diabetes use both rt-
CGM and CSII. As a result, we would expect
limited clinical evidence regarding the

effectiveness of rt-CGM versus SMBG in this

population. We therefore recommend that
Question 2 be limited at this time to a review
of related evidence pertaining to individuals
with Type 1 diabetes.

@Mwmm

Response

We searched broadly and identified this area as a
gap in the knowledge base

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749

Published Online: July 10, 2012
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Abbott/Eileen KQ2, pregnancy status
Bockoff

Comment

Given the small population of individuals with
GDM and Type 2 diabetes that use both rt-
CGM and CsllI, we recommend AHRQ focus
its examination on pregnancy complicated by
pre-existing Type 1 diabetes at this time.

Response

Pregnant women with TIDM was the population of
interest for the review. While we looked, we did not
find studies in pregnant women with type 2

diabetes.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
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Lifescan/Animas

Section

KQ2 recommendation

Comment

LifeScan and Animas recommend that the
AHRQ summary conclusion for key question
2 be revised to state that there is good
evidence for the clinical benefit of senor-
augmented pump use for adults and children
with type 1 diabetes. With regard to clinical
outcomes research in other subpopulations
(e.g., type 2 diabetes, elderly), future trials of
these technologies should focus on rt-CGM
in conjunction with appropriate and
associated interventions. In conclusion,
although LifeScan and Animas agree with
the AHRQ draft regarding gaps in the
literature regarding CSll and rt-CGM safety,
efficacy and QoL in specific subgroup
populations, we feel that the AHRQ
systematic review did not cite several
pertinent studies, inclusion of which would
change the concluding statements as
recommended. We thank the AHRQ for the
opportunity to comment on this important
review.

P —
{ (€77 Effective Health Care PI'DEI'EITI

Response

The grading of our strength of evidence is
described in our methods section and in the
Methods Guide which can be found on the Effective
Health Care website. We believe that the
conclusions regarding the effect and strength of
evidence are well-supported. Further details can be
found on page 13 of the full report.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
Published Online: July 10, 2012
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Abbott/Eileen KQ3, age
Bockoff

Comment

The AACE Continuous Glucose Monitoring
Task Force “Consensus Statement” on
Continuous Glucose Monitoring observes
with regard to adults, “No data exist to
suggest CSll is a better option than multiple
daily injections in patients using personal
CGM.” AACE cites findings that in many of
the randomized pediatric clinical trials of
personal CGM, patient outcomes have been
similar for both CSlI-treated patients and
multiple daily injection methods of insulin
administration. This is another area where
more evidence may need to be developed
before a meaningful comparative
effectiveness review can be conducted.

Response

We agree that this is an area where evidence is
lacking. We believe that identifying gaps in
evidence such as these is still of benefit for those
making decisions for pediatric patients with
diabetes.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
Published Online: July 10, 2012
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Abbott/Eileen Additional references We are attaching a list of references from the | Thank you for bringing to our attention these
Bockoff clinical literature discussing the newly- references. We have examined them and found

emerging evidence regarding CGM that they did not meet the inclusion criteria as
technology’s usefulness for certain outlined in our methods section. Please see

populations of patients with diabetes and its Appendix D for further details.
key contributions to several clinically-
challenging situations in ongoing diabetes
care for individuals who are insulin requiring.
We recommend that these articles be
included in AHRQ's review of available
evidence regarding this technolo

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
Published Online: July 10, 2012
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Roche diagnostics

Comment

With regards to sensor-augmented pumps
the evidence is overall low to insufficient,
except the outcome HbAlc, but here the
AHRQ draft report state that the data is
heterogeneous. That means that further
research is needed. The meta-regression
performed by AHRQ is conducted post-hoc
and is not level of evidence like pre-planned
outcome assessment in a trial protocol.
Furthermore, beneficial effects of sensor-
augmented pump therapy over MDI are
mostly attributed not only to the use of
glucose sensors but equally to the use of
insulin pumps.

Response

We agree with the post-hoc nature of the meta-
regression and have labeled it as such.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749

Published Online: July 10, 2012
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Figure 10

Section

Comment

Figure 10: With regards to sensor-
augmented pumps the evidence is overall
low to insufficient, except the outcome
HbAlc, but here the AHRQ draft report state
that the data is heterogeneous. That means
that further research is needed. The meta-
regression performed by AHRQ is conducted
post-hoc and is not level of evidence like pre-
planned outcome assessment in a trial
protocol. Furthermore, beneficial effects of
sensor-augmented pump therapy over MDI
are mostly attributed not only to the use of
glucose sensors but equally to the use of
insulin pumps. With regards to figure 11, we
would appreciate further clarification if the
axis “Mean between group difference in
HbAlc (%)” is meant as absolute or relative
change. The figure could be interpreted as if
a sensor compliance of about 80% would
lead to an approximately 5% absolute HbAlc
reduction in comparison to using SMBG

o
‘hsgééjrlfﬁacﬁvelﬁeﬂ|ﬂ1E:ure Program

Response

We agree that the meta-regression was post-hoc
and have added this to the limitations on p. ES-48
and p. 105. The issue that the beneficial effect of
the sensor-augmented pump could be do the rt-
CGM or the insulin pump is addressed in the future
research section of the discussion in the following
statement: "Current studies examining the
comparative effectiveness of rt-CGM versus SMBG
on outcomes have included mixed populations
receiving intensive insulin therapy as CSII and/or
MDI; however, they have not determined the effect
of these two glucose monitoring strategies in
individuals treated with only CSII or only MDI. Such
a study would help to elucidate whether the
observed benefit of sensor-augmented pump
compared with MDI/SMBG on glycemic control is
secondary to the rt-CGM technology, the mode of
intensive insulin delivery, or both."

Peer Reviewer 4

SAP

Page 65; 4th and 6th bullets and Strength of
Evidence on page 69: The statements within
each bullet seem contradictory. Explain why
the evidence was low despite reporting
studies that had positive results associated
with hyperglycemia and quality of life when
using sensor-augmented pumps.

Please see the Methods chapter and the Methods
Guide for Effectiveness and Comparative
Effectiveness Reviews for a description of how
strength of evidence is determined. Strength of
evidence is our confidence that the result is a
reflection of the truth.

Peer Reviewer 4

SAP

Page 71: the authors should state if the
results are applicable.

Applicability is discussed at the end of each results
section and in the discussion.

Peer Reviewer 5

Results

There is a lot of repetition between the text
and the tables which | found distracting. |
think a discussion of the tables would suffice
as they seem to have all the details.

We have attempted to summarize the text as
succinctly as we can with references to the tables
and figures.

Peer Reviewer 4

Limitation

Meta-analyses are in themselves subject to
bias and risk. These were performed on
several outcomes. The limitations of these
analyses should be clearly stated.

These limitations have been added to the
discussion.

Source: http://effectivehealthcare.ahrq.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=749
Published Online: July 10, 2012

40




v
“s&' iceg,,

oy _—
AHRQ
Agency for Healthcare Research and Quality

‘m,‘"‘m Advancing Excellence in Health Care » www.ahrg.gov

Section

“a,

AT

Commentator &
Affiliation

Peer Reviewer 5 Discussion

Discussion

Roche diagnostics

Comment

results are clearly stated except that the
importance of age on the effectiveness of the
glucose sensor was not sufficiently stressed

In this section a comparison and a
discussion of why the draft report
significantly differs from other relevant
systematic reviews besides Jeitler et al.(21),
Pickup and Sutton (22) (Misso et al. (5),
Cummins et al. (4), Pankowska et al.(6)
would be of value. With regard to rt-CGM
versus SMBG, AHRQ may want to
acknowledge that according to FDA
decisions about insulin dosing could not be
made based on the rt-CGM result but rather
based on traditional SMBG

Response

We have added information about the effect of age
on outcomes and adherence to the discussion.

We have updated the discussion to summarize how
our systematic review and meta-analysis compares
to prior studies, including proposed reasons for
observed differences. We have also clarified
through the document, in the introduction and
discussion, that rt-CGM is to be used as an adjunct

to SMBG.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749

Published Online: July 10, 2012
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Discussion

Section

Comment

Beyond that, the discussion could provide
reasoning about appropriateness of a post-
hoc meta- regression about the dependence
of HbA1c reduction on sensor compliance
and what it means for further evidence
needs. It could also take into account that
coverage with evidence development
decisions were recently taken in Washington
State and in France.

o
‘hsgééjrlfﬁacﬁvelﬁeﬂ|ﬂ1E:ure Program

Response

The issue of compliance and benefit was also
investigated by Pickup and in JDRF and has strong
rationale. We have added the following statement
to the "Future Research" needs sections regarding
that issue: "Studies should also incorporate
measures of adherence to treatment as adherence
is important for the effectiveness of any intensive
insulin therapy or glucose monitoring system. Our
data and others show that rt-CGM is most effective
in those compliant with wearing the sensor at least
60% of the time. Thus, sensor compliance may be
a marker for overall treatment adherence and
explain the HbAlc fall, independent of the sensor."

Dexcom/David
Price

Discussion

In the discussion section, there is mention of
the lack of demonstrated reduction in severe
hypoglycemia with CGM as well as reference
to a meta-analysis by Pickup et al (published
after October, 2010) that came to the same
conclusion. However, it was not mentioned is
that no study was designed to demonstrate
reductions in severe hypoglycemia. Beck et
al presented a sample size analysis in the
Journal of Diabetes Science and Technology
in 2011 for a trial to demonstrate reduction of
severe hypoglycemia. He found that the
sample size and study duration required to
demonstrate a reduction in severe
hypoglycemia would be prohibitive unless
patients with very high risk reduction of
hypoglycemia were selected, the patients
were followed for a prolonged period of time,
or the observed reduction in severe
hypoglycemia was huge. The limitations
section of the discussion is inadequate. As
discussed in the above comments, the
analysis combined all CGM systems, even
though different generations and different
manufacturer’s system are heterogeneous in
terms of usability and performance. As
devices are not therapies, the way patients
and HCPs use the data is crucial to whether

The Battelino paper was identified in our updated
search, and included.

Source: http://effectivehealthcare.ahrq.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=749
Published Online: July 10, 2012
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or not they achieve glycemic benefit. The
implications section of the discussion of the
discussion does conclude that rt-CGM is
superior to SMBG patients with type 1
diabetes in those that are compliant with
wearing the monitoring. We concur and the
data would be even stronger if the Battelino
paper was included. It also calls out that the
available literature does not allow looking at
CGM versus SMBG in patients using MDI or
CSIl as the major outcomes studies
combined both approaches. However, there
are a number of published studies that have
performed the comparison of CGM benefit in
CSll and MDI patients. Studies by Rodbard
published in Diabetes Technology and
therapeutics in 2009, and Garg, published in
Diabetes Care in 2011, suggest a near
equivalent benefit (in particular related to
reduction of hypoglycemia) of CGM whether
intensive insulin uses CSIl or MDI. This was
confirmed in a planned subset analysis in the
Batellino study.
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We have added additional information to the

I think that the discussion could be improved
discussion.

by providing more detail on the QOL issues
and compliance issues, and what factors

Discussion/conclusion
might predict severe hypoglyemia and

Peer Reviewer 2
compliance
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Peer Reviewer 1 Clarity and usability yes to all, but with all of the limitations of the | Thank you for your comments!
review clearly specified
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Peer Reviewer 2 Clarity and usability In the abstract, the conclusion notes that The abstract has word limitations but we discuss
"insulin therapy can be individualized to these issues, particularly adherence, in the

maximize their quality of life." That is a true discussion.
statement--and from personal perspective
based upon an evaluation of the patient
goals (e.g. active lifestyle) as well as medical
evaluation (achieving tight control with a goal
of minimizing hypoglycemia). However, from
a policy perspective, it is equally important to
note the factors that identify patients who
might opitmally benefit (especially about
compliance issues

Peer Reviewer 5 Clarity and usability As discussed above---a lot of repetition. Thank you for your comment.
However points are clear

The organization of this review is confusing. While we appreciate the suggestion, we have
Key Points and Evidence Grades are listed structured this report consistent with the format for
first under a major subheading, and then the | AHRQ evidence reports.

Study Design and Results are reported. We
think the reverse order would be better;
present the evidence and then the
conclusions.

Peer Reviewer 4 Organization
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Peer Reviewer 4 Appendix D

Comment

Appendix C, Exclusion Report-explain what
the “other reason” is for exclusion of the
paper.

The Tables at the end of the report list lispro
and regular as short-acting insulins, and
NPH as a long-acting insulin. This is
incorrect; insulin lispro and insulin aspart are
rapid-acting insulins, regular is a short-acting
insulin, and NPH is an intermediate-acting
insulin; NPH insulin is quite different from the
long-acting insulin glargine (see #15 above).

P —
{ (€77 Effective Health Care PI'DEI'EITI

Response

Other reasons for exclusion are usually particular to
the study. For instance, the device was not being
used appropriately.

We have clarified out footnotes to indicate what we
really intended--glargine and NPH are basal
insulins and aspatrt, lispro, and regular insulin are
prandial insulins.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productl D=749
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prednisone:ab,ti)* The reason for exclusion The inclusion of these additional terms was a typo
of these drug terms appears not to be clear. in the appendix, and has been corrected.

AHRQ may want to revisit this topic and may
want to decide to run an updated search.
The purpose of the double use of the term
“NOT ([animals]/lim NOT [humans]/lim)” was
not clear to us.

Peer Reviewer 4 Terminology Use blood glucose and not blood sugar This has been fixed. Thanks!
throughout the document
Roche diagnostics | update Overall, AHRQ may want to consider We have reviewed the additional citations brought
revisiting the search strategy, the relevance into the search by including the term
of the report for comparative effectiveness "hypoglycem*". None of these citations were
and the dependency of the results in relevant.

comparison to other systematic reviews in
the field. Guiding questions may be: Is
patient experience sufficiently captured? Is
medical evidence including observational
evidence sufficiently represented in the
review? How the value of rt-CGM can
appropriately be assessed given that
decisions about insulin dosing still need
traditional SMBG?

Roche diagnostics | References The references would need to be updated We are have updated our references accordingly.
accordingly in case of acceptance of
additional documents.
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