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Appendix A: Methods details

Al: Initial Cohort and Model Structure

Initial cohort

The estimated mean prevalence of DM in Canada is calculated from various sources to be 8.4%
(1-4). Approximately 9% (2) of Canadians with DM are diagnosed with T1D. Thus, the overall
prevalence of T1D in Canada is approximately 0.76%, meaning approximately 287,000 people
were diagnosed with T1D in Canada in 2021. As approximately 63.4% of people in Canada were
aged 18 to 64 years in 2019 (5), the initial cohort of our model was calculated to be 180,000

people across Canada aged 18 to 64 years diagnosed with T1D.

Population-level age weights were derived from the Statistics Canada 2016 census (6), the most
recent source available. Although individual population weights are used for each age in the
model, a categorical summary of relative population weights is included in the interest of brevity.
Note that they are all similar in magnitude, but individual weights range from 0.01851 (18 years
of age) to 0.02487 (53 years of age). This corresponds to a 34% variation in weights by age at

the population level.

Table Al: Demographic Distribution

Age (years) Relative weight

18-19 0.01906
20-24 0.02084
25-29 0.02209
30-34 0.02191
35-39 0.02170
40-44 0.02037
45-49 0.02016
50-54 0.02105
55-59 0.02313
60-64 0.02113




Model Structure

All participants begin in the no complications state. After the first year, participants can
transition to a complication, remain in the no complications state, or die. Once in a complication
state, participants can transition to a more severe complication (e.g., retinopathy to blindness),
remain there, or die due to the increased risk of death from their complication or other causes.

Figure Al illustrates our Markov cost-effectiveness model structure.
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A2: Estimation of Efficacy of CGM and isCGM
Clinical Improvement of TIR due to CGM

Maiorino et al. (7) is the primary source for the evaluation of the clinical effectiveness of
CGM and isCGM relative to SMBG for glycemic control. To ensure that no more recent studies
have been published, a supplemental literature search was performed in June 2021 for relevant
studies that represent our target population of adults between 18 to 64 years old. While other
randomized trials in children and older adults were recently completed, they were not included in
our analysis. Evaluation of the efficacy of CGM is based on the following subgroup of studies
(adapted from Maiorino et al. (7), Supplemental Figure 2B), eliminating studies which include
isSCGM, sensor augmented pumps, pediatric patients, or patients with type 2 diabetes. Based on

these criteria, the following five studies were retained:

Table A2: Study details

Sample Mean Age Baseline

Size (years, HbAlc (%, Mean
Follow-up (treatment/ treatment/ (treatment/ Difference CGM

Study Location (weeks) control) control) control) (95 % CI) sensor
JDRF (8) United 26 52/46 41.2/44.6  7.6/7.6 1.72 Dexcom

States (0.69,2.74) SEVEN
Little etal.  United 24 42/41 50.1/47.1  8.2/8.3 0.31 Medtronic
9) Kingdom (-1.61,2.23)
van Beers Netherlands 16 26/26 48.6/48.6  7.5/7.5 2.30 ENLITE
et al. (10) (1.90, 2.70)
Beck etal.  United 24 105/53 46.0/51.0  8.6/8.6 1.50 Dexcom
(11) States (0.36,2.64) G4
Heinemann  Germany 24 75/74 45.8/473  7.6/7.3 0.75 Dexcom
etal. (12) (0.00,1.50) G5

A random effects meta-analysis produced a mean improvement in time in range of 1.48 hours
(0.77 to 2.20), with an 1> of 69%, suggesting moderate to substantial heterogeneity (13). A

graphical presentation of these results is included in Figure A2.



Random Effects Meta-Analysis for CGM vs. SMBG
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Figure A2: Random effects meta-analysis of mean TIR estimates presented in for CGM vs.
SMBG.



Clinical Improvement due to isCGM

Similarly, Maiorino et al. (7) provides an initial reference for evaluating the effectiveness of
isSCGM over SMBG for glycemic control. Upon examination of this report, one study was
selected as relevant for our population. We note that while Maiorino et al. (7) reports a second
study of isCGM (14), however as this is a subgroup of Bolinder et al. (15) it should not be
included as a distinct study for meta-analysis purposes. Summary characteristics for Bolinder et

al. (15) are included in Table A3.

Table A3: Study details

Mean
Age Baseline
Sample (years, HbAlc (%, Mean
Follow-up ~ Size treatment/  (treatment/  Difference
. (weeks) (treatment/ ¢ oh¢r0]) control) (95%CI)  CGM sensor

Study Location control)
Bolinder  Europe 24 119/120 42.0/45.0 6.8/6.8 1.00 FreeStyle Libre
etal. (15) (multiple (0.43, 1.57)

locations)

Based on these results, we estimate a mean improvement in TIR of 1.00 hours/day (0.43 to 1.57)
when iSCGM is used relative to SMBG. While we acknowledge that this is based only on one
study, it represents the most relevant basis for our study population and the uncertainty is

captured in the wide confidence interval and our conservative analysis strategy.

Translating the efficacy of CGM and isCGM to rates of long-term T1D complications

To ensure that a conservative cost-effectiveness analysis, we used an improvement in
TIR of 0.77 hours/day and 0.43 hours/day as our basis for CGM and isCGM efficacy,
respectively. The DCCT (16) remains our best source of data for the impact of glycemic control

on long-term complications, such as CVD (including stroke, heart failure, angina), retinopathy,



nephropathy and neuropathy. Recently, Beck et al. (17) validated TIR for retinopathy and
microalbuminuria (which we apply to nephropathy). Based on their adjusted models, the hazard
ratio of a 10% increase in daily TIR (i.e., 2.4 hours/day) corresponds to a reduction of 64% and
40% in risk of retinopathy and nephropathy, respectively. Assuming a linear relationship and that
the hazard ratio approximates the RR, this corresponds to a 0.204 reduction in risk of retinopathy

due to CGM and an approximate RR of 0.796. Similar calculations yield Table A4

Table A4: RRs based on TIR

Model Retinopathy Nephropathy
CGM  0.796 0.872
isCGM  0.885 0.928

However, we are not aware of any other prospective analyses examining the risk of CVD
and neuropathy based on TIR, thus we require a link to HbAlc to measure this reduction in risk.
Note that Vigersky et al. (18) suggest that a 10% increase in TIR (i.e., 2.4 hours/day)
corresponds to approximately a 0.80% decrease in HbA1c. This study was selected as our
reference as it is based on a large number of studies from a variety of populations, the majority
of which were from the T1D community. Thus, our estimates of relative efficacy of CGM and
isSCGM based on HbAlc are 0.257% and 0.143% of baseline (i.e., SMBQG), respectively.
Consistent with the OH (19) report and baseline cohort information of Aronson et al. (20), if we
assume a baseline HbAlc of 8.1%, our relative improvements correspond to approximately a
3.2% and 1.8% long-term reduction of HbAlc for CGM and isCGM, respectively.

Table A5 is adapted from Table A7 in OH’s (19) Appendix and contains the relative

reductions in risk for neuropathy and CVD.



Table A5: Reduction of RRs of complications due to glycemic

monitoring

Relative change in HbAlc (%)

from baseline Neuropathy (RR) CVD (RR)
1 0.963 0.978

2 0.926 0.956

3 0.889 0.934

4 0.853 0.912

Arr 0.037 0.022

As an example, the baseline SMBG risk of moving from no complications to nephropathy
is 0.072. Under CGM, this risk would reduce to 0.0628. Similarly, for isCGM the risk would
reduce to 0.0668. Note that we assume that the probability of entering a more severe
complication (e.g., ESRD, blindness, LEA) remains the same, independent of the monitoring
strategy, and that only the rate of entering the first stage complication is reduced. To summarize,
our conservative estimates of the reduction of risk associated CGM and isCGM are presented in
Table A6.

Table A6: Overall summary of CGM and isCGM impact

Model Retinopathy (RR) Nephropathy (RR) Neuropathy (RR) CVD (RR)

CGM  0.795 0.872 0.882 0.930
isCGM  0.885 0.928 0.933 0.960




A3: Intervention Costs and Model Parameters

Intervention cost assumptions and calculation details

SMBG: Our annual average cost estimate for SMBG is estimated as $2,019 per year. This was
estimated based on a review of the London Drugs and Amazon online stores for supplies. Costs
were based on the purchase of a box of 100 strips for $76.99 and 100 lancets for $9.29.
Assuming a recommended average testing rate of six tests per day (21), the annual cost is
estimated as $1,889 per year. Given the three-month expiration an additional $120 is estimated
for purchase of four bottles of solution. Purchase of a Contour Next glucose meter is also
included for $47.99, which is eligible for a warranty of five years pending registration. This
yields a pro-rated cost of $9.60 per year. To total annual cost is thus: $1,889 + $120 + $10 =

$2,0109.

CGM: Our annual average cost estimate for CGM is estimated as $3,930 per year. This was
estimated based on the following calculations and assumptions:

1. Based on 12-month subscription prices from manufacturer websites, a Dexcom G6 costs
$3,588 per year. This system does not require a receiver nor is any calibration required.
Similarly, the Medtronic Guardian Connect costs $3591 per year based on an annual
subscription. No receiver is required, but this is currently only available for i0S. The
Medtronic system also requires twice daily calibration (minimum). Thus, an additional
$681 is added to yield $4,272 per year.

2. We assume an equal market share. Thus, an average cost for non-insulin pumps is:

($3,588 + $4,272)/2 = $3,930 per year.
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iSCGM: Our annual average cost estimate for isCGM is estimated as $2,540 per year. As the
FreeStyle Libre is the only isCGM that is approved for sale in Canada, we estimated the annual
average cost from the FreeStyle Libre website. A reader can be purchased for $54 (with a three-
year warranty, pro-rated to $18 per year). Bi-weekly sensors can be purchased for $97 each,
representing an annual cost of $97 x 26 + $18 = $2,540. Note that no calibration is necessary for
these sensors.

Insulin Pump Usage

Initial calculations assumed that approximately 15% of the T1D community use insulin pumps.
While isCGM works similarly and is unaffected by diabetes pump use, CGM compatibility
varies between Medtronic and Tandem pumps systems. However, based on our assumption of
equal market share and recent cost reductions for the Medtronic Guardian Link 3 sensors, these
do not impact our annual cost calculations. As a further note, our analysis only includes costs of
glucose monitoring and does not include costs of insulin or delivery (e.g. pump or multiple daily

injections).
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Transition Probabilities

Baseline transition probabilities for SMBG are included in Table A7:

Table A7: Baseline annual transition probabilities

Parameter Baseline Min Max References
Probability
From no complications to:
Retinopathy 0.011 0.006 0.017  McQueen et al. (22)
Neuropathy 0.0235 0.0218 0.0252 Nathan et al. (23), Nathan
(24)
Nephropathy 0.072 0.041 0.112  McQueen et al. (22)
CVD ADf — — Livingstone et al. (25)
From retinopathy to:
Blindness 0.0064 0.0062 0.0066 Hoerger et al. (26),
McQueen et al. (22)
CVvD 0.0155 0.0100 0.0430 Klein et al. (27), McQueen
et al. (22)
From neuropathy to:
Nephropathy 0.097 0.0550 0.1490 Wuetal. (28)
LEA 0.120 0.0620 0.1690 Hoerger et al. (26),
Jonasson et al. (29),
McQueen et al. (22)
SH event 0.052 0.012%  0.104% Pettus et al. (30)
DKA event 0.060 0.03% 0.128  Pettus et al. (30)
Other mortality ADf — — Livingstone et al. (25)
Additional probability of death
Nephropathy +0.0036 — — Orchard et al. (31)
LEA +0.093 — — Vamos et al. (32)
ESRD +0.164 — — Wolowacz et al. (33)
SH event +0.0063 — — OH (19)
DKA event +0.075 — — Fernando et al. (34)
CVD ADf — — Palmer et al. (35)

TAD = age-dependent. See Tables A8 to A10 for details.
! Minimum rates of SH/DKA events from other relevant studies (see Table A13 in Appendix A)
$ Maximum rates of SH/DKA events are estimated as double the baseline rate

12



Age-dependent other mortality and CVD risk

Other mortality risk

Mortality due to other causes was difficult to obtain as general mortality rates from the Canadian
population do not generalize to those with T1D. Typically, individuals with TID have
significantly shorter lifespans due to many causes, including the direct pathways that we
modelled (e.g., CVD and ESRD), but also other pathways that are not accounted for. Our age-
specific risk of mortality is derived from the large-scale Scottish T1D registry (25) and combined
with Canadian census data. This resource was chosen as it was based on 21,739 participants in
the general population and represents the largest source of detailed information for mortality
rates in T1D available. Moreover, Scotland uses a public health care system which supports its
application to the Canadian context.

Risks for other mortality were obtained by combining the age-adjusted mortality rates
due to malignant neoplasms, diabetes, respiratory disease, diseases of the digestive system,
suicide/mental disorder, other external and other causes, averaged by gender, converted to annual
probabilities and then weighted by the Canadian population. Risks of other mortality per age

group are presented in Table AS8.
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Table A8: Other mortality risk by age

Age (years) Probability of mortality

18-24
25-29
30-34
35-39
40-44
45-49
50-54
55-59
60-64
65-69
70-74
75-79
80+

0.0018
0.0017
0.0025
0.0042
0.0050
0.0078
0.0063
0.0081
0.0120
0.0165
0.0310
0.0384
0.0674

CVD risk

The risk of CVD per age group was obtained from the large-scale Scottish T1D registry (25).

These are presented in Table A9.

Table A9: CVD risk by age

Age (years) Probability of CVD

20-39
40-49
50-59
60-69
70+

0.002245
0.00984
0.01789
0.03068
0.05673

CVD mortality risk

To simplify the model and ensure an increasing risk of mortality with age, annual CVD mortality

risk was obtained by averaging the annual mortality risks for each of the four age groups across

the first five years post-CVD event (19, 35). These are presented in Table A10.

Table A10: CVD mortality risk

Age (years) Probability of death

18-59
60-69
70-79
80+

0.117
0.157
0.197
0.325

14



QALY values

We used the largest decrement in QALY as our model considered more severe cases of the
included complications. For example, the QALY for CVD is obtained from the largest included
disutility (i.e., stroke = -0.164) among the included conditions for this category (stroke,
congestive heart failure, myocardial infarction, angina). In addition, note that disutilities are
additive. For example, an individual with LEA (QALY = 0.536) who experiences a CVD event
(disutility = -0.164) would have an overall utility of 0.372. Similarly, an individual with CVD
and retinopathy (QALY = 0.666) would have a utility of 0.632 if they experience a DKA event.
The QALYs used in the model are presented in Table A11.

Table A11: QALY values for included states

State QALY
Single states
No complications 0.900°
Retinopathy 0.830
Neuropathy 0.816
Nephropathy 0.852
CVD 0.736
Blindness 0.756
LEA 0.536
ESRD 0.688
Death 0°
Combined states
Nephropathy & neuropathy 0.768
CVD & retinopathy 0.666
CVD & neuropathy 0.652
CVD & nephropathy 0.688
CVD & LEA 0.372
CVD & ESRD 0.524
CVD & blindness 0.592
Adverse events
SH event -0.0218
DKA event -0.034%

Unless specified, QALYs were obtained from Beaudet et al. (36)
"Polonsky et al. (37)

°Definition

S Pettus et al. (30)
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Complication costs
Complication costs are presented in Table A12. Note that each individual’s annual costs are
additive and include the sum of the annual cost of the intervention, potential complications, and

SH or DKA events.

Table A12: Added annual complication costs (2021 CAD)

State First year cost Subsequent year cost
No complications — -
Retinopathy 513 54
Neuropathy 200 200
Nephropathy 83 14
CVD 19,483 4,247
Blindness 3,632 2,588
LEA 45,871 6,282
ESRD 29,432 13,347
Death 0 0

SH event 3,937 3,937%
DKA event 7,783 7,783%

*Cost remains the same for all years

16



A4: Rates of SH/DKA events from relevant studies

Severe hypoglycemic (SH) events occur when blood sugar levels become extremely low. At the
other extreme, DKA is a severe complication of T1D and is caused by insufficient insulin,
resulting in high blood sugar levels and elevated levels of ketones in the bloodstream leading to
ketoacidosis (38). A detailed literature review was performed to examine the overall prevalence
of SH events and DKA that require hospitalization in the T1D population. The results are
summarized in Table A13. RCTs are not a viable study design to measure these rates as they are
generally low and require large sample sizes as well as potentially large follow-up times to
observe enough events.

SH events

Based on the available data sources, we will use a baseline SH event rate of 5.2% per year (30).
This source was selected as it is a large-scale U.S. study of adults with the vast majority (85%) in
our target population age range of 18 to 64 years. When assessing the relative improvement due
to CGM, we apply Parkin et al.’s (39) relative improvements in rates as they include both SMBG
(1.2%) and CGM groups (0.7%) in the same cohort. This yields an RR of 0.583, which
corresponds to an annual rate of 3.0% for CGM. While we have no direct study comparing
isSCGM to SMBG, Charleer et al. (40) provide a pre-post reduction of risk of SH events requiring
hospital admission of 1.9% to 1.2% per year. Applying this result to our baseline rate yields an
annual probability of 3.3% for isSCGM. Costs ($3,937), QALY (-0.021), and probability of
mortality (0.0063) due to an SH event were obtained from OH (19) and adjusted for 2021 CAD
as no additional Canadian sources were found.

DKA events

Similar to SH events, Pettus et al. (30) provide an annual rate of DKA events of 6.0%. Based on

17



the report by Parkin et al. (39), we have a very strong relative improvement of 0.133 due to
CGM, which corresponds to a rate of 0.8%. Note that, while this appears very large, it is
reasonable as this technology provides warnings of elevated glucose which helps ensure that
high blood sugar does not remain untreated until DKA occurs. Similarly, using the pre-post rates
of Charleer et al. (40) yields an annual RR of 0.714 for DKA in isCGM and an annual
probability of 4.3%.

A recent report by Fernando et al. (34) in Ottawa, Canada shows that the average (non-
ICU-based) hospital admission cost for a DKA event is $6,484 while those requiring ICU
admission cost approximately $20,716. Based on this study, we have used an annual pooled
DKA event cost of $7,783 (in 2021 CAD) with a pooled mortality rate of approximately 7.75%
due to a DKA event.

Given our population, the impact of DKA on QALY is best represented using a large
study of 2,341 individuals with T1D in the U.K. Peasgood et al. (41) found a statistically
significant disutility of -0.037 for experiencing a DKA event using a fixed effects model for the
DQ-VAS QOL scale. This is also consistent with our value of reduction in QALY for SH events
as we expect a DKA event to have a slightly larger impact on QOL because it often requires ICU

admission and similarly, an extended loss of time at work/school.
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Table A13: Summary of studies for incidence of SH and DKA events

Study

Sample size

Monitor
Population type

Follow-  Annual SH
up events resulting
time in hospitalization

Annual DKA
events resulting
in hospitalization

SMBG
Parkin et al.
(39)

Foster et al.
(42)

Pettus et al.
(30)

1,130
(565 SMBG)

22,697

31,430

Patients in the Optum Research —
Database with a diagnosis code

for T1D, continuous enrolment in

the health plan at least one claim

for insulin during the study period
(mean age in SMBG group =

38.02 years; mean age in CGM

group = 36.22 years)

Patients from 2010 to 2012 and —
2016 to 2018 (ages 1 to 93 years

with 11,240 patients being >18

years old, duration of T1D from

<1 to 80 years) in the T1D

Exchange clinic registry data
collected from 81 U.S.-based
pediatric and adult endocrinology
practices in 35 states

Patients from 2014 to 2016 in the —
T1PCO EHR database that

contains data from hospitals and
clinics in all census regions of the
U.S. (age >18 years with 85%

aged 18 to 64 years, T1D duration

of >24 months)

1 year 1.2%

Syears —

12 5.2%
months

3.0%

3.0%*

6.0%
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Table A13: Summary of studies for incidence of SH and DKA events (continued)

Annual SH Annual DKA
Follow-  events resulting  events resulting
Monitor up in in
Study Sample size  Population type time hospitalization  hospitalization
CGM
Parkin et al. 1,130 Patients in the Optum Research Dexcom G4 1 year 0.7% 0.4%
(39) (565 CGM)  Database with a diagnosis code Platinum
for T1D, continuous enrolment in
the health plan at least one claim
for insulin during the study period
(mean age in SMBG group =
38.02 years; mean age in CGM
group = 36.22 years)
Foster et al. 22,697 Patients from 2010 to 2012 and Dexcom 5 years — 1%?
(42) 2016 to 2018 (ages 1 to 93 years (version not
with 11,240 patients being >18 specified)
years old, duration of T1D from
<1 to 80 years) in the T1D
Exchange clinic registry data
collected from 81 U.S.-based
pediatric and adult endocrinology
practices in 35 states
isCGM
Charleer etal. 1,711 Patients living with T1D for >3 FreeStyle 12 1.2% 1.0%
(40) months from University Hospitals  Libre months
Leuven, University Hospital software
Antwerp, and OLV Hospital Aalst version 1.0
in Belgium (mean + SD length of  and
T1D =22.8 + 13.7 years) mostly =~ LibreView

on multiple daily injections
(78%), impaired awareness of
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hypoglycemia in a minority of
cases (16%), and suboptimal
mean + SD baseline HbAlc of
7.8% £ 1.2%

Tsur et al. 2,295 Patients aged >18 years in the FreeStyle 3 months 2.9°
(43) Clalit Health Services database Libre
with T1D in Israel

2.3b

Prevalence of at least one event in the 3 months prior to the questionnaire
®Number of events per 100 person-years
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Appendix B: Sensitivity Analysis Details

Complication rates: The minimum and maximum values for the complication rates examined in
the sensitivity analysis were obtained from existing literature and are reported in Table A7 along
with their respective sources.

Complication RRs: In order to remain conservative, our primary models used the lower bound
of the 95% Cls of the pooled increase of TIR in CGM and isCGM users adapted from Maiorino
et al. (7) and our own preliminary meta-analysis (see Figure A2). In the sensitivity analysis, we
examined the impact of a less conservative model of CGM and isCGM efficacy by using the
point estimate and upper bound of the pooled TIR 95% Cls to model how a larger effect of these
technologies will affect our results.

Cost and QALY discounts: Our primary models used an annual discount rate of 1.5% for both
costs and QALYs. We examined the impact of reducing the annual discount rate to 0% and
increasing it to 5% on CGM and isCGM ICERs relative to SMBG.

Frequency of glucose monitoring tests: Higher frequencies of daily glucose tests are often
linked to better glycemic control (44-47), though a higher testing frequency also results in higher
cost. The 2021 National Institute for Health Care and Excellence guidelines (48) recommend up
to 10 tests per day. We compared the American Diabetes Association’s (21) recommendation of
6 tests per day to a higher frequency of tests to determine whether higher testing frequencies are
still cost-effective for CGM and isCGM systems relative to SMBG. Thus, we examined the
resulting ICERs from testing 8 (annual cost: $2,649) or 10 (annual cost: $3,324) times per day.
Annual cost of CGM and isCGM: In order to explore the impact of potential bulk purchase
agreements by the government on CGM and isCGM ICERs, we reduced the annual cost of CGM

and isSCGM systems by 10% and 25%.
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Appendix C: Additional results

Figures C1 through C3 illustrate the modelled number of individuals in each state over the study.
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Figure C1: Number of people over a 20-year horizon with major complications: (a) CVD, (b)
ESRD, (C) LEA, or (d) blindness
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Figure C2: Number of people over a 20-year horizon with minor complications: (a) neuropathy,
(b) nephropathy, or (¢) retinopathy
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Figure C3: Number of people over a 20-year horizon with events of (a) SH or (b) DKA. Note
that, since SH and DKA are independent events, annual counts are a function of the number of
people alive in that year.
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Consolidated Health Economic Evaluation Reporting Standards (CHEERS) 2022 Checklist

The CHEERS 2022 statement replaces the 2013 CHEERS statement, which should no longer be used. The CHEERS 2022 checklist
contains 28 items with accompanying descriptions. Checklist users should indicate the section of the manuscript where
relevant information can be found. The authors recommend using a section heading with a paragraph number. If an item does
not apply to a particular economic evaluation, checklist users are encouraged to report “Not Applicable.” If information is
otherwise not reported, checklist users are encouraged to write, “Not Reported.” Users should avoid the term “Not Conducted”
as CHEERS is intended to guide and capture reporting. Additional information on CHEERS 2022 can be found here.

Title
1. Title

Identify the study as an economic evaluation and specify the interventions being compared.

Included.

Abstract

2, Abstract
Provide a structured summary that highlights context, key methods, results, and alternative analyses.

Included.

Introduction

3. Introduction: Background and Objectives
Give the context for the study, the study question, and its practical relevance for decision making in policy or practice.

Context for the study: Background, paragraph 1 - paragraph 2
Practical relevance for decision making in policy or practice: Background, paragraph 2
Study question: Background, paragraph 2

Methods

4. Health economic analysis plan
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Indicate whether a health economic analysis plan was developed and where available.

Research Design And Methods; Model Overview and Initial cohort, paragraph 1

5. Study population

Describe characteristics of the study population (such as age range, demographics, socioeconomic, or clinical characteristics).

Research Design And Methods; Model Overview and Initial cohort, paragraph 1

6. Setting and location
Provide relevant contextual information that may influence findings.

Research Design And Methods; Model Overview and Initial cohort, paragraph 1

7. Comparators
Describe the interventions or strategies being compared and why chosen.

Research Design And Methods; Estimates of Efficacy of isCGM and CGM, paragraphs 1to 3

8. Perspective
State the perspective(s) adopted by the study and why chosen.

Abstract and Research Design and Methods; Statistical Analysis, paragraph 1

9. Time horizon
State the time horizon for the study and why appropriate.

Research Design And Methods; Model Overview and Initial Cohort, paragraph 1

10. Discount rate
Report the discount rate(s) and reason chosen.

Research Design And Methods; Statistical Analyses, paragraph 1

11. Selection of outcomes
Describe what outcomes were used as the measure(s) of benefit(s) and harm(s).

Research Design And Methods; Statistical Analyses, paragraph 1

12. Measurement of outcomes
Describe how outcomes used to capture benefit(s) and harm(s) were measured.

Research Design And Methods; Outcomes, paragraph 1
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13. Valuation of outcomes
Describe the population and methods used to measure and value outcomes.

Research Design And Methods; Model Overview and Initial Cohort, paragraph 1

14. Measurement and valuation of resources and costs
Describe how costs were valued.

Research Design And Methods; Statistical analysis, paragraph 1; Supplemental Information (A3)

15. Currency, price date, and conversion

Ranorttha datac of tha actimatad racauirca =t antitiac and LNt costs. n|| s tha o1 Hreney and year of conversion-
g

Research Design And Methods; Epldemlologlc complications, rates quallty of life and cost parameters paragraph 2

16. Rationale and description of model
If modeling is used, describe in detail and why used. Report if the model is publicly available and where it can be accessed.

Research Design And Methods; Model Overview and Initial Cohort, paragraph 1; Supplemental Information (A1)

17. Analytics and assumptions
Describe any methods for analyzing or statistically transforming data, any extrapolation methods, and approaches for
validating any model used.

Research Design And Methods; Statistical analysis, paragraph 1; Sensitivity analysis, paragraph 1

18. Characterizing heterogeneity
Describe any methods used for estimating how the results of the study vary for subgroups.

NA

19. Characterizing distributional effects
Describe how impacts are distributed across different individuals or adjustments made to reflect priority populations.

Research Design And Methods; Estimates of Efficacy of isCGM and CGM, paragraph 4

20. Characterizing uncertainty
Describe methods to characterize any sources of uncertainty in the analysis.

Research Design And Methods; Estimates of Efficacy and isSCGM and CGM, paragraph 4; Sensitivity analyses, paragraph 1

24
Z 1.

21. Approach to engagement with patients and others affected by the study
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Describe any approaches to engage patients or service recipients, the general public, communities, or stakeholders (eg,
clinicians or payers) in the design of the study.

NA

Results

22. Study parameters
Report all analytic inputs (eg, values, ranges, references) including uncertainty or distributional assumptions.

Supplemental Information Tables A7; Age dependent transitions included in Tables A8, A9 and A10

23. Summary of main results
Report the mean values for the main categories of costs and outcomes of interest and summarize them in the most
appropriate overall measure.

Results; Modelled Number of Complications and Deaths, paragraph 1; Cost-effectiveness of CGM and isCGM, paragraph 1

24, Effect of uncertainty
Describe how uncertainty about analytic judgments, inputs, or projections affects findings. Report the effect of choice of
discount rate and time horizon, if applicable.

Results; Sensitivity Analyses, paragraph 1

25. Effect of engagement with patients and others affected by the study
Report on any difference patient/service recipient, general public, community, or stakeholder involvement made to the
approach or findings of the study.

NA

Discussion

26. Study findings, limitations, generalizability, and current knowledge
Report key findings, limitations, ethical, or equity considerations not captured and how these could impact patients, policy, or
practice.

Conclusions, paragraphs 1-4
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Other Relevant Information
27. Source of funding

Describe how the study was funded and any role of the funder in the identification, design, conduct, and reporting of the
analysis.

Acknowledgements; Author contributions, paragraph 1; Funding statement, paragraph 1

28. Conflicts of interest

Report authors’ conflicts of interest according to journal or International Committee of Medical Journal Editors requirements.

Ackowledgements; Declaration of conflicts of interest, paragraph 1
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