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Appendices H-U

Appendix H:Economic evidence tables

H.1 Diagnosis

None

Table 1: KRUGER2013

H.2 Education programmes and self-care

J. Kruger, A. Brennan, P. Thokala, H. Basarir, R. Jacques, J. Elliott, S. Heller, and J. Speight. The cost-effectiveness of the Dose Adjustment for Normal Eating (DAFNE)
structured education programme: An update using the Sheffield Type 1 Diabetes Policy Model. Diabetic Medicine 30 (10):1236-1244, 2013.

Study details

Economic analysis: CUA
(health outcome: QALY)

Study design:
Deterministic decision
analytic model based on
the Sheffield Type 1
Diabetes Policy Model.

Approach to analysis:

HbA1lc was the key
surrogate outcome
influencing long-term
diabetes-related
complications modelled

through the Sheffield Type

Population & interventions

Population:
Adults with type 1 diabetes

Cohort settings:
Start age =40
M =45%

Intervention 1:
Current standard practice

Intervention 2:

5-day structured education
programme (DAFNE) delivered
according to a structured
curriculum in groups of six to

Costs

Total costs (mean per
patient):

Intervention 1: £72,426
Intervention 2: £72,852
Incremental (2-1): £426
(CINR; p = NR)

Currency & cost year:
2011/2012 GBP

Cost components
incorporated:

DAFNE intervention,
insulin, long-term
complications, adverse
events

Health outcomes
QALYs (mean per
patient):
Intervention 1:9.7429
Intervention 2:9.7723

Incremental (2-1):
0.0294

(CINR; p = NR)

Cost effectiveness

ICER (Intervention 2 vs. Intervention 1):
£14,475 per QALY gained (95% Cl: £10,110 —
18,690)

Probability Intervention 2 cost-effective (£20K
threshold): 54%

Analysis of uncertainty:

a) 6-month HbA1c predicted from RCT as 12-
month: DAFNE is dominant

b) 4-year HbAlc maintained to 7 years: ICER
£13,791 per QALY gained

c) 4-year HbAlc maintained for lifetime: DAFNE
dominant

d) 6-month HbAlc predicted from RCT as 12-
month and 4-year HbAlc maintained to 7 years:
DAFNE dominant

S3|gel 9JUapIAL J1LOU0DT
synpe uj sayaqgelp T 2dAL
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1 Diabetes Policy Model. eight participants, teaching e) 12 month HbAlc maintained to year 7: DAFNE
skills in flexible intensive insulin dominant

Perspective: UK NHS therapy with a facus an f) 6-month HbA1c predicted from RCT as 12-
adjusting insulin doses to match month and maintained to year 7: DAFNE
carbohydrate intake, increasing dominant

Time horizon: lifetime :
dietary freedom. g) HbAlc returns to baseline levels after 1 year:

ICER £78,227 per QALY gained

h) 6-month HbA1lc predicted from RCT as 12-
month and HbA1c returns to baseline levels after
1 year: ICER £7,418 per QALY gained

i) Probabilities of severe hypoglycaemia and
ketoacidosis differ between arms and linked to
HbA1c based on research database: DAFNE
dominant

Treatment effect
duration: 5 years in base
case

Discounting: Costs = 3.5%;
Outcomes = 3.5%

Data sources

Health outcomes: patient-level data sets; HbAlc change after DAFNE was based on analysis of the longer-term follow-up data from the DAFNE RCT. Assumption: HbAlc
returns to baseline levels at year 5; in the control arm HbA1c level is unchanged from baseline; risk of severe hypoglycaemia was the same in both arms; no reduction in
the incidence of ketoacidosis following DAFNE.

Quality-of-life weights: Sheffield Type 1 Diabetes Policy Model.

Cost sources: Sheffield Type 1 Diabetes Policy Model.

Comments

Source of funding: National Institute for Health Research (NIHR)

Limitations: Sheffield Type 1 Diabetes Policy Model used published data from non-UK settings to define risk of long-term complications, some of which are now very
old (e.g. DCCT). Old and non-UK data may not accurately represent the incidence of complications in the UK DAFNE population. It is possible not all the costs were
included as PSS costs were not included. The analysis used only HbAlc change to represent the clinical effectiveness of DAFNE. The analysis relies on extrapolation and
assumptions on HbAlc levels.

Overall applicability*: Directly applicable  Overall quality**: Potentially serious limitations
Abbreviations: CUA, cost-utility analysis; EQ-5D, Euroqol five dimensions (scale: 0.0 [death] to 1.0 [full health]; <0.0 = worse than death); ICER, incremental cost-effectiveness ratio; NR, not
reported; STTP, structured teaching and treatment programme; QALYs, quality-adjusted life years
* Directly applicable / Partially applicable / Not applicable; ** Minor limitations /Potentially serious limitations / Very serious limitations
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Table 2:

HUANG2010

H.3 Blood glucose monitoring

Huang ES, O'Grady M, Basu A, Winn A, John P, Lee J et al. The cost-effectiveness of continuous glucose monitoring in type 1 diabetes. Diabetes Care. 2010;
33(6):1269-1274. (Guideline Ref ID HUANG2010)

Study details

Economic analysis:
CUA (health outcome =
QALY)

Study design: Discrete
simulation model

Approach to analysis:
Simulation model that
allows for the
simultaneous
progression of
diabetes through
major complications
including retinopathy,
nephropathy,
neuropathy, ischemic
heart disease,
myocardial infarction,
congestive heart
failure and stroke. All
these modules have
Markov sub-models
underneath them.

Perspective: US health
care system

Population & interventions

Population:

This analysis compared two
cohorts: HbAlc 27.0% in
adults and HbA1c <7.0% in all
age groups. Only the results
for the applicable population
are presented here.

Population characteristics:
Start age =43

M = 44%

n=98

duration of diabetes = 22.75
years

Intervention 1:

Self-monitoring of blood
glucose

Intervention 2:

Real-time continuous glucose
monitoring with self-
monitoring of blood glucose

Costs

Total costs (mean per
patient):

Intervention 1: £105,237
Intervention 2: £143,533
Incremental (2-1): £38,297
(CINR; p = NR)

Currency & cost year:

2010 US dollars (presented
here as 2010 UK pounds¥)

Cost components
incorporated:

Direct costs including cost of
CGM, insulin, finger sticks,
office visits, emergency room
visits, hospitalisations, out-
of-hours visits and costs
associated with
complications.

Indirect costs including time
devoted to diabetes by the
patient, caregiver and
secondary caregiver; days off
work to the patient, caregiver

Health outcomes

QALYs (mean per patient):

Intervention 1: 13.75
Intervention 2: 14.35
Incremental (2-1): 0.60
(CI NR; p = NR)

Cost effectiveness

ICER (Intervention 2 vs. Intervention 1):
£63,828 per QALY gained (pa)
CI: NR

Probability Intervention 2 cost-effective
(£20K/30K threshold): NR

Analysis of uncertainty: The authors
undertook univariate sensitivity analysis to
assess the effect on the societal ICER.
Parameters analysed were; removal of
immediate quality-of-life gain, number of
test strips used with CGM and the daily CGM
cost. When the benefit of CGM is limited to
glucose lowering and subsequent
complication prevention, QALY gained
reduces to 0.08 and the societal ICER
increases to £474,787 per QALY. However, if
the number of test strips used were to fall to
the recommended two strips per day for
calibration, CGM would be cost-saving. There
is considerable uncertainty around the ICER,
as shown by the confidence interval around
the base case societal ICER, running from
dominant to dominated.

S3|gel 9JUapIAL J1LOU0DT
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Huang ES, O'Grady M, Basu A, Winn A, John P, Lee J et al. The cost-effectiveness of continuous glucose monitoring in type 1 diabetes. Diabetes Care. 2010;
33(6):1269-1274. (Guideline Ref ID HUANG2010)
and secondary caregiver.

Time horizon: Lifetime

Treatment effect
duration: Lifetime

Discounting: Costs =
3% ; Outcomes = 3%

Data sources

Health outcomes: Baseline event data taken from previous economic evaluations and large diabetes trials. Effectiveness data derived from a single randomised
trial.”>*** Quality-of-life weights: Health Utility Index and time trade-off utilities. Cost sources: Red Book, American Diabetes Association, Medicare fee schedule, trial
cost diaries, previous economic evaluations

Comments

Source of funding: Study funding was provided by the JDRF, which receives significant funding from the pharmaceutical and medical devices industry. Certain authors
have received funding for their respective departments from these companies; however, none had any involvement in the design, conduct, and analysis of the trial or
of the cost-effectiveness analysis. Limitations: Although the model included many health states, it does not include hypoglycaemia. One of the main benefits of CGM is
the reduction in hypoglycaemic events and the fear of hypoglycaemia. Including this outcome may have increased the benefits of the CGM arm and reduced the costs
compared to SMBG, providing a more favourable ICER. The effectiveness data was derived from a single trial and there is no indication that a systematic review was
undertaken to identify all relevant evidence. Discount rates and utilities are not in line with NICE reference case. The sensitivity analysis was limited. Other: This
analysis also presented a within trial analysis, however this has not been reported here as it was not as applicable as the lifetime model analysis. The study only
presented the ICER for the societal perspective. The ICER for the direct cost analysis has been calculated by the NCGC. Cost year not provided so assumed same as
publication year.

Overall applicability*: Partially applicable  Overall quality**: Potentially serious limitations

Abbreviations: CCA, cost-consequence analysis; CEA, cost-effectiveness analysis; CGM, continuous glucose monitoring; Cl, 95% confidence interval; CUA, cost-utility analysis; da, deterministic
analysis; EQ-5D, Euroqol five dimensions (scale: 0.0 [death] to 1.0 [full health]; <0.0 = worse than death); HbA1c, glycosylated haemoglobin; ICER, incremental cost-effectiveness ratio; NCGC,
National Clinical Guideline Centre; NICE, National Institute for Health and Care Excellence; NR, not reported; pa, probabilistic analysis; SMBG, self-monitoring of blood glucose; QALYs, quality-
adjusted life years

¥ Converted using 2007 purchasing power parities3
* Directly applicable / Partially applicable / Not applicable; ** Minor limitations /Potentially serious limitations / Very serious limitations

85
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Table 3:

MCQUEEN2011

McQueen RB, Ellis SL, Campbell JD, Nair K, V, Sullivan PW. Cost-effectiveness of continuous glucose monitoring and intensive insulin therapy for type 1 diabetes.
Cost Effectiveness and Resource Allocation. 2011; 9:13:13. (Guideline Ref ID MCQUEEN2011)

Study details

Economic analysis:
CUA (health outcome =
QALY)

Study design:
Probabilistic decision
analytic model

Approach to analysis:
Markov model of
progression of 12
different diabetes
disease states, using a
cycle length of 1 year,
allowing for up to four
concurrent
comorbidities. At the
start, the population
can move from no
complication to one of
six states; retinopathy,
nephropathy,
neuropathy, CHD, no
complications or
death. From the five
complications, the
population can enter
an additional seven
disease states;
nephropathy and CHD,

Population & interventions

Population:

Adults with type 1 diabetes
with a mean HbA1c level
greater than 7.0%

Cohort settings:

Start age =40

M =58.6T

n=NR

duration of diabetes = 20
years

Intervention 1:

Self-monitoring of blood
glucose

Intervention 2:

Real-time continuous glucose
monitoring with self-
monitoring of blood glucose

Costs

Total costs (mean per
patient):

Intervention 1: £303,546
Intervention 2: £318,739
Incremental (2-1): £15,193
(CINR; p = NR)

Currency & cost year:

2007 US dollars (presented
here as 2007 UK pounds¥)

Cost components
incorporated:

1) Cost of diabetes:

Hospital inpatients, nursing
or residential facility,
physicians office, emergency
department, ambulance
services, hospital outpatients,
home health, hospice,
podiatry, insulin, diabetic
supplies, oral agents, retail
prescriptions, other supplies,
patient time through lost
wages.

2) CGM costs

3) Marginal costs for each
disease state were calculated
using average length of stay

Health outcomes

QALYs (mean per patient):

Intervention 1: 10.289
Intervention 2: 10.812
Incremental (2-1): 0.523
(CI NR; p = NR)

Cost effectiveness

ICER (Intervention 2 vs. Intervention 1):
£29,029 per QALY gained (pa)
CI: NR

Probability Intervention 2 cost-effective
(S50K/£30K threshold): 48%

Analysis of uncertainty: Probabilistic
sensitivity analysis was used to assess the
uncertainty around the ICER. At a £30K per
QALY threshold, CGM with SMBG has a 48%
probability of being cost effective compared
to SMBG alone. Considerable univariate
sensitivity analysis was conducted by varying
parameters by * 15%. This identified the ten
most sensitive variables which were then
varied by £ 50% to estimate their possible
effects on the model. Of these, the ICER was
most sensitive to changes in the utility of
diabetes with no complications, the annual
cost of CHD and, the probability of transition
from diabetes with no complications to the
CHD state.
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McQueen RB, Ellis SL, Campbell JD, Nair K, V, Sullivan PW. Cost-effectiveness of continuous glucose monitoring and intensive insulin therapy for type 1 diabetes.
Cost Effectiveness and Resource Allocation. 2011; 9:13:13. (Guideline Ref ID MCQUEEN2011)

neuropathy and CHD, and cost per medical event
retinopathy and CHD,

neuropathy and

nephropathy,

blindness, ESRD, lower

extremity amputation

and neuropathy, or

death.

Perspective: US
societal

Time horizon: 33 years

Treatment effect
duration: lifetime

Discounting: Costs =
3% ; Outcomes = 3%

Data sources

495 ( 455,455

Health outcomes: Reductions in the risk of complications were drawn from two sources: DCCT " (microvascular conditions) and a meta-analysis (macrovascular
conditions). Effectiveness data derived from a single randomised trial, Tamborlane2008*%>*% Quality-of-life weights: EQ5D US tariff****’. Cost sources: Cost of
diabetes and marginal cost of disease states derived from evidence published by the American Diabetes Association. Cost of CGM obtained from a diabetes technology
website.

Comments

Source of funding: NR. Limitations: This analysis was performed from a societal perspective. Although the model included many health states, it does not include
hypoglycaemia rates. One of the main benefits of CGM is the reduction in hypoglycaemic events and the fear of hypoglycaemia. Including this outcome may have
increased the benefits of the CGM arm and reduced the costs compared to SMBG, providing a more favourable ICER. The probabilities of events are drawn from many
different sample populations. The CGM arm includes all the costs associated with SMBG, however, those with CGM do not need SMBG as regularly. The model also
assumes that there is a constant probability of diabetes complications overtime which is unlikely to be realistic. The effectiveness data was derived from a single trial
and there is no indication that a systematic review was undertaken to identify all relevant evidence. Discount rates are not in line with NICE reference case. Although
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H.4

McQueen RB, Ellis SL, Campbell JD, Nair K, V, Sullivan PW. Cost-effectiveness of continuous glucose monitoring and intensive insulin therapy for type 1 diabetes.
Cost Effectiveness and Resource Allocation. 2011; 9:13:13. (Guideline Ref ID MCQUEEN2011)

EQ-5D is used, the US tariff is used. Other: This analysis also presented a within trial analysis, however this has not been reported here as was not as applicable as the
lifetime model analysis.

Overall applicability*: Partially applicable  Overall quality**: Potentially serious limitations
Abbreviations: CCA, cost-consequence analysis; CEA, cost-effectiveness analysis; CGM, continuous glucose monitoring; Cl, 95% confidence interval; CUA, cost-utility analysis; da, deterministic
analysis; EQ-5D, Euroqol five dimensions (scale: 0.0 [death] to 1.0 [full health]; <0.0 = worse than death); HbA1c, glycosylated haemoglobin; ICER, incremental cost-effectiveness ratio; NCGC,
National Clinical Guideline Centre; NICE, National Institute for Health and Care Excellence; NR, not reported; pa, probabilistic analysis; SMBG, self-monitoring of blood glucose; QALYs, quality-

adjusted life years

tAssumed from the clinical trial

¥ Converted using 2007 purchasing power parities3
* Directly applicable / Partially applicable / Not applicable; ** Minor limitations /Potentially serious limitations / Very serious limitations

Insulin therapy

Table 4:

ID CAMERON2009)

Study details

Economic analysis:
CUA (health outcome =
QALYs)

Study design:
Probabilistic decision
analytic model

Approach to analysis:
Validated simulation
model (IMS-CDM),
which models the
impact of HbAlc levels
on the complications
of diabetes

85

CAMERON2009

Cameron CG, Bennett HA. Cost-effectiveness of insulin analogues for diabetes mellitus. Canadian Medical Association Journal. 2009; 180(4):400-407. (Guideline Ref

Population & interventions

Population:

Adults with type 1 diabetes
specific to a Canadian
setting.

Cohort settings:

Start age = 27

M =53.5%

Duration of diabetes =9
years

BMI (kg/m’) = 23.75
Weight (kg) = 68.83

Short acting:

Costs

Total costs (mean per
patient):

Short acting:
Intervention 1a: £38,435
Intervention 1b: £38,234
Intervention 2: £38,084
Intervention 3: £38,331
Incremental (2-1a): -£351

(CI NR; p = NR)
Incremental (3-1b): £97
(CI NR; p = NR)
Incremental (3-2): £2481
(CI NR; p = NR)

Health outcomes

QALYs (mean per patient):

Short acting:
Intervention 1a: 10.961
Intervention 1b: 10.991
Intervention 2: 11.016
Intervention 3: 10.997
Incremental (2-1a): 0.055

(CI'NR; p = NR)
Incremental (3-1b): 0.006
(CINR; p = NR)
Incremental (3-2): -0.019t
(CINR; p = NR)

Cost effectiveness (a)

Short acting:

ICER (Intervention 2 vs. Intervention 1a):
Insulin aspart is dominant over regular
human insulin

CI: NR

Probability Intervention 2 cost-effective
(=£26K threshold): 52.3%

ICER (Intervention 3 vs. Intervention 1b):
£15,442 per QALY gained
Cl: NR

Probability Intervention 3 cost-effective
(=£26K threshold): 46.1%
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Perspective: Canadian
third-party payer

Time horizon: 50 years

Treatment effect
duration: Lifetime

Discounting: Costs =
5%; Outcomes = 5%

Intervention 1:

a: Regular human insulin
(0.68 1U/kg)

b: Regular human insulin
(0.68 1U/kg)

Intervention 2:
Insulin aspart (0.52 1U/kg)

Intervention 3:
Insulin lispro (0. IU/kg)

Long acting:
Intervention 4:

a: NPH (0.34 1U/kg)
b: NPH (0.34 1U/kg)

Intervention 5:
Insulin glargine (0.28 1U/kg)

Intervention 6:
Insulin detemir (0.28 IU/kg)

Long acting:

Intervention 4a: £35,856
Intervention 4b: £36,411
Intervention 5: £37,679
Intervention 6: £38,724
Incremental (5-4a): £1823

(CINR; p = NR)
Incremental (6-4b): £2313
(CINR; p = NR)
Incremental (6-5): £1045+
(CINR; p = NR)

Currency & cost year:

2007 Canadian dollars
(presented here as 2005 UK
pounds¥)

Cost components
incorporated:

Insulin regimens, inpatient
and outpatient services,
emergency department visits.

Complications included are
angina, myocardial infarction,
congestive heart failure,
stroke, peripheral vascular
disease, diabetic retinopathy,
macula oedema, cataract,
hypoglycaemia, ketoacidosis,
lactic acidosis, nephropathy
and end-stage renal disease,
neuropathy, foot ulcer,

Long acting:

Intervention 4a: 11.097
Intervention 4b: 11.034
Intervention 5: 11.136
Intervention 6: 11.045
Incremental (5-4a): 0.039

(CINR; p = NR)
Incremental (6-4b): 0.011
(CINR; p = NR)
Incremental (6-5): 0.011t
(CINR; p = NR)

ICER (Intervention 3 vs. Intervention 2):
Insulin lispro is dominated by insulin aspartt
Cl: NR

Probability Intervention 3 cost-effective
(=£26K threshold): NR

Long acting:

ICER (Intervention 5 vs. Intervention 4a):
£46,829 per QALY gained

Cl: NR

Probability Intervention 5 cost-effective
(=£26K threshold): 25.1%

ICER (Intervention 6 vs. Intervention 4b):
£206,488 per QALY gained

Cl: NR

Probability Intervention 6 cost-effective
(=£26K threshold): 10.8%

ICER (Intervention 6 vs. Intervention 5):
£95,000 per QALY gained t

Cl: NR

Probability Intervention 6 cost-effective
(=£26K threshold): NR%

Analysis of uncertainty: For each analysis
1,000 mean cost and effect pairs, each of
1,000 iterations were calculated for each
treatment group. This analysis was most
sensitive to changes in HbAlc and utilities
scores attached to hypoglycaemia. All insulin
analogues became either dominant or cost-
effective over conventional insulin when a
reduction in the fear of hypoglycaemia is
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amputation and simulating incorporated within the model.
nonspecific mortality. Costs

are included for all

complications and at

different stages of disease

severity..

Data sources

Health outcomes: Baseline event data was taken from the IMS-CDM. Effectiveness data was from a well conducted meta-analysis’>*’° Quality-of-life weights: EQ-5D
US tariff. Cost sources: Ontario Drug Benefits Formulary 2008, Comparative Drug Index 2006, PPS 2007

Comments

Source of funding: Health Canada Limitations: There are discrepancies between the effectiveness data in the clinical review and economic review. However the
authors explained this is due to the meta-analysis being updated over time; a 5% discount rate is used for both costs and outcomes which does not conform to the NICE
reference case discount rate of 3.5%; treatment effectiveness was assumed to be maintained over the lifetime of the patient, although the trials included had short
follow-up times; the report is not completely incremental as it provides the results of four pairwise simulations; the analysis is conducted on the IMS-CDM which,
although highly validated, has its own limitations. Other: This paper is the abridged version of a full CADTH report”’; the analyses comparing insulin aspart with insulin
lispro and insulin glargine with insulin detemir were calculated by the NCGC using data provided; if a full incremental analysis had been conducted and intervention 6
had been compared against 4a, insulin detemir would have been dominated by NPH.

Overall applicability*: Partially applicable Overall quality**: Minor limitations

Abbreviations: BMI, body mass index; CADTH, Canadian Agency for Drugs and Technologies in Health; Cl, 95% confidence interval; CUA, cost-utility analysis; EQ-5D, Euroqol five dimensions

(scale: 0.0 [death] to 1.0 [full health]; <0.0 = worse than death); HbA1c, glycosylated haemoglobin; ICER, incremental cost-effectiveness ratio; IMS-Centre for Outcomes Research Diabetes
Model; IU, international units; NCGC, National Clinical Guideline Centre; NPH, neutral protamine Hagedorn; NR, not reported; QALYs, quality-adjusted life years; UKPDS, United Kingdom
Prospective Diabetes Study

tThese analyses have been calculated by the NCGC using data provided in the analyses

¥ Converted using 2007 purchasing power parities385

* Directly applicable / Partially applicable / Not applicable; ** Minor limitations / Potentially serious limitations / Very serious limitation

Table 5: GRIMA2007

Grima DT, Thompson MF, Sauriol L. Modelling cost effectiveness of insulin glargine for the treatment of type 1 and 2 diabetes in Canada. Pharmacoeconomics. 2007;
25(3):253-266. (Guideline Ref ID GRIMA2007)

Study details Population & interventions Costs Health outcomes Cost effectiveness
Economic analysis: Population: Total costs (mean per QALYs (mean per patient): ICER (Intervention 2 vs. Intervention 1):
CUA (health outcome = Adults with type 1 diabetes patient): Intervention 1:10.666 £10,903 per QALY gained (pa)
LY and QALY) who do not reach the Intervention 1: £26,490 Intervention 2:10.733 Cl: NR
recommended target (HbAlc ntervention 2: £27,233 Incremental (2-1): 0.067 Probability Intervention 2 cost-effective

<7%) with multiple daily
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Study design:

Deterministic decision
analytic model

Approach to analysis:
Markov model used to
model the number and
risk of micro-and
macrovascular
complications and
deaths dependant on
HbA1c levels (7-8%, 8-
9%, 9-10% and >10%).

Perspective: Canadian
public payer
perspective

Time horizon: 36 years

Treatment effect
duration: Lifetime

Discounting: Costs =
5%; Outcomes = 5%

Data sources

injections of NPH insulin.

Cohort settings:
Start age = 27

M = NR

n=NR

HbAlc=7% - 10%
BMI =NR
Weight = NR

Duration of diabetes (years) =

NR

Intervention 1:
NPH (27.171U daily dose)

Intervention 2:

Insulin glargine (22.161U daily

dose)

Incremental (2-1): £733
(CINR; p = NR)

(CI NR; p = NR)

Currency & cost year:

2005 Canadian dollars
(presented here as 2005 UK
pounds¥)

Cost components
incorporated:

Insulin costs and
complication costs. Non- fatal
complications in this model
included: myocardial
infarction, stroke, heart
failure, end-stage renal
disease, retinopathy and
lower extremity amputation.
Fatal complications include
myocardial infarction, stroke,
heart failure, end-stage renal
disease and lower extremity
amputation. Complication
costs included costs for
inpatient care, home
healthcare, outpatient
therapy, physician visits, day
care and diagnostic and
therapeutic procedures.

(£20K/30K threshold): NR

Analysis of uncertainty: Deterministic
sensitivity analysis was undertaken on insulin
glargine efficacy, the cost of treating
diabetes, utilities and discount rates. The
ICER was most sensitive to the efficacy of
glargine. When varied between a HbAlc
reduction of 0.14% and 0.5% the ICER varies
between £89,170 and £4,904 per QALY
gained.

Health outcomes: The baseline rates of micro- and macro vascular complications and deaths were derived from a previous economic evaluation. UKPDS data was used

to estimate the proportional change in complication risk with change in HbAlc. A single study provided the effectiveness data

341 quality-of-life weights: Utilities

were derived from two sources; UKPDS data that used the EQ5D UK tariff and a study using the Quality of Wellbeing — Self Assessment tool. Cost sources: Complication
costs come from two previously published economic evaluations in Canada. Insulin glargine costs were provided by Aventis Canada. NPH insulin was taken from ’Liste
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de médicaments publiée par la Regie de I'assurance maladie de Québec’ 2003.
Comments

Source of funding: Sanofi-Aventis. Limitations: Although a systematic review was undertaken, one study was chosen from these as being an average representation;
there is very limited detail provided on the cohorts’ characteristics; utilities are derived from the UKPDS trial, which focused exclusively on type 2 diabetes, and other
non-UK sources; insulin use is provided but no other resources are; particular complication costs were taken from previous economic evaluations; the cost for insulin
glargine was provided by the manufacturer and many not be representative of the true cost; uncertainty around particular key clinical inputs were not explored in a
sensitivity analysis; a 5% discount rate is used for both costs and outcomes which does not conform to the NICE reference case discount rate of 3.5%.

Overall applicability*: Partially applicable Overall quality**: Very serious limitations

Abbreviations: BMI, body mass index; Cl, 95% confidence interval; CUA, cost-utility analysis; EQ-5D, Euroqol five dimensions (scale: 0.0 [death] to 1.0 [full health]; <0.0 = worse than death);
HbAIc, glycosylated haemoglobin; ICER, incremental cost-effectiveness ratio; LY, life years; NPH, neutral protamine Hagedorn; NR, not reported; QALYs, quality-adjusted life years; UKPDS, UK

Prospective Diabetes Survey
¥ Converted using 2005 purchasing power pariti653

85

* Directly applicable / Partially applicable / Not applicable; ** Minor limitations /Potentially serious limitations / Very serious limitations

Table 6:

MCEWAN2007
McEwan P, Poole CD, Tetlow T, Holmes P, Currie CJ. Evaluation of the cost-effectiveness of insulin glargine versus NPH insulin for the treatment of type 1 diabetes in

the UK. Current Medical Research and Opinion. Newbury, United Kingdom, Newbury: Informa Healthcare. 2007; 23:57-S19. (Guideline Ref ID MCEWAN2007)

Study details

Economic analysis:
CUA (health outcome
=QALY gained )

Study design:
Probabilistic decision
analytic model

Approach to analysis:

Simulation model
incorporating seven
interdependent
complications in either
fatal or non-fatal
states or in ascending

Population & interventions
Population:
Adults with type 1 diabetes

Cohort settings:

Start age = 27

M = 54%

n=1,000

HbAlc = 8.8%

BMI = NR

Weight (kg) = 72

Duration of diabetes (years) =
NR

Intervention 1:

Costs

Total costs (mean per
patient):

Scenario 1:

Intervention 1: £9,805
Intervention 2: £8,708
Incremental (2-1): £1,097
(CINR; p = NR)

Scenario 2:

Intervention 1: £9,784
Intervention 2: £8,703
Incremental (2-1): £1,080
(CINR; p = NR)

Health outcomes

QALYs (mean per patient):
Scenario 1:

Intervention 1: 10.97
Intervention 2: 10.84
Incremental (2-1): 0.12

(CI NR; p = NR)

Scenario 2:
Intervention 1: 10.97
Intervention 2: 10.84
Incremental (2-1): 0.12
(CINR; p = NR)

Scenario 3:

Cost effectiveness

ICER (Intervention 2 vs. Intervention 1):

Scenario 1: £8,807 per QALY gained (pa)
Cl: NR

Probability Intervention 2 cost-effective
(£20K/30K threshold): NR

Scenario 2: £8,668 per QALY gained (pa)
Cl: NR

Probability Intervention 2 cost-effective
(£20K/30K threshold): NR

Scenario 3: £7,391 per QALY gained (pa)
Cl: NR
Probability Intervention 2 cost-effective
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severity to consider
five scenarios using
different data and
assumptions.

Perspective: UK NHS

Time horizon: 40 years

Treatment effect
duration: Lifetime

Discounting: Costs =
3.5% ; Outcomes =
3.5%

NPH

Intervention 2:
Insulin glargine

A daily basal requirement of
25% of the total daily insulin
requirement was assumed
for both regimens, yet doses
were not provided

Scenarios:

Scenario 1: 25% risk
reduction in severe
hypoglycaemic events; a 19%
rate reduction in nocturnal
hypoglycaemia; no
improvement in HbAlc

Scenario 2: 26% risk
reduction in severe
hypoglycaemic events; a 17%
rate reduction in nocturnal
hypoglycaemia; no
improvement in HbAlc

Scenario 3: 28% risk
reduction in severe
hypoglycaemic events; a 22%
rate reduction in nocturnal
hypoglycaemia; no
improvements in HbAlc.

Scenario 4: 0.19%

Scenario 3:

Intervention 1: £9,747
Intervention 2: £8,703
Incremental (2-1): £1,043
(CINR; p = NR)

Scenario 4:

Intervention 1: £10,084
Intervention 2: £8,713
Incremental (2-1): £1,371
(CINR; p = NR)

Scenario 5:

Intervention 1: £9,921
Intervention 2: £8,825
Incremental (2-1): £1,096
(CINR; p = NR)

Currency & cost year:
2005 UK pounds

Cost components
incorporated:

Costs for hypoglycaemia;
insulin; insulin delivery;
macrovascular events;
retinopathy, blindness
(severe visual loss),
nephropathy, peripheral
vascular disease and
ketoacidosis.

Intervention 1: 10.99
Intervention 2: 10.84
Incremental (2-1): 0.14
(CI NR; p = NR)

Scenario 4:
Intervention 1: 10.99
Intervention 2: 10.85
Incremental (2-1): 0.14
(CI NR; p = NR)

Scenario 5:
Intervention 1: 11.18
Intervention 2: 10.83
Incremental (2-1): 0.34
(CI NR; p = NR)

(£20K/30K threshold): NR

Scenario 4: £9,767 per QALY gained (pa)
Cl: NR

Probability Intervention 2 cost-effective
(£20K/30K threshold): NR

Scenario 5: £3,189 per QALY gained (pa)
CI:NR

Probability Intervention 2 cost-effective
(£20K/30K threshold): NR

Analysis of uncertainty: Deterministic
sensitivity analysis was undertaken with the
ICER sensitive to the price of glargine; utility
decrements of hypoglycaemic events and
patients mean weight. The ICER was most
sensitive to duration of HbA1lc treatment
effects. If glargine only has a 2-year
treatment effect, given the best
improvement of 0.45% used in scenario 5,
the ICER increases to £47,445. Apart from
this, the mean ICER values remained with the
£20K per QALY gained threshold.
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improvement in HbAlc

Scenario 5: 0.45%
improvement in HbAlc

Data sources

495 396,495 103,104

Health outcomes: Baseline characteristics were taken from the DCCT . Background rates of hypoglycaemia were drawn from two trials and a survey . Insulin
HbA1c effectiveness data came from two meta-analyses‘wg’m, one of which is unpublished. Hypoglycaemia reductions were taken from two trials """, Quality-of-life
weights: UKPDS data which used EQ5D UK tariff utilities and the HODaR database™®>'®. Cost sources: British National Formulary 2006, NHS PCA 2005, NHS Reference
costs, and trial data.

Comments

Source of funding: Sanofi-Aventis. Limitations: One meta-analysis used for the clinical data has not been published, meaning we are unable to appraise the quality; ;
the effectiveness data has come from non-inferiority trials and as such has not been powered to detect a difference between the regimens; Framingham data to
estimate cardiovascular events is likely to underestimate the rate at which they occur and may lead to an underestimate of costs; utilities are derived from the UKPDS
trial, which focused exclusively on type 2 diabetes, and other non-UK sources; the model does not include subsequent cardiovascular events and the likes of angina
and heart failure are not included due to the lack of adequate risk equations, leading to conservative endpoints and estimates as certain costs will be excluded as not
all health effects are included within the model. Other: The authors conclude that their estimates are likely to be an underestimate of the true cost-effectiveness and
that their model is only as good as the data it uses but this was the best data available UK data at that time.

Overall applicability*: Directly applicable  Overall quality**: Very serious limitations

Abbreviations: BMI, body mass index; Cl, 95% confidence interval; CUA, cost-utility analysis; DCCT, Diabetes Control and Complications Trial; EQ-5D, Eurogqol five dimensions (scale: 0.0 [death]

to 1.0 [full health]; <0.0 = worse than death); HbA1c glycosylated haemoglobin; HODar, Health Outcomes Data Repository; ICER, incremental cost-effectiveness ratio; IMS-CDM, IMS-Centre

for Outcomes Research Diabetes Model; MIMS, Monthly Index of Marketed Medicines; NHS PCA, NHS Prescription Cost Analysis; NPH, neutral protamine Hagedorn,; NR, not reported; QALYs,

quality-adjusted life years; UKPDS, UK Prospective Diabetes Survey
* Directly applicable / Partially applicable / Not applicable; ** Minor limitations /Potentially serious limitations / Very serious limitations

Table 7: PALMER2004

Palmer AJ, Roze S, Valentine WJ, Smith I, Wittrup-Jensen KU. Cost-effectiveness of detemir-based basal/bolus therapy versus NPH-based basal/bolus therapy for Type 1

diabetes in a UK setting: an economic analysis based on meta-analysis results of four clinical trials. Current Medical Research and Opinion. 2004; 20(11):1729-1746.
(Guideline Ref ID PALMER2004)

Study details Population & interventions Costs Health outcomes Cost effectiveness

Economic analysis: CUA  Population: Total costs (mean per patient): QALYs (mean per patient): ICER (Intervention 2 vs. Intervention 1):
(health outcome = Adults with type 1 diabetes Intervention 1: £32,698 Intervention 1: 9.68 £19,285 per QALY gained (pa)

QALYs) Intervention 2: £34,405 Intervention 2: 9.77 Cl:

Cohort settings: Incremental (2-1): £1,707 Incremental (2-1): 0.09 Probability Intervention 2 cost-effective (30K
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Palmer AJ, Roze S, Valentine WJ, Smith I, Wittrup-Jensen KU. Cost-effectiveness of detemir-based basal/bolus therapy versus NPH-based basal/bolus therapy for Type 1
diabetes in a UK setting: an economic analysis based on meta-analysis results of four clinical trials. Current Medical Research and Opinion. 2004; 20(11):1729-1746.
(Guideline Ref ID PALMER2004)

Study design:
Probabilistic decision
analytic model

Approach to analysis:

Validated simulation
model (IMS-CDM),
which models the
impact of HbA1lc levels
on the complications of
diabetes

Perspective: UK NHS

Time horizon: Lifetime

Treatment effect
duration: Lifetime

Discounting: Costs =
3.5%; Outcomes = 3.5%

Data sources

Health outcomes: Effectiveness data was taken from an unpublished meta-analysis of four clinical trials

Start age =39.9
M=61.1%

n=1,000

HbAlc = 8.36%

BMI = 25.15

Weight (kg) = 75.35
Duration of diabetes = NR

Intervention 1:

NPH plus human soluble
insulin

Intervention 2:

Insulin detemir plus insulin
aspart

(CINR; p = NR)

Currency & cost year:
2003 UK pounds

Cost components
incorporated:

Insulin costs included cost of
delivery devices but not SMBG
costs.

Complications included are
angina, myocardial infarction,
congestive heart failure,
stroke, peripheral vascular
disease, diabetic retinopathy,
macula oedema, cataract,
hypoglycaemia, ketoacidosis,
lactic acidosis, nephropathy
and end-stage renal disease,
neuropathy, foot ulcer,
amputation and simulating
nonspecific mortality. Costs
are included for all
complications and at different
stages of disease severity.

(CINR; p = NR)

threshold): 58%

Analysis of uncertainty: Non-parametric
bootstrapping was undertaken to generate
1000 ICERs to assess the uncertainty around
the mean ICER. At a £30K per QALY threshold,
insulin detemir has a 58% probability of being
cost-effective compared to NPH. Deterministic
sensitivity analysis was undertaken to assess
the effect of varying key parameters including
HbA1c levels, BMI, rate of major
hypoglycaemia events, cost of major
hypoglycaemia events, disutility from a
hypoglycaemia event, varying discount rates
and using different time horizons. The ICER
was most sensitive to varying the time
horizon. When the time horizon was
shortened to 5 years, the ICER increased to
£36,885 per QALY gained. All other analyses
had ICERs ranging between £8,043 and
£26,303 per QALY gained.

. Baseline characteristics were pooled averages across all

four trials. Quality-of-life weights: UKPDS data that used the EQ5D UK tariff. Where there are data gaps, other sources were used from Australia and USA. Cost sources:

MIMS 2004, NHS PCA, NHS Reference Costs 2003, PSSRU 2003 and previous economic evaluations.
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Palmer AJ, Roze S, Valentine WJ, Smith I, Wittrup-Jensen KU. Cost-effectiveness of detemir-based basal/bolus therapy versus NPH-based basal/bolus therapy for Type 1
diabetes in a UK setting: an economic analysis based on meta-analysis results of four clinical trials. Current Medical Research and Opinion. 2004; 20(11):1729-1746.
(Guideline Ref ID PALMER2004)

Comments

Source of funding: Novo Nordisk. Limitations: Although the sources of clinical data that have been included are appropriate, no systematic review has been conducted and
the sources may have been selectively included; the meta-analysis used for the clinical data has not been published, meaning we are unable to appraise the quality; the trials
included within the meta-analysis lead to a high proportion of male patients, which may bias the results due to differing complication risks between genders; due to the
progression of type 1 diabetes, the starting age of this cohort appears high. However, this may have been chosen as the risk equations within the complication modules are
applicable for a higher age group; treatment effectiveness was assumed to be maintained over the lifetime of the patient, although trial data was for between 16 week and 6
months; uncertainty around particular key clinical inputs including effectiveness of treatments in reducing HbAlc and reductions in hypoglycaemic events were not explored
in a sensitivity analysis; insulin doses used within the analysis were not reported; there was no QALY gain given to a reduction in hypoglycaemic events. This may have
reduced the overall benefits of insulin detemir; utilities are derived from the UKPDS trial, which focused exclusively on type 2 diabetes, and other non-UK sources; the
analysis is conducted on the IMS-CDM which, although highly validated, has its own limitations. Other: NHS reference costs for certain complications were explicitly not
used due to them underestimating the true cost as they were not diabetes specific. One of the studies*®*'° used in the meta-analysis changed title name from in press to
full publication, and as such, the references from the study and the ones provided here do not match.

Overall applicability*: Directly applicable Overall quality**: Potentially serious limitations
Abbreviations: BMI, body mass index; Cl, 95% confidence interval; CUA, cost-utility analysis; EQ-5D, Euroqol five dimensions (scale: 0.0 [death] to 1.0 [full health]; <0.0 = worse than death);
HbA1c, glycosylated haemoglobin; ICER, incremental cost-effectiveness ratio; IMS-CDM, IMS-Centre for Outcomes Research Diabetes Model; MIMS, Monthly Index of Marketed Medicines;
NHS PCA, NHS Prescription Cost Analysis; NPH, neutral protamine Hagedorn; NR, not reported; PSSRU, Personal Social Services Research Unit; QALYs, quality-adjusted life years; SMBG, self-
monitoring of blood glucose; UKPDS, UK Prospective Diabetes Survey
* Directly applicable / Partially applicable / Not applicable; ** Minor limitations /Potentially serious limitations / Very serious limitations

Table 8: PALMER2007A

Palmer AJ, Valentine WJ, Ray JA, Foos V, Lurati F, Smith | et al. An economic assessment of analogue basal-bolus insulin versus human basal-bolus insulin in subjects
with type 1 diabetes in the UK. Current Medical Research and Opinion. 2007; 23(4):895-901. (Guideline Ref ID PALMER2007A)

Study details Population & interventions Costs Health outcomes Cost effectiveness
Economic analysis: Population: Total costs (mean per QALYs (mean per patient): ICER (Intervention 2 vs. Intervention 1):
CUA (health outcome = Adults with type 1 diabetes patient): Intervention 1: 6.99 £2,500 per QALY gained (pa)
QALY gained) Intervention 1: £39,222 Intervention 2: 7.65 Cl: NR

Cohort settings: Intervention 2: £40,876 Incremental (2-1): 0.66 Probability Intervention 2 cost-effective
Study design: Start age = 39.1 Incremental (2-1): £1,654 (CI NR; p = NR) (£25K threshold): 95%
Probabilistic decision M= 63.2 (CINR; p = NR)

analytic model . . .
n=1,000 Analysis of uncertainty: Non-parametric
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Approach to analysis:
Validated simulation
model (IMS-CDM),
which models the
impact of HbAlc levels
on the complications
of diabetes

Perspective: UK NHS

Time horizon: Lifetime

Treatment effect
duration: Lifetime

Discounting: Costs =
3.5%; Outcomes =
3.5%

Data sources

Health outcomes: The majority of baseline event and effectiveness data were derived from a single trial

HbAlc = 8.38%

BMI =24.9

Weight (kg) = 73.8

Duration of diabetes (years) =
15.3

Intervention 1:

NPH plus human soluble
insulin (32.1 and 26.4 IU
daily)

Intervention 2:

Insulin detemir plus insulin
aspart (28.2 and 26.3 IU
daily)

Both interventions received
twice-daily basal insulin
treatment with meal-related
bolus insulin. Doses were not
reported, but can be taken
from the trial.

Currency & cost year:
2004 UK pounds

Cost components
incorporated:

Insulin costs included the
cost of delivery devices but
not SMBG costs.

Complications included are
angina, myocardial infarction,
congestive heart failure,
stroke, peripheral vascular
disease, diabetic retinopathy,
macula oedema, cataract,
hypoglycaemia, ketoacidosis,
lactic acidosis, nephropathy
and end-stage renal disease,
neuropathy, foot ulcer,
amputation and simulating
nonspecific mortality. Costs
are included for all
complications and at
different stages of disease
severity.

bootstrapping was undertaken to generate
1000 ICERs to assess the uncertainty around
the mean ICER. At a £25K per QALY
threshold, insulin detemir has a 95%
probability of being cost-effective compared
to NPH. Deterministic sensitivity analysis was
undertaken to assess the effect of varying
key parameters including HbAlc levels, BMI,
rate of major hypoglycaemia events, cost of
major hypoglycaemia events, disutility from
a hypoglycaemia event, varying discount
rates and using different time horizons. The
ICER was most sensitive to varying the effect
of HbAlc. When only the effects of changes
in HbAlc were taken into account, the ICER
increased to £12,598 per QALY gained. All
other analyses had ICERs ranging between
£1,464 and £3,135 per QALY gained.

. Where baseline characteristics required for the

simulation were not reported in this trial, information was gathered from further UK specific diabetes populations with similar ages and duration of diabetes. Quality-
of-life weights: UKPDS and hypoglycaemia data that used the EQ5D UK tariff. Cost sources: PSSRU 2003, previous economic evaluations, MIMS 2004.

Comments

Source of funding: Novo Nordisk. Limitations: The baseline event and clinical effectiveness data was derived from a single trial

212,213 .
, Which demonstrated a larger

reduction in HbAlc and hypoglycaemic events for insulin detemir than what either previous trials or the NCGCs meta-analysis demonstrated; treatment effectiveness
was assumed to be maintained over the lifetime of the patient, although the trial was for 18 weeks; due to the progression of type 1 diabetes, the starting age of this
cohort appears high. However, this may have been chosen as the risk equations within the complication modules are applicable for a higher age group; particular
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complication costs were taken from previous economic evaluations and not calculated from UK sources; utilities are derived from the UKPDS trial, which focused
exclusively on type 2 diabetes, and other non-UK sources; the analysis is conducted on the IMS-CDM which, although highly validated, has its own limitations. Other: In
all situations, insulin detemir plus insulin aspart is cost-effective compared to NPH plus human soluble insulin; no justification was provided for the range of values used

within the sensitivity analyses.

Overall applicability*: Directly applicable

Overall quality**: Potentially serious limitations

Abbreviations: BMI, body mass index; Cl, 95% confidence interval; CUA, cost-utility analysis; EQ-5D, Euroqol five dimensions (scale: 0.0 [death] to 1.0 [full health]; <0.0 = worse than death);

HbA1c, glycosylated haemoglobin; ICER, incremental cost-effectiveness ratio; IMS-CDM, IMS-Centre for Outcomes Research Diabetes Model; IU, international units; MIMS, Monthly Index of
Marketed Medicines; NPH, neutral protamine Hagedorn; NR, not reported; PSSRU, Personal Social Services Research Unit; QALYs, quality-adjusted life years; SMBG, self-monitoring of blood
glucose; UKPDS, UK Prospective Diabetes Survey

* Directly applicable / Partially applicable / Not applicable; ** Minor limitations /Potentially serious limitations / Very serious limitations

Table9: PFOHL 2012

M. Pfohl, P. K. Schadlich, F. W. Dippel, and K. C. Koltermann. Health economic evaluation of insulin glargine vs. NPH insulin in intensified conventional therapy for
type 1 diabetes in Germany. J Med Econ 15 Suppl 2:14-27, 2012. (Guideline Ref ID PFOHL2012)

Study details

Economic analysis: CUA
(health outcome = QALYs)

Study design: Discrete event
simulation model

Approach to analysis:
Simulation model (CRC DES
model) derived from the
CORE diabetes model based
on the DCCT and meta-
regression analysis of
combined HbA1lc and
hypoglycaemia outcomes. It
includes two acute
complications (hypoglycaemia
and ketoacidosis) and five
long-term complications (end-
stage renal disease,
amputation, severe visual
loss, acute myocardial

Population &
interventions
Population:

Adults with type 1
diabetes

Cohort settings:

Start age = 35
M=52.6

Duration of diabetes =
13.4 years

HbA1c starting level =
8.8%

Intervention 1:

Neutral protamine
Hagedorn ()(29.1 IU
daily) — 2.1 injections per
day

Costs

Total costs (mean per patient):
Intervention 1: £26,807
Intervention 2: £22,255
Incremental (2-1): saves £4,552
(CINR; p = NR)

Currency & cost year:

2009/2010 Euros (presented
here as 2010UK pounds#¥)

Cost components
incorporated:

Insulin costs including
acquisition costs, discount of
pharmacy to the third party
payer, deduction of co-
payments, cost of delivery

Health outcomes

QALYs (mean per
patient):

Intervention 1: 10.92
Intervention 2: 11.31
Incremental (2-1): 0.39
(CI NR; p = NR)

Cost effectiveness

ICER (Intervention 2 vs. Intervention 1):
Glargine dominates NPH (pa)

CI:NR

Probability Intervention 2 dominant : 80.4%

Analysis of uncertainty: Glargine was still
dominant in these scenarios: its effectiveness
in HbAlc level or hypoglycaemia events was
reduced,

time horizon was decreased up to 5 years,
discount rate was 0%, 5% or 10%.

Glargine was dominant in all the variation of
+ or — 10% of the following parameters:

- acquisition costs

- all risk factors

- cost offset

- event-related treatment costs
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infarction, stroke). devices, test strips, needles and - all demographic parameters
Perspective: German third Intervention 2: glucose monitoring devices (less - risk of events

party payer Insulin glargine (24.5 1y "eduent monitoring and - all disutilities

Time horizon: 40 years daily) - 1.1 injection per 2t mimisiEion Wil G aEine). It was not dominant anymore when its
Treatment effect duration: day Cost of complications (acute effectiveness was varied but with no cost
Lifetime and long-term). S,

Discounting: Costs = 3% ;
Outcomes = 3%

Data sources

Health outcomes: Acute events were derived from DCCT functions and from the CORE model for the ketoacidosis events. Long-term complications were based on the
UKPDS risk engine. Efficacy of the treatments was taken from a meta-regression analysis by Mullins et al (2007)351'351 which included studies that were excluded from
our clinical review Quality-of-life weights: UK EQ5D data provided directly by the DES model. Cost sources: German official prices.

Comments

Source of funding: Sanofi-Aventis Deutschland GmbH. Limitations: The source of effectiveness data was a meta-regression analysis that included studies that were
excluded from our clinical review. UKPDS risk engine which focused exclusively on type 2 diabetes was used for long-term complications. Discounting was performed at
a different rate to that required by the NICE reference case. Sensitivity analysis was limited as parameters of the same type were varied together by plus or minus 10%.
Distributions for Monte Carlo simulations were not reported.

Overall applicability*: Partially applicable Overall quality**: Potentially serious limitations

Abbreviations: Cl, 95% confidence interval; CUA, cost-utility analysis; EQ-5D, Euroqol five dimensions (scale: 0.0 [death] to 1.0 [full health]; <0.0 = worse than death); ICER, incremental cost-
effectiveness ratio; NR, not reported; pa, probabilistic analysis; QALYs, quality-adjusted life years

¥ Converted using 2010 purchasing power parities385

* Directly applicable / Partially applicable / Not applicable; ** Minor limitations /Potentially serious limitations / Very serious limitations

Table 10: PRATOOMSOOT2009

Pratoomsoot C, Smith HT, Kalsekar A, Boye KS, Arellano J, Valentine WJ. An estimation of the long-term clinical and economic benefits of insulin lispro in type 1
diabetes in the UK. Diabetic Medicine. 2009; 26(8):803-814. (Guideline Ref ID PRATOOMSOOT2009)

Study details Population & interventions Costs Health outcomes Cost effectiveness
Economic analysis: Population: Total costs (mean per QALYs (mean per patient): ICER (Intervention 2 vs. Intervention 1):
CUA (health outcome = Adults with type 1 diabetes patient): Intervention 1: 7.601 Insulin lispro is dominant over regular human
QALYs) specific to a UK setting. Intervention 1: £72,529 Intervention 2: 7.467 insulin

Intervention 2: £70,576 Incremental (2-1): 0.105 Cl: NR
Study design: Cohort settings: Incremental (2-1): —£1953 (CINR; p = NR) Probability Intervention 2 cost-effective

Probabilistic decision
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analytic model

Approach to analysis:
Validated simulation
model (IMS-CDM),
which models the
impact of HbAlc levels
on the complications
of diabetes

Perspective: UK NHS

Time horizon: 50 years

Treatment effect
duration: Lifetime

Discounting: Costs =
3.5%; Outcomes =
3.5%

Data sources

Health outcomes: Baseline demographics, complications and medical history were sourced from The Health Improvement Network database

Start age = 37.8

M =53.5%

n=1,000

HbAlc =9.4%

BMI = 25.6

Weight = NR

Duration of diabetes (years) =
10.4

Intervention 1:

Regular human insulin, 32.25
IU (plus basal NPH, 20.25 IU)

Intervention 2:

Insulin lispro, 32.25 IU (plus
basal NPH, 20.25 IU)

(CI NR; p = NR)

Currency & cost year:
2007 UK pounds

Cost components
incorporated:

Insulin costs included drug
costs, cost of delivery devices
and SMBG costs.

Complications included are
angina, myocardial infarction,
congestive heart failure,
stroke, peripheral vascular
disease, diabetic retinopathy,
macula oedema, cataract,
hypoglycaemia, ketoacidosis,
lactic acidosis, nephropathy
and end-stage renal disease,
neuropathy, foot ulcer,
amputation and simulating
nonspecific mortality. Costs
are included for all
complications and at
different stages of disease
severity.

(E30K threshold): 83.9%

Analysis of uncertainty: For each analysis
1,000 mean cost and effect pairs, each of
1,000 iterations were calculated for each
treatment group. Insulin lispro was dominant
over regular human insulin for all sensitivity
analyses. In addition, in the base-case
analysis, the probability that insulin lispro
was more cost-effective than regular human
insulin was higher at a £20K threshold than
at £30K. The model is most sensitive to
changes in HbAlc and rates of
hypoglycaemia, although this did not change
the final result in this analysis.

105 q .
. Baseline risk factors

were sourced from a variety of relevant sources including a 9-year prospective study of macrovascular complications464. The treatment effects utilised were those
derived in a Cochrane review*® Quality-of-life weights: EQ-5D UK tariff, for utilities from the UKPDS, along with other sources. Cost sources: MIMS, NHS Purchasing
and Supply Agency, UKPDS, previous economic evaluations

Comments

Source of funding: Eli Lilly, manufactures of insulin lispro Limitations: Due to the progression of type 1 diabetes, the starting age of this cohort appears high. However,
this may have been chosen as the risk equations within the complication modules are applicable for a higher age group; treatment effectiveness was assumed to be
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maintained over the lifetime of the patient, although trial data has short-term follow-up; utilities are derived from the UKPDS trial, which focused exclusively on type 2
diabetes, and other non-UK sources; the analysis is conducted on the IMS-CDM which, although highly validated, has its own limitations. Other: Authors affiliations

were Eli Lilly and IMS.

Overall applicability*: Directly applicable

Overall quality**: Minor limitations

Abbreviations: BMI, body mass index; Cl, 95% confidence interval; CUA, cost-utility analysis; EQ-5D, Euroqol five dimensions (scale: 0.0 [death] to 1.0 [full health]; <0.0 = worse than death);
HbA1c, glycosylated haemoglobin; ICER, incremental cost-effectiveness ratio; IMS-CDM, IMS Core Diabetes Model; IU/UI, international units; MIMS, Monthly Index of Medical Specialities; NR,
not reported; QALYs, quality-adjusted life years; SMBG, self-monitoring of blood glucose; UKPDS, United Kingdom Prospective Diabetes Study

* Directly applicable / Partially applicable / Not applicable; ** Minor limitations /Potentially serious limitations / Very serious limitations

Table 11: TUNIS2009

Tunis SL, Minshall ME, Conner C, McCormick J, I, Kapor J, Yale J-F et al. Cost-effectiveness of insulin detemir compared to NPH insulin for type 1 and type 2 diabetes
mellitus in the Canadian payer setting: modeling analysis. Current Medical Research and Opinion. 2009; 25(5):1273-1284. (Guideline Ref ID TUNIS2009)

Study details

Economic analysis:
CUA (health outcome =
QALYs)

Study design:
Probabilistic decision
analytic model

Approach to analysis:
Validated simulation
model (IMS-CDM),
which models the
impact of HbAlc levels
on the complications
of diabetes

Perspective: Canadian
provincial government

Time horizon: 60 years

Population & interventions

Population:
Adults with type 1 diabetes

Cohort settings:
Start age = 27.0
M = 54%
n=1,000

HbAlc =8.9%
BMI = 23.75
Weight = NR

Duration of diabetes (years) =

9

Intervention 1:

NPH plus insulin aspart (32.6
and 26.9 1U daily)

Intervention 2:
Insulin detemir plus insulin

Costs

Total costs (mean per
patient):

Intervention 1: £38,353
Intervention 2: £44,533
Incremental (2-1): £6,181
(CINR; p = NR)

Currency & cost year:

2007 Canadian dollars
(presented here as 2007 UK
pounds¥)

Cost components
incorporated:

Insulin costs included the
drug costs and cost of
delivery devices but not
SMBG costs.

Complications included are

Health outcomes

QALYs (mean per patient):
Intervention 1: 9.354
Intervention 2: 9.829
Incremental (2-1): 0.475
(CI NR; p = NR)

Cost effectiveness

ICER (Intervention 2 vs. Intervention 1):
£12,989 per QALY gained (pa)
Cl: NR

Probability Intervention 2 cost-effective
(SCAN4OK(£24K) threshold): 56.1%

Analysis of uncertainty: Non-parametric
bootstrapping was undertaken to generate
1000 ICERs to assess the uncertainty around
the mean ICER. At a £24K per QALY
threshold, insulin detemir has a 56.1%
probability of being cost-effective compared
to NPH. Deterministic sensitivity analysis was
undertaken to assess the effect of varying
key parameters including discount rates and
utilities for major, moderate and minor
hypoglycaemic events. The model was most
sensitive to changes in utilities for
hypoglycaemic events which when utilities
are reduced, the ICER increases up to
£107,526 per QALY gained.

S3|gel 9JUapIAL J1LOU0DT
synpe uj sayaqgelp T 2dAL



8¢

STOZ ‘241Ua) BUl[aPIND [ed1Ul]) [BUONEN

aspart (39.9 and 30.6 IU angina, myocardial infarction,
Treatment effect daily) congestive heart failure,
stroke, peripheral vascular
disease, diabetic retinopathy,
macula oedema, cataract,
hypoglycaemia, ketoacidosis,
lactic acidosis, nephropathy
and end-stage renal disease,
neuropathy, foot ulcer,
amputation and simulating
nonspecific mortality. Costs
are included for all
complications and at
different stages of disease
severity.

duration: Lifetime
Both interventions received

Discounting: Costs = once-daily basal insulin

5%; Outcomes = 5% treatment with meal-related
bolus insulin. Doses were not
reported, but can be taken
from the trail (median values
at 24 months).

Data sources

Health outcomes: Baseline characteristics, complications and risk factors were taken from the DCCT** and from online sources for Canadian demographics. Treatment

effects came from a single trail***®, Quality-of-life weights: EQ5D US tariff. Cost sources: Nova Scotia pharmacy, optometrist and podiatrist fees 2007; previous
economic evaluations, Alberta physician fee schedule 2004, Health costing in Alberta 2006.

Comments

Source of funding: Novo Nordisk. Limitations: Although the sources of clinical data that have been included are appropriate, no systematic review has been conducted
and the sources may have been selectively included; baseline characteristics come from the DCCT*”, which may not be completely representative due to the studies
age; treatment effectiveness was assumed to be maintained over the lifetime of the patient, although trial follow-up was only for 24 months; uncertainty around
particular key clinical inputs including effectiveness of treatments in reducing HbAlc and cost of insulin treatments were not explored in a sensitivity analysis; a 5%
discount rate is used for both costs and outcomes which does not conform to the NICE reference case discount rate of 3.5%; the analysis is conducted on the IMS-CDM
which, although highly validated, has its own limitations. Other: This study had two separate cohorts for type 1 and type 2 diabetes; only type 1 has been presented
here.

Overall applicability*: Partially applicable Overall quality**: Potentially serious limitations

Abbreviations: BMI, body mass index; Cl, 95% confidence interval; CUA, cost-utility analysis; DCCT, Diabetes Control and Complications Trial; EQ-5D, Euroqol five dimensions (scale: 0.0 [death]

to 1.0 [full health]; <0.0 = worse than death); HbA1c, glycosylated haemoglobin, ICER, incremental cost-effectiveness ratio; IMS-CDM, IMS-Centre for Outcomes Research Diabetes Model;
NPH, neutral protamine Hagedorn; NR, not reported; QALYs, quality-adjusted life years; SMBG, self-monitoring of blood glucose; UKPDS, UK Prospective Diabetes Survey

¥ Converted using 2007 purchasing power parities385

* Directly applicable / Partially applicable / Not applicable; ** Minor limitations /Potentially serious limitations / Very serious limitations
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Table 12: VALENTINE2006

Valentine WJ, Palmer AJ, Erny-Albrecht KM, Ray JA, Cobden D, Foos V et al. Cost-effectiveness of basal insulin from a US health system perspective: comparative
analyses of detemir, glargine and NPH (Structured abstract). Advances in Therapy. 2006; 23(2):191-207. (Guideline Ref ID VALENTINE2006)

Study details

Economic analysis:
CUA (health outcome
= QALYs)

Study design:
Probabilistic decision
analytic model

Approach to analysis:
Validated simulation
model (IMS-CDM),
which models the
impact of HbAlc levels
on the complications
of diabetes

Perspective: US
healthcare payer

Time horizon: 35 years

Treatment effect
duration: Lifetime

Discounting: Costs =
3%; Outcomes = 3%

Population & interventions

Population:
Adults with type 1 diabetes

Cohort settings:

Insulin detemir vs. NPH:
Start age = 39

M = 63%

n=1,000

HbAlc = 8.38%

BMI =24.9

Weight (kg) = NR

Duration of diabetes (years) =
15

Insulin detemir vs. insulin
glargine:

Start age = 40.2

M=51.3

n=1,000

HbAlc =8.84%

BMI = 25.5

Weight (kg) = NR

Duration of diabetes (years) =
17

Intervention 1:
NPH (twice daily plus human

Costs

Total costs (mean per
patient):

Intervention 1: £68,894
Intervention 2: £75,543
Incremental (2-1): £6,649
(CINR; p = NR)

Intervention 2: £68,894
Intervention 3: £70,157
Incremental (2-1): -£1,318
(CINR; p = NR)

Currency & cost year:

2005 US dollars (presented
here as 2005 UK pounds¥)

Cost components
incorporated:

Insulin costs included drug
costs, cost of delivery devices
and SMBG costs.

Complications included are
angina, myocardial infarction,
congestive heart failure,
stroke, peripheral vascular
disease, diabetic retinopathy,
macula oedema, cataract,

Health outcomes

QALYs (mean per patient):

Intervention 1: 7.32
Intervention 2: 8.018
Incremental (2-1): 0.698
(CI NR; p = NR)

Intervention 2: 7.242
Intervention 3: 7.719
Incremental (2-1): 0.063
(CI NR; p = NR)

Cost effectiveness

ICER (Intervention 2 vs. Intervention 1):
£9,526 per QALY gained (pa)
Cl: NR

Probability Intervention 2 cost-effective
(S50K/£30K threshold): 100%

ICER (Intervention 2 vs. Intervention 3):
Insulin detemir dominant over insulin
glargine

Cl: NR

Probability Intervention 2 cost-effective
(S50K/£30K threshold): 80%

Analysis of uncertainty: Probabilistic
sensitivity analysis was used to assess the
uncertainty around the ICER. At a £30K per
QALY threshold, insulin detemir has a 100%
probability of being cost-effective compared
to NPH and an 80% probability of being cost-
effective compared to insulin glargine.
Deterministic sensitivity analysis was
undertaken on key variables such as: change
in HbA1c, discount rate, duration of
treatment effect, costs of insulin and cost of
management of hypoglycaemia. Insulin
detemir always remains cost-effective
compared to NPH and dominant over insulin
glargine in all but one analysis, where the
cost of insulin detemir is increased by 15%,
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soluble insulin) hypoglycaemia, ketoacidosis, where it is still cost-effective.
lactic acidosis, nephropathy

and end-stage renal disease,

neuropathy, foot ulcer,

amputation and simulating

nonspecific mortality. Costs

are included for all

Intervention 2:
Insulin detemir (twice daily
plus insulin aspart)

Intervention 3: complications and at
Insulin glargine (once daily different stages of disease
plus insulin aspart) severity.

Data sources

. .. . . .. . . 211,213 L . . . .
Health outcomes: Two randomised clinical trials were included, one comparing insulin detemir and NPH and one comparing insulin detemir and insulin

glargine*®*'°. Quality-of-life weights: UKPDS data that used the EQ5D UK tariff. Where there are data gaps, other sources were used from Australia and USA. Cost
sources: Medicare list prices, Red Book 2005.

Comments

Source of funding: Novo Nordisk. Limitations: Although the sources of clinical data that have been included are appropriate, no systematic review has been conducted
and the sources may have been selectively included; insulin doses used within the analysis were not reported; treatment effectiveness was assumed to be maintained
over the lifetime of the patient, although trial data was for between 18 weeks. However, this was shortened to 5 years in a sensitivity analysis; utilities are derived from
the UKPDS trial, which focused exclusively on type 2 diabetes, and other non-UK sources that did not comply with the NICE reference case; a 3% discount rate is used
for both costs and outcomes which does not conform to the NICE reference case discount rate of 3.5%; the analysis is conducted on the IMS-CDM which, although
highly validated, has its own limitations. Other: The authors state the analysis is from a societal perspective; however the majority of analysis is performed from a
healthcare payer perspective.

Overall applicability*: Partially applicable  Overall quality**: Potentially serious limitations
Abbreviations: BMI, body mass index; Cl, 95% confidence interval; CUA, cost-utility analysis; EQ-5D, Euroqol five dimensions (scale: 0.0 [death] to 1.0 [full health]; <0.0 = worse than death);
HbAIc, glycosylated haemoglobin; ICER, incremental cost-effectiveness ratio; IMS-CDM, IMS-Centre for Outcomes Research Diabetes Model; NPH, neutral protamine Hagedorn; NR, not
reported; QALYs, quality-adjusted life years; SMBG, self-monitoring of blood glucose; UKPDS, UK Prospective Diabetes Survey
¥ Converted using 2005 purchasing power parities385
* Directly applicable / Partially applicable / Not applicable; ** Minor limitations /Potentially serious limitations / Very serious limitations

Table 13: VALENTINE2011
Valentine WJ, Aagren M, Haglund M, Ericsson A, Gschwend MH. Evaluation of the long-term cost-effectiveness of insulin detemir compared with neutral protamine
hagedorn insulin in patients with type 1 diabetes using a basal-bolus regimen in Sweden. Scandinavian Journal of Public Health. 2011; 39(1):79-87. (Guideline Ref ID
VALENTINE2011)
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Study details

Economic analysis:
CUA (health outcome =
QALYs)

Study design:
Probabilistic decision
analytic model

Approach to analysis:
Validated simulation
model (IMS-CDM),
which models the
impact of HbAlc levels
on the complications
of diabetes

Perspective: Swedish
healthcare payer

Time horizon: 50 years

Treatment effect
duration: Lifetime

Discounting: Costs =
3%; Outcomes = 3%

Population & interventions
Population:
Adults with type 1 diabetes

Cohort settings:

Start age = 35

M =54.7

n=1,000

HbAlc =8.3%

BMI =24.7

Weight (kg) = NR

Duration of diabetes (years) =
13.0

Intervention 1:

NPH plus insulin aspart (32.6
and 26.9 IU daily)

Intervention 2:

Insulin detemir plus insulin
aspart (39.9 and 30.6 IU
daily)

Both interventions received
once-daily basal insulin
treatment with meal-related
bolus insulin. Doses were not
reported, but can be taken
from the trail (median values
at 24 months).

Costs

Total costs (mean per
patient):

Intervention 1: £66,847
Intervention 2: £98,650
Incremental (2-1): £1,804
(CINR; p = NR)

Currency & cost year:

2006 Swedish kronor
(presented here as 2006 UK
pounds¥)

Cost components
incorporated:

Insulin costs included drug
costs, cost of delivery devices
and SMBG costs.

Complications included are
angina, myocardial infarction,
congestive heart failure,
stroke, peripheral vascular
disease, diabetic retinopathy,
macula oedema, cataract,
hypoglycaemia, ketoacidosis,
lactic acidosis, nephropathy
and end-stage renal disease,
neuropathy, foot ulcer,
amputation and simulating
nonspecific mortality. Costs
are included for all
complications and at
different stages of disease

Health outcomes

QALYs (mean per patient):

Intervention 1: 7.82
Intervention 2: 8.35
Incremental (2-1): 0.53
(CI NR; p = NR)

Cost effectiveness

ICER (Intervention 2 vs. Intervention 1):
£3,433 per QALY gained (pa)

CI:NR

Probability Intervention 2 cost-effective
(SEK200K/£20K threshold): 99.9%

Analysis of uncertainty: Probabilistic
sensitivity analysis was used to assess the
uncertainty around the ICER. At a £20K per
QALY threshold, insulin detemir has a 99.9%
probability of being cost-effective compared
to NPH. Deterministic sensitivity analyses
were carried out on key inputs including,
time horizon, discount rates, efficacy of
treatments, BMI, hypoglycaemic event rates
and baseline patient characteristics. The ICER
was most sensitive to changes in HbAlc and
hypoglycaemia event rates. This however
was unlikely to alter the conclusions on cost-
effectiveness.
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severity.
Data sources

Health outcomes: Prevalence of these compilations was taken from a Swedish cross-sectional retrospective review. Efficacy of the treatments was taken from a recent
head to head trial***®. Quality-of-life weights: UKPDS data that used the EQ5D UK tariff. Where there are data gaps, other sources were used. Cost sources: Swedish
Association of Local Authorities and Regions, previous economic evaluations, Dental and Pharmaceutical Benefits Agency.

Comments

Source of funding: Novo Nordisk. Limitations: Although the sources of clinical data that have been included are appropriate, no systematic review has been conducted
and the sources may have been selectively included; treatment effectiveness was assumed to be maintained over the lifetime of the patient, although trial follow-up
was only for 24 months; Utilities are derived from the UKPDS trial, which focused exclusively on type 2 diabetes, and other non-UK sources, which did not comply to the
NICE reference case; particular complication costs were based on either mixed populations or type 2 diabetes specific patients; a 3% discount rate is used for both costs
and outcomes which does not conform to the NICE reference case discount rate of 3.5%; the analysis is conducted on the IMS-CDM which, although highly validated,
has its own limitations. Other: An analysis from a societal perspective was also presented.

Overall applicability*: Partially applicable Overall quality**: Potentially serious limitations
Abbreviations: BMI, body mass index; Cl, 95% confidence interval; CUA, cost-utility analysis; EQ-5D, Euroqol five dimensions (scale: 0.0 [death] to 1.0 [full health]; <0.0 = worse than death);
HbAlIc, glycosylated haemoglobin; ICER, incremental cost-effectiveness ratio; IMS-CDM, IMS-Centre for Outcomes Research Diabetes Model; NPH, neutral protamine Hagedorn; NR, not
reported; QALYs, quality-adjusted life years; SMBG, self-monitoring of blood glucose; UKPDS, UK Prospective Diabetes Survey
¥ Converted using 2006 purchasing power parities
* Directly applicable / Partially applicable / Not applicable; ** Minor limitations /Potentially serious limitations / Very serious limitations

Table 14: TA053/WARREN2004

National Institute for Health and Clinical Excellence. Diabetes type 1 and 2: the clinical effectiveness and cost effectiveness of long acting insulin analogues for
diabetes. NICE technology appraisal guidance 53. London. National Institute for Health and Clinical Excellence, 2002 (Guideline Ref ID TA053)

Warren E, Weatherley-Jones E, Chilcott J, Beverley C. Systematic review and economic evaluation of a long-acting insulin analogue, insulin glargine. Health
Technology Assessment. 2004; 8(45):iii-41. (Guideline Ref ID WARREN2004)

Study details Population & interventions Costs Health outcomes Cost effectiveness
Economic analysis: Population: Total costs (mean per QALYs (mean per patient): ICER (Intervention 2 vs. Intervention 1):
CUA (health outcome  Adults with type 1 diabetes patient): Intervention 1: NR £3,496-£4,978 per QALY gained (pa)
=QALY gained ) Intervention 1: £1,738 Intervention 2: NR Cl: NR
Cohort settings: Intervention 2: £2,311 - Incremental (2-1): NR Probability Intervention 2 cost-effective
Study design: Start age = 27 £2,554 (CINR; p = NR) (E20K/30K threshold): NR
Deterministic decision ;= 52.59% Incremental (2-1): £573 -
analytic model n=NR £816 Analysis of uncertainty: The model was most

HbAlc = 8.87% (CINR; p = NR) sensitive to the utility gained from reducing
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Approach to analysis:
Model that uses insulin
therapies to estimate
the incidence of
hypoglycaemia and the
resultant cost and
QALYs, dependant on
method of
administration. Long-
term complications
were only taken into
consideration in the
sensitivity analysis.

Perspective: UK NHS
Time horizon: 9 years

Treatment effect
duration: 9 years

Discounting: Costs =
NR; Outcomes = NR

Data sources

BMI = NR

Weight (kg) = NR

Duration of diabetes (years) =
5.6

Intervention 1:
NPH

Intervention 2:
Insulin glargine

Currency & cost year:
2001 UK pounds

Cost components
incorporated:

Insulin costs (only basal
component), cost of severe
hypoglycaemic event, (long-
term complications in
sensitivity analysis).

Health outcomes: Baseline data on hypoglycaemic events was taken from a single trial

. 422,423
trial

Comments

fear of hypoglycaemia. If the model assumes
no utility is gained, the ICER increases to
between £389,356 and £554,411, dependant
on mode of administration. Other variables
are also subject to sensitivity analysis such as
introducing a reduction in HbA1c, using
different fear assumptions and changing the
rate of discounting. Overall, the ICER for
ranges from £954 - £554,411, dependant on
mode of administration, highlighting
considerable uncertainty.

whilst effectiveness data on risk reduction was taken from a single
Quality-of-life weights: Utility weights for hypoglycaemia was taken from a cost of illness study whilst utility weights for long term complications were taken
from the industry submission. Cost sources: NHS reference costs 2002, PSSRU 2001, industry submission.

Source of funding: NIHR HTA Limitations: The main assumption that insulin glargine has no advantage over NPH for improved HbAlc level is not borne out in our

clinical review; cohort characteristics are not detailed in the study but can be calculated from the DCCT

the source of baseline event data has been excluded in the

NCGC clinical review; quality-of-life weights are taken from a cost of illness study in children and adolescents and long term weights are taken from the industry
submission which is confidential; costs included in the model are limited and costs for long-term complications are taken from the industry submission; the sensitivity
analysis appears very limited with no sensitivity analysis undertaken on the variables used in long term complication analysis; all health effects are only taken into
account in the sensitivity analysis of the model; discount rates used for costs and QALYs not reported; time horizon is too short to account for all costs and outcomes.
Other: Only the results of the assessment group analysis is presented here as the majority of the industry submission is confidential and removed from the document.
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H.7

H.8

H.9

H.10

The majority of data not reported in the assessment group analysis is due to confidentiality restrictions. Methods of administration are vial, cartridge and pen device.

Overall applicability*: Directly applicable  Overall quality**: Very serious limitations

Abbreviations: BMI, body mass index; Cl, 95% confidence interval; CUA, cost-utility analysis; DCCT, Diabetes Control and Complications Trial; EQ-5D, Euroqol five dimensions (scale: 0.0 [death]
to 1.0 [full health]; <0.0 = worse than death); HbA1c glycosylated haemoglobin; HODaR, Health Outcomes Data Repository; HTA, Health Technology Assessment; ICER, incremental cost-
effectiveness ratio; IMS-CDM, IMS-Centre for Outcomes Research Diabetes Model; NIHR, National Institute of Health Research; NPH, neutral protamine Hagedorn,; NR, not reported; PSSRU,
Personal Social Services Research Unit; QALYs, quality-adjusted life years; SMBG, self-monitoring of blood glucose; UKPDS, UK Prospective Diabetes Survey

* Directly applicable / Partially applicable / Not applicable; ** Minor limitations /Potentially serious limitations / Very serious limitations

Pancreas transplant and islet cell transplantation

None

Hypoglycaemia

None

Ketone monitoring

None

Arterial risk control

None

Inpatient management

None

Complications

None
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1.1

1.2

1.2.1

Appendix I: GRADE tables

Diagnosis

None

Education programmes and self-care

Structured education programmes

Table 15: Clinical evidence profile: Structured education programme versus control - usual care or other type of education (less than or equal to
6 months)

8 Randomised Very Very serious® No serious No serious None 779 617 - MD 0.15 VERY LOW CRITICAL
trials serious” indirectness  imprecision® lower (0.27 to
0.03 lower)
1 Randomised Very No serious No serious Serious® None 54 60 - MD 0.06 VERY LOW CRITICAL
trials serious® inconsistency  indirectness lower (0.32
lower to 0.2
higher)6
1 Randomised Very No serious No serious Very serious8  None 30 30 - MD 0 higher VERY LOW CRITICAL
trials serious®  inconsistency indirectness (Oto 0

higher)9
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Randomised Very No serious No serious Very serious” None 12/134 11/135 RR 1.17 14 more per VERY LOW CRITICAL
trials serious’ inconsistency  indirectness (9%) (8.1%) (0.56 to 1000 (from 36
2.48) fewer to 121
more)

1 Randomised Very No serious No serious No serious None 56 55 - MD 0.94 LOW CRITICAL
trials serious’ inconsistency  indirectness  imprecision™ lower (1.7 to
0.18 lower)
1 Randomised Very No serious No serious No serious None 355 203 - MD 0.05 LOW CRITICAL
trials serious”  inconsistency  indirectness  imprecision” higher (0.04
lower to 0.14
higher)
3 Randomised No No serious No serious No serious None 219 214 - MD 0.22 HIGH CRITICAL
trials serious inconsistency indirectness  imprecision™ lower (0.94
risk of lower to 0.51
bias higher)
1 Randomised Very No serious No serious Very serious” None 30 30 - MD 0 higher VERY LOW CRITICAL
trials serious®  inconsistency indirectness (Oto 0
higher)15
1 Randomised Very No serious No serious No serious None 67 72 - MD 0.4 higher LOW CRITICAL
trials serious  inconsistency  indirectness  imprecision” (0.34t0 0.46
higher)
1 Randomised Very No serious No serious No serious None 74 72 - MD 0.1 lower LOW CRITICAL
trials serious’  inconsistency  indirectness  imprecision” (0.36 lower to

0.16 higher)
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1 Randomised Very No serious No serious No serious None 67 72 - MD 8.76 LOW CRITICAL
trials serious’  inconsistency  indirectness  imprecision® higher (7.09
to 10.43
higher)
1 Randomised  Serious’  No serious No serious No serious None 67 63 - MD 0.4 lower  MODERATE  CRITICAL
trials inconsistency  indirectness imprecisionI (2.53 lower to
1.73 higher)
1 Randomised Very No serious No serious Very serious’ None 54 60 - MD 2.2 higher  VERY LOW CRITICAL
trials serious® inconsistency  indirectness (0.7 lower to
5 higher)23
1 Randomised  Serious'  No serious No serious Serious’ None 67 63 - MD 5 higher LOW CRITICAL
trials inconsistency  indirectness (1.09 to 8.91
higher)
1 Randomised Serious'  No serious No serious No serious None 0/67 0/63 Not Not pooled MODERATE IMPORTANT
trials inconsistency  indirectness  imprecision” (0%) (0%) pooled

1 Randomised Very No serious No serious Serious’ None 67 72 - MD 0.24 VERY LOW IMPORTANT
trials serious’  inconsistency indirectness lower (0.67
lower to 0.19
higher)
* Hypoglycaemia unawareness (> recognition of low blood glucose, % patients) follow-up 6 months; measured with: BGATII; range of scores: 0-100; Better indicated by higher values)
1 Randomised Very No serious No serious Serious™ None 56 55 - MD 12.40 VERY LOW IMPORTANT
trials serious’ inconsistency  indirectness higher (2.41
to 22.39

higher)
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1 Randomised Very No serious No serious Serious™ None 74 72 - MD 0.3 lower  VERY LOW IMPORTANT
trials serious”  inconsistency  indirectness (0.67 lower to
0.07 higher)
1 Randomised Very No serious No serious Very serious™  None 74 72 - MD 0.8 higher ~ VERY LOW IMPORTANT
trials serious’  inconsistency  indirectness (0.2to 1.4
higher)
1 Randomised No No serious No serious No serious None 81 79 - MD 0.1 lower  HIGH IMPORTANT
trials serious inconsistency  indirectness imprecisionmI (0.52 lower to
risk of 0.32 higher)
bias
1 Randomised Very No serious No serious Very serious” None 30 30 - MD 0 higher VERY LOW IMPORTANT
trials serious®  inconsistency  indirectness (Oto0
higher)31
1 Randomised Very No serious No serious No serious None 56 55 - MD 0.60 LOW IMPORTANT
trials serious’ inconsistency  indirectness imprecisionff higher (3.42
lower to 5.12
higher)
1 Randomised Very No serious No serious Serious® None 56 55 - MD 2.10 VERY LOW IMPORTANT
trials serious’ inconsistency  indirectness higher (0.63
lower to 4.83
higher)

1 Randomised  Serious'  No serious No serious No serious None 64 63 - MD 5.34 MODERATE IMPORTANT
trials inconsistency  indirectness imprecisionhh lower (12.11
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lower to 0.23
higher)
1 Randomised Very No serious No serious Very serious” None 50 53 - MD 2.4 lower  VERY LOW IMPORTANT
trials serious’ inconsistency  indirectness (7.2 lower to
2.4 higher)
1 Randomised Very No serious No serious Very serious” None 50 53 - MD 0.01 VERY LOW IMPORTANT
trials serious’ inconsistency  indirectness lower (2.9
lower to 2.9
higher)
2 Randomised Serious'  No serious No serious No serious None 155 151 - MD 0.2 lower MODERATE IMPORTANT
trials inconsistency  indirectness  imprecision’ (0.85 lower to
1.45 higher)
1 Randomised Very No serious No serious Very serious” None 41 45 - MD 0 higher VERY LOW IMPORTANT
trials serious™ inconsistency  indirectness (Oto0
higher)38
1 Randomised Very No serious No serious No serious None 74 72 - MD 0.50 LOW IMPORTANT
trials serious’ inconsistency  indirectness  imprecision™" higher (1.54
lower to 2.54
higher)
1 Randomised Very No serious No serious No serious None 74 72 - MD 0.70 LOW IMPORTANT
trials serious®  inconsistency  indirectness  imprecision™ lower (4.45
lower to 3.05
higher)
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Randomised Very No serious No serious Very serious” None MD 0 higher VERY LOW IMPORTANT
trials serious™ inconsistency indirectness (0Oto0
higher)41
1 Randomised Very No serious No serious No serious None 39 38 - MD 7.50 LOW IMPORTANT
trials serious”  inconsistency  indirectness  imprecision®®" higher (6.63
P g to 8.37
higher)
1 Randomised No No serious No serious No serious None 81 79 - MD 0.10 HIGH IMPORTANT
trials serious inconsistency  indirectness  imprecision™ higher (0.4
risk of lower to 0.6
bias higher)
1 Randomised No No serious No serious Very serious™ None 1/81 2/79 RR 0.49 13 fewer per LOW IMPORTANT
trials serious inconsistency  indirectness (1.2%) (2.5%) (0.05 to 1000 (from 24
risk of 5.27) fewer to 108
bias more)

(a) Overall balance of evidence across studies: unclear randomisation, inadequate/not mentioned allocation concealment, blinding not mentioned, lack of ITT analysis.

(b) Significant heterogeneity between studies (12 approx. 75%, p<0.1)

(c) 95% Cl does not cross either of the MIDs (MID = +0.48% , that is,. 0.5 x SD of 0.95)

(d) Overall balance of evidence across studies: Unclear randomisation, inadequate allocation concealment, blinding not mentioned

(e) Number of events in each arm was not reported - only the MD was provided; 95% Cl does not cross either of the MIDs (MID = £0.66 that is, 0.5 x SD of 1.32)

(f) study reported p=0.67

(g) Overall balance of evidence across studies: Unclear randomisation, allocation concealment not mentioned, blinding not mentioned

(h) SD not given therefore unable to calculate MD and 95% CI

(i) Data provided for HbAlc: HAATT 8.0% and SMBG 8.1%

(j) Overall balance of evidence across studies: inadequate allocation concealment, blinding not mentioned, no ITT analysis

(k) 95% Cl crosses both MIDs (0.75 and 1.25)

(I) Overall balance of evidence across studies: inadequate randomisation, allocation concealment not mentioned, blinding not mentioned, No ITT analysis, high dropouts (>20%), selective
outcome reporting

(m) 95% Cl does not cross either of the MIDs (MID = 1.0 that is, 0.5 x SD of 2.0)
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(n) 95% Cl does not cross either of the MIDs (MID = +0.45% that is 0.5 x SD of 0.9)

(o) Data given: HAAT 0.4, SMBG 1.7; p=0.03

(p) 95% Cl does not cross either of the MIDs (MID = +1.0 that is, 0.5 x SD of 2.0)

(q) Overall balance of evidence across studies: unclear randomisation, allocation concealment not mentioned, blinding not mentioned, no ITT analysis
(r) 95% Cl does not cross either MID (MID = #0.4 that is, 0.5 x SD of 0.8)

(s) 95% Cl does not cross either of the MIDs (MID = +2.48 that is, 0.5 x SD of 4.95)

(t) Overall balance of evidence across studies: unclear randomisation, inadequate blinding,

(u) 95% Cl does not cross either of the MIDs (established MID = +3.0)

(v) Number of events in each arm was not reported - only the MD was provided; 95% Cl crosses one of the MIDs (established MID = #3.0)
(w) Study reported p=0.14

(x) 95% Cl crosses one of the MIDs (established MID = #3.0)

(y) Zero event rates in each arm

(z) 95% Cl crosses one of the MIDs (MID = +0.65% that is, 0.5 x SD of 1.3)

(aa) 95% Cl crosses one of the MIDs (MID = #13.4 that is, 0.5x SD of 26.8)

(bb) 95% Cl crosses one of the MIDs (MID = #0.6 that is, 0.5 x SD of 1.2)

(cc) No SDs were provided so MIDs inestimable. Only the means and MD was provided.

(dd) 95% Cl does not cross either of the MIDs (MID = #0.65 that is, 0.5 x SD of 1.3)

(ee)Data provided for detection of low blood Glucose: HAATT 70% and SMBG 55%, p=0.005

(ff) 95% Cl does not cross either of the MIDs (MID = +6.1 that is, 0.5 x SD of 12.2)

(gg) 95% Cl crosses one of the MIDs (MID = #3.7 that is, 0.5 x SD of 7.3)

(hh) 95% Cl does not cross either of the MIDs (MID= 8.9 that is, 0.5 x SD of 17.7)

(ii) Overall balance of the evidence: some issues in half of the evidence base with randomisation, allocation concealment and blinding.
(jj) 95% Cl does not cross either of the MIDs (MID = +3.55 that is, 0.5 x SD of 7.1)

(kk)Overall balance of evidence across studies: Unclear randomisation, allocation concealment not mentioned, blinding not mentioned, >20% drop-outs
(ll) Data provided for Depression (CES-D): BGAT 15.8 and Control 13.5, p=0.74

(mm) 95% Cl does not cross either of the MIDs (MID = +3.15 that is, 0.5 x SD of 6.3)

(nn) 95% Cl does not cross either of the MIDs (MID = +11.6 that is, 0.5 x SD of 5.8)

(00) Data provided for PAID: BGAT 44.4 and Control 38.7, p=0.99

(pp) Overall balance of evidence across studies: unclear randomisation, unclear allocation concealment, inadequate blinding

(qq) 95% Cl does not cross either of the MIDs (MID = +0.8 that is, 0.5 x SD of 1.6)

(rr) 95% Cl does not cross either of the MIDs

(ss) 95% Cl crosses both default MIDs (MID = 0.75 and 1.25)
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Table 16: Clinical evidence profile: Structured education programme versus control - usual care or other type of education (>6 months)

5 Randomised Very Serious® No serious No serious None 153 147 - MD 0.08 VERY LOW  CRITICAL
trials serious” indirectness imprecisionb higher
(0.01
lower to
0.17
higher)
1 Randomised Very No serious No serious Very serious®  None = 0% -5 = VERY LOW  CRITICAL
trials serious®  inconsistency indirectness
1 Randomised Very No serious No serious Serious® None 54 60 - MD 0.01 VERY LOW  CRITICAL
trials serious’ inconsistency  indirectness higher
(0.3 lower
t0 0.32
higher)8
1 Randomised Very ; No serious No serious Very serious’ None 5/27 6/29 RR 0.9 21 fewer VERY LOW  CRITICAL
trials serious’ inconsistency  indirectness (18.5%) (20.7%) (0.31to per 1000
2.6) (from 143
fewer to
331 more)
1 Randomised Very No serious No serious Serious' None 56 55 - MD 1.65 VERY LOW  CRITICAL
trials serious® inconsistency  indirectness lower
(2.86 to
0.44

lower)
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1 Randomised Very No serious No serious Very serious™ None 54 60 - MD 0.05 VERY LOW  CRITICAL
trials seriou’ inconsistency  indirectness lower
(0.61
lower to
0.5
higher)14

1 Randomised Very No serious No serious Very serious”  None 30 30 - MD 0 VERY LOW  CRITICAL
trials serious’  inconsistency  indirectness higher (0
to0
higher)17

2 Randomised Very No serious No serious No serious None 57 57 - MD 2.40 LOW CRITICAL
trials serious’ inconsistency indirectness imprecision” lower
(3.13 to
1.67
lower)

1 Randomised Very No serious No serious Very serious’  None 54 60 - MD 1.9 VERY LOW  CRITICAL
trials serious’ inconsistency  indirectness higher
(0.8 lower
to 4.6
higher)20

1 Randomised Very No serious No serious Serious" None 56 55 - MD 17.2 VERY LOW IMPORTANT
trials serious’  inconsistency  indirectness higher
(7.77 to
26.63
higher)
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1 Randomised Very No serious No serious Serious" None 56 55 - MD 1.50 VERY LOW IMPORTANT
trials serious® inconsistency  indirectness lower
(5.78
lower to
2.78
higher)

1 Randomised Very No serious No serious No serious None 56 55 - MD 0.60 LOW IMPORTANT
trials serious® inconsistency  indirectness imprecision” lower
(3.48
lower to
2.28
higher)

1 Randomised Very No serious No serious Very serious™ None 50 52 - MD 1.4 VERY LOW  IMPORTANT
trials serious’ inconsistency  indirectness lower (6.2
lower to
3.4
higher)

1 Randomised Very No serious No serious Very serious™ None 50 52 - MD 1.2 VERY LOW  IMPORTANT
trials serious’ inconsistency  indirectness lower (4.2
lower to
1.9
higher)

1 Randomised Very No serious No serious Very serious®  None 41 45 - MD 0 VERY LOW IMPORTANT
trials serious®  inconsistency indirectness higher (0
to0
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higher)25

1 Randomised Very No serious No serious Very serious®  None 41 45 - MD 0 VERY LOW IMPORTANT
trials serious’  inconsistency  indirectness higher (0
to0
higher)27

2 Randomised Very No serious No serious No serious None 39 38 - MD 15.8 LOW IMPORTANT
trials serious” inconsistency  indirectness imprecision™ higher
(2.17 to
29.42
higher)

2 Randomised  Very No serious No serious No serious None 57 57 - MD 1.81 LOW IMPORTANT
trials serious  inconsistency  indirectness imprecision® higher
(0.15 to
3.46
higher)
(a) Significant heterogeneity: 12 >75%, p<0.1
(b) 95% Cl does not cross either of the MIDs (MID = +0.73 ie. 0.5 x SD of 1.45)
(c) Overall balance of evidence across studies: Unclear randomisation, allocation concealment not mentioned, blinding not mentioned, >20% drop-outs
(d) Number of events in each arm was not reported, therefore the RR and 95% Cl were not estimable
(e) Study reported that there was NS change in either of the groups
(f) Overall balance of evidence across studies: Unclear randomisation, inadequate allocation concealment, blinding not mentioned
(g) Number of events in each arm was not reported - only the MD was provided; 95% Cl does not cross either of the MIDs (MID = +0.66 ie. 0.5 x SD of 1.32)
(h) study reported p=0.94
(i) Overall balance of evidence across studies: unclear randomisation, allocation concealment not mentioned, blinding not mentioned
(j) 95% Cl crosses both of the MIDs (MID = 0.75 and 1.25)
(k) Overall balance of evidence across studies: inadequate randomisation, allocation concealment not mentioned, blinding not mentioned, No ITT analysis, high dropouts (>20%), selective
outcome reporting
(I) 95% Cl crosses one of the MIDs (MID = #1.8 ie. 0.5 x SD of 3.6)
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1.2.2

1.2.2.1

(m) SD was not provided, only the MD was given. Therefore the MID could not be calculated.

(n) Study reported p=0.85

(o) Overall balance of evidence across studies: Unclear randomisation, allocation concealment not mentioned, blinding not mentioned
(p) SD not given therefore unable to calculate MD and 95% CI

(q) Data provided for severe hypo: HAATT 1.76 and SMBG 3.65; p<0.023

(r) 95% Cl does not cross either of the MIDs (MID = +5.4 ie. 0.5 x SD of 10.85)

(s) Number of events in each arm was not reported - only the MD was provided; 95% ClI crosses one of the MIDs (established MID = +3.0)
(t) Study reported p=0.14

(u) 95% Cl crosses one of the MIDs (MID = +12.7 ie. 0.5x SD of 25.4)

(v) 95% Cl crosses one of the MIDs (MID = #5.7 ie. 0.5 x SD of 11.4)

(w) 95% Cl does not cross either of the MIDs (MID = 3.9 ie. 0.5 x SD of 7.7)

(x) SD not given therefore unable to calculate MD and 95% CI

(v) Data provided for Depression (CES-D): BGAT 15.5 and Control 15.4, p=0.19

(z) 95% Cl does not cross either of the MIDs (MID = +0.08 ie. 0.5 x SD of 0.15)

(aa) Data provided for PAID: BGAT 45.4 and Control 38.3, p=0.68

(bb) Overall balance of evidence across studies: unclear randomisation, unclear allocation concealment, inadequate blinding

(cc) 95% Cl does not cross either of the MIDs (MID = #1.2 ie. 0.5 x SD of 2.4)

Dietary management

Carb counting

Table 17: Clinical evidence profile: Carbohydrate counting versus no carbohydrate counting (RCTs)

1 Randomised Very No serious No serious No serious None 73 156 - MD 0.1 LOW CRITICAL
trials serious” inconsistency  indirectness imprecisionb lower (0.41
lower to
0.21
higher)(c)
1(d) Randomised No serious No serious No serious Serious’ None 21 8 - MD 0.5 MODERATE  CRITICAL

trials risk of inconsistency  indirectness lower (1.35
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bias® lower to
0.35 higher)
1(d) Randomised Very No serious No serious Very serious® None 3/73 11/156 RR0.58 30 fewer VERY LOW CRITICAL
trials serious” inconsistency  indirectness (4.1%) (7.1%) (0.17to  per 1000
2.03) (from 59
fewer to 73
more)
2 Randomised No serious No serious No serious Very serious® None 2/51 6.25% RR 0.76 15 fewer LOW CRITICAL
trials risk of inconsistency  indirectness (3.9%) (0.08to  per 1000
bias® 7.29) (from 58
fewer to
393 more)
1 Randomised  Serious” No serious No serious Serious’ None 28 28 - SS higher LOW IMPORTANT
trials inconsistency  indirectness (P=0.008
reported;
median
change
score 5.5 vs.
0)(j)
1 Randomised  Serious” No serious No serious Serious' None 28 28 - NS LOW IMPORTANT
trials inconsistency  indirectness difference
between
groups (k)
 QOL (HFS) <6months (follow-up 16 weeks; measured with: Hypoglycaemia fear survey; transformed onto 0-100 scale; higher scores indicate more fear) [SCHMIDT2012)
1 Randomised  Serious' No serious No serious Very serious™ None 21 8 - MD 1.7 VERY LOW IMPORTANT
trials inconsistency  indirectness lower

(15.62
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lower to
12.22
higher)

1 Randomised  Serious No serious No serious Very serious” None 21 8 - MD 0.8 VERY LOW IMPORTANT
trials inconsistency  indirectness higher (14.6
lower to
16.2 higher)
1 Randomised  Serious' No serious No serious Very serious’® None 21 8 - MD 0.4 VERY LOW IMPORTANT
trials inconsistency  indirectness lower (1.33
lower to
0.53 higher)
1 Randomised  Serious' No serious No serious Serious” None 21 8 - MD 2.1 LOW IMPORTANT
trials inconsistency  indirectness lower (6.47
lower to
2.27 higher)

(a) Information is from one study at very high risk of bias - allocation concealment unclear; baseline difference comparable to effect estimate; no blinding (objective outcome); missing data
>20% between groups (intervention 27%; control 0%); no ANCOVA

(b) 95% Cl does not cross either of the default MIDs (95% CI for SMD used as only one study: -0.35 to 0.2; MID = #0.5)

(c) Reported as SS difference between groups for change score (not enough data provided to report change scores in meta-analysis and GRADE)

(d) HbA1c change scores and mild hypoglycaemia reported as NS different between groups for Laurenzi 2011 but not enough data reported from Laurenzi 2011 to include data in meta-
analysis

(e) Information is from studies at low risk of bias

(f) 95% Cl crosses the lower default MID (95% CI for SMD used as only one study: -1.33 to 0.32; MID = +0.5)

(g) 95% Cl crosses both default MIDs (MID = 0.75 and 1.25)

(h) Information is from one study at high risk of bias - no blinding (subjective outcome)

(i) Data reported as median (IQR) so unable to calculate Cls and MIDs

(j) SS higher (P=0.008 reported; median change score 5.5 versus 0)

(k) NS difference between groups
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(1) Information is from one study at high risk of bias (no blinding - subjective outcome)

(m) 95% Cl crosses both of the default MIDs (95% Cl for SMID used as only one study: -0.92 to 0.71; MID = #0.5)
(n) 95% Cl crosses both of the default MIDs (95% CI for SMD used as only one study: -0.77 to 0.86; MID = 0.5)
(o) 95% Cl crosses both the default MIDs (95% ClI for SMD used as only one study: -1.09 to 0.55; MID = #0.5)
(p) 95% Cl crosses the lower default MID (95% CI for SMD used as only one study: -1.17 to 0.47; MID = +0.5)

Table 18: Clinical evidence profile: Bolus calculator versus manual carbohydrate counting (RCTs)

3 Randomised  Serious®  No serious No serious No serious None 147 154 - MD 0.25 lower MODERATE CRITICAL
trials inconsistency indirectness imprecisionb (0.41 t0 0.08
lower)

1 Randomised  Serious®  No serious No serious Serious® None 43/105 27.4% RR1.49 134 more per LOW CRITICAL
trials inconsistency indirectness (41%) (1.02 to 1000 (from 5
2.18) more to 323
more)
2 Randomised  Serious®  No serious No serious Very serious® None 13/127 7.9% RR 1.52 41 more per VERY LOW CRITICAL
trials inconsistency indirectness (10.2%) (0.67 to 1000 (from 26
3.43) fewer to 192
more)
1 Randomise  Serious®  No serious No serious Very serious’ None 22 21 - MD 0.2 lower VERY LOW IMPORTANT
d trials inconsistency indirectness (9.34 lower to
8.94 higher)
1 Randomised  Serious®  No serious No serious Serious® None 22 21 - MD 2.4 lower LOW IMPORTANT

trials inconsistency indirectness (12.81 lower to
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8.01 higher)

1 Randomised  Serious®  No serious No serious Very serious” None 22 21 - MD 0 higher VERY LOW IMPORTANT
trials inconsistency indirectness (0.96 lower to
0.96 higher)
1 Randomised  Serious®  No serious _ No serious Serious® None 22 21 - MD 5.10 higher LOW IMPORTANT
trials inconsistency’ indirectness (2.19t0 8.01
higher)

(a) The majority of the evidence was from studies at high risk of bias (Ziegler study 78% weighting,; randomisation and allocation concealment unclear)
(b) 95% Cl does not cross either of the default MIDs (MID = #0.54 ie. 0.5 x SD of 1.07)

(c) 95% Cl crosses the lower default MID (MIDs = 0.75 and 1.25)

(d) 95% Cl crosses both default MIDs (MID = 0.75 and 1.25)

(e) Information is from one study at high risk of bias (no blinding - subjective outcome)

(f) 95% Cl crosses both default MIDs (95% CI for SMID used as only one study: -0.61 to 0.59; MID = #0.5)

(g) 95% Cl crosses the lower of the default MID (95% ClI for SMD used as only one study: -0.73 to 0.46; MID = £0.5)

(h) 95% Cl crosses both of the default MIDs (95% Cl for SMD used as only one study: -0.6 to 0.6; MID = #0.5)

(i) The majority of the evidence was from studies at very high risk of bias (Ziegler study 78% weighting,; randomisation and allocation concealment unclear; no blinding - subjective outcome)
(j) 12 =60% but Cls overlap and effect estimate in same direction

(k) 95% Cl crosses the upper default MID (95% CI for SMD used as only one study: -0.40 to 1.68; MID = £0.5)
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.2.3 Glycaemic index

Table 19: Clinical evidence profile: Low Gl diet versus high Gl diet

1 Non- Serious®  No serious No serious Serious” None 12 12 - MD 0.25 VERY LOW CRITICAL
randomised inconsistency indirectness higher
crossover (from 0.09
study to 0.59
higher)
2 RCT Serious®  No serious Serious® No serious None 28 28 - MD 0.36 LOW CRITICAL
inconsistency imprecision higher
(from 0.14
lower to
0.86
higher)
1 RCT Very No serious Serious® Serious® None 12 10 - MD 0.5 VERY LOW CRITICAL
serious”  inconsistency higher
(0.08 to
0.92
higher)
2 RCT Very Serious'® No serious No serious None 19 19 - Not VERY LOW CRITICAL
serious” indirectness imprecision pooled
O eventin
total
 Adherence to treatment (definition 2%) Follow-up at >6 months: McCulloch 1985
1 RCT Very No serious Serious’ N/AE None  29.8% 28.1%® N/A N/A VERY LOW IMPORTANT
serious’  inconsistency (SEM=6.7) (SEM=11.7)

(a) Several methodological uncertainties were identified (refer to Appendix E for breakdown of risk of bias for each study).
(b) The imprecision was downgraded by one increment if the Cl span across two MID zones. It was downgraded by two increments if the Cl span across three MID zones.
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(c) Fontvieille 1992 reported results of both type 1 diabetes and type 2 diabetes groups. The reason for inclusion of this study is that majority of the study participants had type 1 diabetes
and there were no statistically significant differences in results between the two groups.

(d) The intervention group was instructed to consume high carbohydrate (polysaccharides), high fibre, unprocessed foods, and higher intake of vegetables and fruits, whilst the comparison
group was instructed to continue with their ‘current diet’. This is strictly not the comparison set out by the protocol.

(e) There were differences between the two studies in terms of populations, interventions and follow-up times.

(f) Details of randomisation and allocation concealment have not been given.

(g) McCulloch 1985 reported adherence to treatment in terms of coefficient of variation (SD/mean x 100), based on the participants’ self-reported food records.
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1.3

1.3.1

Blood glucose

HbAlc

Table 20: Clinical evidence profile; optimum HbA1c target

synpe ul sayaqelp T adAL

Pittsburgh EDC 2003%%+%%* Case series See Table19  VS® N N Not estimable IMPORTANT Very low
Lehto 1999°°%% Case series

WESDR 19944734 Case series

EDIC 2005>°**** Case series

Pirez Mendez 2007°%%%° Case series See Table 19 vs® N N Not estimable IMPORTANT Very low
Wikblad 1996°22°%° Case series

WESDR 1999°*3% Case series SeeTable19 VS N N Not estimable CRITICAL

Pittsburgh EDC 200235338 Case series

Hislop 2008828 Cross section See Table19  vs¢ N N Not estimable CRITICAL Very low
Lustman 2005 %% Cross-section

Shaban 2006"°%% Cross-section

Tabaei 2004*%%4%° Cross-section

WESDR 19987%°2%° Cross-section

Wikblad 1991°%%°% Case-series

511

Van Tilburg 2001 Cross-section

DCCT 1996° RCT See Table 19 Vs® N N Not estimable CRITICAL Very low
DCCT 1993
Agardh 1997 =2 Case series

127,127

Diamante 1997 Cross section

$9|qe1 3avyo



145

STOZ ‘241Ua) BUl[aPIND [ed1Ul]) [BUONEN

Wikblad 1991°%°°%
SDIS1995 “2¢*%%
WESDR 199572
Neuropathy

DCCT 1996°
DCCT 1993**

SDIS 199525428
WESDR 1995252
Retinopathy

Agardh 1997 2%

Brinhmann-Hansen 1992°

DCCT 1996°
DCCT 1993

DCCT/EDIC’*>*
SDIS 19952°%%%

WESDR 1995
WESDR 1998a
Wikblad 1991°%%%

261,262

263,265

Case series
RCT

Case series

RCT

RCT

Case series

Case series
Case series
RCT

Case Series
RCT

Case series
Case series

Case series

See Table 19

See Table 19

Abbreviations: N, not serious; S, serious; VS, very serious
(a) 4/4 studies case series at high risk of bias
(b) 2/2 studies case series at high risk of bias
(c) 2/2 studies case series at high risk of bias

(d) 6/7 studies cross-sectional observation study at high risk of bias, 1/7 studies case series at high risk of bias

(e) 4/6 studies case series at high risk of bias
(f) 1/3 studies case series at high risk of bias

(g) 6/8 studies cross-sectional observation study at high risk of bias

S

vse

Not estimable

Not estimable

CRITICAL

CRITICAL

Low

Very low
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1.3.2

1.3.3

Table 21: Clinical evidence profile; HbA1lc frequency of monitoring

Larsen 19907232 RCT See Table 20 Vs NS N Not estimable  CRITICAL Very low

b

Eid Fares 2010"*%* Case series See Table 20 VS N S (iii) Not estimable  LESS IMPORTANT Very low

synpe ul sayaqelp T adAL

Eid Fares 2010™*%*® Case series See Table 20 Vs* N N Not estimable  CRITICAL Very low

Abbreviations: N, not serious; S, serious; VS, very serious
(a) Unclear randomisation, unclear allocation concealment
(b) Case series at very high risk of bias

(c) Indirect outcome

SMBG - frequency and timing

None

SMBG - glucose targets

None
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1.3.4 SMBG - technologies

Table 22: Clinical evidence profile: bolus calculator versus no technology for SMBG (less than 6 months)

1 Randomised No No serious No serious Serious® None 22 8 - MD 0.60 MODERATE CRITICAL
trials serious inconsistency  indirectness lower (1.40
risk of lower to
bias 0.20 higher)
1 Randomised No No serious No serious Very None 22 8 - MD 1.48 LOW IMPORTANT
trials serious inconsistency  indirectness serious” lower (9.07
risk of lower to
bias 6.11 higher)
1 Randomised No No serious No serious Serious® None 22 8 - MD 3.6 MODERATE IMPORTANT
trials serious inconsistency  indirectness lower
risk of (19.54
bias lower to
12.34
higher)
1 Randomised No No serious No serious Serious® None 22 8 - MD 0.2 MODERATE CRITICAL
trials serious inconsistency  indirectness lower (1.39
risk of lower to
bias 0.99 higher)
Severe Hypoglycaemia (follow-up <6 months); SCHMIDT 2012
1 Randomised No No serious No serious Very None 2/22 1/8 RR 0.73 34 fewer LOW CRITICAL
trials serious inconsistency  indirectness serious’ (9.1%) (12.5%) (0.08 to per 1000
risk of 6.97) (from 115
bias* fewer to
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1.3.5

746 more)
1 Randomised Serious”  No serious No serious No serious None 49 49 - MD 0.3 MODERATE CRITICAL
trials inconsistency  indirectness imprecision lower (1.49
lower to
0.89 higher)
1 Randomised Serious®  No serious No serious No serious None 0/49 0/49 Not Not pooled MODERATE IMPORTANT
trials inconsistency  indirectness imprecision (0%) (0%) pooled
4

(a) Confidence interval crosses both ends of default MID (0.5 x SD)

(b) Confidence interval crosses both ends of default MID (0.75, 1.25)
(c) Randomisation and allocation concealment unclear
(d) MID not estimable
(e) Confidence interval crosses one end of default MID (0.5 x SD)

Blood glucose monitoring — SMBG versus CGM

2
Chico
2003;
Tanenb
erg

Randomised
trials

Serious®

No serious
inconsistency

Table 23: Clinical evidence profile: retrospective CGM versus SMBG

No serious
indirectness

No serious
. .. b
imprecision

None

91

89

MD 0.09
lower
(0.44
lower to
0.26

MODERATE

CRITICAL
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2004 higher)
1 Randomised  No No serious No serious No serious None 53 MD 2.60 HIGH CRITICAL
Newma trials serious inconsistency  indirectness imprecision® lower
n 2009 risk of (7.35
bias lower to
2.15
higher)
1 Randomised No No serious No serious Very serious® None 1/51 RR 1.14 2 more LOW CRITICAL
Tanenb  trials serious inconsistency  indirectness (2%) (0.07 to per 1000
erg risk of 17.72) (from 16
2004 bias fewer to
288 more)

(a) 18% (11/62) in CGM versus 12% (8/66) in control group did not complete treatment for Chico 2003
(b) MID = Median SD across control group multiplied by 0.5 (0.56)

(c) MID = Median SD of the control group multiplied by 0.5 (7.4)

(d) Confidence interval crosses both default MIDs (0.75, 1.25)

Table 24: Clinical evidence profile: real time CGM versus SMBG

6 Randomised  Serious® Veryseriousb No serious Serious® None 451

trials indirectness

288

MD 0.30 lower
(0.43t0 0.17
lower)

VERY LOW CRITICAL
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HbA1c (%) - Follow up <6 months (follow-up <6 months; measured with: Sequeira; Better indicated by lower values)

1 Randomised Very No serious No serious Serious® None 39 39 - 8.3% in both VERY LOW
trials serious® inconsistency indirectness groups (at end
of first cross-
over period)

Hypoglycaemia (episodes/day) - Follow up <6 months (follow-up <6 months; measured with: Raccah, Rademecker; Better indicated by lower values)

2 Randomised Serious®  Serious' No serious Serious® None 55 63 - MD 0.18 higher  VERY LOW
trials indirectness (0.2 lower to
0.56 higher)
Severe hypoglycaemia - Per 100 patient years (follow-up 6 months; measured with: Battelino; Better indicated by lower values)
1 Randomised No No serious No serious Very None O - - MD 2.87 higher LOW
trials serious inconsistency indirectness  serious” (3.79 lower to
risk of 9.53 higher)
bias

Severe hypoglycaemia (no. of patients) - Follow up <6 months measured with: Garg, O’Connell, Tamborlane >25 years; (follow-up <6 months)

3 Randomised Serious® No serious No serious Very serious. None 5/130 6/121 RR 0.76 12 fewer per VERY LOW
trials inconsistency indirectness (3.8%) (5%) (0.25 to 1000 (from 37
2.27) fewer to 63
more)

Severe hypoglycaemia (annualised rate: patient-year) (follow-up 6 months; measured with: Little 2014; Better indicated by lower values)

1 Randomised Very No serious No serious Very None 48 48 - MD 0.10 lower VERY LOW
trials serious’  inconsistency  indirectness serious" (0.88 lower to
0.68 higher)
Quality of life: SF12 (scale 0-100) - Physical health - Follow up >6 months (follow-up <6 months; measured with: Beck JDRF; Better indicated by higher values)
1 Randomised Serious’  No serious No serious No serious None 120 106 - MD 1.4 higher MODERATE
trials inconsistency indirectness imprecisionI (0.18 lower to
2.98 higher)
Quality of life: SF12 (scale 0-100) - Mental health - Follow up >6 months (follow-up <6 months; measured with: Beck JDRF; Better indicated by higher values)
1 Randomised  Serious®  No serious No serious No serious None 120 106 - MD 0.3 lower MODERATE
trials inconsistency indirectness  imprecision (2.87 lower to
m 2.27 higher)
Quality of life: SF12 (scale 0-100) - Hypoglycaemia Fear Survey >6 months (follow-up < 6 months; measured with: Beck JDRF; Better indicated by lower values)
1 Randomised  Serious’  No serious No serious No serious None 120 106 - MD 2.7 lower MODERATE
trials inconsistency  indirectness  imprecision” (6.01 lower to

0.61 higher)

CRITICAL

CRITICAL

CRITICAL

CRITICAL

CRITICAL

IMPORTANT

IMPORTANT

IMPORTANT
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Quality of life: SF12 (scale 0-100) - Problem Areas In Diabetes >6 months (follow-up <6 months; measured with: Beck JDRF; Better indicated by lower values)

No serious None 120 106 -
imprecision®

No serious
indirectness

1 Randomised  Serious®  No serious
trials inconsistency

MD 0.1 lower
(3.85 lower to
3.65 higher)

Quality of life total score (scale 0-100 - Follow up <6 months (follow-up <6 months; measured with: Radermecker; Better indicated by higher values)

1 Randomised Seriousl No serious No serious Serious® None 9 9 -
trials inconsistency indirectness
Adverse events (follow-up <6 months; assessed with: Raccah, Little)
2 Randomised  Serious®  No serious No serious Very None 3/103 10/108 RR 0.36
trials inconsistency indirectness  serious® (2.9%) (9.3%) (0.11to
1.15)

(a) Unclear allocation concealment

(b) Heterogeneity = 75%

(c) 95% Cl crosses lower MID = 0.35 (0.5 x SD of 0.7).

(d) Unclear allocation concealment; high drop-out rate

(e) Not enough data provided to calculate MD and SD

(f) Heterogeneity = 56%

(g) MID = Median SD across control group multiplied by 0.5 (8.35). Confidence Interval crosses one end of MID.
(h) Confidence interval crosses both default MIDs

(i) Confidence interval crosses both default MIDs (0.75 and 1.25)

(j) Allocation concealment and >10% differential in drop-outs between the two arms

(k) 95% Cl crosses both MIDs. MID = 0.6 (0.5 x SD of 1.2)

(I) MID = Median SD of the control group multiplied by 0.5 (3.45)

(m) MID = Median SD of the control group multiplied by 0.5 (4.8)

(n) MID = Median SD of the control group multiplied by 0.5 (6.8)

(o) MID = Median SD of the control group multiplied by 0.5 (7.3)

(p) MID = Median SD of the control group multiplied by 0.5 (2.05). Confidence Interval crosses one end of MID.
(q) 95% Cl crosses lower default MID (0.75)

MD 3 lower
(7.38 lower to
1.38 higher)

59 fewer per
1000 (from 82
fewer to 14
more)

MODERATE

LOW

VERY LOW

IMPORTANT

IMPORTANT

IMPORTANT
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1.4

1.4.1

Insulin therapy

Long-acting insulin

Table 25: Clinical evidence profile: Degludec versus glargine (less than or equal to 6 months and more than 6 months)

2 Randomised Serious®® No serious No serious No serious None 119 118 - MD 0.06 lower (0.25 MODERATE  CRITICAL
trials inconsistency  indirectness imprecision lower to 0.12 higher)

1 Randomised Serious” No serious No serious No serious None 472 157 - MD 0.01 lower (0.14 MODERATE  CRITICAL
trials inconsistency  indirectness imprecision to 0.16 higher)

3 Randomised Serious™  Serious No serious No serious None 284 282 - MD 0.37 lower (1.04 VERY LOW IMPORTAN
trials inconsistency  indirectness  imprecision lower to 0.30 higher) T

1 Randomised Serious” No serious No serious No serious None 472 157 - MD 0.2 higher (0.51 MODERATE  CRITICAL
trials inconsistency  indirectness  imprecision lower to 0.91 higher)

1 Randomised Serious’ No serious No serious Serious® None 58/472 16/157 RR 1.21 21 more per 1000 LOW CRITICAL
trials inconsistency  indirectness (12.3%) (10.2%) (0.71to  (from 30 fewer to

2.03) 105 more)

1 Randomised Serious®® No serious No serious No serious None 59 59 - MD 0.67 higher (2.31 MODERATE  IMPORTAN
trials inconsistency  indirectness  imprecision lower to 3.65 higher) T

1 Randomised Serious®” No serious No serious No serious None 59 59 - MD 3.01 higher (0.31  MODERATE  IMPORTAN
trials inconsistency  indirectness  imprecision to 5.71 higher) T

1 Randomised Serious™” No serious No serious No serious None 121/165 117/161 RR1.01 7 more per 1000 MODERATE IMPORTAN

S9|qel1 3avyo

synpe ul sayaqelp T adAL



9

STOZ ‘241Ua) BUl[aPIND [ed1Ul]) [BUONEN

trials inconsistency  indirectness  imprecision (73.3%) (72.7%)  (0.88 to (from 87 fewer to T
1.15) 109 more)
1 Randomised Serious® No serious No serious No serious None 341/472 114/157 RR0.99 7 fewer per 1000 MODERATE IMPORTAN
trials inconsistency  indirectness  imprecision (72.2%) (72.6%) (0.89to  (from 80 fewer to 80 T
1.11) more)

(a) Randomisation unclear

(b) Not blinded

(c) Confidence interval compatible with two clinical decisions: benefit of glargine, or no benefit/harm

(d) Confidence interval crosses one MID (is compatible with two clinical decisions: benefit of degludec, or no harm/benefit)

Table 26: Clinical evidence profile: Detemir versus glargine (less than or equal to 6 months and more than 6 months)

2 Randomised  Serious® No serious No serious No serious None 317 178 MD 0.00 higher (0.12 lower to MODERATE  CRITICAL
trials inconsistency  indirectness imprecision 0.13 higher)

1 Randomised Serious® No serious No serious Serious None 4/88 10/88 RR 0.4 68 fewer per 1000 LOW CRITICAL
trials inconsistency  indirectness imprecision (4.5%) (11.4%) (0.13to  (from 99 fewer to
b 1.23) 26 more)
1 Randomised Serious™® No serious No serious Serious None 53.6 57.3 RR0.94, - LOW CRITICAL
trials inconsistency  indirectness imprecisionf 95% ClI
0.74 to
1.18
1 Randomised  Very No serious No serious Serious None -0.2kg 0.0 - VERY LOW IMPORTANT
trials serious® inconsistency  indirectness imprecisionf

1 Randomised  Serious™®  No serious No serious Very serious None +0.36kg  +0.42kg  Mean difference -0.06, 95% Cl -  VERY LOW IMPORTANT
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trials inconsistency  indirectness imprecision 0.84 to +0.73
d
1 Randomised Serious® No serious No serious No serious None 24/300 2/147 5.88 66 more per 1000 MODERATE  IMPORTANT
trials inconsistency  indirectness imprecision (8%) (1.4%) (1.41to (from 6 more to

24.54) 320 more)

(a) Randomisation unclear, not blinded

(b) Confidence interval compatible with two clinical decisions: benefit of detemir, or no benefit/harm

(c) Confidence interval compatible with three clinical decisions: benefit of detemir, benefit of glargine, or no benefit/harm

(d) Confidence interval crosses both MIDs (is compatible with three clinical decisions: benefit of detemir, benefit of glargine, or no harm/benefit)
(e) Randomisation unclear, allocation concealment unclear, not blinded, no ITT analysis.

(f) SD not given therefore unable to calculate MD and 95% CI

(g) Confidence interval crosses one MID (is compatible with two clinical decisions: benefit of glargine, or no harm/benefit)

Table 27: Clinical evidence profile: Detemir versus NPH (less than or equal to 6 months and more than 6 months)

8 Randomised Very No serious No serious No serious None 1515 1131 - MD 0.09 LOW CRITICAL
trials seriousl inconsistency indirectness imprecision lower (0.16
to 0.02
lower)
1 Randomised Very No serious No serious Serious None -0.5% -0.28% - = VERY LOW CRITICAL
trials serious” inconsistency indirectness imprecision®
1 Randomised Serious’ No serious No serious Serious None -0.3% -0.3% No - LOW CRITICAL
trials inconsistency indirectness imprecision® difference
3 Randomised Very Serious” No serious No serious None 690 393 - MD 0.08 VERY LOW CRITICAL
trials serious” indirectness imprecision lower (0.22

lower to
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0.05 higher)
1 Randomised Very No serious No serious Serious None -0.64% -0.56% - - VERY LOW CRITICAL
trials serious’ inconsistency indirectness imprecision®
5 Randomised Very Serious® No serious No serious None 978 735 - MD 0.91 VERY LOW IMPORTANT
trials serious’ indirectness imprecision lower (1.37
to 0.45
lower)

1 Randomised Serious’  No serious No serious Serious None -0.3 vs. +1.0 (period 1) - LOW IMPORTANT
trials inconsistency indirectness imprecision® -0.2 vs. +1.3 (period 2)

1 Randomised Serious’ No serious No serious Serious None +1.7 +2.7 - - LOW IMPORTANT
trials inconsistency indirectness imprecision®

1 Randomised Very No serious No serious Serious None -0.1 +1.2 - - VERY LOW IMPORTANT
trials serious” inconsistency indirectness imprecision®

1 Randomised Very No serious No serious Serious None -0.3 +1.4 - - VERY LOW IMPORTANT
trials serious’  inconsistency indirectness imprecision®

7 Randomised Very No serious No serious Serious None 94/1424  77/968 RRO0.78 18 fewer per  VERY LOW CRITICAL
trials serious”  inconsistency indirectness imprecision® (6.6%) (8.0%) (0.58to 1000 (from
1.04) 33 fewer to
3more)

1 Randomised Very No serious No serious Serious None 4 11 - - VERY LOW CRITICAL
trials serious” inconsistency indirectness imprecision®

1 Randomised Serious’ No serious No serious Serious None 19 33 - - LOW CRITICAL
trials inconsistency indirectness imprecision®
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3 Randomised Very No serious No serious No serious None 97/701 77/398 RRO0.68 62 fewer per LOW CRITICAL
trials serious®  inconsistency indirectness imprecision (13.8%) (19.3% (0.52 to 1000 (from
) 0.89) 21 fewer to
93 fewer)
Cnjectionsitereactions - > months; Leeww, Standl
2 Randomised Very No serious No serious Very serious  None 5/370 1/234 RR 2.06 5 more per VERY LOW IMPORTANT
trials serious®  inconsistency indirectness (1.4%) (0.4%) (0.34to 1000 (from
12.36) 3 fewer to
49 more)
7 Randomised Very Very serious” No serious No serious None 913/164 756/13 RR 0.93 38 fewer per VERY LOW IMPORTANT
trials serious’ indirectness imprecision 0 89 (0.79 to 1000 (from
(55.7%)  (54.4% 1.10) 114 fewer to
) 54 more)

2 Randomised Serious’ No serious No serious No serious None 417/547 211/26 RR 0.95 40 fewer per  MODERATE IMPORTANT
trials inconsistency indirectness imprecision (76.2%) 3 (0.88 to 1000 (from
(80.2% 1.02) 96 fewer to
) 16 more)

(a) Randomisation/allocation concealment unclear, not blinded

(b) Heterogeneity — ?53%

(c) Confidence interval compatible with two clinical decisions: benefit of detemir, or no benefit/harm

(d) Confidence interval compatible with three clinical decisions: benefit of detemir, benefit of NPH, or no benefit/harm
(e) SD not given therefore unable to calculate MD and 95% CI

(f) Randomisation unclear, not blinded

(g) Number of episodes rather than patients, thus not put in the meta-analysis

(h) Heterogeneity - P >75%

Table 28: Clinical evidence profile: Glargine versus NPH (less than or equal to 6 months and more than 6 months)
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7 Randomised Serious® Serious® No serious No serious None 1106 112 - MD 0.10 lower (0.20 LOW CRITICAL
trials indirectness imprecision 9 to 0.00 lower)

1 Randomised Serious” No serious No serious Serious None 8.07 8.26 MD - LOW CRITICAL
trials inconsistency  indirectness imprecision® -0.19,
95% Cl -
0.36 to
+0.01
1 Randomised No No serious No serious No serious None 61 60 - MD 0.40 lower (0.44 HIGH CRITICAL
trials serious inconsistency  indirectness imprecision to 0.36 lower)
risk of
bias®
1 Randomised Very No serious No serious Serious ) None -0.89 - - - VERY LOW CRITICAL
trials serious' inconsistency  indirectness imprecision’ 0.67
7 Randomised Very Serious® No serious No serious None 65/1094 125/ RRO0.52 55 fewer per 1000 VERY LOW CRITICAL
trials serious” indirectness imprecision (5.9%) 110 (0.39to  (from 35 fewer to 69
0 0.69) fewer)
(11.
4%)
Serious hypoglycaemia, episodes/patient/month - s months; Bolll
1 Randomised Very No serious No serious Serious ) None 1.01 0.88 - - VERY LOW CRITICAL
trials serious' inconsistency  indirectness imprecision’ (1.07) (1.0
4)
Severehypoglycaemia->6months;Porcellatti
1 Randomised No No serious No serious No serious None 0/61 0/60 - - HIGH CRITICAL
trials serious inconsistency  indirectness imprecision (0%) (0%)
risk of 3

bias
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Severe hypoglycaemia, events/100 patient days - >6 months; Fulcher

No serious
inconsistency

1 Randomised Very
trials serious'

Change in body weight, kg - <6 months; Raskin

No serious
inconsistency

1 Randomised Very
trials serious'

Change in body weight, kg - >6 months; Fulcher

No serious
inconsistency

1 Randomised Very
trials serious'

Change in body weight, kg - >6 months; Porcelatti

No serious
inconsistency

1 Randomised No
trials serious

No serious
indirectness

No serious
indirectness

No serious
indirectness

No serious
indirectness

Serious

imprecision’

Serious

imprecision’

Serious

imprecision’

Serious
. - o k
imprecision

None

None

None

None

Qol, WED: impact, satisfaction, general worries and diabetes-related worries - <6 months; Bolli

1 Randomised Very No serious
trials serious' inconsistency

Qol, DTSQ - £6 months; Chatterjee

1 Randomised Serious” No serious
trials inconsistency

Addgol - <6 months; Chatterjee

1 Randomised Serious” No serious
trials inconsistency

No serious
indirectness

No serious
indirectness

No serious
indirectness

Injection site reactions - <6 months; Home 2005, Pieber, Ratner

No serious
inconsistency

3 Randomised Very
trials seriousl

Injection site reactions - >6 months; Fulcher

No serious
inconsistency

1 Randomised Very
trials serious™®

Injection site pain - <6 months; Raskin, Ratner

2 Randomised Very Serious®

No serious
indirectness

No serious
indirectness

No serious

Serious
. Lk
imprecision

Serious
. Lk
imprecision
Serious

q .-k
Imprecision

.o d
Serious

Lo f
Very serious

. d
Serious

None

None

None

None

None

None

0.87 099 - -

+0.12 +0.5 - -
4

+1.97 +2.3 - -
4

There was no weight change with either treatment

NS difference between the groups except diabetes-
related worries was SS better in the glargine group

NS difference between groups for hyper or hypo
glycaemia.
Greater satisfaction with glargine (4 points).

NS difference between the groups, p=0.08

46/666 37/6 RR1.27 15 more per 1000
(6.9%) 73 (0.84to  (from 9 fewer to 50
(5.5 1.91) more)
%)
5/65 7/63 RRO0.69 34 fewer per 1000
(7.7%) (11. (0.23to  (from 86 fewer to
1%) 2.07) 119 more)
29/574 4/57 RR6.84 40 more per 1000

VERY LOW

VERY LOW

VERY LOW

MODERATE

VERY LOW

LOW

LOW

VERY LOW

VERY LOW

VERY LOW

CRITICAL

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT
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trials serious® indirectness (5.1%) 9
(0.7
%)

Nocturnal hypoglycaemia (no. of pts) - <6 months (assessed with: Pieber, Raskin)

2 Randomised Very Very serious”  No serious Very serious” None 253/420 256/
trials serious® indirectness (60.2%) 419

(61.

1%)

Nocturnal hypoglycaemia (no. of pts) - >6 months (assessed with: Home 2005)

1 randomised Serious” No serious No serious No serious None 178/292 179/
trials inconsistency  indirectness imprecision (61%) 293

(61.

1%)

Nocturnal hypoglycaemia (episodes/pt-month) - <6 months (measured with: Pieber; Better indicated by lower values)

g c - o h
1 randomised Very No serious No serious Serious None 17 17
trials serious” inconsistency  indirectness

Nocturnal hypoglycaemia (episodes/pt-month) - >6 months (measured with: Porcellati; Better indicated by lower values)

1 Randomised Serious” No serious No serious No serious None 61 60
trials inconsistency  indirectness imprecision
(a) Randomisation/allocation concealment unclear; not blinded
(b) Not blinded - but not possible with NPH
(c) Heterogeneity —-moderate: 12 >50% but <75%
(d) Confidence interval compatible with benefit of NPH, or no benefit/harm
(e) Drop-out >20% and difference between groups
(f) Confidence interval compatible with three clinical decisions: benefit of glargine, benefit of NPH, or no benefit/harm
(g) Cl crosses one MID
(h) Randomisation unclear
(i) Randomisation unclear, allocation concealment unclear, blinding not possible, not true ITT analysis.
(j) SD not given therefore unable to calculate MD and 95% CI
(k) Not enough data given in the study to calculate the RR and 95% Cl.
(I)  Randomisation unclear, allocation concealment unclear, blinding not possible.
(m) Heterogeneity — 12 >75%
(n) Cl crosses both MIDs

(1.19 to
39.21)

RR 0.85
(0.50 to
1.46)

RR 1
(0.88 to
1.14)

(from 1 more to 264
more)

92 fewer per 1000
(from 305 fewer to
281 more)

0 fewer per 1000
(from 73 fewer to 86
more)

MD 1.6 lower (2.47 to
0.73 lower)

MD 2 lower (2.09 to
1.91 lower)

VERY LOW

MODERATE

VERY LOW

MODERATE

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT
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Table 29: Clinical evidence profile: Degludec versus detemir (less than or equal to 6 months and more than 6 months)

No serious None

imprecision

No serious
indirectness

No serious
inconsistency

1 Randomised  Serious®

trials

0/33
(0%)

0/32 - -
(0%)

MODERATE  CRITICAL

1 Randomised  Serious® No serious No serious No serious None 0/33 0/32 - - MODERATE IMPORTANT
trials inconsistency indirectness imprecision (0%) (0%)
1 Randomised  Serious® No serious No serious No serious None 0/33 0/32 - - MODERATE IMPORTANT
trials inconsistency indirectness imprecision (0%) (0%)
1 Randomised  Serious® no serious no serious Serious’ none 12/33 17/32 RR 0.68 170 fewer LOW IMPORTANT
trials inconsistency indirectness (36.4%) (53.1%) (0.39to per 1000
1.19) (from 324
fewer to
101 more)

(a) Unclear randomisation, no blinding.
(b) Cl crosses one MID

Table 30: Clinical evidence profile: Once daily basal insulin versus twice daily basal insulin
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1 Randomised No No serious No serious No serious None 250 262 - MD 0.12 High Critical
Floch trials serious inconsistency indirectness imprecision higher (0.01
2009 risk of lower to

bias 0.25 higher)
1 Randomised  No No serious No serious No serious None 250 262 - MD 0.21 High Critical
Floch trials serious inconsistency indirectness imprecision lower (0.46
2009 risk of lower to

bias 0.04 higher)
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1.4.2 Rapid-acting insulin

Table 31: Clinical evidence profile: Lispro versus human insulin (less than or equal to 6 months and more than 6 months)

5 Randomised Very No serious No serious No serious None 0 - - MD 0.03 lower LOW CRITICAL
trials serious”  inconsistency  indirectness imprecision (0.16 lower to
b 0.10 higher)
1 Randomised Serious®  No serious No serious Serious® None 0 - - MD 0.1 lower LOW CRITICAL
trials inconsistency  indirectness (0.31 lower to
0.11 higher)
4 Randomised Very No serious No serious Serious® None 0 - - MD 0.05lower VERY LOW CRITICAL
trials serious”  inconsistency indirectness (0.08 to 0.02
bre lower)
1 Randomised Very No serious No serious No serious None 395 - - MD 0.15 lower LOW CRITICAL
trials serious”  inconsistency indirectness imprecision (0.31 lower to
0.01 higher)
1 Randomised Very No serious No serious Very serious® None 0 - - MD 0.07 lower VERY LOW CRITICAL
trials serious” inconsistency indirectness (0.98 lower to
¢ 0.84 higher)

3 Randomised Very No serious No serious No serious None 0 - - MD 0.33 lower LOW CRITICAL
trials serious”  inconsistency indirectness imprecision (0.47 t0 0.2
c
lower)

5 Randomised  Very No serious No serious No serious None  46/11 74/1122 RRO0.69 2 fewer per 1000 LOW CRITICAL
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trials serious”  inconsistency indirectness imprecision 237 5 (0.49to
b (041  (0.66%) 0.98)
%)

Severe/major hypoglycaemia (no. of patients) - <6 months basal once a day; Ciofetta, Gale, Heller 1999,

3 Randomised Very Serious6 No serious Serious® None 4/168 20/156 RR 0.33
trials serious™ indirectness (23.8 (12.8%) (0.11to
be %) 0.99)
Severe/major hypoglycaemia (no. of patients) - <6 months basal mixed or not stated; Anderson, Ferguson
2 Randomised Very No serious No serious Serious® None  42/11 54/1104 RRO0.78
trials serious”  inconsistency indirectness 041 1 (0.54 to
b (0.4%) (0.5%) 1.11)
Severe/major hypoglycaemia (no. of patients) - >6 months basal mixed or not stated; Lalli 1999
1 Randomised Serious®  No serious No serious No serious None 0/28 0/28 not
trials inconsistency  indirectness imprecision (0%) (0%) pooled

Severe hypoglycaemia (episodes) - <6 months basal once a day (better indicated by lower values); Gale, Holleman

2 Randomised Very No serious No serious No serious None 0 - -
trials serious”  inconsistency indirectness imprecision
b,c

Severe hypoglycaemia (episodes) - <6 months basal mixed or not stated (better indicated by lower values); Ferguson

. . . .o d
1 Randomised Very No serious No serious Serious None 0 - -
trials serious”  inconsistency indirectness
b,c

Hypoglycaemia/minor hypo (no. of patients) ALL STUDIES (<6 months and >6 months); Brunetti, Lilly 1994; Lilly 1995A, Lilly 1995B

4 Randomised Very No serious No serious No serious None 273/3  267/400 RR1.04
trials serious”  inconsistency indirectness imprecision 98 (66.8%) (0.95 to
¢ (68.6 1.14)
%)
Hypoglycaemia/minor hypo (no. of patients) - <6 months ; Brunetti
1 Randomised Serious®  No serious No serious Serious® None 112/2  98/193 RR 1.09
trials inconsistency indirectness 02 (50.8%) (0.91to
(55.4 1.32)

%)
Hypoglycaemia/minor hypo (no. of patients) - >6 months; Lilly 1994; Lilly 1995A, Lilly 1995B

(from O fewer to 3
fewer)

86 fewer per 1000
(from 1to 114
fewer)

1 fewer per 1000
(from 2 fewer to 1
more)

not pooled

MD 9.46 lower
(17.81t0 1.11
lower)

MD 29 lower
(61.73 lower to
3.73 higher)

27 more per 1000
(from 33 fewer to
93 more)

46 more per 1000
(from 46 fewer to
162 more)

VERY LOW

VERY LOW

MODERATE

LOW

VERY LOW

LOW

LOW

CRITICAL

CRITICAL

CRITICAL

CRITICAL

CRITICAL

IMPORTANT

IMPORTANT
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3 Randomised Very No serious No serious No serious None 161/1 169/207
trials serious”  inconsistency indirectness imprecision 96 (81.6%)
c
(82%)
Hypoglycaemia (episodes) - <6 months (better indicated by lower values); Heller 1999
1 Randomised Very No serious No serious No serious None 0 -
trials serious”  inconsistency indirectness imprecision
b,c
Hypoglycaemia (episodes) - >6 months (better indicated by lower values); Lalli 1999
1 Randomised Serious®  No serious No serious No serious None 0 -
trials inconsistency indirectness imprecision

Hypoglycaemia (episodes/month) - <6 months; Anderson 1997, Gale 2000, Pfutzner 1996, Vignati 1997

4 Randomised Very Very serious8 No serious No serious None 0 -
trials serious™ indirectness imprecision
b,c

Hypoglycaemia/mild hypo (episodes/patient/month) - <6 months (better indicated by lower values); Brunetti, Ciofetta, Lilly 1995C

q g d
No serious Serious None 0 -

indirectness

3 Randomised Very

trials serious®
C

Very serious8

RR 1.01
(0.92 to
1.10)

8 more per 1000
(from 65 fewer to
82 more)

MD 381 lower
(741.05 to 20.95
lower)

MD 4.1 lower
(5.75 to 2.45
lower)

MD 0.41 lower
(1.04 to 0.21
higher)

MD 1.41 lower
(3.87 lower to
1.05 higher)

Hypoglycaemia/mild hypo (episodes/patient/month) - >6 months (better indicated by lower values); Lilly 1994, Lilly 1995A, Lilly 1995B

No serious None 0 -
imprecision

No serious
indirectness

No serious
inconsistency

3 Randomised Very

trials serious™
C

Nocturnal hypoglycaemia (episodes) - <6 months (better indicated by lower values); Heller 1999, Holleman 1997

2 Randomised Very No serious No serious No serious None 0 -
trials serious”  inconsistency indirectness imprecision
b,c

Nocturnal hypoglycaemia (episodes/month) - <6 months (better indicated by lower values); Gale

1 Randomised Very No serious No serious No serious None 0 -
trials serious”  inconsistency indirectness imprecision
b,c

Weight, kg (final value) - <6 months (better indicated by lower values); Anuzzi, Heller 1999, Holleman, Lilly 1995C

No serious
indirectness

No serious
inconsistency

4 Randomised Very Very serious® None 0 -

trials serious™

MD 0.19 lower
(1.11 lower to
0.724 higher)

MD 132.26 lower
(187.13 to 77.39
lower)

MD 1.1 lower
(1.79 to 0.41
lower)

MD 0.36 lower
(2.1 lower to 1.38

LOW

LOW

MODERATE

VERY LOW

VERY LOW

LOW

LOW

LOW

VERY LOW

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT
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higher)
3 Randomised Very Serious’ No serious No serious None 0 - - MD 0.09 higher VERY LOW IMPORTANT
trials serious™ indirectness imprecision (2.37 lower to
¢ 2.55 higher)
1 Randomised Very No serious No serious Serious' None 0 - - Mean difference VERY LOW IMPORTANT
trials serious”  inconsistency indirectness 0.0

c

(a) Randomisation and allocation concealment unclear

(b) Crossover study/studies with no washout period

(c) Unclear if correct ANCOVA analysis done (for crossover studies)

(d) Wide confidence interval consistent with 2 clinical decisions (benefit or no difference)

(e) Wide confidence interval consistent with 3 clinical decisions (benefit, harm or no difference)
(f) Heterogeneity 50% to 74%

(g) Wide confidence interval consistent with 2 clinical decisions (no difference or harm)

(h) Heterogeneity 75% or more

(i) Mean difference 0, SE 0, precision not estimable

Table 32: Clinical evidence profile: Lispro versus Glulisine (less than or equal to 6 months and more than 6 months)

2 Randomised  Serious® No serious No serious No serious None 0 - - MD 0.01 lower MODERATE CRITICAL
trials inconsistency  indirectness imprecision (0.15 lower to
0.13 higher)
1 Randomised  Serious® No serious No serious No serious None 0 - - MD 0.07 higher =~ MODERATE IMPORTANT
trials inconsistency  indirectness imprecision (0.03 lower to
0.17 higher)
1 Randomised  Serious® No serious No serious Very None 0 - - MD 0.16 lower VERY LOW IMPORTANT
trials inconsistency  indirectness serious” (0.83 lower to

0.51 higher)
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1 Randomised  Serious® No serious No serious Serious® None 0 - - Mean LOW CRITICAL
trials inconsistency  indirectness difference 0.0
1 Randomised  Serious® No serious No serious No serious None 0 - - MD 0.01 lower MODERATE CRITICAL
trials inconsistency  indirectness imprecision (0.03 lower to
0.01 higher)
1 Randomised  Serious® No serious No serious No serious None 0 - - MD 0.02 lower MODERATE IMPORTANT
trials inconsistency  indirectness imprecision (0.15 lower to
0.11 higher)
1 Randomised  Serious® No serious No serious Very None 14/34 11/342 RR 1.28 9 more per VERY LOW IMPORTANT
trials inconsistency  indirectness serious” 1 (3.2%) (0.59to 1000 (from 13
(4.1%) 2.77) fewer to 57
more)

(a) Randomisation and allocation concealment unclear
(b) Wide confidence interval consistent with 3 clinical decisions (benefit, harm or no difference)
(c) Mean difference 0, SE 0, precision not estimable

Table 33: Clinical evidence profile: Aspart versus human insulin (less than or equal to 6 months and more than 6 months)

3 Randomised  Very No serious No serious No serious None 0 - - MD 0.15 lower LOW CRITICAL
trials serious” inconsistency  indirectness  imprecision (0.26 to 0.04
lower)

1 Randomised  Very No serious No serious Serious® None 0 - - Mean difference VERY LOW CRITICAL
trials serious™™® inconsistency  indirectness 0.0
2 Randomised  Very No serious No serious No serious None 0 - - MD 0.14 lower LOW CRITICAL

trials serious™™* inconsistency  indirectness  imprecision (0.21 to 0.07
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HbA1c % (final value) - >6 months basal mixed or not stated (better indicated by lower values); Home 2006

1 Randomised Very No serious No serious No serious None 0 - -
trials serious® inconsistency  indirectness  imprecision

Severe/major hypoglycaemia (no. of patients) all studies (<6 months and >6 months)

3 Randomised Very No serious No serious Serious’ None 288/148 140/757 RR0.89
trials serious™® inconsistency  indirectness 7 (18.5%) (0.74 to
(19.4%) 1.07)

Severe/major hypoglycaemia (no. of patients) - <6 months basal mixed or not stated; Home 2000/Bott 2003, Tamas 2001

2 Randomised Serious” No serious No serious Serious' None 126/920 82/571 RR 0.87
trials inconsistency  indirectness (13.7%)  (14.4%) (0.67 to
1.12)

Severe/major hypoglycaemia (no. of patients) - >6 months basal mixed or not stated; Home 2006

1 Randomised  Very No serious No serious No serious None 162/567 58/186 RR 0.92
trials serious™® inconsistency  indirectness  imprecision (28.6%)  (31.2%) (0.71to
1.18)

Hypoglycaemia/minor hypoglycaemia (no. of patients) - <6 months; Home 1998, Home 2000/Bott 2003

2 Randomised  Very Serious® No serious No serious None 579/811 294/462 RRO0.91
trials serious™™* indirectness  imprecision (71.4%)  (63.6%) (0.59 to
1.41)
Hypoglycaemia/minor hypoglycaemia (no. of patients) - >6 months; Home 2006
1 Randomised  Very No serious No serious No serious None 488/567 153/186 RR 1.05
trials serious™® inconsistency  indirectness  imprecision (86.1%)  (82.3%) (0.97 to
1.13)
Hypoglycaemia (episodes/patient/week) - <6 months (better indicated by lower values); Brock 2011
1 Randomised Very No serious No serious No serious None 0 - -
trials serious™™* inconsistency  indirectness  imprecision

Qol - DTSQ (score 0-6) - <6 months (better indicated by lower values); Tamas 2001

. . b . . .
1 Randomised Serious No serious No serious No serious None 0 - -
trials inconsistency  indirectness  imprecision

lower)

MD 0.16 lower
(0.32 lowerto 0
higher)

20 fewer per
1000 (from 48
fewer to 13
more)

19 fewer per
1000 (from 47
fewer to 17
more)

25 fewer per
1000 (from 90
fewer to 56
more)

57 less per 1000
(from 261 fewer
to 261 more)

41 more per 1000
(from 25 fewer to
107 more)

MD 0.2 lower (0.3
to 0.1 lower)

MD 0.33 lower
(0.56 t0 0.1
lower)

LOW

VERY LOW

LOW

LOW

VERY LOW

LOW

LOW

MODERATE

CRITICAL

CRITICAL

CRITICAL

CRITICAL

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT
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1 Randomised  Serious’ No serious No serious No serious None O - - MD 2.3 higher MODERATE  IMPORTANT
trials inconsistency  indirectness  imprecision (1.29t03.31
higher)

(a) Unclear if correct ANCOVA analysis done (for crossover studies)

(b) Randomisation and allocation concealment unclear

(c) Crossover study/studies with no washout period

(d) Mean difference 0, SE 0, precision not estimable

(e) Drop-outs unacceptable; differential between two arms >10%; due to ineffective therapy in human insulin arm
(f) Wide confidence interval consistent with 2 clinical decisions (benefit or no difference)

(g) Heterogeneity 50% to 74%

Table 34: Clinical evidence profile: Glulisine versus human insulin (less than or equal to 6 months and more than 6 months)

2 Randomise Serious’  No serious No serious No serious None MD 0.03 lower MODERATE CRITICAL
d trials inconsistency indirectness  imprecision (0.13 lower to
0.08 higher)
2 Randomise Serious®  No serious No serious Serious® None 49/582 56/556 RR 0.84 16 fewer per LOW CRITICAL
d trials inconsistency indirectness (8.4%) (10.1%) (0.58to 1000 (from 42
1.2) fewer to 20
more)
1 Randomise Serious®  No serious No serious No serious None 0 - - MD 0.08 lower MODERATE CRITICAL
d trials inconsistency indirectness  imprecision (0.2 lower to 0.04
higher)
2 Randomise Serious®  No serious No serious No serious None 486/582 456/556 RR 1.02 16 more per 1000  MODERATE IMPORTANT
d trials inconsistency indirectness  imprecision (83.5%) (82%) (0.97to  (from 25 fewer to
1.07) 57 more)

1 Randomise Serious’  No serious No serious Very None 0 - - MD 0.08 higher VERY LOW IMPORTANT
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1.4.3

d trials inconsistency indirectness  serious® (0.41 lower to
0.58 higher)
1 Randomise Serious®  No serious No serious No serious None 317/582 302/556 RR1 0 fewer per 1000 MODERATE IMPORTANT
d trials inconsistency indirectness  imprecision (54.5%) (54.3%) (0.9to (from 54 fewer to

1.12) 65 more)

1 Randomise Serious®  No serious No serious No serious None 0 - - MD 0.07 lower MODERATE IMPORTANT
d trials inconsistency indirectness  imprecision (0.24 lower to 0.1
higher)

(a) Randomisation and allocation concealment unclear
(b) Wide confidence interval consistent with 2 clinical decisions (benefit or no difference)
(c) Wide confidence interval consistent with 3 clinical decisions (benefit, harm or no difference)

Mixed insulin

Table 35: Clinical evidence profile: Mixed insulin (human mix) versus basal-bolus insulin (less than or equal to 6 months)

VERY CRITICAL
LOW

1 Randomised Very No serious No serious Serious” None 0 - - MD 0.5 higher
trials serious®  inconsistency indirectness (0.17 t0 0.83
higher)

1 Randomised Very No serious No serious No serious None 0 - - MD 0.02 higher
trials serious’  inconsistency indirectness imprecision (0.01 to0 0.03

LOW IMPORTANT
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higher)
1 Randomised Very No serious No serious No serious None 0/22 0/22 not not pooled LOW CRITICAL
trials serious”  inconsistency indirectness imprecision (0%) (0%) pooled
1 Randomised Very No serious No serious Very serious® None 1/29 0/43 RR 4.4 - VERY IMPORTANT
trials serious”  inconsistency indirectness (3.4 (0%) (0.19to LOW
%) 104.42)
1 Randomised Very No serious No serious Very serious’ None 2/29 3/43 RR 0.99 1 fewer per VERY IMPORTANT
trials serious’  inconsistency indirectness (6.9 (7%) (0.18 to 1000 (from 57 LOW
%) 5.55) fewer to 317
more)

(a) Unclear randomisation; allocation concealment and blinding not mentioned. No washout period
(b) 95% Cl crosses upper MID (MID = 0.2; 0.5 x SD of 0.4)
(c) 95% Cl crosses both default MIDs (0.75 and 1.25)

Table 36: Clinical evidence profile: Mixed insulin (lispro mix) versus basal-bolus insulin (less than or equal to 6 months and more than 6 months)

1 Randomised  Very No serious No serious Serious® None 0 - - MD 0.5 higher VERY LOW CRITICAL
trials serious’  inconsistency indirectness (0.25t0 0.75
higher)
3 Randomised  Very No serious No serious Serious* None 0 - - MD 0.32 lower VERY LOW CRITICAL
trials serious®  inconsistency  indirectness (0.54 to 0.11
lower)
1 Randomised  Very No serious No serious No serious None 0 - - MD 0.3 lower LOW IMPORTANT

trials serious®  inconsistency  indirectness imprecision (1.67 lower to
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1.07 higher)
Hypoglycaemia, episodes/patient /month (<6 months) - Mix part of basal-bolus (measured with: Ciofetta - lispro, Ciofetta - human; Better indicated by lower values)
2 Randomised Very Very serious6  No serious Very None 16 16 - MD 0.80 lower VERY LOW
trials serious’ indirectness serious® (4.82 lower to
3.21 higher)
Nocturnal Hypoglyc, number of patients (€6 months) - Mix part of basal-bolus (assessed with: Herz)
1 Randomised Very No serious No serious No serious None 69/1 71/109 RR 0.97 20 fewer per LOW
trials serious®  inconsistency  indirectness imprecision 09 (65.1%) (0.8 to 1000 (from 130
(63. 1.18) fewer to 117
3%) more)
Severe/major Hypoglycaemia, number of patients (€6 months) - True mix (twice/day vs basal-bolus) (assessed with: Janssen)
1 Randomised Very No serious No serious Very None 1/17 1/18 RR1.06 3 more per 1000 VERY LOW
trials serious’  inconsistency indirectness serious” (59 (5.6%) (0.07to  (from 52 fewer to
%) 15.62) 812 more)
Severe/major Hypoglycaemia, number of patients (<6 months) - Mix part of basal-bolus (assessed with: Ciofetta - lispro, Ciofetta - human, Herz)
3 Randomised  Very No serious No serious Very None 6/69 10/72 RR0.63 51 fewer per VERY LOW
trials serious®  inconsistency  indirectness serious” (8.7 (13.9%) (0.25to 1000 (from 104
%) 1.62) fewer to 86
more)
Weight change, kg (€6 months) - Mix part of basal-bolus (measured with: Herz; Better indicated by lower values)
1 Randomised Very No serious No serious No serious None 0 - - MD 0.7 lower LOW
trials serious®  inconsistency indirectness imprecision (1.28t0 0.12
lower)

(a) Unclear randomisation and allocation concealment. Open label. ITT analysis.

(b) 95% Cl crosses upper MID (MID=0.3; 0.5 x SD of 0.6)

(c) Unclear randomisation and allocation concealment. Open label.

(d) 95% Cl crosses lower MID (MID = 0.26; 0.5 x SD of 0.51)

(e) Unclear randomisation and allocation concealment. Open label. No wash-out period between cross-over. ITT analysis,
(f) Significant heterogeneity 12>75%

(g) 95% Cl crosses both MIDs (MID = 1.13 that is, 0.5 x SD of 2.26)

(h) 95% Cl crosses both default MIDs (MID = 0.75 and 1.25)

IMPORTANT

IMPORTANT

CRITICAL

CRITICAL

IMPORTANT
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Table 37: Clinical evidence profile: Mixed insulin (aspart mix) versus basal-bolus insulin (less than or equal to 6 months and more than 6 months)

1 Randomised Very No serious No serious No serious None 341/362 168/180 RR 1.01 9 more per 1000 LOW IMPORTANT
trials serious’  inconsistency indirectness imprecision (94.2%)  (93.3%) (0.96to  (from 37 fewer to
1.06) 56 more)

1 Randomised Very No serious No serious Serious2 None 192/362 125/180 RR 0.76 167 fewer per VERY IMPORTANT
trials serious’  inconsistency indirectness (53%) (69.4%) (0.67to 1000 (from 83 LOW
0.88) fewer to 229
fewer)
2 Randomised  Very No serious No serious Very None 37/389 23/207 RR0.83 19 fewer per VERY CRITICAL
trials serious’  inconsistency indirectness serious3 (9.5%) (11.1%) (0.51to 1000 (from 54 LOW
1.35) fewer to 39
more)
1 Randomised  Very No serious No serious No serious None 0 - - MD 0.3 higher LOW IMPORTANT
trials serious’  inconsistency indirectness imprecision (0.65 lower to
1.25 higher)
1 Randomised Very No serious No serious No serious None 0 - - MD 0.1 lower LOW IMPORTANT
trials serious’  inconsistency indirectness imprecision (1.55 lower to
1.35 higher)
1 Randomised  Very No serious No serious No serious None 0 - - MD 27.7 lower LOW IMPORTANT
trials serious® inconsistency  indirectness imprecision (39.22 to 16.18
lower)

1 Randomised  Very No serious No serious Serious5 None 0 - - MD 4 lower (7.55  VERY IMPORTANT
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1.4.4

trials serious® inconsistency  indirectness to 0.45 lower) LOW
(a) Unclear randomisation and allocation concealment. Open label.
(b) 95% Cl crosses one default MID (0.75)
(c) 95% Cl crosses both MIDs (0.75 and 1.25)
(d) Unclear randomisation and allocation concealment. Open label. No wash-out period between cross-over. ITT analysis,
(e) 95% Cl crosses lower MID (MID=1.35; 0.5 x SD of 2.7)

Table 38: Clinical evidence profile: Mixed insulin versus mixed insulin (less than or equal to 6 months and more than 6 months)

2 Randomised  Very No serious No serious No serious None 64 64 - MD 0.09 lower (0.33 LOW CRITICAL
trials serious’  inconsistency indirectness imprecision lower to 0.15 higher)

1 Randomised Very No serious No serious Serious” None 37 37 - MD 1.40 lower (3.16 VERY IMPORTANT
trials serious’  inconsistency indirectness lower to 0.36 higher) LOW

3 Randomised Very No serious No serious Very serious’ None 9/13 8/136 RR1.12 7 more per 1000 (from VERY CRITICAL
trials serious’  inconsistency indirectness 6 (5.9%) (0.46to 32 fewerto 103 more) LOW
(6.6 2.75)
%)

(a) Unclear randomisation and allocation concealment. Open label. No wash-out period between cross-over. ITT analysis.
(b) 95% Cl crosses one default MID (MID=0.5 x SD of 5.1 that is, 2.55)
(c) 95% Cl crosses both default MIDs (0.75 and 1.25)

Adjuncts (Metformin, GLP-1 agonists and amylin analogues)

Table 39: Clinical evidence profile: Pramlintide with Insulin versus insulin
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1 Randomised  Serious® No serious No serious Serious” None 14 14 - MD 0.3 lower LOW CRITICAL
trials inconsistency  indirectness (0.87 lower to
0.27 higher)
1 Randomised  Serious® No serious No serious No serious None 152 152 - MD 0.28 MODERATE
trials indirectness imprecision lower (0.55 to
0.00 lower)
1 Randomised  Serious® No serious No serious No serious None 240 240 - MD 0.00 MODERATE
trials indirectness imprecision lower (0.20
lower to 0.20
higher)
HbA1c (%) >6 months SUBGROUP pramlintide 3 or 4 times/day (Better indicated by lower values)
1 Randomised  Serious® No serious No serious No serious None 148 147 - MD 0.17 MODERATE
trials indirectness imprecision lower (0.29 to
0.04 lower)
1 Randomised  Serious® No serious No serious Very None 3/173 1/42 RR0.73 6 fewer per VERY LOW
trials inconsistency  indirectness serious’ (1.7%) (2.4%) (0.08to 1000 (from 22
6.83) fewer to 139
more)

2 Randomised  Serious®  Serious® No serious Serious® None 114/140 41/56 RR 1.15 110 more per  VERY LOW
trials indirectness (81.4%) (73.2%) (0.76to 1000 (from
1.74) 176 fewer to
542 more)
Hypoglycaemia>Gmonths
1 Randomised  Serious® No serious No serious Serious® None 136/148 134/147 RR1.01 9 more per LOW
trials inconsistency  indirectness (91.9%) (91.2%) (0.94to 1000 (from 55

1.08) fewer to 73
more)

S9|qel1 3avyo

synpe ul sayaqelp T adAL



¥8

STOZ ‘241Ua) BUl[aPIND [ed1Ul]) [BUONEN

$9|qe1 3avyo

1 Randomised  Serious® No serious No serious Serious’ None 14 14 - MD 1 lower LOW
trials inconsistency  indirectness (2.18 lower to
0.18 higher)
| Weight change >6 months (Better indicated by lowervalues)
1 Randomised  Serious® No serious No serious No serious None 148 147 - MD 2.5 lower  MODERATE
trials inconsistency  indirectness imprecision (3.26t0 1.74
lower)

1 Randomised  Serious® No serious No serious Serious® None 21/41 4/22 RR 2.82 331 more per LOW
trials inconsistency  indirectness (51.2%) (18.2%) (1.11to 1000 (from 20
7.18) more to 1000
more)

1 Randomised  Serious® No serious No serious No serious None 27/126 1/42 RR9 190 more per  MODERATE
trials inconsistency  indirectness imprecision (21.4%) (2.4%) (1.26to 1000 (from 6
64.22) more to 1000
more)

1 Randomised  Serious® No serious No serious Serious® None 93/148 53/147 RR 1.75 190 more per  MODERATE
trials inconsistency  indirectness (62%) (36%) (1.36to 1000 (from 6
2.3) more to 1000
more)

1 Randomised  Serious® No serious No serious Serious® None 20/148 9/147 RR 2.21 74 more per LOW
trials inconsistency  indirectness (13.5%) (6.1%) (1.04to 1000 (from 2
4.69) more to 226
more)

1 Randomised  Serious® No serious No serious Serious® None 5/126 0/42 RR3.72 - LOW
trials inconsistency  indirectness (4%) (0%) (0.21to
65.97)

1 Randomised  Serious® No serious No serious No serious None 13/142 3/147 RR4.49 71 more per MODERATE
trials inconsistency  indirectness imprecision (9.2%) (2%) (1.31to 1000 (from 6
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(a) Unclear randomisation, no information on allocation concealment
(b) Confidence interval crosses one end of MID (MID = Median SD across the control groups multiplied by 0.5 [0.395])

(c) Confidence interval crosses both ends of default MID (0.75 and 1.25)

(d) Heterogeneity: 12=53%

(e) Confidence interval crosses one end of default MID (0.75 and 1.25)

(f) Confidence interval crosses one end of MID (MID = media across the control groups multiplied by 0.5 [1.1])

Table 40: Clinical evidence profile: Metformin in combination with insulin versus insulin

15.41)

more to 294
more)

4 Randomise Serious®  No serious No serious Serious” None 79 78 - MD 0.17 LOW CRITICAL
d trials inconsistency  indirectness lower (0.44
lower to 0.1
higher)
1 Randomise Serious®  No serious No serious Serious® None 21 21 - MD 0.17 LOW CRITICAL
d trials inconsistency  indirectness higher (0.36
lower to 0.72
higher)
1 Randomise No No serious No serious Serious” None 48 50 - MD 0.13 MODERATE  CRITICAL
d trials serious inconsistency  indirectness higher (0.18
risk of lower to 0.44
bias higher)
1 Randomise Serious®  No serious No serious Serious® None 3/31 5/31 RR 0.6 65 fewer per LOW CRITICAL
d trials inconsistency  indirectness (9.7%) (16.1%) (0.16to 1000 (from
2.3) 135 fewer to
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Severe hypoglycaemia episodes <6 months - single study (measured with: Pitocco; Better indicated by lower values)

1 Randomise Serious®  No serious No serious No serious None 21
d trials inconsistency  indirectness imprecision
Severe hypoglycaemia >6 months (assessed with: Lund)
1 Randomise No No serious No serious Serious® None 15/49
d trials serious inconsistency  indirectness
risk of
bias

Hypoglycaemia >6 months (assessed with: Lund)

1 Randomise No No serious No serious No serious None 48/49
d trials serious inconsistency  indirectness imprecision (98%)
risk of
bias

Dose of insulin <6 months (measured with: Jacobsen, Khan, Meyer; Better indicated by lower values)

No serious Serious® None 58

indirectness

No serious
inconsistency

3 Randomise  Serious®

d trials

Dose of insulin £6 months - single study (measured with: Pitocco; Better indicated by lower values)

1 Randomise Serious®  No serious No serious Serious’ None 21
d trials inconsistency  indirectness

Dose of Insulin >6 months (Better indicated by lower values)

1 Randomise Serious®  No serious No serious Serious® None 48
d trials inconsistency  indirectness

Weight change <6 months (measured with: Jacobsen, Khan; Better indicated by lower values)

No serious None 27
imprecision

No serious
indirectness

No serious
inconsistency

2 Randomise  Serious®

d trials

Weight change <6 months - single study (measured with: Pitocco; Better indicated by lower values)

No serious None 21
imprecision

No serious
indirectness

No serious
inconsistency

1 Randomise  Serious®

d trials

(30.6%)

21

10/50

(20%)

49/50
(98%)

58

21

50

27

21

RR 1.53
(0.76 to
3.07)

RR 1
(0.94 to
1.06)

210 more)

MD 0 higher
(0 to 0 higher)

106 more per
1000 (from 48
fewer to 414
more)

0 fewer per
1000 (from 59
fewer to 59
more)

MD 4.99
lower (8.35 to
1.63 lower)

MD 0.027
lower (0.10
lower to 0.51
higher)

MD 5.7 lower
(8.49t02.91
lower)

MD 3.71
lower (5.76 to
1.66 lower)

MD 2.27
lower (3.99 to
0.54 lower)

MODERATE

MODERATE

HIGH

LOW

LOW

LOW

MODERATE

MODERATE

CRITICAL

CRITICAL

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT

IMPORTANT
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Weight change >6 months (measured with: Lund; Better indicated by lower values)

1 Randomise Serious®  No serious No serious Serious® None
d trials inconsistency  indirectness

Adverse event gastrointestinal discomfort <6 months (assessed with: Jacobsen, Khan, Meyer)

q a A q o d
3 Randomise Serious®  No serious No serious Serious None
d trials inconsistency  indirectness

Adverse event vomiting <6 months (assessed with: Jacobsen)

1 Randomise Serious®  No serious No serious Very None
q a 5 p a a h
d trials inconsistency  indirectness serious

(a) Unclear randomisation, no information on allocation concealment
(b) 95% Cl crosses lower end of MID (MID = 0.4; 0.5 x SD of 0.8)

(c) 95% Cl crosses upper end of MID (MID = 0.36; 0.5 x SD of 0.72)

(d) Confidence interval crosses one end of default MID (0.75 and 1.25)

(e) Confidence interval crosses one end of MID (MID = Median SD across the control groups multiplied by 0.5 (3.52))

(f) 95% Cl crosses upper MID (MID = 25; 0.5 x SD of 0.49)

(g) Confidence interval crosses one end of MID (MID= Median SD across the control groups multiplied by 0.5 (1.1))

(h) Confidence interval crosses both ends of default MID (0.75 and 1.25)

48

13/58
(22.4%)

1/12
(8.3%)

50

3/57
(5.3%)

0/11
(0%)

RR 3.81
(1.24 to
11.65)

RR 2.77
(0.12 to
61.65)

MD 1.74
lower (3.31 to
0.17 lower)

148 more per
1000 (from 13
more to 561
more)

LOW

LOW

VERY LOW

IMPORTANT

IMPORTANT

IMPORTANT
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Table 41: Clinical evidence profile: Liraglutide with insulin versus insulin

1 Randomise No No serious No serious Serious® None 9 10 - MD 0.27 MODERATE
d trials serious inconsistency  indirectness lower (0.62
risk of lower to 0.08
bias higher)
1 Randomise No No serious No serious No serious None 9 10 - MD 0.15 HIGH
d trials serious inconsistency  indirectness imprecision lower (0.23 to
risk of 0.06 lower)
bias
1 Randomise No No serious No serious Serious’ None 9 10 - MD 2 lower MODERATE
d trials serious inconsistency  indirectness (3.32t0 0.68
risk of lower)
bias

(a) Confidence interval crosses one end of MID (MID = Median SD across the control groups multiplied by 0.5 [0.39])
(b) Confidence interval crosses one end of MID (MID= Median SD across the control groups multiplied by 0.5 [1.1])

Table 42: Clinical evidence profile: Exenatide with insulin versus insulin

None 13 13 - MD 0.10 lower
(0.52 lower to 0.32

higher)

a . b
No serious Serious

inconsistency

1 Randomised Very
trials serious”

Very
serious™®

VERY
LOW
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1.4.5

1 Randomised Very No serious Serious” Serious® None 13 13 - MD 0.07 lower VERY
trials serious” inconsistency (0.16 lowerto 0.02  LOW
higher)
1 Randomised Very No serious Serious® Serious"® None 13 13 - MD 4.20 lower VERY
trials serious® inconsistency (13.08 lower to LOW
4.68 higher)

(a) Unclear allocation concealment, open label, no washout period, approximately 10% difference between arms for drop-outs.

(b) Some patients on exenatide had additional daclizumab (% not reported), although study did an analysis to show this had no effect.
(c) Confidence interval crosses one end of MID (MID = Median SD across the control groups multiplied by 0.5 [0.395])

(d) 95% Cl crosses both MIDs (MID = 0.35; 0.5xSD of 0.7)

(e) 95% Cl crosses the lower MID (MID=0.065; 0.5 x SD of 0.13)

(f) Confidence interval crosses one end of MID (MID= Median SD across the control groups multiplied by 0.5 [1.1])

(g) 95% Cl crosses lower MID (MID=5.5; 0.5 x SD of 11.0)

Needle, length, site and rotation

Table 43: Clinical evidence profile: Insulin delivery (needle length) - 4 mm x 32G PN versus 5 mm x 31G PN

1 Randomised  Serious’  No serious Serious Very serious® None 36/173  21/89 RR 0.88 28 fewer per VERY LOW CRITICAL
Hirsch  trials inconsistency indirectness” (20.8%) (23.6%) (0.55to 1000 (from 106
2010 1.42) fewer to 99

more)

S9|qel1 3avyo

synpe ul sayaqelp T adAL



06

ST ‘942U3) BUI[3PIND [BIIUIID [eUONEN

1 Randomised Serious®  No serious Serious Very serious® None 27/173 11/89 RR 1.26 32 more per VERY LOW IMPORTANT
Hirsch trials inconsistency indirectness” (15.6%) (12.4%) (0.66 to 1000 (from 42
2010 2.43) fewer to 177

more)
1 Randomised Serious®  No serious Serious No serious None 68 68 - 11.91 lower LOW IMPORTANT
Hirsch trials inconsistency indirectness’ imprecision (22.91 lower to
2010 0.91 lower)

(a) Allocation concealment not reported
(b) Data from mixed population with 37% type 1 diabetes and no sub-group analysis
(c) Confidence interval crosses both ends of default MID (0.75; 1.25).

Table 44: Clinical evidence profile: Insulin delivery (needle length) - 4 mm x 32G PN versus 8 mm x 31G PN

1 Randomised Serious®  No serious Serious Very None 36/173 21/89 RR 0.88 28 fewer per 1000 VERY LOW CRITICAL
Hirsch trials inconsistency indirectness” serious’ (20.8%)  (23.6%) (0.55to  (from 106 fewer to 99

2010 1.42) more)

1 Randomised Serious®  No serious Serious Very None 27/173 11/89 RR 1.26 32 more per 1000 VERY LOW IMPORTANT
Hirsch  trials inconsistency indirectness”  serious® (15.6%) (12.4%) (0.66to  (from 42 fewer to 177

2010 2.43) more)

1 Randomised Serious®  No serious Serious No serious None 68 68 - 11.91 lower (22.91 LOW IMPORTANT
Hirsch  trials inconsistency indirectness” imprecision lower to 0.91 lower)

2010

(a) Allocation concealment not reported
(b) Data from mixed population with 37% type 1 diabetes and no sub-group analysis
(c) Confidence interval crosses both ends of default MID (0.75; 1.25).
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Table 45: Clinical evidence profile: Insulin delivery (needle length) - 4 mm x 32G PN versus 6 mm x 32G PN

1 Randomised Serious®  No serious Serious Serious None 38 38 - 16.60 lower (25.95 VERY IMPORTANT
Miwa trials inconsistency indirectness® imprecision® lower to 7.25 lower) LOW
2012

(a) Allocation concealment not reported
(b) Data from mixed population with 12% type 1 diabetes and no subgroup analysis
(c) Confidence interval crosses one end of default MID (SD multiplied by 0.5).

Table 46: Clinical evidence profile: Insulin delivery (needle length) - 5 mm x 31G PN versus 8 mm x 31G PN

VERY CRITICAL
LOW

1 Randomised Very No serious Serious No serious None 130 130 - MD 0.12 lower (0.35
kreugel trials serious”  inconsistency indirectness” imprecision lower to 0.11 higher)
2011

(a) Allocation concealment not reported, open label, no ITT analysis
(b) Data from mixed population with 5% type 1 diabetes and no separated data reported or subgroup analysis carried out for type 1 diabetes participants.
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1.5

1.6

1.6.1

1.6.2

Pancreas transplant and islet cell transplantation

None
Hypoglycaemia

Identification and quantification of impaired awareness of hypoglycaemia

None
Recovering hypoglycaemia awareness

Table 47: Clinical evidence profile: Structured education and hypoglycaemia avoidance versus standard care

1 Randomised Very No serious No serious Serious” None 74 72 - MD 0.7 VERY CRITICAL
trials serious” inconsistency  indirectness lower (1.3 LOW
to 0.1

lower)

1 Randomised Very No serious No serious Serious® None 74 72 - MD 0.8 VERY CRITICAL
trials serious” inconsistency  indirectness higher (0.2 LOW
tol4
higher)
1 Randomised  Serious® No serious No serious Serious® None 74 72 - MD 0.3 LOW CRITICAL
trials inconsistency  indirectness lower (1
lower to 0.4

higher)
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1 Randomised  Serious® No serious No serious Very None 30 30 - Unable to VERY CRITICAL
trials inconsistency  indirectness serious’ calculate LOW
MD(i)(J)
Nocturnal hypoglycaemia <6months: events/patient/6 months (follow-up 6 months; Better indicated by lower values) SD not given. HAATT+ SMBG versus SMBG alone [Cox 2004]
1 Randomised  Serious® No serious No serious Very None 30 30 - Unable to VERY CRITICAL
trials inconsistency  indirectness serious' calculate LOW
MD(i)(k)
HbA1c % (final values) <6months (follow-up 6 months; Better indicated by lower values). Hypos versus education alone [Hermanns 2007]
1 Randomised  Serious® No serious No serious No serious None 74 72 - MD 0.1 MODER  CRITICAL
trials inconsistency  indirectness imprecisionf higher (0.18 ATE
lower to
0.38 higher)
Quality of Life <émonths: PAID (follow-up 6 months; range of scores: 0-100; Better indicated by lower values). Hypos versus education alone [Hermanns 2007]
1 Randomised Very No serious No serious Very None 74 72 - MD 0.7 VERY CRITICAL
trials serious® inconsistency  indirectness serious® higher (3.2 LOW
lower to 4.6
higher)
Quality of Life <émonths: addqol (follow-up 6 months; range of scores: -3-3; Better indicated by higher values . Hypos versus education alone [Hermanns 2007]
1 Randomised Very No serious No serious No serious None 74 72 - MD 0.1 LOW CRITICAL
trials serious’ inconsistency  indirectness imprecisionh lower (0.3
lower to 0.1
higher)
Autonomic symptom score during clamp <6months (follow-up 2 weeks; measured with: six autonomic symptoms ; range of scores: 0-30; Better indicated by higher values)
1 Observation  Very No serious No serious Serious™ None 16 5 - MD 5.0 VERY IMPORTANT
al study serious’ inconsistency  indirectness higher (3.0 LOW
to 7.0
higher)
Neuroglycopenic symptom score during clamp <6months (follow-up 2 weeks; measured with: five neuroglycopenic symptoms ; range of scores: 0-25; Better indicated by higher values)
1 Observation  Very No serious No serious Serious™ None 16 5 - MD 3.6 VERY IMPORTANT
al study serious’ inconsistency  indirectness higher (1.14 LOW
t0 6.06
higher)

(a) Information is from one study at very high risk of bias - unclear randomisation, unclear allocation concealment and blinding not mentioned (subjective outcome)
(b) 95% Cl crosses the lower default MID (95% ClI for SMID used as only one study: -1.3 to -0.1; MID = #0.5)

(c) 95% Cl crosses the upper default MID (95% CI for SMID used as only one study: 0.2 to 1.4; MID = #0.5)

(d) Information is from one study at high risk of bias - unclear randomisation, unclear allocation concealment and blinding not mentioned (objective outcome)

(e) 95% Cl crosses the lower default MID (95% ClI for SMID used as only one study: -1.0 to 0.4; MID = +0.5)

(f) 95% Cl does not cross either default MID (95% CI for SMID used as only one study: -0.2 to 0.4; MID = #0.5)

(g) 95% Cl crosses both the default MIDs (95% Cl for SMD used as only one study: -3.2 to 4.6; MID = £0.5)
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(h) 95% Cl does not cross either default MID (95% Cl for SMID used as only one study: -0.3 to 0.1; MID = +0.5)
(i) SD not given therefore unable to calculate MD and 95% CI

(j) Data given: SE and avoidance 0.4, Control 1.7; p=0.03

(k) Data given: SE and avoidance 0.8, Control 1.6; p=0.06

(1) Information is from one study at very high risk of bias - non-randomised study

(m) 95% Cl crosses the upper default MID (95% CI for SMD used as only one study; MID = +0.5)

Table 48: Clinical evidence profile: Insulin lispro versus regular human insulin

1 Randomised  Very No serious No serious Very None 18/33  18/33 RR1(0.64 O fewer per 1000 VERY LOW CRITICAL
trials serious’  inconsistency  indirectness  serious” (54.5 54.6% to 1.55) (from 197 fewer to
%) 300 more)
1 Randomised  Very No serious No serious Serious® None 33 33 - MD 0.2 lower (0.64  VERY LOW CRITICAL
trials serious’  inconsistency  indirectness lower to 0.24
higher)
1 Randomised Very No serious No serious Very None 30 30 - Unable to calculate  VERY LOW CRITICAL
trials serious”  inconsistency  indirectness serious® mp!©
1 Randomised Very No serious No serious Very None 30 30 - Unable to calculate ~ VERY LOW CRITICAL
trials serious”  inconsistency  indirectness serious® mp!©

(a) Information is from one study at very high risk of bias - unclear randomisation, unclear allocation concealment and no blinding. Crossover study with no washout period.
(b) 95% Cl crosses both default MIDs (MIDs = 0.75 and 1.25)

(c) 95% Cl crosses the lower default MID (95% CI for SMD used as only one study: -0.7 to -0.3; MID = +0.5)

(d) Mean values and SD not given therefore unable to calculate MD and 95% CI

(e) Data given: No differences between Lispro and human insulin
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Table 49: Clinical evidence profile: Education and relaxation of BG targets versus analogue insulin lispro/glargine

1 Randomised  Serious®  No serious No serious Serious” None 7 7 - MD 0.7 higher (0.2 LOW
trials inconsistency  indirectness lower to 1.6 higher)

CRITICAL

1 Randomised  Very No serious No serious Very None 2/7 4/7 RR 0.5 285 fewer per 1000 VERY CRITICAL

trials serious’  inconsistency  indirectness  serious® (28.6%) 57.1% (0.13 to (from 497 fewer to LOwW
1.9) 514 more)

1 Randomised Very No serious No serious Serious® None 7 7 - MD 12 lower (26.38 VERY CRITICAL
trials serious’  inconsistency  indirectness lower to 2.38 higher) LOW

1 Randomised Very No serious No serious Very None 7 7 - MD 2 lower (23.88 VERY CRITICAL
trials serious’  inconsistency indirectness  serious’ lower to 19.88 LOW

higher)

(a) Information is from one study at high risk of bias - unclear randomisation, unclear allocation concealment and blinding not mentioned (objective outcome)

(b) 95% Cl crosses the upper default MID (95% CI for SMID used as only one study: -0.34 to 1.86; MID = +0.5)

(c) Information is from one study at very high risk of bias - unclear randomisation, unclear allocation concealment and blinding not mentioned (subjective outcome)
(d) 95% Cl crosses both default MIDs (MID = 0.75 and 1.25)

(e) 95% Cl crosses the lower default MID (95% CI for SMD used as only one study: -1.93 to 0.29; MID = +0.5)

(f) 95% Cl crosses both the default MIDs (95% Cl for SMD used as only one study: -1.14 to 0.96; MID = +0.5)
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Table 50: Clinical evidence profile: Education and relaxation of BG targets versus CSII

1 Randomised  Serious®  No serious No serious Serious” None 7 7 - MD 0.9 higher (0.15 LOW CRITICAL
trials inconsistency  indirectness lower to 1.95 higher)

1 Randomised  Very No serious No serious Very None 2/7 3/7 RR0.67 142 fewer per 1000 (from  VERY LOW CRITICAL
trials serious’  inconsistency  indirectness  serious® (28.6%) 42.9% (0.16to 360 fewer to 789 more)
2.84)
1 Randomised Very No serious No serious Serious® None 7 7 - MD 16 lower (34.97 lower VERY LOW  CRITICAL
trials serious’  inconsistency  indirectness to 2.97 higher)
1 Randomised Very No serious No serious Serious’ None 7 7 - MD 17 higher (1.25 to VERY LOW  CRITICAL
trials serious’  inconsistency  indirectness 32.75 higher)

(a) Information is from one study at high risk of bias - unclear randomisation, unclear allocation concealment and no blinding (objective outcome)

(b) 95% Cl crosses the upper default MID (95% CI for SMID used as only one study: -0.27 to 1.95; MID = +0.5)

(c) Information is from one study at very high risk of bias - unclear randomisation, unclear allocation concealment and no blinding (subjective outcome)
(d) 95% Cl crosses both default MIDs (MID = 0.75 and 1.25)

(e) 95% Cl crosses the lower default MID (95% ClI for SMID used as only one study: -1.94 to 0.28; MID = £0.5)

(f) 95% Cl crosses the upper default MID (95% CI for SMD used as only one study: -0.09 to 2.20; MID = +0.5)
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.7 Ketone monitoring

1.7.1 Self-monitoring and in-hospital monitoring

Table 51: Clinical evidence profile: Blood B-HBA versus urine B-HBA ketone measurement

1 Randomised  Very No serious Serious Serious® None 62 61 - MD 0.7 higher (0.12 VERY IMPORTANT
trials serious”  inconsistency indirectness” to 1.08 higher) LOW
1 Randomised Very No serious Serious Serious® None 8/62 14/61 RR 0.56 101 fewer per 1000 VERY CRITICAL
trials serious”  inconsistency indirectness” (12.9%)  (23%) (0.25to  (from 172 fewer to LOW
1.24) 55 more)
1 Randomised  Very No serious Serious Very None 3/62 8/61 RR0.37 83 fewer per 1000 VERY CRITICAL
trials serious”  inconsistency indirectness” serious® (4.8%) (13.1%) (0.1to (from 118 fewer to LOW

1.33) 43 more)
(a) Details not given for randomisation method, allocation concealment or blinding.
(b) Population is a mixture of children, adolescents and young adults (age <22 years)
(c) 95% Cl crosses one of the MIDs (MID = #0.7 ie. 0.5 x SD of 1.4)
(d) 95% Cl crosses one of the MIDs (MID = 0.75 and 1.25)
(e) 95% Cl crosses both of the MIDs (MID = 0.75 and 1.25)
(f) Arterial risk control
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1.7.2  Aspirin

Table 52: Clinical evidence profile: Aspirin versus placebo (less than or equal to 6 months)

1 Randomised  Serious®  No serious No serious Very None 8 9 - MD 0.1 lower (0.67 VERY IMPORTANT
trials inconsistency  indirectness serious’ lower to 0.47 higher) LOW

1 Randomised  Serious®  No serious No serious Very None 3/8 3/9 RR 1.12 40 more per 1000 VERY IMPORTANT
trials inconsistency  indirectness serious® (37.5%)  (33.3%) (0.31to  (from 230 fewer to LOW
4.07) 1000 more)
1 Randomised  Serious®  No serious No serious Very None -5 -5 -5 -5 VERY IMPORTANT
trials inconsistency  indirectness serious® LOW

(a) Randomisation and allocation concealment details not given

(b) 95% Cl crosses both MIDs (MID = +0.3% that is, 0.5 x SD of 0.6%)

(c) 95% Cl crosses both MIDs

(d) Number of events in each arm was not reported, therefore the RR and 95% Cl were not estimable
(e) Study reported that there was NS difference between the groups
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Table 53: Clinical evidence profile: Aspirin versus placebo (more than 6 months)

1 Randomised No No serious Serious’ Serious3 None 29/559 39/571 RR0.76 16 fewer LOW
trials serious inconsistency (5.2%) (6.8%) (0.48to  per 1000
risk of 1.21) (from 36
bias1 fewer to 14
more)

CRITICAL

1 Randomised No No serious No serious Very None 32/683 40/710 RR 0.83 10 fewer LOW CRITICAL
trials serious inconsistency  indirectness serious® (4.7%) (5.6%) (0.53to  per 1000
risk of 1.31) (from 26
bias® fewer to 17
more)
1 Randomised No No serious No serious Very None 55/683 64/710 RR0.89 10 fewer LOW CRITICAL
trials serious inconsistency  indirectness serious® (8.1%) (9%) (0.63to  per 1000
risk of 1.26) (from 33
bias® fewer to 23
more)
1 Randomised No No serious No serious Serious® None 37/683 48/710 RR0.80 14 fewer MODERATE  CRITICAL
trials serious inconsistency  indirectness (5.4%) (6.8%) (0.53to  per 1000
risk of 1.21) (from 32
bias® fewer to 14
more)

1 Randomised No No serious No serious Very None 17/683 13/710 RR 1.36 7 more per LOW
trials serious inconsistency  indirectness serious® (2.5%) (1.8%) (0.67to 1000 (from
risk of 2.78) 6 fewer to

CRITICAL
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bias®
(a) Overall good: however, method of randomisation unclear
(b) 1 study (ETDRS) is mixed population of type 1 diabetes and type 2 diabetes as well as primary and secondary prevention
(c) 95% Cl crosses one MID
(d) 95% Cl crosses both MIDs

33 more)
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1.8

1.8.1

Inpatient management

IV insulin

Table 54: Clinical evidence profile: IV insulin versus SC insulin during surgery

1 Randomised Serious”  No serious No serious Very None 6/10 40% RR 1.5 200 more per 1000 VERY CRITICAL

trials inconsistency  indirectness serious® (60%) (0.6 to (from 160 fewer to LOW
3.74) 1000 more)

1 Randomised Serious®  No serious No serious Very None 10 10 - median 0 higher VERY IMPORTANT
trials inconsistency  indirectness serious’ LOW

1 Randomised Serious”  No serious No serious Very None 48% 26% p<0.01(d) VERY CRITICAL
trials inconsistency indirectness serious® LOW

1 Randomised  Serious® No serious No serious Very None  67% 28% p<0.0001¥ VERY CRITICAL
trials inconsistency  indirectness serious® LOW

(a) Information is from one study at high risk of bias (allocation concealment unclear)

(b) 95% Cl crosses both default MIDs (MID = 0.75 and 1.25)

(c) Data cannot be combined in a forest plot as reported as median and range

(d) Insufficient data provided to calculate mean difference and 95% Cl for imprecision; only % and p-value given.
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1.8.1.1

Table 55: Clinical evidence profile: IV insulin versus continuation of CSIl (with supplemental SC or IV insulin if required) during surgery

1 Observational No serious No serious No serious No serious None 0/20 0% - - LOW CRITICAL
studies risk of bias inconsistency  indirectness imprecision (0%)

Table 56: Clinical evidence profile: IV insulin versus suspension of CSII (with or without IV or SC insulin bolus) during surgery

1 Observational  No serious No serious No serious No serious None 0/20 0% - - LOW CRITICAL
studies risk of bias inconsistency  indirectness imprecision (0%)

Additional data

Corney et al., 2012°*°® reported a SS difference between groups for:
e Percentage of patients achieving the intra-operative target BG

e Percentage of patients with intra-operative hypoglycaemia

e Percentage of patients with intra-operative hyperglycaemia

These outcomes were reported graphically and the comparison reported as P=0.034 but there was not enough data reported to combine in a meta-
analysis.
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1.9 Complications

1.9.1 Gastroparesis

Table 57: Clinical evidence profile: Metoclopramide versus placebo

1 Randomise  Serious’  No serious No serious Serious” None 13 13 - MD 18.8 lower LOW IMPORTANT
d trials inconsistency  indirectness (46.18 lower to
8.58 higher)
1 Randomise  Very No serious No serious Serious® None 7/10 0/10 RR 15 - VERY IMPORTANT
d trials serious’  inconsistency indirectness (70%) (0%) (0.97 to LOW
0% 231.84)
1 Randomise  Very No serious No serious Serious® None 6/10 0/10 RR 13 - VERY CRITICAL
d trials serious’  inconsistency indirectness (60%) (0%) (0.83 to LOW
0% 203.83)
1 Randomise Serious®  No serious No serious Very None 6/10 4/8 RR 1.2 100 more per VERY CRITICAL
d trials inconsistency indirectness serious® (60%) (50%) (0.51 to 1000 (from 245 LOW
2.83) fewer to 915
more)
50% 100 more per
1000 (from 245
fewer to 915
more)

1 Randomise  Very No serious No serious Very None  3/10 6/10 RR 0.5 300 fewer per VERY IMPORTANT
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d trials serious’  inconsistency  indirectness

serious®

(30%)

(60%)

60%

(0.17 to
1.46)

1000 (from 498 LOW
fewer to 276
more)

300 fewer per
1000 (from 498
fewer to 276
more)

No serious
indirectness

No serious
inconsistency

2 Randomise  Serious®

d trials

(a) Unclear details of randomisation and allocation concealment
(b) 95% Cl crosses lower MID. MID = 17 (0.5 x SD 34)

Lf
Serious

(c) Unclear details of randomisation and allocation concealment; no wash-out period

(d) 95% Cl crosses upper default MID (1.25)
(e) 95% Cl crosses both default MIDs (0.75 and 1,25)
(f) No explanation was provided

Table 58: Clinical evidence profile: Domperidone versus placebo

None

11/28
(39.3%)

23/32
(71.9%)

60.5%

RR 0.59
(0.39 to
0.89)

295 fewer per LOW IMPORTANT
1000 (from 79
fewer to 438

fewer)

248 fewer per
1000 (from 67
fewer to 369
fewer)

104

No serious
indirectness

No serious
inconsistency

1 Randomised  Serious®

Silvers  trials
1998

No serious
imprecision

None

MD 2.42 higher (2.21

MODERATE  IMPORTANT

to 2.63 higher)
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1 Randomised  Serious® No serious No serious No serious None 104 99 - MD 0.12 lower (0.4 MODERATE IMPORTANT
Silvers  trials inconsistency  indirectness  imprecision lower to 0.16 higher)

1998

1 Randomised Serious® No serious No serious Very serious® None 0/105 5/103 RR0.09 44 fewer per 1000 VERY LOW CRITICAL
Silvers  trials inconsistency  indirectness (0%) (4.9%) (0to (from 49 fewer to 29

1998 1.59) more)

1 Randomised Serious® No serious No serious Serious® None 13 13 There was NS difference between LOW CRITICAL
Braun trials inconsistency indirectness Domperidone and Placebo

1989

1 Randomised Serious® No serious No serious No serious None 63/105 65/103 RR0.09 574 fewer per 1000 MODERATE IMPORTANT
Silvers  trials inconsistency indirectness  imprecision (60%) (63.1%) (0to (from 631 fewer to

1998 1.59) 372 more)

1 Randomised Serious’ No serious No serious Serious® None 13 13 Domperidone was SS better than ~ LOW IMPORTANT
Braun trials inconsistency  indirectness placebo (p<0.05)

1989

1 Randomised  Serious® No serious No serious Serious® None 13 13 Domperidone was SS better than  LOW IMPORTANT
Braun  trials inconsistency  indirectness placebo (p<0.05)

1989

(a) Unclear randomisation (as details not given), allocation concealment not reported
(b) Confidence Interval crosses both ends of default MID (0.75, 1.25)
(c) Insufficient data reported; study only reports p-values.
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Table 59: Clinical evidence profile: Domperidone versus metoclopramide

1 Randomised Serious®  No serious No serious No serious None 48 45 - MD 0.38 MODE
trials inconsistency  indirectness  imprecision lower RATE
(0.58 to
0.18
lower)
1 Randomised Serious®  No serious No serious Serious” None 48 45 NS difference LOW
trials inconsistency  indirectness between the
treatment groups.

(a) Unclear randomisation (as details not given), allocation concealment not reported
(b) Insufficient data reported - study only reports 'no significant difference' between groups

Table 60: Clinical evidence profile: Erythromycin versus placebo

IMPORTANT

CRITICAL

1 Randomised Serious®  No serious No serious Serious’ None 12 12 - MD 0.28 LOW IMPORTANT
trials inconsistency  indirectness lower (0.9
lower to
0.34 higher)
1 Randomised Serious’  No serious No serious Serious® None Data not reported; just says NS improvement in any LOW IMPORTANT
trials inconsistency  indirectness individual symptom score.

(a) Unclear allocation concealment
(b) 95% Cl crosses one (lower) MID: MID = 0.5xSD of 0.86 (that is, 0.43)
(c) Details of the data were not reported in the study, thus unable to assess imprecision.
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Table 61: Clinical evidence profile: BOTOX versus placebo

1 Randomised No serious No serious Serious Very None 16 16 - MD 2.3 lower VERY LOW
trials risk of bias  inconsistency indirectness” serious” (11.62 lower to
7.02 higher)

(a) 95% Cl crosses both MIDs: MID = 0.5 x SD of 4.5 (that is, 2.3)
(b) Subgroup analysis of the diabetic patients from the randomised study

Table 62: Clinical evidence profile: Electrical stimulation (ON versus OFF)

IMPORTANT

1 Randomised  Serious®  No serious Serious” No serious None 17 17 - MD 1.9 lower (2.98 LOW
trials inconsistency imprecision to 0.82 lower)

IMPORTANT

1 Randomised  Serious®  No serious No serious Serious® None 45 45 - MD 1.08 higher LOW IMPORTANT
trials inconsistency  indirectness (1.65 lower to 3.81
higher)
1 Randomised  Serious®  No serious No serious No serious None 45 45 - MD 0.61 higher (2.4 MODERATE IMPORTANT
trials inconsistency  indirectness  imprecision lower to 3.62
higher)
1 Randomised  Serious®  No serious No serious Serious® None 45 45 - MD 0.42 higher (0.1 LOW CRITICAL
trials inconsistency  indirectness lower to 0.94

higher)
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1.9.2

Vomiting frequency (episodes/day) (follow-up 1 months; measured with: FROKJAER 2008; Better indicated by lower values)

1 Randomised  Serious®  No serious No serious Very None 7 7 - MD 0.8 higher (0.21
trials inconsistency indirectness  serious® lower to 1.81
higher)

Vomiting frequency score (follow-up 3 months; measured with: MCCALLUM 2010B; range of scores: 0-4; Better indicated by lower values)

1 Randomised  Serious®  No serious No serious No serious None 45 45 - MD 0.28 higher
trials inconsistency indirectness  imprecision (0.32 lower to 0.88
higher)
Weekly vomiting frequency; episodes/week (follow-up 1 month; measured with: ABELL 2003 Better indicated by lower values)
1 Randomised  Serious®  No serious Serious” Serious None Median 6.0 Median - -
trials inconsistency imprecisionf (IQR 3.0- 12.8
14.8) (5.5-
24.2)
Weekly vomiting frequency; episodes/week (follow-up 3 months; measured with: MCCALLUM 2010B; Better indicated by lower values)
1 Randomised  Serious®  No serious No serious Serious None Median 3.8 Median - -
trials inconsistency  indirectness imprecisionf (lIQr 0.75- 4.3 (0.4-
14.0) 15.1)
Vomiting score (follow-up 3 days; measured with: ABELL 2011 range of scores: 1-5; Better indicated by lower values)
1 Randomised  Serious®  No serious Serious” No serious None -0.31 units/day (-0.64, 0.02) with stimulation (p=0.069)
trials inconsistency imprecision

(a) Unclear allocation concealment

(b) Subgroup analysis of the diabetic patients from the randomised study

(c) 95% Cl crosses one MID (upper); MID = 0.5xSD of 6.47 (that is, 3.23)

(d) 95% Cl crosses one MID (upper): MID = 0.5 x SD of 1.27 (that is, 0.64)

(e) 95% Cl crosses both MIDs: MID = 0.5 x SD of 0.34 (that is, 0.17)

(f) Only median and IQR values were reported in the study, thus unable to assess imprecision.

Acute painful neuropathy

None

VERY LOW

MODERATE

VERY LOW

LOW

LOW

CRITICAL

CRITICAL

CRITICAL

CRITICAL

CRITICAL
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J.2

J.2.1

J.2.1.1

Type 1 diabetes in adults
Forest plots

Appendix J: Forest plots

Diagnosis

Distinguishing between different types of diabetes

None

Education programmes and self-care

Structured education programmes

Structured education programme versus control - usual care or other type of education (less than

or equal to 6 months)

Figure 1: HbA1lc % - all studies pooled

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI 1V, Fixed, 95% CI
BGATIII -Schachinger 2005 6.93 1.02 56 6.95 0.98 55 16.3% -0.02[-0.39, 0.35]
DAFNE (Amiel 2002) 8.4 1.2 67 94 13 72 13.0% -1.00[-1.42,-0.58] -
DEWEERT 1991 -0.25 2.8 355 -01 14 203 185% -0.15[-0.50,0.20]
HYPOS -Hermans 2007 7.2 0.8 80 71 09 72 30.5% 0.10[-0.17,0.37]
ROSSI 2010 -0.4 0.9 67 -05 1 63 21.0% 0.10[-0.23,0.43] -
TERENT 1985 10.1 1.7 9 10 2 10 0.8% 0.10[-1.56, 1.76] -1
Total (95% CI) 634 475 100.0% -0.11[-0.26, 0.04] ¢
Heterogeneity: Chi2 = 21.82, df = 5 (P = 0.0006); I2 = 77% t

Test for overall effect: Z = 1.42 (P = 0.15)

4 2 0 2 4
Favours Structured edu Favours control

Figure 2: HbA1c % — subgroup analysis (by type of comparison)

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% ClI
1.2.1 Structured education vs. usual care
DAFNE (Amiel 2002) 8.4 1.2 67 94 13 72 8.0% -1.00[-1.42,-0.58] -
DEWEERT 1991 -0.25 2.8 355 -01 14 203 11.3% -0.15[-0.50,0.20] -
TERENT 1985 10.1 1.7 9 10 2 10 0.5% 0.10[-1.56, 1.76] T —
Subtotal (95% CI) 431 285 19.7% -0.49 [-0.75,-0.22] ¢
Heterogeneity: Chiz = 9.91, df = 2 (P = 0.007); 12 = 80%
Test for overall effect: Z = 3.61 (P = 0.0003)
1.2.2 Structured education vs. other education / support
BGATIII -Schachinger 2005 6.93 1.02 56 6.95 0.98 55 9.9% -0.02[-0.39, 0.35] T
HYPOS -Hermans 2007 7.2 0.8 80 71 0.9 72 18.6% 0.10[-0.17,0.37] ™
PRIMAS 2013 -0.4 1 81 0 06 79 21.2% -0.40[-0.65, -0.15] -
ROSSI 2010 -0.4 0.9 67 -05 1 63 12.8% 0.10[-0.23, 0.43] T
ROSSI 2013 -0.48 0.8 64 -049 0.8 63 17.8% 0.01[-0.27,0.29] -+
Subtotal (95% CI) 348 332 80.3% -0.07[-0.20, 0.06] ‘
Heterogeneity: Chi2 = 9.36, df = 4 (P = 0.05); 12 = 57%
Test for overall effect: Z = 1.00 (P = 0.32)
Total (95% ClI) 779 617 100.0% -0.15 [-0.27,-0.03] ¢
Heterogeneity: Chiz = 27.07, df = 7 (P = 0.0003); I2 = 74% 4 2 5 2 ‘i‘

Test for overall effect: Z = 2.50 (P = 0.01)
Test for subaroup differences: Chi? = 7.80. df = 1 (P = 0.005). 12 = 87.2%
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Figure 3: HbA1lc % — subgroup analysis (carbohydrate counting included in the education)

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% ClI
1.4.1 Carb counting in education group only
DAFNE (Amiel 2002) 8.4 1.2 67 94 13 72 8.0% -1.00[-1.42,-0.58] -
Subtotal (95% Cl) 67 72 8.0% -1.00[-1.42,-0.58] . 2
Heterogeneity: Not applicable
Test for overall effect: Z = 4.72 (P < 0.00001)
1.4.2 Carb counting in control only
HYPOS -Hermans 2007 7.2 0.8 80 71 0.9 72 18.6% 0.10[-0.17,0.37] ™
Subtotal (95% Cl) 80 72 18.6% 0.10[-0.17, 0.37] *
Heterogeneity: Not applicable
Test for overall effect: Z = 0.72 (P = 0.47)
1.4.3 Carb counting in education and control
PRIMAS 2013 -0.4 1 81 0 0.6 79 21.2% -0.40[-0.65, -0.15] -
ROSSI 2010 -0.4 0.9 67 -05 1 63 12.8% 0.10[-0.23, 0.43] T
ROSSI 2013 -0.48 0.8 64 -049 0.8 63 17.8% 0.01[-0.27,0.29] -+
Subtotal (95% CI) 212 205 51.7% -0.14[-0.30, 0.03]
Heterogeneity: Chi2 = 7.17, df = 2 (P = 0.03); I2 = 72%
Test for overall effect: Z = 1.63 (P = 0.10)
1.4.4 No carb counting in education or control
BGATIII -Schachinger 2005 6.93 1.02 56 6.95 0.98 55 9.9% -0.02[-0.39, 0.35] T
DEWEERT 1991 -0.25 2.8 355 -01 14 203 11.3% -0.15[-0.50,0.20] -
TERENT 1985 10.1 1.7 9 10 2 10 0.5% 0.10[-1.56, 1.76] [ —
Subtotal (95% Cl) 420 268 21.7% -0.08[-0.34,0.17] 4
Heterogeneity: Chi2z = 0.30, df = 2 (P = 0.86); 12 = 0%
Test for overall effect: Z = 0.66 (P = 0.51)
Total (95% ClI) 779 617 100.0% -0.15[-0.27,-0.03] ¢
Heterogeneity: Chi2 = 27.07, df = 7 (P = 0.0003); I2 = 74% 4 2 5 2 jl

Test for overall effect: Z = 2.50 (P = 0.01)
Test for subaroup differences: Chi2 = 19.60. df = 3 (P = 0.0002). 12 = 84.7%

Favours Structured edu Favours control

Figure 4: HbA1c % — subgroup analysis (studies with hypoglycaemic patients)

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% ClI
1.4.1 Studies of only hypo pts
HYPOS -Hermans 2007 7.2 0.8 80 71 0.9 72 18.6% 0.10[-0.17,0.37]
Subtotal (95% CI) 80 72 18.6% 0.10[-0.17,0.37]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.72 (P = 0.47)

1.4.2 Studies of not hypo pts or not specified

BGATIII -Schachinger 2005 6.93  1.02 56 695 0.98 55 9.9% -0.02[0.39, 0.35] -
DAFNE (Amiel 2002) 8.4 1.2 67 94 13 72 80% -1.00[-1.42, -0.58] -
DEWEERT 1991 -0.25 28 35 01 14 203 11.3% -0.15[-0.50,0.20] —-r
PRIMAS 2013 0.4 1 81 0 06 79 21.2% -0.40[-0.65,-0.15] -
ROSSI 2010 0.4 0.9 67 -05 1 63 12.8% 0.10[0.23,0.43] .

ROSSI 2013 -0.48 0.8 64 -049 08 63 17.8% 0.01[0.27,0.29] -+
TERENT 1985 10.1 17 9 10 2 10 05% 0.10[-1.56,1.76] —
Subtotal (95% Cl) 699 545 81.4% -0.21[-0.34, -0.08] [}

Heterogeneity: Chi? = 23.10, df = 6 (P = 0.0008); I> = 74%
Test for overall effect: Z = 3.11 (P = 0.002)

Total (95% Cl) 779 617 100.0% -0.15[-0.27, -0.03] ¢4

t 1 1 t 1
-4 -2 0 2 4
Favours Structured edu Favours control

Heterogeneity: Chi? = 27.07, df = 7 (P = 0.0003); I> = 74%
Test for overall effect: Z =2.50 (P = 0.01)
Test for subaroup differences: Chiz = 3.97, df = 1 (P = 0.05). I2 = 74.8%

HbA1c, % - MD only given
No forest plot — data unsuitable

HbA1c, % - SD not given
No forest plot — data unsuitable
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Figure 5: Severe hypoglycaemia (episodes / study)

Favours Structured edu Control Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

DAFNE 12 67 11 72 100.0% 1.17 [0.56, 2.48]

ROSSI 2010 o 67 o 63 Not estimable

Total (95% CI) 134 135 100.0% 1.17 [0.56, 2.48]

Total events 12 11

Heterogeneity: Not a?pliiable B '0_01 0?1 :II. 1'0 100'

Test for overall effect: Z = 0.42 (P = 0.68) Favours Structured edu Favours control
Figure 6: Severe hypoglycaemia (episodes/6 months)

Structured edu Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% CI

BGATIII -Schachinger 2005 0.13 0.33 56 1.07 2.85 55 100.0% -0.94[-1.70, -0.18]

Total (95% Cl) 56 55 100.0% -0.94[-1.70, -0.18]

Heterogeneity: Not applicable I t t t |

RN _ -100 -50 0 50 100

Test for overall effect: Z = 2.43 (P = 0.02) Favours Structured edu  Favours control

Figure 7: Severe hypoglycaemia (episodes/month)
Structured edu Control Mean Difference Mean Difference

Study or Subgroup ~ Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% ClI

DEWEERT 1991 -0.05 09 355 -0.1 0.00001 203 100.0% 0.05[-0.04, 0.14]

Total (95% ClI) 355 203 100.0% 0.05 [-0.04, 0.14]

Heterogeneity: Not applicable t t t t |

T _ -100 -50 0 50 100

Test for overall effect: Z = 1.05 (P = 0.30) Favours Structured edu Favours control

Figure 8: Severe hypoglycaemia (episodes/patient-year)
Structured edu Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI

HYPOS -Hermans 2007 0.9 1.9 74 1.2 2 72 42.5% -0.30 [-0.93, 0.33]

PRIMAS 2013 -0.2 0.9 81 -0.3 1.5 79 53.5% 0.10 [-0.28, 0.48]

ROSSI 2013 45.6 9.8 64 49.2 10.3 63 4.0% -3.60 [-7.10, -0.10]

Total (95% CI) 219 214 100.0% -0.22 [-0.94, 0.51]

Heterogeneity: Tau? = 0.22; Chi2 = 5.14, df = 2 (P = 0.08); I? = 61% t t v t {

-100 -50 o 50 100

Test for overall effect: Z = 0.59 (P = 0.55)

Severe hypoglycaemia (episodes / person) - SD not given

No forest plot — data unsuitable
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Figure 9: ADDQol - impact

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
DAFNE (Amiel 2002) 0.4 0.196 67 0 0.159 72 100.0%  0.40 [0.34, 0.46]
Total (95% ClI) 67 72 100.0% 0.40[0.34, 0.46] }
Heterogeneity: Not applicable =4 =2 o i jl
Test for overall effect: Z = 13.16 (P < 0.00001) Favours Structured edu  Favours control

Figure 10: ADDQol - impact and importance

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% CI
HYPOS -Hermans 2007 1 0.8 74 1.1 0.8 72 100.0% -0.10 [-0.36, 0.16]
Total (95% ClI) 74 72 100.0% -0.10[-0.36, 0.16]
Heterogeneity: Not applicable t t t t {
o _ -100  -50 0 50 100
Test for overall effect: Z = 0.76 (P = 0.45) Favours Structured edu  Favours control

Figure 11: DTSQ - total satisfaction

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
DAFNE (Amiel 2002) 31.58 3.9 67 22.82 6 72 100.0% 8.76 [7.09, 10.43]
Total (95% CI) 67 72 100.0% 8.76[7.09, 10.43] ‘
Heterogeneity: Not ar.)plicable '7100 75'0 (I) 5'0 100‘
Test for overall effect: Z = 10.27 (P < 0.00001) Favours Control Favours Education
Figure 12: SF-36 physical
Structured edu Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ROSSI 2010 0.6 7.3 67 1 49 63 100.0% -0.40[-2.53,1.73]
Total (95% ClI) 67 63 100.0% -0.40[-2.53,1.73]
Heterogeneity: Not applicable t t t t J
o _ -100 -50 0 50 100
Test for overall effect: Z = 0.37 (P = 0.71) Favours Structured edu Favours control
SF-36 physical health - MD only given
No forest plot — data unsuitable
Figure 13: SF-36 mental
Structured edu Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
ROSSI 2010 0.6 7.3 67 1 49 63 100.0% -0.40 [-2.53, 1.73]
Total (95% CI) 67 63 100.0% -0.40 [-2.53, 1.73]
o R L Il Il Il
Heterogeneity: Not a;-)ph(iable B '_100 —';':0 (') 5'0 100‘
Test for overall effect: Z = 0.37 (P = 0.71) Favours Control Favours Structured edu
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Figure 14: Hospital admissions

Structured education Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ROSSI 2010 0 67 0 63 Not estimable
Total (95% CI) 67 63 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

001 01 ] 10 100
Favours Structured edu  Favours control

Figure 15: Symptomatic hypoglycaemia (perceived frequency, scale 0-6)

Structured education Control M

ean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
DAFNE (Amiel 2002) 2.16 1.3 67 24 1.3 72 100.0% -0.24 [-0.67, 0.19]
Total (95% CI) 67 72 100.0% -0.24 [-0.67, 0.19]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.09 (P = 0.28)

-4 -2 o 2 4
Favours Control Favours Structured edu

Figure 16: Hypoglycaemia unawareness (> recognition of low blood glucose, % patients)

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
BGATIII -Schachinger 2005 58.2 24.8 56 45.8 28.7 55 100.0% 12.40 [2.41, 22.39]
Total (95% CI) 56 55 100.0% 12.40 [2.41, 22.39] ‘

Heterogeneity: Not applicable
Test for overall effect: Z = 2.43 (P = 0.01)

Figure 17: Hypoglycaemia awareness (HAQ)

Structured education Control

I | | |
L T T 1
-50 (o]

-100 50 100
Favours Control Favours Structured edu

Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
HYPOS -Hermans 2007 0.3 1.1 74 0.6 1.2 72 100.0% -0.30[-0.67, 0.07]
Total (95% CI) 74 72 100.0% -0.30 [-0.67, 0.07]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.57 (P = 0.12)

| | | |
T T T T T
-4 -2 (o} 2 4

Favours Structured edu Favours control

Figure 18: Hypoglycaemia unawareness (change in Clarke score, max 7)

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fixed, 95% ClI 1V, Fixed, 95% CI
PRIMAS 2013 -0.5 1.4 81 -04 13 79 100.0% -0.10[-0.52,0.32]
Total (95% CI) 81 79 100.0% -0.10[-0.52,0.32]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.47 (P = 0.64)
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Hypoglycaemia unawareness (VAS)

No forest plot — data unsuitable

Hypoglycaemia unawareness (% detection of low blood glucose)

No forest plot — data unsuitable

Figure 19: Fear of hypo (Hypo fear survey) - Worry

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
BGATIII -Schachinger 2005 15.2 12.1 56 14.6 12.2 55 100.0% 0.60[-3.92, 5.12]
Total (95% CI) 56 55 100.0% 0.60 [-3.92, 5.12]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.26 (P = 0.79)

t t T
-4 -2 o
Favours Structured edu

Figure 20: Fear of hypo (Hypo fear survey) — Behaviour

2 4

Favours control

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
BGATIII -Schachinger 2005 13.7 8.2 56 11.6 6.4 55 100.0% 2.10[-0.63, 4.83] |
Total (95% CI) 56 55 100.0% 2.10 [-0.63, 4.83] —
| | | |
Heterogeneity: Not applicable T T T T
9 Y PP -4 -2 o 2 4

Test for overall effect: Z = 1.51 (P = 0.13)

Figure 21: Fear of hypo (change in DSQol)

Favours Structured edu

Favours control

Struct Education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
ROSSI 2013 -391 178 64 2.03 17.7 63 100.0% -5.94[-12.11, 0.23]
Total (95% ClI) 64 63 100.0% -5.94[-12.11, 0.23]

Heterogeneity: Not applicable
Test for overall effect: Z =1.89 (P = 0.06)

Fear of hypoglycaemia (hypoglycaemia fear survey)

No forest plot — data unsuitable

Fear of hypoglycaemia (hypoglycaemia fear survey)

No forest plot — data unsuitable
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Figure 22: Depression (CES-D)

Structured education Control

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
HYPOS -Hermans 2007 12.6 7.4 74 121 7 72 49.8% 0.50[-1.84, 2.84] I E—
PRIMAS 2013 -1.2 7.9 81 -03 7.1 79 50.2% -0.90[-3.23, 1.43] — T
Total (95% CI) 155 151 100.0% -0.20 [-1.85, 1.45] ’
Heterogeneity: Chiz = 0.69, df = 1 (P = 0.41); 12= 0% 4 2 3 2 jl
Test for overall effect: Z = 0.24 (P = 0.81) Favours Structured edu  Favours control
Depression (CES-D) - no SD given
No forest plot — data unsuitable
Figure 23: Anxiety (STAI)
Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
HYPOS -Hermans 2007 37.6 6.5 74 371 6.1 72 100.0% 0.50 [-1.54, 2.54]
Total (95% CI) 74 72 100.0% 0.50 [-1.54, 2.54] ’
Heterogeneity: Not applicable :4 :2 (') ; ‘:1
Test for overall effect: Z = 0.48 (P = 0.63) Favours Structured edu Favours control
Figure 24: PAID
Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
HYPOS -Hermans 2007 23.3 11.7 74 24 11.4 72 100.0% -0.70 [-4.45, 3.05]
Total (95% CI) 74 72 100.0% -0.70 [-4.45, 3.05]
Heterogeneity: Not applicable :4 :2 6 ; i
Test for overall effect: Z = 0.37 (P = 0.71) Favours Structured edu Favours control
PAID - no SD given
No forest plot — data unsuitable
Figure 25: Knowledge (% correct answers)
Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
KORHONEN 1983 79.5 19 39 72 2 38 100.0% 7.50 [6.63, 8.37]
Total (95% CI) 39 38 100.0% 7.50[6.63, 8.37] |
Heterogeneity: Not applicable =_100 _5=0 3 5=0 100=

Test for overall effect: Z = 16.86 (P < 0.00001)
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Figure 26: Knowledge (change score out of 11)

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
PRIMAS 2013 0.7 1.6 81 06 16 79 100.0% 0.10 [-0.40, 0.60]
Total (95% CI) 81 79 100.0% 0.10 [-0.40, 0.60]

Heterogeneity: Not applicable

I } 1 } |
Test for overall effect: Z = 0.40 (P = 0.69) -100 =50 0 %0 100

Favours control Favours Structured edt

Figure 27: Adherence

Structured education Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
PRIMAS 2013 1 81 2 79 100.0% 0.49 [0.05, 5.27]
Total (95% CI) 81 79 100.0% 0.49 [0.05, 5.27] e
Total events 1 2
Heterogeneity: Not applicable o1 o1 10 T

Test for overall effect: Z = 0.59 (P = 0.55) Favours struct education Favours control

J.2.1.2  Structured education programme vs. control - usual care or other type of education (more than or
equal to 12 months)

Figure 28: HbAlc %

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% ClI
BGATIII -Schachinger 2005 6.93 0.96 56 6.94 0.94 55 6.3% -0.01[-0.36, 0.34] T
LENNON 1990 10.5 0.3 31 116 04 25 22.0% -1.10[-1.29,-0.91] -
TERENT 1985 10.2 2.1 9 104 21 10 0.2% -0.20[-2.09, 1.69] [ I
TRENTO 2005 -0.38 9.87 30 -04 115 28 0.1% 0.02[-3.54, 3.58]
TRENTO 2011 0.21 0.18 27 -0.24 0.22 29 71.4% 0.45[0.35, 0.55] [ |
Total (95% ClI) 153 147 100.0% 0.08[-0.01, 0.17]
Heterogeneity: Chiz = 197.72, df = 4 (P < 0.00001); I2 = 98% 4 2 3 2 4:1

Test for overall effect: Z = 1.72 (P = 0.08) Favours Structured edu Favours control

Figure 29: HbAlc % - subgroup analysis (by type of comparison)

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% ClI
2.2.1 Structured education vs. usual care
LENNON 1990 10.5 0.3 31 116 04 25 22.0% -1.10[-1.29,-0.91] -
TERENT 1985 10.2 2.1 9 104 21 10 0.2% -0.20[-2.09, 1.69] T
Subtotal (95% CI) 40 35 22.2% -1.09[-1.28, -0.90] ¢

Heterogeneity: Chi2 = 0.86, df = 1 (P = 0.35); 2= 0%
Test for overall effect: Z = 11.37 (P < 0.00001)

2.2.2 Structured education vs. other education / support

BGATIII -Schachinger 2005 6.93 096 56 6.94 094 55 6.3% -0.01[-0.36,0.34] -
TRENTO 2005 038 9.87 30 04 115 28 01% 0.02[-3.54, 3.58]

TRENTO 2011 021 018 27 024 022 29 714%  0.45[0.35,0.55] [ |
Subtotal (95% CI) 113 112 77.8%  0.41[0.31, 0.51] ‘

Heterogeneity: Chiz = 6.03, df =2 (P = 0.05); I2=67%
Test for overall effect: Z = 8.03 (P < 0.00001)

Total (95% ClI) 153 147 100.0% 0.08 [-0.01, 0.17] ]
Heterogeneity: Chiz = 197.72, df = 4 (P < 0.00001); I = 98% 4 2 S 2 i
Test for overall effect: Z = 1.72 (P = 0.08) Favours Structured edu Favours control
Test for subaroup differences: Chiz = 190.83, df = 1 (P < 0.00001), 12 = 99.5%
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Figure 30: HbA1lc % — subgroup analysis (carbohydrate counting included in the education)

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
2.4.1 Carb counting with education
TRENTO 2011 0.21 0.18 27 -0.24 0.22 29 71.4% 0.45[0.35, 0.55] [ |
Subtotal (95% CI) 27 29 71.4%  0.45[0.35, 0.55] ]
Heterogeneity: Not applicable
Test for overall effect: Z = 8.40 (P < 0.00001)
2.4.2 No carb counting in education or control
BGATIII -Schachinger 2005 6.93 0.96 56 6.94 0.94 55 6.3% -0.01[-0.36, 0.34] 1T
LENNON 1990 10.5 0.3 31 116 04 25 22.0% -1.10[-1.29,-0.91] -
TERENT 1985 10.2 2.1 9 104 21 10 0.2% -0.20[-2.09, 1.69] — T
TRENTO 2005 -0.38 9.87 30 -04 115 28 0.1% 0.02[-3.54, 3.58]
Subtotal (95% ClI) 126 118 28.6% -0.85[-1.02,-0.68] ¢
Heterogeneity: Chi2 = 29.10, df = 3 (P < 0.00001); 12 = 90%
Test for overall effect: Z = 10.05 (P < 0.00001)
Total (95% CI) 153 147 100.0% 0.08 [-0.01, 0.17] )

Heterogeneity: Chi2 = 197.72, df = 4 (P < 0.00001); I? = 98%

Test for overall effect: Z=1.72 (P = 0.08)

Test for subaroup differences: Chi2 = 168.62. df = 1 (P < 0.00001). I2 = 99.4%

t + t
-4 -2 0 2
Favours Structured edu Favours control

Figure 31: HbA1lc % — subgroup analysis (studies with hypoglycaemic patients)

4

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
2.4.1 Studies of only hypo pts
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
2.4.2 Studies of not hypo pts or not specified
BGATIII -Schachinger 2005 6.93 0.96 56 6.94 0.94 55 6.3% -0.01[-0.36, 0.34] T
LENNON 1990 105 0.3 31 116 04 25 22.0% -1.10[-1.29,-0.91] -
TERENT 1985 10.2 21 9 104 21 10 0.2% -0.20[-2.09, 1.69] -1
TRENTO 2005 -0.38 9.87 30 -04 115 28 0.1% 0.02[-3.54, 3.58]
TRENTO 2011 0.21 0.18 27 -0.24 0.22 29 714%  0.45[0.35,0.55] |
Subtotal (95% CI) 153 147 100.0% 0.08[-0.01, 0.17]

Heterogeneity: Chi2 = 197.72, df = 4 (P < 0.00001); 12 = 98%

Test for overall effect: Z=1.72 (P = 0.08)

Total (95% CI)

153

Heterogeneity: Chiz = 197.72, df = 4 (P < 0.00001); I2 = 98%

Test for overall effect: Z=1.72 (P = 0.08)
Test for subaroup differences: Not applicable

HbA1lc % (between 6 and 12 months)

No forest plot — data unsuitable

HbA1lc, % - MD only given

No forest plot — data unsuitable

147 100.0% 0.08 [-0.01, 0.17]

Figure 32: Severe hypoglycaemia (episodes/study)

t } t
-4 -2 0 2
Favours Structured edu  Favours control

4

Structured education Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
TRENTO 2011 5 27 6 29 100.0% 0.90[0.31, 2.60]
Total (95% CI) 27 29 100.0% 0.90 [0.31, 2.60]
Total events 5 6

Heterogeneity: Not applicable
Test for overall effect: Z =0.20 (P = 0.84)

National Clinical Guideline Centre, 2015

117

001 01 1 10
Favours Structured edu Favours control

100



Type 1 diabetes in adults
Forest plots

Figure 33: Severe hypoglycaemia (episodes/6 months)
Structured edu Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% CI

BGATIII -Schachinger 2005 0.13 0.33 56 1.78 4.56 55 100.0% -1.65[-2.86, -0.44]

Total (95% CI) 56 55 100.0% -1.65 [-2.86, -0.44] [
Heterogeneity: Not applicable
Test for overall effect: Z = 2.68 (P = 0.007)

“100 50 0 50 100
Favours Structured edu  Favours control

Severe hypoglycaemia (episodes/12 months) — SD not given

No forest plot — data unsuitable

Severe hypoglycaemia (episodes / person) - SD not given

No forest plot — data unsuitable

Figure 34: DQolL

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
T
TRENTO 2005 -8.82 9.87 30 3.34 551.4 28 0.0% -12.16 [-216.43, 192.11] ¢ >
TRENTO 2011 -10.7 1.3 27 -8.3 1.47 29 100.0% -2.40 [-3.13, -1.67]
Total (95% CI) 57 57 100.0% -2.40 [-3.13, -1.67] |

Heterogeneity: Chiz = 0.01, df = 1 (P = 0.93); 12 = 0% ! ! ! '

-100 -50 (o} 50 100

Test f Il effect: Z = 6.48 (P < 0.00001
estior overall efiec ( ) Favours Structured edu  Favours control

SF-36 physical health - MD only given

No forest plot — data unsuitable

Figure 35: Hypoglycaemia unawareness (increased recognition of low blood glucose, % patients)

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
BGATIII -Schachinger 2005 65.2 25.2 56 48 25.5 55 100.0% 17.20[7.77, 26.63]
Total (95% CI) 56 55 100.0% 17.20 [7.77, 26.63] <o
I | | |
Heterogeneity: Not applicable ' T T !
9 Y PP -100 -50 o 50 100

Test for overall effect: Z = 3.57 (P = 0.0004) Favours Control Favours Structured edu

Figure 36: Fear of hypoglycaemia (hypoglycaemia fear survey) - Worry

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
BGATIII -Schachinger 2005 13.2 9.9 56 14.7 12.9 55 100.0% -1.50[-5.78, 2.78] <
Total (95% CI) 56 55 100.0% -1.50 [-5.78, 2.78]

| | |
Heterogeneity: Not applicable T T T T

-4 -2 o 2 a
Test for overall effect: Z = 0.69 (P = 0.49) Favours Structured edu  Favours control
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Figure 37: Fear of hypoglycaemia (hypoglycaemia fear survey) - Behaviour

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
BGATIII -Schachinger 2005 11.6 6.9 56 12.2 8.5 55 100.0% -0.60 [-3.48, 2.28]

Total (95% CI) 56 55 100.0% -0.60 [-3.48, 2.28] ’
, , ,

!
Heterogeneity: Not applicable T T T T T

-4 2 o 2 4
Test for overall effect: Z = 0.41 (P = 0.68) Favours Structured edu  Favours control

Fear of hypoglycaemia (hypoglycaemia fear survey) — Worry — MD only given

No forest plot — data unsuitable

Fear of hypoglycaemia (hypoglycaemia fear survey) — Behaviour — MD only given

No forest plot — data unsuitable

Depression (CES-D) - no SD given

No forest plot — data unsuitable

Figure 38: Knowledge of diabetes (GISED)

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
TRENTO 2005 3.1 4.14 30 0.24 1.44 28 39.3% 2.86 [1.29, 4.43] L
TRENTO 2011 1.3 0.24 27 0.17 0.071 29 60.7% 1.13[1.04, 1.22] .
Total (95% CI) 57 57 100.0% 1.81 [0.15, 3.46] P
I | | |

Heterogeneity: Tau? = 1.17; Chiz = 4.62, df = 1 (P = 0.03); I = 78% r T T 1

P I eff o _ -10 -5 o 5 10
Test for overall effect: Z = 2.14 (P = 0.03) Favours Control Favours Structured edu

PAID - no SD given

No forest plot — data unsuitable

Figure 39: Knowledge (% correct answers)

Structured education Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
KORHONEN 1983 82.3 1.8 39 73.4 2 38 50.4% 8.90 [8.05, 9.75] ]
LENNON 1990 79.1 3.5 31 56.3 5.7 25 49.6% 22.80 [20.25, 25.35] u
Total (95% CI) 70 63 100.0%  15.80 [2.17, 29.42] D
I | | |
t 1

Heterogeneity: Tau2 = 95.66; Chiz = 102.60, df = 1 (P < 0.00001); 12 = 99% ¥ v
-100 -50 o 50 100

Test for overall effect: Z = 2.27 (P = 0.02) Favours Control Favours Structured edu
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J.2.2

J.2.21

Type 1 diabetes in adults
Forest plots

Carb counting
Carbohydrate counting versus no carbohydrate counting

Figure 40: HbAlc more than 6 months

carb counting control Mean Difference Mean Difference
Study or Subgroup ~ Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Scavone 2010 74 09 73 75 15 156 100.0% -0.10[-0.41,0.21]
Total (95% CI) 73 156 100.0% -0.10[-0.41, 0.21]

2 1 0 1 2
Favours carb counting Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.63 (P = 0.53)

Note: Reported as SS difference (P<0.01) between groups for change score (not enough data provided to report change
score and Cl in meta-analysis and GRADE)

Figure 41: HbA1c less than or equal to 6 months

carb counting control Mean Difference Mean Difference

2 1 2
Favours carb counting Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 1.15 (P = 0.25)

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Schmidt 2012 84 09 21 89 11 8 100.0% -0.50 [-1.35, 0.35] —
Total (95% CI) 21 8 100.0% -0.50 [-1.35, 0.35] ’|>

1 0

Note: HbA1lc change scores reported as NS different between groups for Laurenzi 2011 but not enough data reported from
Laurenzi 2011 to include data in meta-analysis

Figure 42: Mild hypoglycaemia > 6 months

Carb counting Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Scavone 2010 3 73 11 156 100.0% 0.58 [0.17, 2.03]

Total (95% CI) 73 156 100.0%  0.58[0.17, 2.03] ——

Total events 3 11

Heterogeneity: Not applicable 01 02 05 1 5 10

Test for overall effect: Z = 0.85 (P = 0.40) Favours carb counting Favours control

Figure 43: Severe hypoglycaemia less than or equal to 6 months

Favours carb counting Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Laurenzi 2011 0 30 0 31 Not estimable

Schmidt 2012 2 21 1 8 100.0%  0.76[0.08,7.29] * B

Total (95% Cl) 51 39 100.0%  0.76[0.08, 7.29] e —
Total events 2 1

Heterogeneity: Not applicable 01 02 05 i 3 T 10

Test for overall effect: Z = 0.24 (P = 0.81) Favours carb counting Favours control
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Figure 44: Hypoglycaemia fear survey less than or equal to 6 months

carb counting control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% ClI
Schmidt 2012 22.8 138 21 245 182 8 100.0% -1.70[-15.62, 12.22]
Total (95% ClI) 21 8 100.0% -1.70 [-15.62, 12.22]

Heterogeneity: Not applicable t } 1 1 }
.7 = - -20 -10 0 10 20
Test for overall effect: 2 = 0.24 (P = 0.81) Favours carb counting Favours control

Figure 45: Problem areas in diabetes questionnaire less than or equal to 6 months

carb counting control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Schmidt 2012 28 19.2 21 27.2 1838 8 100.0% 0.80 [-14.60, 16.20]
Total (95% CI) 21 8 100.0% 0.80 [-14.60, 16.20]

Heterogeneity: Not applicable t } 1 t }
- _ -20 -10 0 10 20
Testfor overall effect: 2 =0.10 (P = 0.92) Favours carb counting Favours control

Figure 46: Audit of Diabetes Dependent QOL questionnaire less than or equal to 6 months

carb counting control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Schmidt 2012 -1.8 16 21 -14 09 8 100.0% -0.40[-1.33,0.53]
Total (95% CI) 21 8 100.0% -0.40[-1.33, 0.53]

Heterogeneity: Not applicable ») ) 5 3 ]
Test for overall effect: Z = 0.85 (P = 0.40)

Figure 47: Diabetes Treatment Satisfaction Questionnaire less than or equal to 6 months

Favours control Favours carb counting

carb counting control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Schmidt 2012 26.4 6 21 285 51 8 100.0% -2.10[-6.47, 2.27]
Total (95% ClI) 21 8 100.0% -2.10[-6.47, 2.27]

Heterogeneity: Not applicable F - } 1 }
Test for overall effect: Z=0.94 (P = 0.35) 20 10 0 10

Bolus calculator versus manual carbohydrate counting

Figure 48: HbA1c less than or equal to 6 months

{
20

Favours control  Favours carb counting

Bolus calculator Manual carb counting Mean Difference Mean Difference
Study or Subgroup  Mean SD_Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Maurizi 2011 7.05 1.06 20 7.73 1.06 20 6.3% -0.68[-1.34,-0.02] - |
Schmidt 2012 8.1 0.4 22 8.4 0.9 21 15.4% -0.30[-0.72,0.12] e
Ziegler 2013 07 07 105 05 0.7 113 78.3% -0.20[-0.39, -0.01] -
Total (95% Cl) 147 154 100.0% -0.25 [-0.41, -0.08] L 2
Heterogeneity: Chiz = 1.97, df = 2 (P = 0.37); 12 = 0% =_2 1 5 1 |

Test for overall effect: Z = 2.92 (P = 0.003)
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Figure 49: Mild hypoglycaemia less than or equal to 6 months

Bolus calculator ~ Manual carb counting Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Ziegler 2013 43 105 31 113 100.0% 1.49[1.02, 2.18]
Total (95% Cl) 105 113 100.0%  1.49[1.02,2.18] e
Total events 43 31
Heterogeneity: Not applicable I t t 1 t |
S _ 01 02 05 2 5 10
Test for overall effect: Z = 2.08 (P = 0.04) Favours bolus calculator Favours Manual carb counting
Figure 50: Severe hypoglycaemia less than or equal to 6 months
Bolus calculator ~ Manual carb counting Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Schmidt 2012 2 22 2 21 23.3% 0.95[0.15, 6.17]
Ziegler 2013 11 105 7 113 76.7% 1.69 [0.68, 4.20] __.—
Total (95% Cl) 127 134 100.0%  1.52[0.67, 3.43]
Total events 13 9
Heterogeneity: Chi2 = 0.29, df = 1 (P = 0.59); 12 = 0% I t t 1 t t |
e v 01 02 05 1 2 5 10
Test for overall effect: Z = 1.01 (P = 0.31) Favours bolus calculator  Favours Manual carb counting
Figure 51: Hypoglycaemia fear survey less than or equal to 6 months
Bolus calculator Manual carb counting Mean Difference Mean Difference
Study or Subgroup  Mean SD _Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Schmidt 2012 226 16.7 22 22.8 13.8 21 100.0% -0.20 [-9.34, 8.94]
Total (95% Cl) 22 21 100.0% -0.20[-9.34, 8.94]
Heterogeneity: Not applicable t + T t +
o _ -20 -10 0 10 20
Test for overall effect: Z = 0.04 (P = 0.97) Favours bolus calculator ~ Favours manual carb counting
Figure 52: Problem areas in diabetes questionnaire less than or equal to 6 months
Bolus calculator Manual carb counting Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% ClI
Schmidt 2012 256 153 22 28 19.2 21 100.0% -2.40[-12.81,8.01] —
Total (95% Cl) 22 21 100.0% -2.40 [-12.81, 8.01] Q
Heterogeneity: Not applicable t t 1 t y
e B -20 -1 0 10 20
Test for overall effect: Z = 0.45 (P = 0.65) Favours bolus calculator  Favours manual carb counting
Figure 53: Audit of Diabetes Dependent QOL questionnaire less than or equal to 6 months
Bolus calculator Manual carb counting Mean Difference Mean Difference
Study or Subgroup  Mean SD _Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Schmidt 2012 -1.8 1.6 22 -1.8 1.6 21 100.0% 0.00 [-0.96, 0.96]
Total (95% Cl) 22 21 100.0% 0.00 [-0.96, 0.96]
Heterogeneity: Not applicable »#4 #2 3 é ‘:1
Test for overall effect: Z = 0.00 (P = 1.00) Favours manual carb counting  Favours bolus calculator
Figure 54: Diabetes Treatment Satisfaction Questionnaire less than or equal to 6 months
Favours manual carb counting Manual carb counting Mean Difference Mean Difference
Study or Subgroup Mean SD Total  Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Schmidt 2012 31.5 33 22 26.4 6 21 100.0% 5.10[2.19, 8.01]
Total (95% CI) 22 21 100.0% 5.10[2.19, 8.01] -
:'ele?)gene% Nf? ar_)pzllria?t: Ijs P =0.0006 20 -10 0 10
est for overall effect: Z=3.43 (P = 0. ) Favours manual carb counting  Favours bolus calcule
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J.3

J.3.1

J.3.2

J.3.3

J3.3.1

Type 1 diabetes in adults
Forest plots

Blood glucose monitoring

HbAlc

None

SMBG targets, timing and frequency

None
SMBG technologies
Bolus calculator versus standard bolus for SMBG (less than 6 months follow-up)

Figure 55: HbA1lc (%)

Bolus calculator Standard bolus Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

1.1.1 < 6 months follow-up

SCHMIDT 2012 -0.7 0.6766 22
Subtotal (95% CI) 22

-0.1 1.0765 8 100.0% -0.60 [-1.40, 0.20]
8 100.0% -0.60 [-1.40, 0.20]
Heterogeneity: Not applicable

Test for overall effect: Z = 1.47 (P = 0.14)

——

Favours bolus calculator
Test for subgroup differences: Not applicable

Figure 56: Hypoglycaemia Fear Survey (HFS)
Bolus calculator Standard bolus
Study or Subgroup  Mean SD Total Mean SD Total Weight

Mean Difference
IV, Fixed, 95% ClI

Favours standard bolus

Mean Difference
IV, Fixed, 95% ClI

1.2.1 <6 months follow-up

SCHMIDT 2012 (1) -3.4 85706 22 -1.92 9.6648
Subtotal (95% Cl) 22

Heterogeneity: Not applicable

Test for overall effect: Z = 0.38 (P = 0.70)

8 100.0% -148[-9.07,6.11]
8 100.0% -148[-9.07, 6.11]

“100 50 0

) . Favours bolus calculator
Test for subgroup differences: Not applicable

(1) HFS: Scores transformed to 0-100 scale. Higher scores indicate more fear.

Figure 57: Problem Areas in Diabetes (PAID)

Bolus calculator Standard bolus Mean Difference

50 100
Favours standard bolus

Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI IV, Fixed, 95% CI
1.3.2 < 6 months follow-up
SCHMIDT 2012 (1) 6.9 14.8858 22 -3.3 21.1717 8 100.0% -3.60[-19.54,12.34]

Subtotal (95% Cl) 22

Heterogeneity: Not applicable
Test for overall effect: Z = 0.44 (P = 0.66)

8 100.0% -3.60[-19.54, 12.34]

100 50

Favours bolus calculator

Test for subgroup differences: Not applicable
(1) PAID: (0-100 scale) - higher scores indicate more problems.

National Clinical Guideline Centre, 2015
123

0 50 100
Favours standard bolus



Type 1 diabetes in adults
Forest plots

Figure 58: Audit of Diabetes-Dependent QoL (ADDQol)
Bolus calculator Standard bolus Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI IV, Fixed, 95% ClI

1.4.1 < 6 months follow-up

SCHMIDT 2012 (1) 04 06766 22 06 1.6746 8 100.0% -0.20[-1.39,0.99]
Subtotal (95% CI) 22 8 100.0% -0.20[-1.39,0.99]
Heterogeneity: Not applicable

Test for overall effect: Z=0.33 (P =0.74)

20 -10 0 10 20
Favours standard bolus ~ Favours bolus calculator

Test for subgroup differences: Not applicable
(1) ADDQoL: Total (-9 to 9) - higher scores indicate positive impact.

Figure 59: Severe hypoglycaemia

Bolus calculator Standard bolus Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.5.1 < 6 months follow-up
SCHMIDT 2012 2 22 1 8 100.0% 0.73[0.08, 6.97]
Subtotal (95% CI) 22 8 100.0% 0.73[0.08, 6.97]
Total events 2 1

Heterogeneity: Not applicable

Test for overall effect: Z = 0.28 (P = 0.78)
I ! ! |
r T T T 1
0.01 0.1 1 10 100
Favours bolus calculator Favours standard bolus

Test for subaroup differences: Not applicable

Figure 60: Hypoglycaemic event/week

Bolus calculator Standard bolus Mean Difference Mean Difference
Study or Subgroup  Mean ~ SD Total Mean  SD Total Weight IV, Fixed, 95% ClI IV, Fixed, 95% CI
1.6.1 <6 months follow-up
GROSS 2003 31 29 49 34 31 49 100.0% -0.30[-1.49,0.89]
Subtotal (95% ClI) 49 49 100.0% -0.30[-1.49,0.89]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.49 (P = 0.62)

20 10 0 10 20
Favours bolus calculator ~ Favours standard bolus

Test for subaroup differences: Not applicable
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Figure 61: Adverse events

Bolus calculator ~ Standard bolus Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.7.1 < 6 months follow-up
GROSS 2003 0 49 0 49 Not estimable
Subtotal (95% ClI) 49 49 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1 1 1 ]
0.01 0.1 | 10 100
Favours bolus calculator ~ Favours standard bolus

Test for subaroup differences: Not applicable

J.3.1 SMBG versus CGM
J.3.1.1 Retrospective CGM versus care without CGM (with SMBG).

Figure 62: HbAlc (%) — Follow up less than or equal to 6 months

CGM SBGM Mean Difference Mean Difference
Study or Subgroup Mean [%] SD [%] Total Mean [%] SD [%] Total Weight 1V, Fixed, 95% CI [%] 1V, Fixed, 95% CI [%]
1.1.1 Follow up <6 months
Chico 2003 -0.8 1.8685 40 -0.5 1.0842 35 26.3% -0.30[-0.98, 0.38] —
Tanenberg 2004 -0.74 095 51 073 117 54 73.7% -0.01 [-0.42, 0.40] 1—
Subtotal (95% CI) 91 89 100.0% -0.09 [-0.44, 0.26]

Heterogeneity: Chiz = 0.51, df =1 (P = 0.47); 12= 0%
Test for overall effect: Z = 0.48 (P = 0.63)

-2 1 0 1 2
Favours CGM Favours SMBG

Test for subaroup differences: Not applicable

Figure 63: Percentage change in HbAlc (%) — follow-up more than 6 months

CGM SBGM Mean Difference Mean Difference
Study or Subgroup Mean [%] SD [%] Total Mean [%] SD [%] Total Weight 1V, Fixed, 95% CI [%] 1V, Fixed, 95% CI [%]
1.2.4 Follow up > 6 months
Newman 2009 57 94 53 31 148 52 100.0%  -2.60 [7.35, 2.15] 1—
Subtotal (95% CI) 53 52 100.0% -2.60 [-7.35, 2.15]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.07 (P = 0.28)

a0 5 0 5 10
Favours CGM Favours SMBG
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J.3.1.2

Type 1 diabetes in adults
Forest plots

Figure 64: Severe hypoglycaemia - follow-up less than or equal to 6 months
CGM SBGM
Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

1.3.1 Follow up <6 months

Tanenberg 2004 1 51 1
Subtotal (95% CI) 51
Total events 1 1

Heterogeneity: Not applicable
Test for overall effect: Z =0.09 (P = 0.93)

58 100.0%
58 100.0%

1.14[0.07, 17.72]
1.1410.07, 17.72]

002 01 1 10 50

Real time CGM versus care without CGM (with SMBG)

Figure 65: HbA1c (%) — follow up less than or equal to 6 months

Mean Difference

Favours CGM Favours SMBG

Mean Difference

Study or Subgroup Mean Difference SE Weight 1V, Random, 95% CI IV, Random, 95% CI
2.2.1 Follow up < 6 months
Battelino 2012 -0.41 0.064 22.2% -0.41 [-0.54, -0.28] -
Little 2014 0.1 0.2 10.9% 0.10 [-0.29, 0.49] -
Pickup 2011C - IPD -0.3 0.0663 22.0% -0.30 [-0.43, -0.17] -
Radermecker 2010 -0.62 0.229 9.3% -0.62 [-1.07, -0.17] -
Tamborlane 2008 ( 225yrs) -0.52 0.102 18.8% -0.52 [-0.72, -0.32] =
Tamborlane 2008 (15-24y) 0.03 0.122 16.9% 0.03 [-0.21, 0.27] -
Subtotal (95% CI) 100.0%  -0.30[-0.47,-0.12] <&
Heterogeneity: Tau? = 0.03; Chi2 = 20.17, df = 5 (P = 0.001); 12 = 75%
Test for overall effect: Z = 3.37 (P = 0.0008)

-2 R 0 1 2

Test for subaroup differences: Not applicable

Favours CGM Favours SBGM

Figure 66: Hypoglycaemia (episodes/day) — follow up less than or equal to 6 months

CGM SMBG

Study or Subgroup Mean SD Total Mean SD Total Weight

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

2.3.1 Follow up =6 months

Raccah 2009 0.1 0.9 46 0.1 0.7
Radermecker 2010 0.44 0.37 9 0.05 0.49
Subtotal (95% CI) 55

Heterogeneity: Tau? = 0.04; Chiz = 2.22, df = 1 (P = 0.14);

Test for overall effect: Z = 0.90 (P = 0.37)

Test for subgroup differences: Not applicable
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55.0%
45.0%

63 100.0%

12 = 55%
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0.00 [-0.32, 0.32]
0.39 [-0.01, 0.79]
0.18 [-0.20, 0.56]
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Figure 67: Severe hypoglycaemia (episode/100 patient-years)— follow-up less than or equal to

6 months

Study or Subgroup

Mean Difference SE Weight

Mean Difference
1V, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

2.3.1 Per 100 patient years

Battelino 2012
Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 0.84 (P = 0.40)

2.87 34

Test for subaroup differences: Not applicable

100.0%
100.0%

2.87[-3.79, 9.53]
2.87[-3.79, 9.53]

-

-20

-10 0 10 20

Favours CGM Favours SMBG

Figure 68: Severe hypoglycaemia (number of patients) — follow-up less than or equal to 6 months

CGM SBGM Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.4.3 Follow up <6 months
Garg 2006 0 47 2 44 37.8% 0.19[0.01, 3.80] - &
O'Connell 2009 0 31 0 31 Not estimable
Tamborlane 2008 ( =25yrs) 5 52 4 46 62.2% 1.11[0.32, 3.87] 1—
Subtotal (95% CI) 130 121 100.0% 0.76 [0.25, 2.27]
Total events 5 6

Heterogeneity: Chi2 = 1.18, df = 1 (P = 0.28); 12 = 15%
Test for overall effect: Z = 0.49 (P = 0.62)

0005 01 1 10 200
Favours CGM Favours SMBG

Figure 69: Severe hypoglycaemia (annualised rate: patient-year) — follow-up less than or equal to

6 months

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
2.5.3 Follow up =6 months
Little 2014 0.8 1.8 48 09 21 48 100.0% -0.10 [-0.88, 0.68]
Subtotal (95% CI) 48 48 100.0% -0.10 [-0.88, 0.68]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.25 (P = 0.80)
Total (95% CI) 48 48 100.0% -0.10 [-0.88, 0.68]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.25 (P = 0.80)

Test for subaroup differences: Not applicable
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Figure 70: Quality of life: SF12 (Scale 0-100) — follow-up less than or equal to 6 months

CGM SMBG

Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI

Mean Difference
1V, Fixed, 95% ClI

2.5.1 Physical health - Follow up >6 months

Beck (JDRF) 2010 555 49 120 541 6.9
Subtotal (95% ClI) 120
Heterogeneity: Not applicable

Test for overall effect: Z = 1.74 (P = 0.08)

2.5.4 Mental health - Follow up >6 months

Beck (JDRF) 2010 48.4 10.1 120 48.7 9.6
Subtotal (95% ClI) 120
Heterogeneity: Not applicable

Test for overall effect: Z=0.23 (P = 0.82)

106 100.0% 1.40[-0.18, 2.98]
106 100.0% 1.40[-0.18, 2.98]

106 100.0% -0.30[-2.87, 2.27]
106 100.0% -0.30 [-2.87, 2.27]

[

———
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Figure 71: Quality of life: SF12 (Scale 0-100) — follow-up less than or equal to 6 months

CGM SMBG

Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI

Mean Difference
1V, Fixed, 95% CI

2.6.2 Hypoglycemia Fear Survey >6 months

Beck (JDRF) 2010 333 115 120 36 136
Subtotal (95% Cl) 120

Heterogeneity: Not applicable
Test for overall effect: Z=1.60 (P = 0.11)

2.6.3 Problem Areas In Diabetes >6 months

Beck (JDRF) 2010 181 141 120 182 146
Subtotal (95% Cl) 120

Heterogeneity: Not applicable
Test for overall effect: Z = 0.05 (P = 0.96)

106 100.0% -2.70[-6.01, 0.61]
106 100.0% -2.70 [-6.01, 0.61]

106 100.0% -0.10 [-3.85, 3.65]
106 100.0% -0.10 [-3.85, 3.65]

-

—-—

-10 5 0 5

10
Favours CGM Favours SMBG
Figure 72: Quality of life total score (scale 0 — 100) — follow up less than or equal to 6 months
CGM SBGM Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.7.1 Follow up <6 months
Radermecker 2010 -23 53 9 0.7 41 9 100.0% -3.00[-7.38, 1.38] i—
Subtotal (95% CI) 9 9 100.0% -3.00[-7.38, 1.38] —
Heterogeneity: Not applicable
Test for overall effect: Z=1.34 (P = 0.18)
-10 5 0 5 10

Test for subaroup differences: Not applicable
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Figure 73: Adverse events — follow-up less than or equal to 6 months

CGM SMBG Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Little 2014 o 48 3 48 34.3% 0.14[0.01, 2.69] WM
Raccah 2009 3 55 7 60 65.7% 0.47 [0.13, 1.72] ——
Total (95% CI) 103 108 100.0% 0.36 [0.11, 1.15] —l
Total events 3 10
Heterogeneity: Chiz = 0.54, df = 1 (P = 0.46); I2 = 0% — I I —
0102 05 1 2 5 10

Test for overall effect: Z =1.73 (P = 0.08)

Insulin therapy

Rapid-acting insulin

Favours CGM Favours SMBG

Lispro versus Human insulin (less than or equal to 6 months and more than 6 months)

Figure 74: HbA1c (final value) — all studies

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.1.1 <6 months

ANDERSON 1997 0 0 Not estimable

ANNUZZI 2001 -0.15 0.125 1.3% -0.15[-0.39, 0.09] 1
BRUNETTI 2010 -0.15 0.0795 3.3% -0.15[-0.31, 0.01] /]
CIOFETTA 1999 0.12 0.276 0.3% 0.12 [-0.42, 0.66]

FERGUSON 2001 -0.2 0.204 0.5% -0.20[-0.60, 0.20] —
GALE 2000 0.1 0.163 0.8% 0.10[-0.22, 0.42] N
HELLER 1999 -0.2 0.145 1.0% -0.20[-0.48, 0.08] —
HOLLEMAN 1997 0.1 0.127 1.3% 0.10[-0.15, 0.35] -1
LILLY 1995C 0.07 0.0926 2.4% 0.07 [-0.11, 0.25] T
PFUTZNER 1996 -0.05 0.0159 82.6% -0.05[-0.08, -0.02] |
VIGNATI 1997 -0.1 0.105 1.9% -0.10[-0.31, 0.11] /71
Subtotal (95% CI) 95.4% -0.05 [-0.08, -0.02] )
Heterogeneity: Chi2 = 8.35, df = 9 (P = 0.50); 12= 0%

Test for overall effect: Z = 3.47 (P = 0.0005)

1.1.2 >6 months

LALLI 1999 -0.37 0.0759 3.6% -0.37 [-0.52,-0.22] -

LILLY 1994 -0.24 0.208 0.5% -0.24[-0.65, 0.17] —
LILLY 1995A -0.14 0.222 0.4% -0.14[-0.58, 0.30] —
LILLY 1995B -0.07 0.462 0.1% -0.07 [-0.98, 0.84]

Subtotal (95% CI) 4.6% -0.33[-0.46, -0.20] <o
Heterogeneity: Chiz2 = 1.51, df =3 (P = 0.68); 12=0%

Test for overall effect: Z = 4.90 (P < 0.00001)

Total (95% CI) 100.0% -0.06 [-0.09, -0.04] ¢
Heterogeneity: Chi2 = 26.17, df = 13 (P = 0.02); 1> = 50% 1 05 0 05

Test for overall effect: Z = 4.45 (P < 0.00001)
Test for subaroup differences: Chi2 = 16.30, df = 1 (P < 0.0001), I2=93.9%
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Figure 75: HbA1c (final value) — split by different basal NPH regimen (once/day and twice/day)

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Weight 1V, Fixed, 95% ClI IV, Fixed, 95% CI
6.1.1 <6 months basal once a day

ANNUZZI 2001 -0.15 0.125 1.3% -0.15[-0.39, 0.09] —
CIOFETTA 1999 0.12 0.276 0.3% 0.12[-0.42, 0.66]

GALE 2000 0.1 0.163 0.8%  0.10[-0.22, 0.42] N
HELLER 1999 -0.2 0.145 1.0% -0.20[-0.48, 0.08] —
HOLLEMAN 1997 0.1 0.127 1.3% 0.10[-0.15, 0.35] -1
Subtotal (95% CI) 4.7% -0.03 [-0.16, 0.10] <
Heterogeneity: Chiz = 4.27, df =4 (P = 0.37); 2= 6%

Test for overall effect: Z =0.51 (P = 0.61)

6.1.2 <6 months basal twice a day

VIGNATI 1997 -0.1 0.105 1.9% -0.10[-0.31,0.11] -1
Subtotal (95% ClI) 1.9% -0.10[-0.31, 0.11] .
Heterogeneity: Not applicable

Test for overall effect: Z = 0.95 (P = 0.34)

6.1.3 <6 months basal mixed or not stated

ANDERSON 1997 0 Not estimable

FERGUSON 2001 -0.2 0.204 0.5% -0.20[-0.60, 0.20] —
LILLY 1995C 0.07 0.0926 2.4% 0.07 [-0.11, 0.25] I
PFUTZNER 1996 -0.05 0.0159 82.6% -0.05[-0.08, -0.02] [ |
Subtotal (95% ClI) 85.5% -0.05[-0.08, -0.02] [)
Heterogeneity: Chiz = 2.19, df =2 (P = 0.33); 2= 9%

Test for overall effect: Z = 3.04 (P = 0.002)

6.1.4 <6 months Glulisine basal insulin

BRUNETTI 2010 -0.15 0.0795 3.3% -0.15[-0.31, 0.01] -/
Subtotal (95% CI) 3.3% -0.15[-0.31, 0.01] @
Heterogeneity: Not applicable

Test for overall effect: Z = 1.89 (P = 0.06)

6.1.5 >6 months basal once a day

LILLY 1995B -0.07 0.462 0.1% -0.07 [-0.98, 0.84]

Subtotal (95% CI) 0.1% -0.07[-0.98,0.84] e ——
Heterogeneity: Not applicable

Test for overall effect: Z = 0.15 (P = 0.88)

6.1.6 >6 months basal twice a day

Subtotal (95% ClI) Not estimable

Heterogeneity: Not applicable

Test for overall effect: Not applicable

6.1.7 >6 months basal mixed or not stated

LALLI 1999 -0.37 0.0759 3.6% -0.37[-0.52,-0.22] -

LILLY 1994 -0.24  0.208 0.5% -0.24[-0.65, 0.17] —
LILLY 1995A -0.14 0.222 0.4% -0.14 [-0.58, 0.30] —
Subtotal (95% Cl) 4.5% -0.33[-0.47, -0.20] <o
Heterogeneity: Chiz = 1.19, df = 2 (P = 0.55); 12 = 0%

Test for overall effect: Z = 4.93 (P < 0.00001)

Total (95% ClI) 100.0% -0.06 [-0.09, -0.04] ¢
Heterogeneity: Chi2 = 26.17, df = 13 (P = 0.02); 12 = 50% o 05 0 05 1

Test for overall effect: Z = 4.45 (P < 0.00001)

Test for subaroup differences: Chi2 = 18.51, df =5 (P = 0.002), 12 = 73.0%
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Figure 76: Severe/major hypoglycaemia (no. of patients) — all studies

Lispro Human Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 <6 months
ANDERSON 1997 24 11008 36 11008 54.4% 0.67 [0.40, 1.12] —lT
CIOFETTA 1999 0 8 8 0 Not estimable
FERGUSON 2001 18 33 18 33 27.2% 1.00 [0.64, 1.55] —
GALE 2000 2 92 6 89 9.2% 0.32[0.07, 1.56] -
HELLER 1999 2 68 6 67 9.1% 0.33[0.07, 1.57] *
Subtotal (95% ClI) 11209 11197 100.0% 0.69 [0.49, 0.98] <@
Total events 46 74
Heterogeneity: Chi2 = 4.45, df =3 (P = 0.22); 2= 33%
Test for overall effect: Z = 2.10 (P = 0.04)
1.2.2 >6 months
LALLI 1999 0 28 0 28 Not estimable
Subtotal (95% ClI) 28 28 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% ClI) 11237 11225 100.0% 0.69 [0.49, 0.98] <@
Total events 46 74
Heterogeneity: Chiz = 4.45, df = 3 (P = 0.22); 12 = 33% =0_1 0{2 0?5 i 2 5 10’

Test for overall effect: Z = 2.10 (P = 0.04)
Test for subaroup differences: Not applicable
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Figure 77: Severe/major hypoglycaemia (no. of patients) — split by different basal NPH regimen

(once/day and twice/day)
Lispro Human Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

6.2.1 <6 months basal once a day

CIOFETTA 1999 0 8 8 0 Not estimable
GALE 2000 2 92 6 89 9.2% 0.32[0.07, 1.56]
HELLER 1999 2 68 6 67 9.1% 0.33[0.07, 1.57]
Subtotal (95% CI) 168 156  18.4% 0.33[0.11, 0.99]
Total events 4 20

Heterogeneity: Chiz = 0.00, df = 1 (P = 0.99); 12 = 0%
Test for overall effect: Z = 1.98 (P = 0.05)

6.2.2 <6 months basal twice a day

Subtotal (95% ClI) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

6.2.3 <6 months basal mixed or not stated

ANDERSON 1997 24 11008 36 11008 54.4% 0.67 [0.40, 1.12]
FERGUSON 2001 18 33 18 33 27.2% 1.00 [0.64, 1.55]
Subtotal (95% ClI) 11041 11041 81.6% 0.78[0.54, 1.11]
Total events 42 54

Heterogeneity: Chiz = 1.59, df =1 (P = 0.21); I = 37%
Test for overall effect: Z = 1.37 (P = 0.17)

6.2.4 >6 months basal once a day

Subtotal (95% ClI) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

6.2.5 >6 months basal twice a day

Subtotal (95% ClI) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

6.2.6 >6 months basal mixed or not stated

LALLI 1999 0 28 0 28 Not estimable
Subtotal (95% ClI) 28 28 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Total (95% CI) 11237 11225 100.0% 0.69 [0.49, 0.98]
Total events 46 74

Heterogeneity: Chi2 = 4.45, df = 3 (P = 0.22); 12=33%

Test for overall effect: Z = 2.10 (P = 0.04)

Test for subaroup differences: Chi2 = 2.14, df = 1 (P = 0.14). 2 =53.4%
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Figure 78: Severe hypoglycaemia (episodes) — all studies
Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.3.1 <6 months

FERGUSON 2001 -29  16.7 6.1% -29.00[-61.73,3.73] *

GALE 2000 -7 466 785%  -7.00[-16.13, 2.13] —
HOLLEMAN 1997 -22 1051 15.4% -22.00 [-42.60, -1.40] * =

Subtotal (95% CI) 100.0% -10.66 [-18.75, -2.57] .
Heterogeneity: Chiz =2.99, df =2 (P =0.22); 12=33%

Test for overall effect: Z =2.58 (P = 0.010)

1.3.2 >6 months

Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 100.0% -10.66 [-18.75, -2.57] .
Heterogeneity: Chi2 = 2.99, df = 2 (P = 0.22); I2 = 33% -2’0 -1’0 S 1=0 2’0

Test for overall effect: Z =2.58 (P = 0.010)
Test for subaroup differences: Not applicable
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Figure 79: Severe hypoglycaemia (episodes) — split by different basal NPH regimen (once/day and

twice/day)
Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

6.3.1 <6 months basal once a day
GALE 2000 -7 466 785% -7.00[-16.13, 2.13]

HOLLEMAN 1997 -22 1051 15.4% -22.00[-42.60,-1.40] =

Subtotal (95% ClI) 93.9% -9.46[-17.81, -1.11]
Heterogeneity: Chi2 =1.70, df =1 (P = 0.19); 12=41%
Test for overall effect: Z = 2.22 (P = 0.03)

6.3.2 <6 months basal twice a day

Subtotal (95% CI) Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

6.3.3 <6 months basal mixed or not stated

FERGUSON 2001 29 167 6.1% -29.00 [-61.73, 3.73]
Subtotal (95% CI) 6.1% -29.00 [-61.73, 3.73]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.74 (P = 0.08)

6.3.4 >6 months basal once a day
Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

6.3.5 >6 months basal twice a day
Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

6.3.6 >6 months basal mixed or not stated
Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Total (95% ClI) 100.0% -10.66 [-18.75, -2.57]
Heterogeneity: Chi2 = 2.99, df = 2 (P = 0.22); 12 = 33%

Test for overall effect: Z = 2.58 (P = 0.010)

Test for subaroup differences: Chiz = 1.28, df = 1 (P = 0.26), 12 = 22.2%
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Figure 80: Hypoglycaemia/minor hypoglycaemia (no. of patients)

Lispro Human Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
1.4.1 <6 months
BRUNETTI 2010 112 202 98 193 37.9% 1.09[0.91, 1.32]
Subtotal (95% ClI) 202 193 37.9% 1.09[0.91, 1.32]
Total events 112 98

Heterogeneity: Not applicable
Test for overall effect: Z =0.93 (P = 0.35)

1.4.2 >6 months

LILLY 1994 69 75 70 80 25.6% 1.05[0.95, 1.17]
LILLY 1995A 62 76 64 84 23.0% 1.07 [0.91, 1.26]
LILLY 1995B 30 45 35 43 13.5% 0.82 [0.64, 1.05]
Subtotal (95% CI) 196 207  62.1% 1.01[0.92, 1.10]
Total events 161 169

Heterogeneity: Chi2 = 3.77, df = 2 (P = 0.15); 2= 47%
Test for overall effect: Z=0.17 (P = 0.86)

Total (95% CI) 398 400 100.0% 1.04 [0.95, 1.14]
Total events 273 267

Heterogeneity: Chi2 = 3.90, df = 3 (P = 0.27); 12=23%

Test for overall effect: Z =0.84 (P = 0.40)

Test for subaroup differences: Chiz = 0.58, df = 1 (P = 0.45), 12 = 0%

0102 05 1 2 5 10
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Figure 81: Hypoglycaemia (episodes)

Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.5.1 <6 months
HELLER 1999 -381 183.7 0.0% -381.00[-741.05,-20.95]
Subtotal (95% CI) 0.0% -381.00 [-741.05, -20.95] I EEES—-—
Heterogeneity: Not applicable
Test for overall effect: Z =2.07 (P = 0.04)
1.5.2 >6 months
LALLI 1999 -4.1 0.841 100.0% -4.10 [-5.75, -2.45] F
Subtotal (95% CI) 100.0% -4.10 [-5.75, -2.45]
Heterogeneity: Not applicable
Test for overall effect: Z = 4.88 (P < 0.00001)
Total (95% CI) 100.0% -4.11 [-5.76, -2.46] 1
Heterogeneity: Chiz=4.21, df =1 (P = 0.04); I2=76% 200 100 0 100 200

Test for overall effect: Z = 4.88 (P < 0.00001)

. . Favours Lispro  Favours Human
Test for subaroup differences: Chi2 = 4.21, df = 1 (P = 0.04), 2= 76.2%
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Figure 82: Hypoglycaemia (episodes/month)
Mean Difference

Study or Subgroup Mean Difference SE Weight 1V, Random, 95% CI

Mean Difference
IV, Random, 95% CI

1.6.1 =6 months

ANDERSON 1997 -0.8 0.181 34.0% -0.80 [-1.15, -0.45]
GALE 2000 0.5 0.556 17.6% 0.50 [-0.59, 1.59]
PFUTZNER 1996 -1.04 0.388 24.3% -1.04 [-1.80, -0.28]
VIGNATI 1997 0.1 0.395 24.0% 0.10 [-0.67, 0.87]
Subtotal (95% CI) 100.0% -0.41 [-1.04, 0.21]

Heterogeneity: Tau2 = 0.26; Chi2 = 9.54, df = 3 (P = 0.02); 12 = 69%
Test for overall effect: Z = 1.30 (P = 0.19)

1.6.2 >6 months
Subtotal (95% CI) Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable
Total (95% CI)

100.0% -0.41 [-1.04, 0.21]

—t

Re

¥ .

Heterogeneity: Tau2 = 0.26; Chi2 = 9.54, df = 3 (P = 0.02); 12 = 69% '

-10 -5 0 5 10
Test for overall effect: Z = 1.30 (P = 0.19) .
Favours Lispro Favours Human
Test for subaroup differences: Not applicable
Figure 83: Hypoglycaemia/mild hypoglycaemia (episodes/patient/month) at <6 months
Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Random, 95% CI 1V, Random, 95% CI
1.7.1 =6 months
BRUNETTI 2010 0.48 0.24 34.5% 0.48 [0.01, 0.95] Ll
CIOFETTA 1999 -4.1 0.611 32.3% -4.10 [-5.30, -2.90] L
LILLY 1995C -0.75 0.495 33.2% -0.75 [-1.72, 0.22] il
Subtotal (95% CI) 100.0% -1.41 [-3.87, 1.05] ‘
Heterogeneity: Tau2 = 4.51; Chi2 = 49.97, df = 2 (P < 0.00001); 12 = 96%
Test for overall effect: Z = 1.12 (P = 0.26)
! 1 1 ]
T T T 1
-10 -5 o 5 10

Favours Lispro

Test for subaroup differences: Not applicable
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Figure 84: Hypoglycaemia/mild hypoglycaemia (episodes/patient/month) at >6 months

Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
1.8.2 =6 months

LILLY 1994 0.01 0.797 35.0% 0.01 [-1.55, 1.57]

LILLY 1995A -0.21 0.717 43.2% -0.21 [-1.62, 1.20]

LILLY 1995B -0.46 1.01 21.8% -0.46 [-2.44, 1.52]

Subtotal (95% CI) 100.0% -0.19 [-1.11, 0.74]

Heterogeneity: Chi2 = 0.14, df = 2 (P = 0.93); 12 = 0%
Test for overall effect: Z = 0.40 (P = 0.69)

I T
-10 -5

Favours Lispro
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Figure 85: Nocturnal hypoglycaemia (episodes)

Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
1.8.1 <6 months
HELLER 1999 -129 38.3 53.4% -129.00 [-204.07, -53.93] ——
HOLLEMAN 1997 -136 41.02 46.6% -136.00 [-216.40, -55.60] — &
Subtotal (95% CI) 100.0% -132.26 [-187.13, -77.39] P

Heterogeneity: Chi2 = 0.02, df = 1 (P = 0.90); I12= 0%
Test for overall effect: Z = 4.72 (P < 0.00001)

1.8.2 >6 months
Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Total (95% CI) 100.0% -132.26 [-187.13, -77.39] P
Heterogeneity: Chi2 = 0.02, df = 1 (P = 0.90); I12= 0%
Test for overall effect: Z =4.72 (P < 0.00001)
Test for subaroup differences: Not applicable

200 -100 0 100 200
Favours Lispro Favours Human

Figure 86: Nocturnal hypoglycaemia (episodes/month)

Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Fixed, 95% ClI 1V, Fixed, 95% CI
1.9.1 £6 months
GALE 2000 -1.1 0.351 100.0% -1.10[-1.79,-0.41] ,
Subtotal (95% ClI) 100.0% -1.10[-1.79, -0.41]

Heterogeneity: Not applicable
Test for overall effect: Z = 3.13 (P = 0.002)

1.9.2 >6 months

Subtotal (95% CI) Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% Cl) 100.0% -1.10 [-1.79, -0.41] <
Heterogeneity: Not applicable 5_10 55 0 é
Test for overall effect: Z = 3.13 (P = 0.002) Favours Lispro Favours Humar
Test for subaroup differences: Not applicable
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Figure 87: Weight, kg (final value)

Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
1.10.1 <6 months
ANNUZZI 2001 0.3 1584 11.2% 0.30[-2.80, 3.40] N e
HELLER 1999 -1 1.902 7.8% -1.00[-4.73, 2.73] - -1
HOLLEMAN 1997 -0.5 1.297 16.7% -0.50[-3.04, 2.04] - "
LILLY 1995C -0.3 0.778 46.5% -0.30[-1.82,1.22] T
Subtotal (95% ClI) 82.1% -0.33[-1.47, 0.82]
Heterogeneity: Chi2 = 0.30, df = 3 (P = 0.96); 12= 0%
Test for overall effect: Z =0.56 (P = 0.58)
1.10.2 >6 months
LILLY 1994 1.8 1.881 7.9% 1.80[-1.89, 5.49] -
LILLY 1995A 235 1.95 7.4% -2.35[-6.17,1.47] S
LILLY 1995B 1.86 3.348 25% 1.86[-4.70, 8.42]
Subtotal (95% Cl) 17.9% 0.09 [-2.37, 2.55] P
Heterogeneity: Chi2 = 2.67, df = 2 (P = 0.26); 12 = 25%
Test for overall effect: Z = 0.07 (P = 0.94)
Total (95% Cl) 100.0% -0.25 [-1.29, 0.79] *
Heterogeneity: Chi2 = 3.06, df = 6 (P = 0.80); 12 = 0% =_10 5 5 5 1c

Test for overall effect: Z = 0.47 (P = 0.64)

- . Favours Lispro Favours Human
Test for subaroup differences: Chiz = 0.09. df =1 (P =0.76). 12=0%

Figure 88: QoL (WED score)

Mean Difference Mean Difference
Study or Subgroup  Mean Difference  SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
1.11.1 £6 months
BRUNETTI 2010 0O O Not estimable
Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.11.2 >6 months

Subtotal (95% CI) Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Test for subaroup differences: Not applicable

10 5 0 5 10
Favours Lispro  Favours Human
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Type 1 diabetes in adults
Forest plots

Lispro versus Glulisine (less than or equal to 6 months and more than 6 months)

Figure 89: HbA1c (final value) — all studies

Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
2.1.1 <6 months

Subtotal (95% CI) Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

2.1.2 >6 months

DREYER 2005A -0.01 0.072 100.0% -0.01[-0.15, 0.13]
KAWAMORI 2009 0 0 Not estimable
Subtotal (95% CI) 100.0% -0.01[-0.15, 0.13]
Heterogeneity: Not applicable

Test for overall effect: Z = 0.14 (P = 0.89)

Total (95% ClI) 100.0% -0.01[-0.15, 0.13]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.14 (P = 0.89)
Test for subaroup differences: Not applicable

I ] ]
-10 -5 0 5 1(
Favours Lispro Favours Glulisine

Figure 90: Hypoglycaemia (episodes/patient-month)

Mean Difference

Study or Subgroup  Mean Difference  SE Weight |

Mean Difference

V, Fixed, 95% CI IV, Fixed, 95% CI

2.2.1 <6 months
Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Not applicable

2.2.2 >6 months
KAWAMORI 2009

Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z =1.40 (P = 0.16)

0.07 0.05 100.0%
100.0%

Total (95% CI)

Heterogeneity: Not applicable

Test for overall effect: Z = 1.40 (P = 0.16)
Test for subaroup differences: Not applicable

100.0%
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Not estimable

-

2 1 1 2
Favours Lispro  Favours Glulisine



Type 1 diabetes in adults
Forest plots

Figure 91: Hypoglycaemia (episodes/patient-months)

Mean Difference Mean Difference
Study or Subgroup  Mean Difference  SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.3.1 <6 months
Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

2.3.2 >6 months
DREYER 2005A -0.16 0.34 100.0% -0.16 [-0.83, 0.51] i
Subtotal (95% CI) 100.0% -0.16 [-0.83, 0.51]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.47 (P = 0.64)

Total (95% CI) 100.0% -0.16 [-0.83, 0.51] ’

Heterogeneity: Not applicable ” 3] S 1 3
Test for overall effe(_:t: 2=047 (P = 0'6.4) Favours Lispro Favours Glulisine
Test for subaroup differences: Not applicable

Figure 92: Severe hypoglycaemia (episodes/patient-month)

Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
2.4.1 <6 months
Subtotal (95% CI) Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
2.4.2 >6 months
KAWAMORI 2009 0O O Not estimable
Subtotal (95% CI) Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% ClI) Not estimable
Heterogeneity: Not applicable "0 = 0 : 0

Test for overall effect: Not applicable

. . Favours Lispro Favours Glulisine
Test for subaroup differences: Not applicable

Figure 93: Severe hypoglycaemia (episodes/patient-months)

Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
2.8.1 <6 months
Subtotal (95% CI) Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
2.8.2 >6 months
DREYER 2005A -0.01 0.00887 100.0% -0.01[-0.03,0.01] F
Subtotal (95% CI) 100.0% -0.01[-0.03, 0.01]
Heterogeneity: Not applicable
Test for overall effect: Z = 1.13 (P = 0.26)
Total (95% ClI) 100.0% -0.01[-0.03, 0.01]
Heterogeneity: Not applicable o 5 0 : 10

Test for overall effect: Z = 1.13 (P = 0.26)

. ) Favours Lispro  Favours Glulisine
Test for subaroup differences: Not applicable

National Clinical Guideline Centre, 2015
140



Type 1 diabetes in adults
Forest plots

Figure 94: Nocturnal hypoglycaemia (episodes/patient-months)
Mean Difference
Study or Subgroup  Mean Difference SE Weight 1V, Fixed, 95% CI

Mean Difference
1V, Fixed, 95% CI

2.10.1 <6 months

Subtotal (95% CI) Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

2.10.2 >6 months

DREYER 2005A -0.02 0.0684 100.0% -0.02[-0.15, 0.11]
Subtotal (95% CI) 100.0% -0.02[-0.15, 0.11]

Heterogeneity: Not applicable
Test for overall effect: Z=0.29 (P = 0.77)

Total (95% CI) 100.0% -0.02 [-0.15, 0.11]
Heterogeneity: Not applicable

Test for overall effect: Z =0.29 (P = 0.77)

Test for subaroup differences: Not applicable

Figure 95: Injection site reactions (no. of patients)
Lispro Glulisine Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

]
-10 -5 0 5 10

Favours Lispro Favours Glulisine

Risk Ratio
M-H, Fixed, 95% CI

2.13.1 <6 months

Subtotal (95% ClI) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

2.13.2 >6 months

DREYER 2005A 14 341 11 342 100.0% 1.28 [0.59, 2.77]
Subtotal (95% CI) 341 342 100.0% 1.28 [0.59, 2.77]
Total events 14 11

Heterogeneity: Not applicable
Test for overall effect: Z = 0.62 (P = 0.54)

Total (95% ClI) 341 342 100.0% 1.28[0.59, 2.77]

Total events 14 11
Heterogeneity: Not applicable

Test for overall effect: Z = 0.62 (P = 0.54)

Test for subaroup differences: Not applicable
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Type 1 diabetes in adults
Forest plots

Aspart versus human insulin (less than or equal to 6 months and more than 6 months)

Figure 96: HbA1c (final value) — all studies

Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
3.1.1 <6 months

BROCK 2011 0 0 Not estimable

HELLER 2004 0 0 Not estimable

HOME 2000 / BOTT 2003 -0.12 0.052 29.2% -0.12[-0.22,-0.02] 1
NIELSEN 1995 -0.1 0.233 1.5% -0.10 [-0.56, 0.36] Y
RASKIN 2000A -0.15 0.058 23.4% -0.15[-0.26, -0.04] -

TAMAS 2001 -0.16 0.048 34.2% -0.16[-0.25, -0.07] L
Subtotal (95% CI) 88.3% -0.14 [-0.20, -0.08] )
Heterogeneity: Chi2 = 0.37, df = 3 (P = 0.95); 12 = 0%

Test for overall effect: Z = 4.79 (P < 0.00001)

3.1.2 >6 months

HOME 2006 -0.16 0.082 11.7% -0.16 [-0.32, 0.00] ™
Subtotal (95% CI) 11.7% -0.16 [-0.32, 0.00] . 4
Heterogeneity: Not applicable

Test for overall effect: Z = 1.95 (P = 0.05)

Total (95% ClI) 100.0% -0.15 [-0.20, -0.09] ()
Heterogeneity: Chiz = 0.41, df = 4 (P = 0.98); 12 = 0% =_2 1 s 1 2=

Test for overall effect: Z =5.17 (P < 0.00001)

Test for subaroup differences: Chiz = 0.04, df = 1 (P = 0.85). 2= 0%
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Type 1 diabetes in adults
Forest plots

Figure 97: HbA1c (final value) - split by different basal NPH regimen (once/day and twice/day)

Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI
8.1.1 <6 months basal once a day
HELLER 2004 0 0 Not estimable
NIELSEN 1995 -0.1 0.233 15% -0.10[-0.56, 0.36] T
RASKIN 2000A -0.15 0.058 23.4% -0.15[-0.26, -0.04] L
Subtotal (95% ClI) 24.9% -0.15[-0.26, -0.04] ¢
Heterogeneity: Chi2 = 0.04, df =1 (P = 0.84); 12 = 0%
Test for overall effect: Z = 2.61 (P = 0.009)
8.1.2 <6 months basal twice a day
BROCK 2011 0 0 Not estimable
Subtotal (95% CI) Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
8.1.3 <6 months basal mixed or not stated
HOME 2000/ BOTT 2003 -0.12 0.052 29.2% -0.12[-0.22,-0.02] 1
TAMAS 2001 -0.16 0.048 34.2% -0.16[-0.25, -0.07] Ld
Subtotal (95% CI) 63.4% -0.14 [-0.21, -0.07] ¢

Heterogeneity: Chi2 =0.32, df =1 (P = 0.57); 2= 0%
Test for overall effect: Z = 4.01 (P < 0.0001)

8.1.4 >6 months basal once a day

Subtotal (95% ClI) Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

8.1.5 >6 months basal twice a day

Subtotal (95% ClI) Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

8.1.6 >6 months basal mixed or not stated

HOME 2006 -0.16 0.082 11.7% -0.16[-0.32, 0.00] i
Subtotal (95% ClI) 11.7% -0.16 [-0.32, 0.00] &
Heterogeneity: Not applicable

Test for overall effect: Z = 1.95 (P = 0.05)

Total (95% Cl) 100.0% -0.15[-0.20, -0.09] ‘

Heterogeneity: Chiz = 0.41, df = 4 (P = 0.98); I2= 0% P 1 s 1 5
Test for overall effec;t: Z=5.17 (P_< 0.00001) Favours Aspart Favours Human
Test for subaroup differences: Chiz =0.04, df =2 (P = 0.98), 12= 0%
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Figure 98: Severe/major hypoglycaemia (no. of patients) — all studies

Aspart Human Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.2.1 <6 months
HOME 2000/ BOTT 2003 111 707 65 358 45.3% 0.86 [0.65, 1.14]
TAMAS 2001 15 213 17 213 8.9% 0.88[0.45, 1.72]
Subtotal (95% CI) 920 571 54.2% 0.87 [0.67, 1.12]
Total events 126 82
Heterogeneity: Chi2 = 0.00, df = 1 (P = 0.96); 12 = 0%
Test for overall effect: Z=1.08 (P = 0.28)
3.2.2 >6 months
HOME 2006 162 567 58 186 45.8% 0.92[0.71, 1.18] 1
Subtotal (95% CI) 567 186  45.8% 0.92[0.71, 1.18]
Total events 162 58
Heterogeneity: Not applicable
Test for overall effect: Z = 0.69 (P = 0.49)
Total (95% ClI) 1487 757 100.0% 0.89[0.74, 1.07] &
Total events 288 140

Heterogeneity: Chi2 = 0.09, df = 2 (P = 0.95); 12 = 0%
Test for overall effect: Z = 1.27 (P = 0.20)

Test for subaroup differences: Chi2=0.09, df =1 (P =0.77), 2= 0%
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Type 1 diabetes in adults
Forest plots

Figure 99: Severe/major hypoglycaemia (no. of patients) — split by different basal NPH regimen

(once/day and twice/day)

Aspart Human Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
8.2.1 <6 months basal once a day
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
8.2.2 <6 months basal twice a day
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
8.2.3 <6 months basal mixed or not stated
HOME 2000 / BOTT 2003 111 707 65 358 45.3% 0.86 [0.65, 1.14]
TAMAS 2001 15 213 17 213 8.9% 0.88[0.45, 1.72] %
Subtotal (95% ClI) 920 571 54.2% 0.87[0.67,1.12]
Total events 126 82
Heterogeneity: Chi2 = 0.00, df = 1 (P = 0.96); 2= 0%
Test for overall effect: Z = 1.08 (P = 0.28)
8.2.4 >6 months basal once a day
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
8.2.5 >6 months basal twice a day
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
8.2.6 >6 months basal mixed or not stated
HOME 2006 162 567 58 186 45.8% 0.92[0.71, 1.18] :
Subtotal (95% ClI) 567 186 45.8% 0.92[0.71, 1.18]
Total events 162 58
Heterogeneity: Not applicable
Test for overall effect: Z = 0.69 (P = 0.49)
Total (95% CI) 1487 757 100.0% 0.89[0.74, 1.07] &
Total events 288 140

Heterogeneity: Chiz = 0.09, df = 2 (P = 0.95); 2= 0%
Test for overall effect: Z = 1.27 (P = 0.20)

Test for subaroup differences: Chi2=0.09, df =1 (P = 0.77). 2= 0%

Figure 100:

Aspart Human

Study or Subgroup Events Total Events Total

Weight

Risk Ratio

M-H, Random, 95% CI

0102 05
Favours Aspart

Hypoglycaemia/ minor hypoglycaemia (no. of patients) at <6 months

Risk Ratio

1 ]
2 5 10
Favours Human

M-H, Random, 95% CI

3.3.1 =6 months

HOME 1998 16 104 24 104
HOME 2000 / BOTT 2003 563 707 270 358
Subtotal (95% CI) 811 462
Total events 579 294

31.8%
68.2%
100.0%

Heterogeneity: Tau?2 = 0.07; Chiz = 2.67, df = 1 (P = 0.10); 12 = 63%

Test for overall effect: Z = 0.41 (P = 0.68)
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Type 1 diabetes in adults
Forest plots

Figure 101:

Hypoglycaemia/ minor hypoglycaemia (no. of patients) at >6 months

Aspart Human

Study or Subgroup

Events Total Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

3.4.2 >6 months

HOME 2006
Subtotal (95% CI)

488 567

567

153

488
Heterogeneity: Not applicable
Test for overall effect: Z = 1.19 (P = 0.23)

Total events 153

186 100.0%
186 100.0%

1.05 [0.97, 1.13]
1.05 [0.97, 1.13]

I T
0.1 0.2

Favours Aspart Favours Human

T T T T 1
0.5 1 2 5

Figure 102:

Hypoglycaemia (episodes/patient/week)

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.4.1 <6 months
BROCK 2011 -0.2 0.0505 100.0% -0.20 [-0.30, -0.10]

Subtotal (95% ClI)
Heterogeneity: Not applicable
Test for overall effect: Z = 3.96 (P < 0.0001)

3.4.2 >6 months
Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Total (95% Cl)

Heterogeneity: Not applicable
Test for overall effect: Z = 3.96 (P < 0.0001)
Test for subaroup differences: Not applicable

Figure 103: QoL - DTSQ (score 0-6)

Study or Subgroup  Mean Difference

SE Weight

100.0% -0.20 [-0.30, -0.10]

Not estimable

100.0% -0.20 [-0.30, -0.10]

Mean Difference
IV, Fixed, 95% CI

|
f f f
-10 -5 0 5
Favours Aspart Favours Hum

Mean Difference
IV, Fixed, 95% CI

3.6.1 <6 months

TAMAS 2001
Subtotal (95% ClI)

Heterogeneity: Not applicable
Test for overall effect: Z = 2.82 (P = 0.005)

3.6.3>6 months

Subtotal (95% ClI)

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% Cl)

Heterogeneity: Not applicable
Test for overall effect: Z = 2.82 (P = 0.005)
Test for subaroup differences: Not applicable

National Clinical Guideline Centre, 2015

-0.33 0.117 100.0%

-0.33[-0.56, -0.10]
100.0% -0.33 [-0.56, -0.10]

Not estimable

100.0% -0.33[-0.56, -0.10]
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Figure 104: QoL — DTSQ (score 0-36)

Study or Subgroup Mean Difference

SE Weight

Mean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% ClI

3.12.1 <6 months

HOME 2000/ BOTT 2003
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 4.47 (P < 0.00001)

10

3.12.3 >6 months

Subtotal (95% CI)

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% Cl)

Heterogeneity: Not applicable
Test for overall effect: Z = 4.47 (P < 0.00001)
Test for subaroup differences: Not applicable

2.3 0.514 100.0%

100.0%

0.0%

2.30[1.29, 3.31]
2.30[1.29, 3.31]

2.30[1.29, 3.31]

Not estimable

I 1 ’ 1

10 5 0 5 10
Favours Human Favours Aspart

Glulisine versus human insulin (less than or equal to 6 months and more than 6 months)

Figure 105: HbA1c (change score) less than 6 months
Glulisine Human Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
GARG 2005 - Glu Post ~ -0.11 0.22 296 -0.13 1.06 278 67.5% 0.02[-0.11, 0.15]
GARG 2005 - Glu Pre -0.26 1.16 286 -0.13 1.06 278 32.5% -0.13[-0.31, 0.05]
Total (95% CI) 582 556 100.0% -0.03[-0.13, 0.08]

Heterogeneity: Chiz = 1.74, df = 1 (P = 0.19); 12 = 42%
Test for overall effect: Z = 0.54 (P = 0.59)

-100 -50 (o] 50 100
Favours Glulisine Favours Human

Figure 106: Severe/major hypoglycaemia (no. of patients)
Glulisine Human Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.2.1 <6 months
GARG 2005 - Glu Post 25 296 28 278 50.4% 0.84 [0.50, 1.40] ——
GARG 2005 - Glu Pre 24 286 28 278 49.6% 0.83[0.50, 1.40] ——
Subtotal (95% CI) 582 556 100.0% 0.84[0.58, 1.20] S g
Total events 49 56
Heterogeneity: Chiz = 0.00, df =1 (P = 0.99); I12= 0%
Test for overall effect: Z =0.96 (P = 0.34)
4.2.2 >6 months
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% ClI) 582 556 100.0% 0.84[0.58, 1.20] S 2
Total events 49 56
Heterogeneity: Chi2 = 0.00, df = 1 (P = 0.99); I12 = 0% 50 1 052 055 1 é p
Test for overall effect: Z = 0.96 (P = 0.34) Favours Glulisine  Favours Hur
Test for subaroup differences: Not applicable
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Figure 107: Severe hypoglycaemia (episodes/patient/month)

M

Study or Subgroup Mean Difference SE Weight

ean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

4.3.1 <6 months

GARG 2005 - Glu Post -0.08 0.0596 100.0% -0.08 [-0.20, 0.04]

GARG 2005 - Glu Pre 0 0 Not estimable

Subtotal (95% ClI) 100.0% -0.08 [-0.20, 0.04] '
Heterogeneity: Not applicable

Test for overall effect: Z=1.34 (P = 0.18)

4.3.2 >6 months

Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% ClI) 100.0% -0.08 [-0.20, 0.04] )
Heterogeneity: Not applicable 54 ‘2 0 é 4=1

Test for overall effect: Z =1.34 (P = 0.18)
Test for subaroup differences: Not applicable

Favours Glulisine Favours Human

Figure 108: Hypoglycaemia/minor hypoglycaemia (no. of patients)

Glulisine Human Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.4.1 <6 months
GARG 2005 - Glu Post 248 296 228 278 50.4% 1.02[0.95, 1.10]
GARG 2005 - Glu Pre 238 286 228 278 49.6% 1.01[0.94, 1.09]
Subtotal (95% CI) 582 556 100.0% 1.02 [0.97, 1.07] )
Total events 486 456
Heterogeneity: Chiz = 0.02, df = 1 (P = 0.90); 12 = 0%
Test for overall effect: Z =0.66 (P = 0.51)
4.4.2 >6 months
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% ClI) 582 556 100.0% 1.02[0.97, 1.07] ]
Total events 486 456

Heterogeneity: Chiz = 0.02, df = 1 (P = 0.90); I12= 0%
Test for overall effect: Z = 0.66 (P = 0.51)
Test for subaroup differences: Not applicable
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Figure 109:

Study or Subgroup Mean Difference SE Weight

Hypoglycaemia (episodes/patient/month)

Mean Difference
IV, Fixed, 95% ClI

Mean Difference
IV, Fixed, 95% CI

4.8.1 <6 months
GARG 2005 - Glu Post
GARG 2005 - Glu Pre
Subtotal (95% ClI)
Heterogeneity: Chiz =0.24, df =1 (P = 0.62); 2= 0%
Test for overall effect: Z=0.33 (P = 0.74)

0.22 0.377 44.9%

-0.03 0.34 55.1%
100.0%

4.8.2 >6 months
Subtotal (95% ClI)

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Total (95% ClI)

Heterogeneity: Chi2 = 0.24, df = 1 (P = 0.62); I2= 0%
Test for overall effect: Z=0.33 (P = 0.74)

Test for subaroup differences: Not applicable

100.0%

0.22 [-0.52, 0.96]

-0.03 [-0.70, 0.64]
0.08 [-0.41, 0.58]

Not estimable

0.08 [-0.41, 0.58]

* .

I
Favours Glulisine Favours Human

Figure 110: Nocturnal hypoglycaemia (no. of patients)
Glulisine Human Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.9.1 <6 months
GARG 2005 - Glu Post 156 296 151 278 50.4% 0.97 [0.83, 1.13]
GARG 2005 - Glu Pre 161 286 151 278 49.6% 1.04[0.89, 1.20]
Subtotal (95% CI) 582 556 100.0% 1.00[0.90, 1.12]
Total events 317 302
Heterogeneity: Chiz = 0.37, df =1 (P = 0.54); 12 = 0%
Test for overall effect: Z = 0.06 (P = 0.96)
4.9.2 >6 months
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% ClI) 582 556 100.0% 1.00[0.90, 1.12]
Total events 317 302

Heterogeneity: Chi2 = 0.37, df =1 (P = 0.54); 12= 0%
Test for overall effect: Z = 0.06 (P = 0.96)
Test for subaroup differences: Not applicable
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Nocturnal hypoglycaemia (episodes/patient/month)
Mean Difference
IV, Fixed, 95% ClI

Figure 111:

Study or Subgroup Mean Difference SE Weight

Mean Difference
IV, Fixed, 95% CI

4.15.1 <6 months

GARG 2005 - Glu Post 0 0 Not estimable
GARG 2005 - Glu Pre -0.07 0.087 100.0% -0.07 [-0.24, 0.10]
Subtotal (95% CI) 100.0% -0.07 [-0.24, 0.10]
Heterogeneity: Not applicable

Test for overall effect: Z = 0.80 (P = 0.42)

4.15.2 >6 months

Subtotal (95% CI)

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Not estimable

Total (95% CI)

Heterogeneity: Not applicable

Test for overall effect: Z=0.80 (P = 0.42)
Test for subaroup differences: Not applicable

100.0% -0.07 [-0.24, 0.10]

Long-acting insulin

’

\ S

Favours Glulisine

4 2 0 2

NOTE: Red arrows indicate studies that used regimens which reflect current clinical practice.

Degludec versus Glargine (less than or equal to 6 months and more than 6 months)

Reduction in HbA1lc

Degludec
SD Total Mean

Figure 112:

Mean Difference
IV, Fixed, 95% CI

Glargine

Study or Subgroup Mean SD Total Weight

Mean Difference
IV, Fixed, 95% CI

1
L

Favours Huma

1.1.1 =6 months

9 Birkeland 2011 A 0.57 0.76 59 0.62 0.68 59 12.8% -0.05[-0.31, 0.21] - "1 e
% Birkeland 2011 B 0.54 0.78 60 0.62 0.68 59 12.5% -0.08 [-0.34, 0.18] - =1 e
; Mathieu 2013 0.41 0.71 165 0.58 0.72 164 36.2% -0.17 [-0.32,-0.02] — & &
Subtotal (95% CI) 284 282 61.4% -0.13[-0.25, -0.01] ‘
Heterogeneity: Chi2 = 0.76, df = 2 (P = 0.69); 12 = 0%
Test for overall effect: Z = 2.10 (P = 0.04)
1.1.2 >6 months e
Heller 2012 0.4 0.65 472 0.39 0.88 157 38.6% 0.01 [-0.14, 0.16] i
Subtotal (95% CI) 472 157 38.6% 0.01[-0.14, 0.16]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.13 (P = 0.90)
Total (95% CI) 756 439 100.0% -0.07 [-0.17, 0.02] ’
Heterogeneity: Chi2 = 2.73, df = 3 (P = 0.44); 12 = 0% l t t 1
-1 -0.5 o 0.5

Test for overall effect: Z = 1.56 (P = 0.12)
Test for subaroup differences: Chiz = 1.97, df = 1 (P = 0.16). 12 = 49.3%
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Figure 113: Body weight change at <6 months

Degludec Glargine Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

1.3.1 =6 months
—>> Birkeland 2011 A 01 2.7 59 0.7 1.6 59 31.3% -0.60 [-1.40, 0.20] — & <
% Birkeland 2011 B 1 25 60 0.7 1.6 59 33.0% 0.30 [-0.45, 1.05] — T %
% Mathieu 2013 0.8 25 165 1.6 3.7 164 357% -0.80 [-1.48, -0.12] — & e

Subtotal (95% CI) 284 282 100.0% -0.37 [-1.04, 0.30] ’

Heterogeneity: Tau2 = 0.21; Chi2 = 4.88, df = 2 (P = 0.09); |12 = 59%

Test for overall effect: Z = 1.09 (P = 0.27)

I t t

-4 -2 (o] 2
Favours degludec Favours glargine

Figure 114: Body weight change at >6 months

Degludec Glargine Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.4.2 >6 months
% Heller 2012 1.8 4.35 472 1.6 3.76 157 100.0% 0.20 [-0.51, 0.91] e
Subtotal (95% Cl) 472 157 100.0% 0.20 [-0.51, 0.91]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.55 (P = 0.58)

r T T T
-4 -2 o 2
Favours degludec Favours glargine

Figure 115: Severe hypoglycaemia

Degludec Glargine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.9.1 =6 months
—>> Mathieu 2013 21 165 16 161 40.3% 1.28 [0.69, 2.36] — <
Subtotal (95% CI) 165 161 40.3% 1.28[0.69, 2.36] ’
Total events 21 16

Heterogeneity: Not applicable
Test for overall effect: Z = 0.79 (P = 0.43)

1.9.2 > 6 months

> Heller 2012 58 472 16 157 59.7% 1.21[0.71, 2.03] .
Subtotal (95% CI) 472 157 59.7% 1.21[0.71, 2.03] ’
Total events 58 16

Heterogeneity: Not applicable
Test for overall effect: Z = 0.70 (P = 0.48)

Total (95% CI) 637 318 100.0% 1.24 [0.83, 1.84] ’
Total events 79 32
1 1 1 1 1
Heterogeneity: Chi2 = 0.02, df = 1 (P = 0.88); 12 = 0% ! ! T ' T
0.1 0.2 0.5 1 2 5
Test for overall effect: Z = 1.04 (P = 0.30) .
Favours degludec Favours glargine

Test for subaroup differences: Chi2 = 0.02, df = 1 (P = 0.88), 12 = 0%
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Figure 116:

Degludec

Study or Subgroup  Mean

SF-36 physical component
Glargine

SD Total Mean SD Total Weight

Mean Difference
IV, Fixed, 95% ClI

Mean Difference
1V, Fixed, 95% CI

1.12.1 <6 months

—> Home 2012 026 829 59 -0.41 822 59 100.0% 0.67 [-2.31, 3.65] <
Subtotal (95% ClI) 59 59 100.0% 0.67[-2.31, 3.65]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.44 (P = 0.66)
Total (95% CI) 59 59 100.0% 0.67[-2.31, 3.65]
e o050 £ N
estioroverall & eg. =044 (P=0. . ) Favours glargine Favours degludec
Test for subaroup differences: Not applicable
Figure 117: SF-36 mental component
Degludec Glargine Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% ClI
1.13.1 <6 months
—>  Home 2012 188 753 59 -113 745 59 100.0% 3.01[0.31,5.71] t
Subtotal (95% CI) 59 59 100.0% 3.01[0.31,5.71]
Heterogeneity: Not applicable
Test for overall effect: Z=2.18 (P = 0.03)
Total (95% Cl) 59 59 100.0% 3.01[0.31, 5.71] P
003 SO LN
estioroverall efiect: 2 = 2. (P=0. ) ) Favours glargine  Favours degludec
Test for subaroup differences: Not applicable
Figure 118: Severe adverse events
Figure 119: Injection site reactions
Degludec Glargine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.13.1 =<6 months
—>> Mathieu 2013 3 165 4 161 100.0% 0.73[0.17, 3.22] <
Subtotal (95% Cl) 165 161 100.0% 0.73[0.17, 3.22]
Total events 3 4
Heterogeneity: Not applicable
Test for overall effect: Z = 0.41 (P = 0.68)
Total (95% CI) 165 161 100.0% 0.73[0.17, 3.22]
Total events 3 4
Heterogeneity: Not applicable O_'OZ 011 i 1'0 5'0

Test for overall effect: Z = 0.41 (P = 0.68)

Test for subaroup differences: Not applicable
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Degludec Glargine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 =6 months
% Mathieu 2013 121 165 117 161 40.9% 1.01 [0.88, 1.15] %
Subtotal (95% CI) 165 161 40.9% 1.01[0.88, 1.15]
Total events 121 117
Heterogeneity: Not applicable
Test for overall effect: Z = 0.13 (P = 0.89)
1.2.2 >6 months
% Heller 2012 341 472 114 157 59.1% 0.99 [0.89, 1.11] <
Subtotal (95% CI) 472 157  59.1% 0.99 [0.89, 1.11]
Total events 341 114
Heterogeneity: Not applicable
Test for overall effect: Z = 0.09 (P = 0.93)
Total (95% CI) 637 318 100.0% 1.00 [0.92, 1.09]
Total events 462 231
Heterogeneity: Chi2 = 0.03, df = 1 (P = 0.87); 12= 0% f f T ; i
o - 0.01 0.1 1 10 100
Test for overall effect: Z = 0.02 (P = 0.99) Favours Degludec Favours Glargine
Test for subaroup differences: Chiz = 0.03, df = 1 (P = 0.87), 12 = 0%
J.4.2.2 Detemir versus NPH (less than and equal to 6 months and more than 6 months)
Figure 121: HbAlc
Detemir NPH Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
3.1.1 <6 months
Golen 2013 74 0.6 28 74 0.6 28 3.8% 0.00[-0.31, 0.31] -1
% Hermansen 2004 7.88 0.86 298 8.11 0.86 297 19.7% -0.23[-0.37,-0.09] — e
% Home 2004 -0.82 083 139 -0.65 0.8 132 10.0% -0.17[-0.36,0.02] T e
Kolendorf 2006 7.6 0.67 125 7.6 0.67 128 13.8% 0.00[-0.17,0.17] T
% Pieber 2005 765 08 132 7.75 08 129 10.0% -0.10[-0.29,0.09] 1 e
% Russell-Jones 2004 -0.06 092 491 -0.06 1.05 256 16.2% 0.00[-0.15, 0.15] -1 e
Vague 2003 76 151 280 7.64 1.18 139 5.4% -0.04[-0.30, 0.22] - T
Zachariah 2011 7.8 1.08 22 75 1.22 22 0.8%  0.30[-0.38, 0.98]
Subtotal (95% ClI) 1515 1131  79.6% -0.09 [-0.16, -0.02] <&
Heterogeneity: Chi2 = 8.80, df = 7 (P = 0.27); 12 = 20%
Test for overall effect: Z = 2.58 (P = 0.010)
3.1.2 >6 months &
% Bartley 2008 7.36 1.07 320 7.58 101 159 9.8% -0.22[-0.42,-0.02] -
% Leeuw 2005 753 147 216 7.59 1.23 99 3.9% -0.06 [-0.37, 0.25] — 6
% Standl 2004 7.88 1.02 154 7.78 1.02 135 6.8%  0.10[-0.14, 0.34] <
Subtotal (95% CI) 690 393 20.4% -0.08[-0.22, 0.05] e _d
Heterogeneity: Chiz = 4.21, df = 2 (P = 0.12); 12 = 53%
Test for overall effect: Z=1.21 (P = 0.23)
Total (95% CI) 2205 1524 100.0% -0.09 [-0.15, -0.03] . 4
ity: 2= = = 2= 0, t + t |
Heterogeneity: Chiz = 13.02, df = 10 (P = 0.22); I12 = 23% 1 05 0 05 1

Type 1 diabetes in adults
Forest plots

Figure 120: Nocturnal hypoglycaemia

Test for overall effect: Z = 2.84 (P = 0.004)
Test for subaroup differences: Chi2 = 0.01. df = 1 (P = 0.93). 12 = 0%
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Figure 122: HbA1c - studies using current clinical practice regimen

Detemir NPH Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
3.2.1 <6 months
Goterr20tS T A4—06 26 T—06 26 Noetestirable

—Hermmanserr 2007 7-88—0786 98—8"++—0-86 297 Not-estimeabte
Home 2004 -0.82 0.83 139 -065 0.8 132 16.8% -0.17[-0.36,0.02] T
Kolendorf 2006 7.6 0.67 125 7.6 0.67 128 23.1% 0.00[-0.17,0.17] —
Pieber 2005 765 08 132 7.75 08 129 16.7% -0.10[-0.29,0.09] —_— T
Russel=Jores200# =0706—0-92 #49+—0-06—+65 256 Notestinraste
Vague 2003 76 151 280 7.64 118 139 9.0% -0.04[-0.30, 0.22] T
Zu\,hul th Zﬂll 7 .0 Lno :: 7 .l: a .")") 22 Dot acti hl
Subtotal (95% CI) 676 528 65.7% -0.07 [-0.17,0.02] R

Heterogeneity: Chi? = 1.84, df = 3 (P = 0.61); I2 = 0%
Test for overall effect: Z = 1.49 (P = 0.14)

3.2.2 >6 months

Bartley 2008 7.36 1.07 320 7.58 1.01 159 16.4% -0.22[-0.42,-0.02] e

Leeuw 2005 753 147 216 7.59 1.23 99 6.5% -0.06 [-0.37, 0.25] e

Standl 2004 7.88 1.02 154 7.78 1.02 135 11.4% 0.10[-0.14,0.34] DU
Subtotal (95% CI) 690 393 34.3% -0.08[-0.22,0.05]

Heterogeneity: Chi2 = 4.21, df = 2 (P = 0.12); 12 = 53%

Test for overall effect: Z=1.21 (P = 0.23)

Total (95% Cl) 1366 921 100.0% -0.08 [-0.16, 0.00] L 2
Heterogeneity: Chi2 = 6.07, df = 6 (P = 0.42); I2= 1% =-1 0 5 3 0=5

Test for overall effect: Z = 1.91 (P = 0.06)
Test for subaroup differences: Chiz = 0.01, df =1 (P = 0.91), I2= 0%

Favours detemir Favours NPH

J.4.2.3 Detemir versus NPH - heterogeneity

There was significant heterogeneity between trials for the outcome of HbAlc at less than or equal to
6 months and >6 months in the meta-analysis for Detemir vs. NPH. When only studies that used the
current clinical practice regimen were included in the meta-analysis, the significant heterogeneity
disappeared. However the effect size and 95% Cl hardly changed.
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Figure 123:

Study or Subgroup

Body weight change at <6 months
NPH
SD Total Weight

Detemi
Mean

r

SD Total Mean

Mean Difference
1V, Random, 95% CI

Mean Difference
IV, Random, 95% CI

3.4.1 =6 months
Golen 2013 82.4 12.4 28 834 13 28  0.5% -1.00 [-7.65, 5.65] ¢ »
Hermansen 2004 -0.95 2.42 298 0.07 2.41 297 33.5% -1.02 [-1.41, -0.63] —a
—>> Home 2004 0.24 259 139 0.86 2.64 132 24.4% -0.62 [-1.24, 0.00] — S
Russell-Jones 2004 -0.23 2.83 491 0.31 2.93 256 31.5% -0.54 [-0.98, -0.10] —
Zachariah 2011 -0.69 1.83 22 1.7 2.44 22 10.1% -2.39 [-3.66, -1.12] -
Subtotal (95% CI) 978 735 100.0% -0.91 [-1.37, -0.45] ‘
Heterogeneity: Tauz = 0.13; Chiz2 = 8.79, df = 4 (P = 0.07); 12 = 55%
Test for overall effect: Z = 3.86 (P = 0.0001)
i 2 o 2 4
Favours detemir Favours NPH
Figure 124: Major hypoglycaemia (no. of patients)
Detemir NPH Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.8.1 <6 months
Hermansen 2001 4 57 7 56 3.7% 0.56 [0.17, 1.81]
Hermansen 2004 19 298 18 297 9.4% 1.05 [0.56, 1.96] N
Home 2004 11 139 5 66 3.5% 1.04[0.38, 2.88]
——>  Pieber 2005 5 132 4 129 2.1% 1.22[0.34, 4.45] €
——>  Russell-Jones 2004 31 491 22 256 15.0% 0.73[0.43, 1.24] I ;
Vague 2003 24 284 21 141 14.6% 0.57 [0.33, 0.98] L
Zachariah 2011 0 23 0 23 Not estimable
Subtotal (95% CI) 1424 968 48.2% 0.78 [0.58, 1.04] -
Total events 94 77
Heterogeneity: Chi2z = 3.30, df =5 (P = 0.65); 12= 0%
Test for overall effect: Z = 1.72 (P = 0.09)
3.8.2 >6 months
—> Bartley 2008 49 331 42 164 29.1% 0.58 [0.40, 0.83] — <
—> Leeuw 2005 30 216 21 99 14.9%  0.65[0.40, 1.08] — L S
—> Standl 2004 18 154 14 135  7.7% 1.13[0.58, 2.18] S e
Subtotal (95% CI) 701 398 51.8% 0.68[0.52, 0.89] L
Total events 97 77
Heterogeneity: Chi2 = 3.04, df =2 (P = 0.22); 12=34%
Test for overall effect: Z = 2.79 (P = 0.005)
Total (95% CI) 2125 1366 100.0% 0.73[0.60, 0.89] <o
Total events 191 154
Heterogeneity: Chiz = 6.79, df = 8 (P = 0.56); 12 = 0% 01 02 05 1 ) : 0

Test for overall effect: Z = 3.16 (P = 0.002)
Test for subarounp differences: Chiz2 = 0.41, df =1 (P = 0.52). I12= 0%

Favours detemir Favours NPH
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J.4a.2.4

Figure 125: Major hypoglycaemia (no. of patients) — studies using current clinical practice
regimen
Detemir NPH Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.10.1 <6 months
FICTariscimT ZUulL “+ o [ YU NUL U:-Lillldl.nb
Hermansen 2004 19 298 18 297 11.5% 1.05 [0.56, 1.96] I
Home 2004 11 139 5 66 4.3% 1.04[0.38, 2.88]
Pieber 2005 5 132 4 129 2.6% 1.22[0.34, 4.45]
Vague 2003 24 284 21 141 17.9% 0.57 [0.33, 0.98] —
Laula'liau ULl A o A O INUL UbLiIIIdLnb
Subtotal (95% CI) 853 633 36.3%  0.82[0.57, 1.18] . =
Total events 59 48
Heterogeneity: Chiz = 2.92, df = 3 (P = 0.40); I2= 0%
Test for overall effect: Z = 1.04 (P = 0.30)
3.10.2 >6 months
Bartley 2008 49 331 42 164 35.8% 0.58 [0.40, 0.83] — &
Leeuw 2005 30 216 21 99 18.4% 0.65 [0.40, 1.08] - T
Stand| 2004 18 154 14 135 9.5% 1.13[0.58, 2.18] -1
Subtotal (95% Cl) 701 398 63.7%  0.68[0.52, 0.89] S
Total events 97 7
Heterogeneity: Chi2 = 3.04, df =2 (P = 0.22); 12 =34%
Test for overall effect: Z = 2.79 (P = 0.005)
Total (95% Cl) 1554 1031 100.0%  0.73[0.59, 0.91] L 2
Total events 156 125
Heterogeneity: Chi2 = 6.63, df =6 (P = 0.36); 12 = 9% 01 02 05 T ) : 0

Test for overall effect: Z = 2.80 (P = 0.005)

Test for subaroup differences: Chi2 = 0.67, df = 1 (P = 0.41), 2= 0%

Detemir versus NPH - heterogeneity

Favours detemir

Favours NPH

There was visible heterogeneity between trials for the outcome of major hypoglycaemia at less than
and equal to 6 months and more than 6 months in the meta-analysis for detemir versus NPH. When
only studies that used the current clinical practice regimen were included in the meta-analysis, the
data still looked heterogeneous. However, the effect size and 95% Cl dramatically changed from a
statistically significant benefit of Detemir at 6 months, to NS difference between the groups.

Figure 126: Injection site reactions
Detemir

Study or Subgroup Events Total

NPH
Events Total Weight

Risk Ratio

M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% ClI

3.15.1 >6 months

—> Leeuw 2005 4 216

—> Standl 2004 1 154
Subtotal (95% CI) 370
Total events 5

Heterogeneity: Chir=003 df =1 (P =085),12=0%

Test for overall effect Z =079 (P =043)

Total (25% CI) 370

Total events 5

1 99 720%
0 135 280%
234 100.0%
1
234 100.0%

1

Heterogeneity: Chir=003 df =1 (P =085),12=0%

Test for overall effect Z =079 (P =043)
Test for subaroup differences: Mot applicable
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Figure 127: Nocturnal hypoglycaemia
Detemir NPH Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

3.6.1 =6 months

Hermansen 2004 113 298 173 297 11.1% 0.65 [0.55, 0.77]
——>  Home 2004 52 139 58 132  7.5% 0.85 [0.64, 1.14]
——>  Kolendorf 2006 58 125 81 295 8.2% 1.69 [1.30, 2.20]
——>  Pieber 2005 51 132 60 129  7.6% 0.83 [0.63, 1.10]
Russell-Jones 2004 339 491 180 256 13.7% 0.98 [0.89, 1.08]
—> Standl 2004 102 154 94 134 11.7% 0.94 [0.81, 1.11]
—>  vague 2003 198 301 110 146 12.9% 0.87 [0.77, 0.99]
Subtotal (95% CI) 1640 1389  72.8% 0.93[0.79, 1.10]

Total events 913 756

Heterogeneity: Tau? = 0.04; Chi2 = 38.76, df = 6 (P < 0.00001); 12 = 85%
Test for overall effect: Z = 0.88 (P = 0.38)

3.6.2 >6 months

% Bartley 2008 237 331 124 164 13.3% 0.95 [0.85, 1.06]
9 Leeuw 2005 180 216 87 99 13.8% 0.95 [0.86, 1.04]
Subtotal (95% CI) 547 263 27.2% 0.95[0.88, 1.02]

Total events 417 211

Heterogeneity: Tau? = 0.00; Chi2 = 0.00, df = 1 (P = 0.98); 12 = 0%
Test for overall effect: Z = 1.47 (P = 0.14)

f

(I

Total (95% CI) 2187 1652 100.0% 0.93[0.83, 1.04] ‘
Total events 1330 967
L ! ! |
Heterogeneity: Tau? = 0.02; Chiz = 39.37, df = 8 (P < 0.00001); 12 = 80% J T T !
0.01 0.1 1 10 100

Test for overall effect: Z = 1.28 (P = 0.20)
Test for subaroup differences: Chiz = 0.05, df = 1 (P = 0.82), 12 = 0%

Favours Detemir Favours NPH

J.4.2.5 Detemir versus Glargine (less than or equal to 6 months and more than 6 months)

Figure 128: HbA1c % (change from baseline)

Detemir Glargine Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI

Mean Difference
1V, Fixed, 95% CI

2.1.1 <6 months

Heller 2009 -0.53 0.84 283 -0.54 0.695 134 65.4% 0.01[-0.14,0.16]
Renard 2011 -0.2 0.55 34 -0.19 0.34 44  34.6% -0.01[-0.22,0.20]
Subtotal (95% CI) 317 178 100.0% 0.00[-0.12, 0.13]

Heterogeneity: Chi2 = 0.02, df =1 (P = 0.88); 12 = 0%
Test for overall effect: Z = 0.05 (P = 0.96)

Total (95% Cl) 317 178 100.0% 0.00[-0.12, 0.13]

Heterogeneity: Chiz = 0.02, df =1 (P = 0.88); I12= 0%
Test for overall effect: Z = 0.05 (P = 0.96)
Test for subaroup differences: Not applicable
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Figure 129: HbA1c less than or equal to 7% without hypoglycaemia

Detemir Glargine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.2.1 >6 months
Heller 2009 84 263 35 122 100.0% 1.11[0.80, 1.55] —t <—
Subtotal (95% CI) 263 122 100.0% 1.11[0.80, 1.55]
Total events 84 35

Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)

Total (95% ClI) 263 122 100.0% 1.11[0.80, 1.55] —~—
Total events 84 35
Heterogeneity: Not applicable

Test for overall effect: Z = 0.64 (P = 0.52)

Test for subaroup differences: Not applicable

I ] ] ]
05 07 1 15 2
Favours glargine Favours detemir

Figure 130: Severe symptomatic hypoglycaemia
Detemir Glargine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
2.5.1 <6 months
Renard 2011 4 88 10 88 100.0% 0.40 [0.13, 1.23] i_
Subtotal (95% ClI) 88 88 100.0% 0.40[0.13, 1.23] o
Total events 4 10

Heterogeneity: Not applicable
Test for overall effect: Z=1.60 (P = 0.11)

Total (95% ClI) 88 88 100.0% 0.40[0.13, 1.23] —~—
Total events 4 10
Heterogeneity: Not applicable

Test for overall effect: Z=1.60 (P = 0.11)

Test for subaroup differences: Not applicable

0102 05 1 2 5 10
Favours detemir Favours glargine

Figure 131: Injection site reactions
Detemir Glargine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Heller 2009 24 300 2 147 100.0%  5.88[1.41, 24.54]
Total (95% Cl) 300 147 100.0%  5.88 [1.41, 24.54] i
Total events 24 2
ity: i I } } |
Heterogeneity: Not applicable 00l 01 ] 10 100

Test for overall effect: Z=2.43 (P = 0.02) Favours detemir ) Favours glargine
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J.4.2.6 Glargine versus NPH (less than and equal to 6 months and more than 6 months)

Figure 132: HbAlc

Glargine 30 NPH Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.1.1 =6 months
6 Bolli 2009 7.26 0.74 85 7.26 0.98 90 9.6% 0.00 [-0.26, 0.26] -1
Home 2005 -0.21 0.85 292 -0.1 0.86 293 17.2% -0.11 [-0.25, 0.03] -
Pieber 2000 -0.25 0.52 110 -0.03 0.52 109 17.3% -0.22 [-0.36, -0.08] -
Raskin 2000 7.5 119 264 7.6 114 270 12.9% -0.10 [-0.30, 0.10] - 1
Ratner 2000 -0.16 0.8 256 -0.21 0.81 262 17.2% 0.05 [-0.09, 0.19] -
% Rosenstock 2000 -0.4 0.48 82 -0.4 0.48 88 16.8% 0.00 [-0.14, 0.14] -
Rossetti 2003 6.6 0.4 17 7 0.4 17 9.0% -0.40 [-0.67, -0.13] - =
Subtotal (95% CI) 1106 1129 100.0% -0.10 [-0.20, 0.00] ’

Heterogeneity: Tau? = 0.01; Chi2 = 14.50, df = 6 (P = 0.02); I2=59%
Test for overall effect: Z = 1.90 (P = 0.06)

4.1.2 >6 months

Porcelatti 2004 6.7 0.1 61 71 0.1 60 100.0% -0.40 [-0.44, -0.36]
Subtotal (95% Cl) 61 60 100.0%  -0.40 [-0.44, -0.36]

Heterogeneity: Not applicable
Test for overall effect: Z = 22.00 (P < 0.00001)

k t t
-1 -0.5 [0} 0.5
Favours glargine 30 Favours NPH

Figure 133: HbA1c - studies using current clinical practice regimen

Glargine 30 NPH Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
4.2.1 =6 months
Bolli 2009 7.26 0.74 85 7.26 0.98 90 Not estimable
Home 2005 -0.21 0.85 292 -0.1 0.86 293 28.6% -0.11 [-0.25, 0.03]
Pieber 2000 -0.25 0.52 110 -0.03 0.52 109 28.9% -0.22[-0.36, -0.08] —
Raskin 2000 -0.16 0.8 256 -0.21 0.81 262 28.5% 0.05 [-0.09, 0.19] —
Ratner 2000 7.5 1.19 264 7.6 1.14 270 14.0% -0.10 [-0.30, 0.10] - 1
Rosenstock 2000 -0.4 0.48 82 -0.4 0.48 88 0.0% 0.00 [-0.14, 0.14]
Subtotal (95% CI) 922 934 100.0% -0.09[-0.17, -0.02]

Heterogeneity: Chi2 = 7.41, df = 3 (P = 0.06); 12 = 60%
Test for overall effect: Z = 2.51 (P = 0.01)

4.2.2 >6 months

Porcelatti 2004 6.7 0.1 61 7.1 0.1 60 Not estimable
Subtotal (95% CI) (o} (o] Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 922 934 100.0% -0.09 [-0.17, -0.02] <
Heterogeneity: Chiz = 7.41, df = 3 (P = 0.06); 12 = 60% ¢ t t 1

T
-1 -0.5 o} 0.5 1
Test for overall effect: Z = 2.51 (P = 0.01) Favours glargine 30 Favours NPH

Test for subaroup differences: Not applicable

J.4.2.7 Glargine versus NPH - heterogeneity

There was significant heterogeneity between trials for the outcome of HbAlc at less than or equal to
6 months in the meta-analysis for Glargine vs. NPH. Subgroup analysis of current clinical regimen did
not explain the heterogeneity between the studies. A random effects meta-analysis was therefore
applied to the data.
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Figure 134: Severe hypoglycaemia
Glargine 30 NPH Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.3.1 <6 months
=—> Chatterjee 2007 1 58 1 58 0.8% 1.00 [0.06, 15.61] * >
Home 2005 31 292 44 293 35.0% 0.71[0.46, 1.09] — &
Pieber 2000 7 110 5 110 4.0% 1.40[0.46, 4.28]
Raskin 2000 20 310 60 309 47.9% 0.33[0.21, 0.54] ——
Ratner 2000 5 264 15 270 11.8% 0.34[0.13, 0.92] e
—>> Rosenstock 2000 1 43 0 43 0.4% 3.00[0.13, 71.65] >
Rossetti 2003 0 17 0 17 Not estimable
Subtotal (95% CI) 1094 1100 100.0% 0.52[0.39, 0.69] @
Total events 65 125
Heterogeneity: Chi2 = 10.38, df = 5 (P = 0.07); 12 = 52%
Test for overall effect: Z = 4.47 (P < 0.00001)
4.3.2 >6 months
Porcelatti 2004 0 61 0 60 Not estimable
Subtotal (95% CI) 61 60 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% Cl) 1155 1160 100.0%  0.52[0.39, 0.69] S 4
Total events 65 125
Heterogeneity: Chi2 = 10.38, df = 5 (P = 0.07); 12=52% ; f t f t |
Test for overall effegt: Z=447 (P< 0.0_0001) O'lFa\?éirs glargfr?e 30 1 Favouzrs NPH 5 10
Test for subarounp differences: Not applicable
Figure 135: Severe hypoglycaemia — studies using current clinical practice regimen
Glargine 30 NPH Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.4.1 <6 months
Chatterjee 2007 1 58 1 58 66.7% 1.00 [0.06, 15.61] * >
Home ZUUS ol 292 a4 293 NOLU b‘bl.lllldl.nb
Pieber-2606 7 =8 5—a40 Metestimabl
PMSH'T‘. 2000 20 240, a0, 200 Dot actimahla
Retrer-2006 S5—254 1E—2n70 Motestrakt
Rosenstock 2000 1 43 0 43  33.3% 3.00 [0.13, 71.65] = >
ROSSeul 2003 U 17 1Y) T7 Notestmabte
Subtotal (95% CI) 101 101 100.0%  1.67[0.22, 12.40] e —
Total events 2 1
Heterogeneity: Chiz = 0.26, df =1 (P = 0.61); 12= 0%
Test for overall effect: Z =0.50 (P = 0.62)
4.4.2 >6 months
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% Cl) 101 101 100.0%  1.67[0.22, 12.40] e —
Total events 2 1
Heterogeneity: Chi2 = 0.26, df =1 (P = 0.61); 12 = 0% -0_1 0!2 0:5 i ) é 10'

1.4.2.8

Test for overall effect: Z =0.50 (P = 0.62)
Test for subaroup differences: Not applicable

Glargine versus NPH - heterogeneity

There was significant heterogeneity between trials for the outcome of severe hypoglycaemia at less

Favours glargine 30 " Favours NPH

than or equal to 6 months in the meta-analysis for Glargine vs. NPH. When only studies that used the

current clinical practice regimen were included in the meta-analysis, the significant heterogeneity

disappeared and there were only 2 studies left. However, the effect size and 95% Cl drastically
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changed from a statistically significant benefit of glargine, to NS difference between the groups at
less than or equal to 6 months.

Figure 136: Severe hypoglycaemia

Glargine 30 NPH Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.4.1 =6 months
Chatterjee 2007 1 58 1 58 100.0% 1.00 [0.06, 15.61] ¢ >
Home 2005 31 292 44 293 0.0% 0.71 [0.46, 1.09]
Pieber 2000 7 110 5 110 0.0% 1.40 [0.46, 4.28]
Raskin 2000 20 310 60 309 0.0% 0.33 [0.21, 0.54]
Ratner 2000 5 264 15 270 0.0% 0.34 [0.13, 0.92]
Rosenstock 2000 1 43 o 43 0.0% 3.00 [0.13, 71.65]
Subtotal (95% CI) 58 58 100.0% 1.00 [0.06, 15.61] ‘
Total events 1 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

4.4.2 >6 months

Porcelatti 2004 [0} 61 o 60 Not estimable
Subtotal (95% CI) (0] (o] Not estimable
Total events (0] 0}

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Total (95% Cl) 58 58 100.0%  1.00 [0.06, 15.61] == —

Total events 1 1

r T T
0.1 0.2 05 1 2 5 10
Favours glargine 30 Favours NPH

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

Test for subaroup differences: Not applicable

Figure 137: Injection site reactions
Glargine 30 NPH Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.4.1 <6 months
Home 2005 3 292 6 293 13.7% 0.50[0.13, 1.99] —
Pieber 2000 3 110 3 110 6.9% 1.00 [0.21, 4.85]
Ratner 2000 40 264 28 270 63.2% 1.46 [0.93, 2.30] L
Subtotal (95% ClI) 666 673 83.8% 1.27[0.84, 1.91] L 2
Total events 46 37

Heterogeneity: Chi2 = 2.21, df = 2 (P = 0.33); 2= 9%
Test for overall effect: Z = 1.13 (P = 0.26)

4.4.2 >6 months

Fulcher 2006 5 65 7 63 16.2% 0.69 [0.23, 2.07] i
Subtotal (95% ClI) 65 63 16.2% 0.69[0.23, 2.07] i
Total events 5 7

Heterogeneity: Not applicable
Test for overall effect: Z = 0.66 (P = 0.51)

Total (95% CI) 731 736 100.0% 1.17[0.80, 1.72] >
Total events 51 44

Heterogeneity: Chi2 = 3.30, df = 3 (P = 0.35); I12= 9%

Test for overall effect: Z=0.82 (P = 0.41)

Test for subaroup differences: Chi2=1.03, df =1 (P =0.31), 2=2.7%

005 0.2 1 5 20
Favours glargine 30 Favours NPH
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Figure 138: Injection site pain

Glargine 30 NPH

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

4.9.1 =6 months

Raskin 2000 19 310 1 309 40.6% 18.94 [2.55, 140.60] — &
Ratner 2000 10 264 3 270 59.4% 3.41 [0.95, 12.25] _._

Subtotal (95% CI) 574 579 100.0% 6.84 [1.19, 39.21] ‘
Total events 29 4

Heterogeneity: Tauz = 0.91; Chiz2 = 2.24, df = 1 (P = 0.13); 12 = 55%
Test for overall effect: Z = 2.16 (P = 0.03)

T T T T
0.1

0.005 1 10 200
Favours glargine 30 Favours NPH
Figure 139: Nocturnal hypoglycaemia — no. of patients
Glargine NPH Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.5.1 =6 months
Pieber 2000 39 110 61 110 23.6% 0.64 [0.47, 0.87] =
Raskin 2000 214 310 195 309 38.8% 1.09 [0.98, 1.23]
Subtotal (95% CI) 420 419  62.4% 0.85 [0.50, 1.46] J
Total events 253 256
Heterogeneity: Tau? = 0.14; Chiz = 11.11, df = 1 (P = 0.0009); 12 = 91%
Test for overall effect: Z = 0.59 (P = 0.56)
4.5.2 >6 months
Home 2005 178 292 179 293 37.6% 1.00 [0.88, 1.14]
Subtotal (95% CI) 292 293 37.6% 1.00 [0.88, 1.14]
Total events 178 179
Heterogeneity: Not applicable
Test for overall effect: Z = 0.03 (P = 0.97)
Total (95% CI) 712 712 100.0% 0.93[0.75, 1.16]
Total events 431 435
! 1 1 ]
Heterogeneity: Tau? = 0.03; Chi2 = 10.99, df = 2 (P = 0.004); I2 = 82% J T ' T !
Test f Il effect: Z = 0.64 (P = 0.52 oot o1 * 10 100
est for overall effect: Z = 0.64 (P = 0.52) Favours Glargine Favours NPH
Test for subgroup differences: Chiz = 0.32, df = 1 (P = 0.57), I2 = 0%
Figure 140: Nocturnal hypoglycaemia — epidoses/pt-month
Glargine NPH Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
4.7.1 =6 months
Pieber 2005 2 0.78 17 3.6 1.65 17 1.1% -1.60 [-2.47,-0.73] 7
Subtotal (95% CI) 17 17 1.1% -1.60 [-2.47, -0.73] )
Heterogeneity: Not applicable
Test for overall effect: Z = 3.61 (P = 0.0003)
4.7.2 >6 months
Porcelatti 2004 1.2 0.2 61 3.2 0.3 60 98.9% -2.00 [-2.09, -1.91] .
Subtotal (95% CI) 61 60 98.9% -2.00 [-2.09, -1.91]
Heterogeneity: Not applicable
Test for overall effect: Z = 43.08 (P < 0.00001)
Total (95% CI) 78 77 100.0% -2.00 [-2.09, -1.91]
Heterogeneity: Chiz = 0.81, df =1 (P = 0.37); 12= 0% l t t 1
-100 -50 o 50 100

Test for overall effect: Z = 43.22 (P < 0.00001)
Test for subdgroup differences: Chiz = 0.81, df = 1 (P = 0.37), 12 = 0%
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Degludec versus Detemir (less than or equal to 6 months and more than 6 months)

Figure 141:

Degludec

Study or Subgroup Events Total

Severe hypoglycaemia — no. of patients

Detemir
Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

5.8.1 =6 months

Iwamoto 2013 (o] 33 (o] 32 Not estimable
Subtotal (95% CI) 33 32 Not estimable
Total events (o] o
Heterogeneity: Not applicable
Test for overall effect: Not applicable
5.8.2 >6 months
Subtotal (95% CI) [0} [0} Not estimable
Total events (o} (o]
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% CI) 33 32 Not estimable
Total events (o] (o]
1 1 1 1 1 ]
Heterogeneity: Not applicable '0.1 012 055 1 é L-IB 10'
Test for overall effect: Not applicable Degludec Detemir
Test for subaroup differences: Not applicable
Figure 142: Severe hypoglycaemia — regimen current clinical practice
Degludec Detemir Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.10.1 =6 months
il o o o ot ool
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
5.10.2 >6 months
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable | | | ! | |
Test fo?over:II effectp:)pr)\lotapplioable 0102 0.5 2 . > 10
Degludec  Detemir

Test for subaroup differences: Mot applicable
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Figure 143: Adverse events
Degludec Detemir Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.13.1 =6 months
Iwamoto 2013 [0} 33 [0} 32 Not estimable
Subtotal (95% CI) 33 32 Not estimable
Total events [0} [0}
Heterogeneity: Not applicable
Test for overall effect: Not applicable
5.13.2 >6 months
Subtotal (95% CI) 0] 0] Not estimable
Total events (0] [0}
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% CI) 33 32 Not estimable
Total events [0} [0}
! ] ] ]

Heterogeneity: Not applicable '0.01 051 1 1'0 100'
Test for overall effect: Not applicable Degludec Detemir
Test for subaroup differences: Not applicable

Figure 144: Serious adverse events

Degludec Detemir Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.14.1 =6 months
Iwamoto 2013 [0} 33 [0} 32 Not estimable
Subtotal (95% CI) 33 32 Not estimable
Total events (0] [0}
Heterogeneity: Not applicable
Test for overall effect: Not applicable
5.14.2 =6 months
Subtotal (95% CI) [0} [0} Not estimable
Total events [0} [0}
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% CI) 33 32 Not estimable
Total events [0} [0}
1 1 1 1

Heterogeneity: Not applicable 0.'005 011 1 1'0 2(')0

Test for overall effect: Not applicable

Test for subaroup differences: Not applicable
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Figure 145: Nocturnal hypoglycaemia
Degludec Detemir Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.8.1 =6 months
Ilwamoto 2013 12 33 17 32 100.0% 0.68 [0.39, 1.19] i_
Subtotal (95% CI) 33 32 100.0% 0.68 [0.39, 1.19] -
Total events 12 17
Heterogeneity: Not applicable
Test for overall effect: Z = 1.34 (P = 0.18)
5.8.2 >6 months
Subtotal (95% CI) (o] o Not estimable
Total events (o] o
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% Cl) 33 32 100.0% 0.68 [0.39, 1.19] ‘>
Total events 12 17
! 1 1 1 1 ]
ot for varal sffect 2 - 1.84 (P — 0.18 1 82 o5 i 2 5 10
) . ) Degludec Detemir

Test for subaroup differences: Not applicable

Mixed insulin

INSULIN: Mix versus basal-bolus (less than or equal to 6 months)

Human mix

Figure 146:

HbA1c - final value (less than or equal to 6 months)

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
1.1.1 Mix part of basal-bolus)

Fanelli 2002 05 0.167 100.0% 0.50 [0.17, 0.83] 1
Subtotal (95% CI) 100.0% 0.50[0.17, 0.83]

Heterogeneity: Not applicable

Test for overall effect: Z = 2.99 (P = 0.003)

Total (95% CI) 100.0% 0.50[0.17, 0.83] -

Heterogeneity: Not applicable

Test for overall effect: Z = 2.99 (P = 0.003)

Test for subaroup differences: Not applicable
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Figure 147: Nocturnal hypoglycaemia - episodes/patient-day (less than or equal to 6 months)
Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
1.7.1 Mix part of basal-bolus
Fanelli 2002 0.02 0.0057 100.0% 0.02[0.01, 0.03]
Subtotal (95% CI) 100.0% 0.02[0.01, 0.03]

Heterogeneity: Not applicable
Test for overall effect: Z = 3.51 (P = 0.0005)

Total (95% CI) 100.0% 0.02[0.01, 0.03] ]
Heterogeneity: Not applicable

Test for overall effect: Z = 3.51 (P = 0.0005)
Test for subaroup differences: Not applicable

05 -0.25 0 025 05
Favours Mix Favours Basal-bolus

Figure 148: Severe/major hypoglycaemia — no. of patients (less than or equal to 6 months)
Mix Basal-Bolus Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.8.3 Mix part of basal-bolus
Fanelli 2002 0 22 0 22 Not estimable
Subtotal (95% CI) 22 22 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Total (95% CI) 22 22 Not estimable
Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Test for subaroup differences: Not applicable

I 1 1 ]
0.02 0.1 1 10 50
Favours Mix Favours Basal-bolu

Figure 149: Ketoacidosis — no. of patients (less than or equal to 6 months)
Mix Basal-Bolus Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Khachadurian 1989 1 29 0 43 100.0% 4.40[0.19, 104.42] | >
Total (95% CI) 29 43 100.0% 4.40[0.19, 104.42] e ——
Total events 1 0

ity i I } } {
Heterogeneity: Not applicable 00l 01 T 1 100

Test for overall effect: Z=0.92 (P = 0.36) Favours Mix Favours Basal-bolu:

Figure 150: Injection site reactions — no. of patients (less than or equal to 6 months)
Mix Basal-Bolus Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Khachadurian 1989 2 29 3 43 100.0% 0.99 [0.18, 5.55]
Total (95% CI) 29 43 100.0% 0.99[0.18, 5.55]
Total events 2 3

I 1 1 ]
0.01 0.1 1 10 100
Favours Mix Favours Basal-bolu

Heterogeneity: Not applicable
Test for overall effect: Z =0.01 (P = 0.99)
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Lispro Mix

Figure 151: HbA1c - final value (less than or equal to 6 months)

Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
2.1.1 True mix (twice/day vs basal-bolus)

Janssen 2000 0.5 0.13 42.0% 0.50 [0.25, 0.75] —a
Subtotal (95% CI) 42.0%  0.50[0.25, 0.75] <o
Heterogeneity: Not applicable

Test for overall effect: Z = 3.85 (P = 0.0001)

2.1.2 Mix part of basal-bolus

Ciofetta 1999 - Lispro -0.55 0.211 15.9% -0.55[-0.96, -0.14] —

Ciofetta 1999- Human -0.43 0.2 17.8% -0.43[-0.82,-0.04] —

Herz 2002 -0.1 0.171 24.3% -0.10[-0.44, 0.24] .
Subtotal (95% CI) 58.0% -0.32[-0.54, -0.11] <o
Heterogeneity: Chiz = 3.14, df =2 (P = 0.21); I = 36%

Test for overall effect: Z =2.94 (P = 0.003)

Total (95% CI) 100.0% 0.02[-0.14, 0.19] ?
Heterogeneity: Chi2 = 26.49, df = 3 (P < 0.00001); 12 = 89% =_2 1 0 1 2=

Test for overall effect: Z = 0.26 (P = 0.80)
Test for subaroup differences: Chi2 = 23.34, df = 1 (P < 0.00001), 12 = 95.7%

Figure 152: Hypoglycaemia — episodes/patient (less than or equal to 6 months)

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Weight

IV, Fixed, 95% CI IV, Fixed, 95% CI

2.3.1 Mix part of basal-bolus

Herz 2002 -0.3 0.7 100.0%

Subtotal (95% CI) 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z = 0.43 (P = 0.67)

Total (95% ClI) 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 0.43 (P = 0.67)
Test for subaroup differences: Not applicable

Figure 153:

Mix Basal-bolus

Study or Subgroup Mean SD Total Mean

SD Total Weight

-0.30 [-1.67, 1.07]
-0.30 [-1.67, 1.07]

-0.30 [-1.67, 1.07]

-4

2 o0 2 4
Favours Mix Favours Basal-bolus

Hypoglycaemia — episodes/patient/month (less than or equal to 6 months)

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

Favours Mix Favours Basal-bolus

2.4.1 Mix part of basal-bolus
8.1 2.26
4 1.41

8
8

5.2 3.39
5.2 3.39

8

8
16

Ciofetta 1999 - Lispro

Ciofetta 1999- Human

Subtotal (95% CI)
Heterogeneity: Tau2z = 6.53; Chiz2 = 4.47, df = 1 (P = 0.03); 12 = 78%

Test for overall effect: Z = 0.39 (P = 0.70)
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Figure 154: Nocturnal hypoglycaemia — no. of patients (less than or equal to 6 months)
Mix Basal-Bolus Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.5.2 Mix part of basal-bolus
Herz 2002 69 109 71 109 100.0% 0.97 [0.80, 1.18]
Subtotal (95% ClI) 109 109 100.0% 0.97 [0.80, 1.18]
Total events 69 71
Heterogeneity: Not applicable
Test for overall effect: Z = 0.28 (P = 0.78)
Total (95% Cl) 109 109 100.0%  0.97[0.80, 1.18] -
Total events 69 71

Heterogeneity: Not applicable
Test for overall effect: Z=0.28 (P =0.78)
Test for subaroup differences: Not applicable

05

1 1
0.7 1 15 2
Favours Mix Favours Basal-bolu

Figure 155: Severe/major hypoglycaemia — no. of patients (less than or equal to 6 months)
Mix Basal-Bolus Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.8.1 True mix (twice/day vs basal-bolus)
Janssen 2000 1 17 1 18  9.1% 1.06 [0.07, 15.62]
Subtotal (95% CI) 17 18 9.1% 1.06[0.07, 15.62] e
Total events 1 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.04 (P = 0.97)
2.8.2 Mix part of basal-bolus
Ciofetta 1999 - Lispro 0 8 0 8 Not estimable
Ciofetta 1999- Human 0 8 0 8 Not estimable
Herz 2002 6 53 10 56 90.9% 0.63[0.25, 1.62] 1_
Subtotal (95% ClI) 69 72 90.9% 0.63[0.25, 1.62]
Total events 6 10
Heterogeneity: Not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
Total (95% Cl) 86 90 100.0%  0.67[0.28, 1.63] P
Total events 7 11
Heterogeneity: Chi2=0.12,df =1 (P =0.72); 2= 0% 0.02 o1 1 0 50

Test for overall effect: Z = 0.88 (P = 0.38)
Test for subaroup differences: Chiz2 =0.12, df =1 (P = 0.72), 2= 0%

Figure 156:

Weight change - kg (less than or equal to 6 months)

Mean Difference

Favours Mix Favours Basal-bolu:

Mean Difference

Study or Subgroup  Mean Difference SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% ClI
2.9.1 Mix part of basal-bolus

Herz 2002 0.7 0296 100.0% -0.70[-1.28,-0.12] !
Subtotal (95% CI) 100.0% -0.70[-1.28,-0.12]

Heterogeneity: Not applicable

Test for overall effect: Z = 2.36 (P = 0.02)

Total (95% ClI) 100.0% -0.70[-1.28, -0.12] . 2

Heterogeneity: Not applicable
Test for overall effect: Z = 2.36 (P =0.02)
Test for subaroup differences: Not applicable
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Aspart mix
Figure 157: Hypoglycaemia — no. of patients (less than or equal to 6 months)
Mix Basal-Bolus Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.2.1 Mix part of basal-bolus
Hirsch 2012B 341 362 168 180 100.0% 1.01[0.96, 1.06]
Subtotal (95% ClI) 362 180 100.0% 1.01[0.96, 1.06]
Total events 341 168
Heterogeneity: Not applicable
Test for overall effect: Z=0.39 (P = 0.70)
Total (95% CI) 362 180 100.0% 1.01[0.96, 1.06]
Total events 341 168

Heterogeneity: Not applicable
Test for overall effect: Z=0.39 (P =0.70)
Test for subaroup differences: Not applicable

1 1
0.7 1 15 2
Favours Mix Favours Basal-bolu
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Figure 158: Nocturnal hypoglycaemia — no. of patients (less than or equal to 6 months)
Mix Basal-Bolus Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.5.1 Mix part of basal-bolus
Hirsch 2012B 192 362 125 180 100.0%  0.76 [0.67, 0.88] t
Subtotal (95% CI) 362 180 100.0%  0.76 [0.67, 0.88]
Total events 192 125

Heterogeneity: Not applicable
Test for overall effect: Z = 3.85 (P = 0.0001)

Total (95% CI) 362 180 100.0%

Total events 192
Heterogeneity: Not applicable

Test for overall effect: Z = 3.85 (P = 0.0001)
Test for subaroup differences: Not applicable

125

>

0.76 [0.67, 0.88]

1 1
0.7 1 15 2
Favours Mix Favours Basal-bolu
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Figure 159: Severe/major hypoglycaemia — no. of patients (less than or equal to 6 months)
Mix Basal-Bolus Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.8.1 Mix part of basal-bolus
Chen 2006 2 27 1 27  33%  2.00[0.19, 20.77]
Hirsch 20128 35 362 22 180 96.7%  0.79[0.48, 1.31] !
Subtotal (95% Cl) 389 207 100.0%  0.83[0.51,1.35]
Total events 37 23

Heterogeneity: Chi2 = 0.58, df = 1 (P = 0.45); I12= 0%
Test for overall effect: Z=0.74 (P = 0.46)

Total (95% CI) 389 207 100.0%
Total events 37 23

Heterogeneity: Chi2 = 0.58, df = 1 (P = 0.45); I2= 0%

Test for overall effect: Z =0.74 (P = 0.46)

Test for subaroup differences: Not applicable

National Clinical Guideline Centre, 2015
169

<

0.83[0.51, 1.35]

[ 1 1 ]
0.02 0.1 1 10 50
Favours Mix Favours Basal-bolt



Type 1 diabetes in adults
Forest plots

Figure 160:

Study or Subgroup  Mean Difference SE Weight

SF-36 Physical (less than or equal to 6 months)

Mean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% ClI

3.12.1 True mix (twice/day vs basal-bolus)
Hirsch 2012B 0.3 0.485 100.0%

Subtotal (95% CI) 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z = 0.62 (P = 0.54)

Total (95% ClI) 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 0.62 (P = 0.54)
Test for subaroup differences: Not applicable

Figure 161:

Study or Subgroup  Mean Difference  SE Weight

0.30 [-0.65, 1.25]
0.30 [-0.65, 1.25]

0.30 [-0.65, 1.25]

10

5 0 5 10
Favours Mix Favours Basal-bolu:

SF-36 Mental (less than or equal to 6 months)

Mean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

3.13.1 True mix (twice/day vs basal-bolus)

Hirsch 2012B -0.1 0.74 100.0%
Subtotal (95% CI) 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z=0.14 (P = 0.89)

Total (95% ClI) 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z=0.14 (P = 0.89)
Test for subaroup differences: Not applicable

Figure 162: Treatment satisfaction - % (less th

Mean Difference

-0.10[-1.55, 1.35]
-0.10 [-1.55, 1.35]

-0.10 [-1.55, 1.35]

-10

-5 0 5 10
Favours Mix Favours Basal-bolus

an or equal to 6 months) — Lispro or Aspart
Mean Difference

Study or Subgroup  Mean Difference  SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI

3.14.1 True mix (twice/day vs basal-bolus)

Testa 2012A -27.7 5.88 100.0% -27.70[-39.22,-16.18] !

Subtotal (95% CI) 100.0% -27.70 [-39.22, -16.18]

Heterogeneity: Not applicable

Test for overall effect: Z =4.71 (P < 0.00001)

Total (95% ClI) 100.0% -27.70 [-39.22, -16.18] <o

Heterogeneity: Not applicable f j f |
o -100 -50 0 50 100

Test for overall effect: Z =4.71 (P < 0.00001) Favours Basal-bolus Favours Mix

Test for subaroup differences: Not applicable
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Figure 163: Regimen acceptance - % (less than or equal to 6 months) — Lispro or Aspart
Mean Difference Mean Difference
Study or Subgroup  Mean Difference  SE Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% ClI
3.15.1 True mix (twice/day vs basal-bolus)
Testa 2012A -4 1.81 100.0% -4.00 [-7.55, -0.45]
Subtotal (95% CI) 100.0% -4.00 [-7.55, -0.45]

Heterogeneity: Not applicable
Test for overall effect: Z =2.21 (P = 0.03)

Total (95% CI) 100.0% -4.00 [-7.55, -0.45]

Heterogeneity: Not applicable
Test for overall effect: Z = 2.21 (P = 0.03)
Test for subaroup differences: Not applicable

-100  -50 0 50 100
Favours Basal-bolus  Favours Mix

J.4.3.2  INSULIN: Mix versus mix (less than or equal to 6 months)

Figure 164: HbA1c - final value

Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Pre vs self punbar 1999 0.1 052 55% 0.10[-0.92, 1.12]
Pre vs Self Rroach 2004 -0.1 0.126 94.5% -0.10 [-0.35, 0.15]
Total (95% CI) 100.0% -0.09 [-0.33, 0.15]
Heterogeneity: Chiz = 0.14, df = 1 (P = 0.71); I = 0% 5_2 =1 : =1 2=

Test for overall effect: Z = 0.73 (P = 0.47) Mix 1 Mix 2

Figure 165: Severe/major hypoglycaemia — no. of patients
Mix 1 Mix 2 Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Pre vs Self cucinotta 1991 2 20 2 20 25.0% 1.00 [0.16, 6.42]
Pre vs Self bunbar 1999 5 27 4 27 50.0% 1.25 [0.38, 4.16]
Pre vs Self Roach 2004 2 89 2 89 25.0% 1.00 [0.14, 6.94]

Total (95% Cl) 136 136 100.0% 1.13 [0.46, 2.75]

Total events 9 8

Heterogeneity: Chi2 = 0.06, df = 2 (P = 0.97); 12 = 0%

Test for overall effect: Z = 0.26 (P = 0.80) Mix 1 Mix 2

Figure 166: Nocturnal hypoglycaemia — episodes/patient

Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% Cl IV, Fixedd, 95% CI
Pre (L] vs Pre (H1] Roach 1999 44 09 1000% -1.40[-316,0.38] B
Total {35% CI} 100.0%  1.40 [3.16, 0.36] il
Heterogeneity: Mot applicable f I f
o _ A0 & 1] 5 10
Test for overall effect Z=156 P =012) Wiz 1 Mix2
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Adjuncts
Pramlintide

Figure 167:

HbA1lc % less than or equal to 6 months follow-up

Mean Difference

Study or Subgroup  Mean Difference SE  Weight

IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

Biyhalm 19949

Total (95% Cl)
Heterogeneity: Mot applicahle

-0.3 0290142 100.0%

-0.30 F0.87, 0.27]

100.0% -0.30 [-0.87, 0.27]

Testfor overall effect: £=1.03 (P = 0.30)

Figure 168:

Study or Subgroup Mean Difference

SE Weight

HbA1c (%) > 6 months follow-up

Favours experimental

Mean Difference
1V, Fixed, 95% CI

210

1 2

Favours contral

Mean Difference
1V, Fixed, 95% CI

1.2.1 Pramlintide 3 times/day

Ratner 2004 -0.276368
Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 1.97 (P = 0.05)

1.2.2 Pramlintide 4 times/day

Whitehouse 2002 -0.27
Subtotal (95% CI)

Heterogeneity: Not applicable

Test for overall effect: Z = 2.70 (P = 0.007)

1.2.3 Pramlintide 3 or 4 times/day

Edelman 2006 o
Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

Total (95% CI)

0.140442 20.4%
20.4%

0.09986 40.3%
40.3%

0.101 39.4%
39.4%

100.0%

Heterogeneity: Chi2 = 4.40, df = 2 (P = 0.11); 12 = 55%

Test for overall effect: Z = 2.60 (P = 0.009)
Test for subaroup differences: Chi2 = 4.40, df = 2 (P = 0.11), 12 = 54.6%

-0.28 [-0.55, -0.00]
-0.28 [-0.55, -0.00]

-0.27 [-0.47, -0.07]
-0.27 [-0.47, -0.07]

0.00 [-0.20, 0.20]
0.00 [-0.20, 0.20]

-0.17 [-0.29, -0.04]

——

@

o

.

¢

Favours experimental

-2 -1 (o)

1 2

Favours control

Figure 169: Severe Hypoglycaemia less than or equal to 6 months follow-up
Pramlintide Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight WM-H, Fixed, 95% CI M-H, Fixed, 95% CI
Thompsaon 1997 3 173 1 42 100.0% 0.73[0.08, 683
Total (95% CI) 173 42 100.0%  0.73[0.08,6.83]
Total events K] 1

Heterogeneity: Mot applicable

Testfor overall effect £=0.28 (P=0.78)
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Figure 170: Symptoms of hypoglycaemia less than or equal to 6 months follow-up

Pramlintide Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Myholm 1999 11 14 T 14 301% 1.67[0.87, 2.84]
Thompsan 19974 103 126 34 427 B9.9% 1.01 [0.85,1.19]
Total (95% CI) 140 56 100.0% 1.15 [0.76, 1.74]
Total events 114 41
Heterogeneity: Tau®= 0.06; Chif=214, df=1 (P =014}, F=53% f f t T t I 1
oo ~ 01 02 0.4 1 2 5 10
Testfor overall effect: Z= 0.83 (F = 0.50) Favours experimental Favours control
Figure 171: Symptoms of hypoglycaemia more than 6 months follow-up
Pramlintide Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Edelman 2006 136 148 134 147 100.0% 1.01 [0.94,1.08]
Total (95% Cl) 148 147 100.0%  1.01 [0.94, 1.08]
Total events 136 134
Heterogeneity: Mot applicable DI " DI2 DIS 7 é é 1:D
Testior overall effect: 2= 0.23 (F = 0.82) Favours experimental Favours control
Figure 172: Adverse events - Gastrointestinal side effects less than or equal to 6 months follow-
up
Pramlintide Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kalterman 1996 21 41 4 22 1000% 282[1.11,7.18]
Total (95% CIy 4 22 100.0% 2.82[1.11,7.18] -
Total events 21 i
Heterogeneity, Mot applicable ID 0 051 1ID 1|Z|IZ|I
Testfor overall effect 2= 2.17 (P = 0.03) Favours experimental Favours control
Figure 173: Adverse events — Nausea less than or equal to 6 months follow-up
Pramlintide Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Thompsaon 19974 27 126 1 42 100.0%  9.00[1.26, 64.22]
Total (95% Cl) 126 42 100.0% 9.00 [1.26, 64.22] el
Total events ar 1
Heterageneity: Mat applicable ID 001 051 150 1DDD=
Testior overall effect: 2= 2.19 (P =0.03 Favours experimental Favours control
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Adverse events — Nausea more 6 months follow-up

Figure 174:
Pramlintide Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Thompsaon 19974 27T 126 1 42 100.0%  9.00[1.26, 64.22]
Total (95% CI) 126 42 100.0% 9.00 [1.26, 64.22] o
Total events ar 1
Heterogeneity: Mot applicable 'D.IZID1 IZIT1 1'0 1IZIIZID'

Testfor overall effect Z=219(F=0.03)

Figure 175: Vomiting less than or equal to 6 months follow-up

Favours experimental

Favours control

Pramlintide Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 85% Cl M-H, Fixed, 95% CI
Edelman 2006 20 148 9 147 100.0% 2.21[1.04, 4 .69
Total (95% Cl) 148 147 100.0%  2.21 [1.04, 4.69] -
Total events 20 9

10

Heterogeneity: Mot applicable ID o 0 -

Testfor overall effect 2= 2.06 (P = 0.04) Favours experimental Favours control
Figure 176: Anorexia less than or equal to 6 months follow-up

Pramlintide Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Thampson 19974 5 126 1] 42 100.0% 372 [0.21, 5497

Total (95% CI) 126 42 100.0% 3.72 [0.21, 65.97] e ——

Total events 4 I

Heterageneity: Mat applicable ID 0 IZII1 1=IZI 1IZID=

Test for overall effect: Z= 080 (P =037

Figure 177: Anorexia more than 6 months follow-up

Favours experimental Favours control

Pramlintide Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Edelman 2006 13 142 3147 100.0% 449131, 15.41]
Total (95% CI) 142 147 100.0% 4.49 [1.31, 15.41] e
Total events 13 3
Heterogeneity: Mot applicable 'D.IZI1 IZI!1 1'IZI 1IZID'

Testfor overall effect £= 2.28 (P =0.02)
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Figure 178: Dose of insulin less than or equal to 6 months follow-up
Pramlintide Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Edelman 2006 -12 0 148 1 o 147 Mot estimable
Total (95% Cl) 148 147 Mot estimable
Heterogeneity: Mot applicable -_1 o0 —E:D 1 S'D 1IZII:|'

Test far overall effect: Mot applicable

Figure 179:
Mean Difference

Favours experimental

Weight change less than or equal to 6 months follow-up

Favours contral

Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Myholm 1999 -1 0600931 100.0% -1.00[2.18,018]

Total (95% Cl) 100.0% -1.00[-2.18, 0.18]

Heterogeneity: Mot applicahle =0 10 g 10 4

Testfor overall effect: Z=1.66 (F=0.10) Favo

Figure 180: Weight change more than 6 months follow-up

urs experimental Favours contral

Mean Difference

Pramlintide Control Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Edelrman 2006 -1.3 36487 148 1.2 3 147 1000% -250[-3.26,-1.74]
Total (95% CI) 148 147 100.0% -2.50 [-3.26, -1.74] |
Heterogeneity: Mot applicahle |_1 o0 -SID |f| 5'IZI 1IZIIZI'

Testfor overall effect: £ =643 (P = 0.00001)

J.4.4.2 Liraglutide

Figure 181: HbAlc % less than or equal to 6 months follow-up

Favours experimental Fawvours control

Mean Difference

Liraglutide Control Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Kielgast 2011 -0.47 044 9 -0.2 032 10 1000% -0.27 062, 0.08] r
Total (95% CI) 9 10 100.0% -0.27 [-0.62, 0.08] & -
ity i } } } 1
Heteroneneity: Mot applicahle 5 R g ] 3
|

Testfor overall effect Z=148 (FP=014

Figure 182:

Favours experimental Favours contra

Dose of insulin less than or equal to 6 months follow-up

Mean Difference

Liraglutide Control Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kielgast 2011 -0.13 012 9 0.017 008 10 1000% -015[-0.23,-0.08]
Total (95% CI) 9 10 100.0% -0.15[-0.23, -0.08]
Heterogeneity: Mot applicable '-1DD -E:D ﬁ SID 1DD'

Test for overall effect: £= 3.32 (F = 0.0009)
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Figure 183: Weight change less than or equal to 6 months follow-up

Liraglutide Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Kielgast 2011 -1.8 1.8 9 0.2 0495 10 100.0% -2.00[-3.32 -0.68]
Total (95% CI) 9 10 100.0% -2.00[-3.32, -0.68] |

-100 50 0 50 100
Favours experimental Favours control

Heterogeneity: Mot applicable
Test for overall effect, £= 298 (P = 0.003)

J.4.4.3 Metformin

Figure 184: HbA1c % less than or equal to 6 months follow-up

Metformin Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Burchardt 2013 7.7 1.2 21 8.1 14 21 11.7% -0.40[-1.19, 0.39] —
Jacobson 2009 -048 09 12 -0.17 0.6 11 18.9% -0.31[-0.93, 0.31] -1
Khan 2006 78 1.1 15 85 1.4 15 8.9% -0.70[-1.60, 0.20] e E—
Meyer 2002 7.45 0.78 31 7.46 06 31 60.5% -0.01[-0.36,0.34]
Total (95% CI) 79 78 100.0% -0.17 [-0.44, 0.10]

} } t t t
-2 -1 0 1 2
Favours experimental Favours control

Heterogeneity: Chi2 = 2.67, df = 3 (P = 0.45); I12= 0%
Test for overall effect: Z = 1.26 (P = 0.21)

Figure 185: HbAlc % > 6 months follow-up

Metformin Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Lund 2008 -0.1 0.78 48 -0.23 079 a0 100.0% 0.13[0.18, 0.44]
Total {95% CI) 48 50 100.0% 0.13[-0.18, 0.44]

-2 -1 0 1 :
Favours experimental Fawvours control

Heterogeneity: Mot applicable
Test for overall effect: Z=082 (F =0.41)

Figure 186: Severe hypoglycaemia less than or equal to 6 months follow-up

Metformin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Meyer 2002 3 £y g 3 100.0% 060016, 2.30] —
Total (95% Cl) Y| 3 100.0%  0.60 [0.16, 2.30] et
Total events 3 a
Heterogeneity: Mot applicable 'IZI.IZ|1 DH 1'E| 1E|E|'

Testfor overall effect 2= 0.75 (F = 0.46) Favours experimental Favours control
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Figure 187: Severe hypoglycaemia more than 6 months follow-up

Metformin Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lund 2008 15 44 10 A0 100.0% 1.53[0.76, 3.07]
Total (95% Cl) 49 50 100.0% 1.53 [0.76, 3.07]
Total events 14 10
Heterogeneity: Mot applicable =IZI 0 011 ] 1=IZI 1EIIZI=
Testior overall effect Z=1.20 (P = 0.23 Favours experimental Favours control

Figure 188: Symptoms of hypoglycaemia less than or equal to 6 months follow-up

Metformin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
Lund 2008 48 49 49 a0 100.0% 1.00[0.94, 1.0/]
Total (95% CI) 49 50 100.0%  1.00 [0.94, 1.06]
Total events 48 49
Heterogeneity: Mot applicable IIZI.IZI1 DH ] 1=IZI 1DIZII
Testfor overall efiect: 2= 0.01 (F = 0.99) Favours experimental Favours control
Figure 189: Dose of insulin less than or equal to 6 months follow-up
Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
4.8.1 Dose of Insulin = 6 months
Jacobson 2009 -3 2TBEE 384% -3.00[-8.43, 2473 —
khan 2006 -8 B.449 7.0% -BOO[20.72 472 4
Meyer 2002 -6 23203 546% -6.00 1084, -1.45] —i—
Subtotal {95% CI) 100.0% -4.99 [-8.35, -1.63] -

Heterogeneity: Chi*= 082, df=2 (P=063) F=0%
Testfor overall effect: 2= 2.91 (P=0.004)

Total (95% CI) 100.0% -4.99 [-8.35, -1.63] -
Heterogeneity: Chi*= 092, df=2 (P=0.63) F=0% -1IEI I5 1 é 1IIZI
Testforoverall effect 2= 2.41 (P = 0.004) Favours experimental Favours control

Test for subgroup differences; Mot applicable

Figure 190: Dose of insulin more than 6 months follow-up

Metformin Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Lund 2008 -3.2 .07 43 2.8 7.03 A0 100.0% -570[-8.49 -2.91]
Total (95% CI) 43 50 100.0% -5.70[-8.49,-2.91] ]
Heterogeneity: Nat applicable I f 1 f {
b -100 -A0 I a0 100
Testfor overall effect. 2= 4.00 (P = 0.0001) Favours experimental Favours control
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Figure 191:
Mean Difference

Weight change less than or equal to 6 months follow-up

Mean Difference

Study or Subgroup  Mean Difference  SE VWeight IV, Fixed, 85% CI I, Fixed, 95% Cl
Jacohson 2009 -3.8 106 969% -3.80[5.88 -1.74]
khan 2006 -1 594 1% -1.00[-12.64, 10.64]

Total (95% CI) 100.0% -3.71 [-5.76, -1.67]

Heterogeneity: Chif= 022, df=1 (F= 064} F=0%
Test for overall effect: = 3. 86 (P = 0.0004)

Figure 192: Weight change more than 6 months follow-up

*

Favours experimental

1m0 20
Favours control

20 10 0

Mean Difference

Metformin Control Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Lund 2008 -1.21 3.87 48 043 4.07 A0 1000% -1.74[3.31,-017]
Total (95% CI) 43 50 100.0% -1.74[-3.31,-0.17] e
Heterogeneity: Mot applicable |4 '2 b ﬁ ;1

Test for overall effect £= 217 (FP=0.03)

Figure 193:

Favours experimental Favours control

Adverse events - gastrointestinal side effects less than or equal to 6 months follow-up

Metformin Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 85% Cl M-H, Fixed, 85% Cl
Jacobson 2008 2 12 i 11 148% 462([0.25 8672
khan 2006 3 15 1 16 284% 3.00([0.35 25.68] S B E—
MWeyer 2002 g N 2 3 86.8% 4.00([0.92 17.39] ——
Total (95% CI) 58 A7 100.0% 3.81 [1.24, 11.65] -
Total events 13 3
Heterogeneity, Chi*= 007, df=2 (P =097}, F=0% 'IZI.IZH Elf1 1'D 1|:||:|'

Testfor overall effect £2=2.34 (P=0.02

Figure 194:

Favours experimental

Favours contral

Adverse events - Vomiting less than or equal to 6 months follow-up

Metformin Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Jacohson 2009 1 12 1] 11 100.0% 277 [0.12, 61.659]
Total (95% CI) 12 11 100.0% 2.77 [0.12, 61.65] -~ ——
Total events 1 I
Heterogeneity: Mot applicable o 0 0 oo

Testfor overall effect: £=0.64 (P = 0.52)
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Figure 195: Adverse events - gastrointestinal side effects more than 6 months follow-up

Metformin Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Lund 2008 43 44 34 A0 100.0% 1.13[0.94,1.35]

Total (95% Cl) 49 50 100.0%  1.13 [0.94, 1.35]

Total events 43 39

Heterogeneity: Mot applicable I=IIIIII35 D=1 ] 1=IZI 2E||:=|
Testior overall effect Z=1.28 (P = 0.20) Favours experimental Favours control

J.4.4.4 Exenatide
Figure 196: HbA1c % less than or equal to 6 months follow-up
Liraglutide Control Mean Difference Mean Difference

Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI

6.7 0.6 13 100.0% -0.10[-0.52,0.32]

Study or Subgroup

Sarkar 2014 66 05 13
Total (95% CI) 13 13 100.0% -0.10[-0.52, 0.32]
Heterogeneity: Not applicable 52 51 3 51 é
Test for overall effect: Z = 0.46 (P = 0.64) Favours experimental Favours control
Source: <Insert Source text here>
Figure 197: Dose of insulin less than or equal to 6 months follow-up
Liraglutide Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI IV, Fixed, 95% CI
Pitocco 2013 047 0.1 13 0.54 0.13 13 100.0% -0.07 [-0.16, 0.02]
Total (95% Cl) 13 13 100.0% -0.07 [-0.16, 0.02]
Heterogeneity: Not applicable f f f f {
e _ -100  -50 0 50 100
Test for overall effect: Z = 1.54 (P = 0.12) Favours experimental Favours control

Figure 198: Weight change less than or equal to 6 months follow-up

Liraglutide Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% ClI
Pitocco 2013 72.7 11.8 13 769 11.3 13 100.0% -4.20[-13.08, 4.68]
Total (95% ClI) 13 13 100.0% -4.20 [-13.08, 4.68]
Heterogeneity: Not applicable ; t T f |
o _ -100 -50 0 50 100
Test for overall effect: Z = 0.93 (P = 0.35) Favours experimental Favours control
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Once daily basal insulin versus twice daily basal insulin.

Figure 199:

Study or Subgroup  Mean Difference

SE Weight

Mean Difference

1V, Fixed, 95% CI

HbA1c (%) — Follow-up less than or equal to 6 months

Mean Difference
IV, Fixed, 95% CI

1.1.1 Follow up < 6 months

Floch 2009
Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z=1.81 (P = 0.07)

0.12 0.066327

Test for subaroup differences: Not applicable

Figure 200:

months
Once daily Twice daily
Study or Subgroup  Mean SD Total Mean

100.0%
100.0%

SD Total Weight

0.12[-0.01, 0.25]
0.12 [-0.01, 0.25]

Mean Difference
1V, Fixed, 95% ClI

= -

05  -0.25 0 025 05
Favours once daily Favours twice daily

Hypoglycaemia (events per patient per day) — Follow-up less than or equal to 6

Mean Difference
1V, Fixed, 95% ClI

1.3.1 Follow up < 6 months

Floch 2009 (1) 15 114
Subtotal (95% CI)

Heterogeneity: Not applicable

Test for overall effect: Z = 1.64 (P = 0.10)

250
250

171 171

Test for subgroup differences: Not applicable
(1) Events per patient per day (over 4 months)

Needle length

262 100.0%

4 mm (x 32G) PN versus 5 mm (x 31G) PN for insulin delivery.

Figure 201:

4mmx32GPN 5mm x 31G PN

Risk Ratio

-0.21[-0.46, 0.04]
262 100.0% -0.21[-0.46, 0.04]

-

a1 05 0 05 1
Favours once daily Favours twice daily

Hypoglycaemia — Follow up less than or equal to 6 months

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 Follow up < 6 months

Hirsch 2010 36 173 21 89 100.0% 0.88 [0.55, 1.42] l

Subtotal (95% CI) 173 89 100.0% 0.88[0.55, 1.42]

Total events 36 21

Heterogeneity: Not applicable
Test for overall effect: Z = 0.52 (P = 0.60)

Test for subaroup differences: Not applicable

National Clinical Guideline Centre, 2015

180

\ \ \
05 07 15 2
Favours 4mm x 32G PN Favours 5mm x 31G PN



J.4.6.2

Type 1 diabetes in adults
Forest plots

Figure 202: Injection site pain — Follow up less than or equal to 6 months
4mmx32GPN  5mm x 31G PN Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.4.1 Follow up < 6 months
Hirsch 2010 27 173 11 89 100.0%  1.26[0.66, 2.43] T-t
Subtotal (95% Cl) 173 89 100.0%  1.26[0.66, 2.43]
Total events 27 11

Heterogeneity: Not applicable
Test for overall effect: Z=0.70 (P = 0.48)

Test for subaroup differences: Not applicable

Figure 203:

0.2 05 2 5
Favours 4mm x 32G PN Favours 5mm x 31G PN

Visual Analogue Pain Scores — follow up less than or equal to 6 months
Mean Difference

Mean Difference

Study or Subgroup Mean Difference  SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
1.5.1 Follow up < 6 months
Hirsch 2010 -11.91 5.61 100.0% -11.91[-22.91,-0.91]

Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 2.12 (P = 0.03)

Test for subaroup differences: Not applicable

100.0% -11.91 [-22.91, -0.91]

=

-50 -25 0 25 50
Favours 4 mm X 32G PN Favours 5 mm X 31G PN

4 mm x 32G PN versus 8 mm x 31G PN for insulin delivery.

Figure 204: Hypoglycaemia - follow-up less than or equal to 6 months
4mmx32GPN 8mm x 31G PN Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.3.1 Follow up < 6 months
Hirsch 2010 36 173 22 84 100.0% 0.79 [0.50, 1.26] 1_
Subtotal (95% CI) 173 84 100.0% 0.79[0.50, 1.26]
Total events 36 22

Heterogeneity: Not applicable
Test for overall effect: Z=0.98 (P = 0.33)

Test for subaroup differences: Not applicable

Figure 205:
4 mm x 32G PN

05 07 15 2
Favours 4mm x 32G PN Favours 8mm x 31G PN

Injection site pain — follow-up less than or equal to 6 months
8 mm x 31G PN

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.5.1 Follow up < 6 months

Hirsch 2010 27 173 11 84 100.0%  1.19[0.62, 2.28] —t
Subtotal (95% CI) 173 84 100.0% 1.19[0.62, 2.28]

Total events 27 11

Heterogeneity: Not applicable
Test for overall effect: Z = 0.53 (P = 0.60)

Test for subaroup differences: Not applicable
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J.4.6.3

J.4.6.4

J.5

J.6

J.6.1
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Figure 206: Visual Analogue Pain Scores — follow-up less than or equal to 6 months
Mean Difference Mean Difference
Study or Subgroup  Mean Difference  SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.6.1 Follow up < 6 months
Hirsch 2010 -23.26 4.24 100.0% -23.26 [-31.57, -14.95] t
Subtotal (95% CI) 100.0% -23.26 [-31.57, -14.95]

Heterogeneity: Not applicable
Test for overall effect: Z = 5.49 (P < 0.00001)

-50 25 0 25 50
. . Favours 4 mm X 32G PN Favours 8 mm X 31G PN
Test for subaroup differences: Not applicable

4 mm x 32G PN versus 6 mm x 32G PN for insulin delivery.

Figure 207: 150 mm Visual Analogue Scale Pain Scores — follow-up less than or equal to 6 months
Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
1.7.1 Follow up < 6 months
Miwa 2012 -16.6 4.77041 100.0% -16.60 [-25.95, -7.25] i
Subtotal (95% CI) 100.0% -16.60 [-25.95, -7.25]

Heterogeneity: Not applicable
Test for overall effect: Z = 3.48 (P = 0.0005)

1 1 1 1
-50 -25 0 25 50
. ) Favours 4 mm X 32G PN Favours 6 mm X 32G PN
Test for subaroup differences: Not applicable

5 mm versus 8 mm

Figure 208: HbA1c final values — follow-up less than or equal to 6 months
5mm 8 mm Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Kreugel 2011 747 09 130 7.59 1 130 100.0% -0.12[-0.35,0.11]
Total (95% CI) 130 130 100.0% -0.12[-0.35, 0.11]

Heterogeneity: Not applicable t t T t

Test for overall effect: Z = 1.02 (P = 0.31) _éavouréZS mm oFavoufs 8 mm4

Pancreas transplant and islet cell transplantation

None
Hypoglycaemia:

Identification and quantification of impaired awareness of hypoglycaemia

None
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Recovering hypoglycaemia awareness

Structured education and avoidance (HyPOS) versus education alone in patients with impaired
awareness of hypoglycaemia

Figure 209: Hypoglycaemia unawareness: Hypoglycaemia awareness questionnaire (HAQ;
Clarke score) less than or equal to 6 months

Favours SE and Avoidance Standard Care Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
HERMANNS 2007 -0.7 0.3061 74 72 100.0% -0.70[-1.30, -0.10]

Total (95% CI) 74 72 100.0% -0.70 [-1.30, -0.10] -

Heterogeneity: Not applicable '4 '2 0 é "‘

Test for overall effect: Z = 2.29 (P = 0.02)

Favours SE and Avoidance Favours Standard Care

Figure 210:

Hypoglycaemia unawareness (Gold score) less than or equal to 6 months

Education and Avoidance Standard Care Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
HERMANNS 2007 0.8 0.3061 74 72 100.0%  0.80 [0.20, 1.40]

Total (95% Cl) 74 72 100.0% 0.80[0.20, 1.40] -
Heterogeneity: Not applicable o 5 1y 3 @

Test for overall effect: Z = 2.61 (P = 0.009)

Figure 211:

Favours Standard Care Favours SE and Avoidance

Severe hypoglycaemia (episodes/patient-year) less than or equal to 6 months

Education and Avoidance Standard Care Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
HERMANNS 2007 -0.3 0.3571 74 72 100.0% -0.30 [-1.00, 0.40]
Total (95% CI) 74 72 100.0% -0.30 [-1.00, 0.40]

ity: i + + t + +
Heterogeneity: Not applicable 7 5 0 > @

Test for overall effect: Z = 0.84 (P = 0.40)

Figure 212:

Favours SE and Avoidance Favours Standard Care

HbA1c %, final values less than or equal to 6 months

Education and Avoidance Standard Care Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD _Total Weight IV, Fixed, 95% ClI 1V, Fixed, 95% CI
HERMANNS 2007 7.2 0.8 74 71 09 72 100.0% 0.10[-0.18, 0.38]
Total (95% CI) 74 72 100.0% 0.10[-0.18, 0.38]

Heterogeneity: Not applicable k t t J

iy _ -2 -1 0 1 2
Test for overall effect: Z = 0.71 (P = 0.48) Favours SE and Avoidance Favours Standard Care

Figure 213: Quality of Life (PAID) less than or equal to 6 months

Education and Avoidance Standard Care Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI

HERMANNS 2007 0.7 1.9898 74 72 100.0% 0.70[-3.20, 4.60]

Total (95% CI) 74 72 100.0% 0.70 [-3.20, 4.60]

Heterogeneity: Not applicable o 5 T T 0

Test for overall effect: Z = 0.35 (P = 0.72) Favours SE and Avoidance Favours Standard Care
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Figure 214: Quality of Life (ADDQol) less than or equal to 6 months

Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
HERMANNS 2007 -0.1 0.102 100.0% -0.10[-0.30, 0.10]
Total (95% CI) 100.0% -0.10[-0.30, 0.10]
Heterogeneity: Not applicable 5_2 51 s i 2=
Test for overall effect: Z=0.98 (P = 0.33) Favours Standard Care Favours SE and Avoidance

J.6.2.2  Insulin lispro versus regular human insulin in patients with impaired awareness of hypoglycaemia

Figure 215: Severe hypoglycaemia, number of patients less than or equal to 6 months

Lispro Human insulin Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
FERGUSON 2001 18 33 18 33 100.0% 1.00 [0.64, 1.55]
Total (95% CI) 33 33 100.0%  1.00[0.64, 1.55]
Total events 18 18
Heterogeneity: Not applicable ) t t ) t t {

o _ 0.1 0.2 05 1 2 5 10
Test for overall effect: Z = 0.00 (P = 1.00) Favours Lispro  Favours Human insuli

Figure 216: HbA1c %, final values less than or equal to 6 months

Lispro Human insulin Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
FERGUSON 2001 9.1 0.8 33 9.3 1 33 100.0% -0.20 [-0.64, 0.24]
Total (95% Cl) 33 33 100.0% -0.20 [-0.64, 0.24]
Heterogeneity: Not applicable l4 12 3 é j‘
Test for overall effect: Z=0.90 (P = 0.37) Favours Lispro  Favours Human insulin

J.6.2.3 Education and relaxation of BG targets versus analogue insulin lispro/glargine in patients with
impaired awareness of hypoglycaemia

Figure 217: HbA1c % less than or equal to 6 months

Education Anologue (lispro/glargine Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% CI
THOMAS 2007 83 1 7 7.6 0.7 7 100.0% 0.70[-0.20, 1.60] 7
Total (95% CI) 7 7 100.0% 0.70[-0.20, 1.60] ~
Heterogeneity: Not applicable 54 _52 3 é i
Test for overall effect: Z = 1.52 (P =0.13) Favours Education Favours Anologue (lispro/glar

Figure 218: Altered hypoglycaemia awareness, number of patients less than or equal to 6

months
Education Anologue (lispro/glargine Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
THOMAS 2007 2 7 4 7 100.0% 0.50[0.13, 1.90]
Total (95% Cl) 7 7 100.0% 0.50 [0.13, 1.90]
Total events 2 4
Heterogeneity: Not applicable I t t 1 t t |

g _ 01 0.2 0.5 1 2 5 10
Test for overall effect: Z = 1.02 (P = 0.31) Favours Anologue (lispro/glargine  Favours Education
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Figure 219: Quality of Life (DQOL) less than or equal to 6 months

Education Anologue (lispro/glargine Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% CI
THOMAS 2007 58 16 7 70 11 7 100.0% -12.00 [-26.38, 2.38] I~
Total (95% Cl) 7 7 100.0% -12.00 [-26.38, 2.38] ———
Heterogeneity: Not applicable 20 10 0 10 20

Test for overall effect: Z = 1.64 (P = 0.10)

Figure 220: Quality of Life (HFS) less than or equal to 6 months

Favours Education Favours Anologue (lispro/glar

Education Anologue (lispro/glargine Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% ClI
THOMAS 2007 81 14 7 83 26 7 100.0% -2.00 [-23.88, 19.88]
Total (95% CI) 7 7 100.0% -2.00 [-23.88, 19.88]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.18 (P = 0.86)

:
20 10 0 10 20
Favours Education Favours Anologue (lispro/glar

Education and relaxation of BG targets versus CSll in patients with impaired awareness of

hypoglycaemia
Figure 221: HbA1c % less than or equal to 6 months
Education csll Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
THOMAS 2007 8.3 1 7 74 1 7 100.0% 0.90[-0.15, 1.95] T
Total (95% CI) 7 7 100.0% 0.90 [-0.15, 1.95] g

Heterogeneity: Not applicable
Test for overall effect: Z = 1.68 (P = 0.09)

4 2 6 2 4
Favours Education Favours CSlI

Figure 222: Altered hypoglycaemia awareness, number of patients less than or equal to 6
months
Education Csill Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

THOMAS 2007 2 7 3 7 100.0% 0.67 [0.16, 2.84]

Total (95% Cl) 7 7 100.0%  0.67[0.16,2.84]  ——onnuui—

Total events 2 3

Heterogeneity: Not applicable —rt t f ——
0.10.2 05 1 2 5 10

Test for overall effect: Z = 0.55 (P = 0.58) Favours CSIl Favours Education

Figure 223: Quality of Life (DQOL) less than or equal to 6 months

Education Csll Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
THOMAS 2007 58 16 7 74 20 7 100.0% -16.00 [-34.97, 2.97] I~
Total (95% CI) 7 7 100.0% -16.00[-34.97,2.97]  ——

Heterogeneity: Not applicable
Test for overall effect: Z = 1.65 (P = 0.10)
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Figure 224: Quality of Life (HFS) less than or equal to 6 months

Education csli Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
THOMAS 2007 81 14 7 64 16 7 100.0% 17.00 [1.25, 32.75]
Total (95% CI) 7 7 100.0% 17.00 [1.25, 32.75] —
Heterogeneity: Not applicable —t —t
-20 -10 0 10 20
Test for overall effect: Z = 2.12 (P = 0.03) Favours Education Favours CSII

J.7 Ketone monitoring

J.7.1 Ketone self-monitoring and in-hospital monitoring

J.7.1.1  Blood versus urine ketone measurement (point of care testing) in ED patients (less than or equal to
6 months)

Figure 225: HbAlc

Blood Urine Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Laffel 2006 83 15 62 7.7 1.2 61 100.0% 0.60[0.12, 1.08]
Total (95% ClI) 62 61 100.0% 0.60[0.12,1.08] <&
Heterogeneity: Not applicable =4 =2 3 é jl
Test for overall effect: Z =2.45 (P = 0.01) Favours blood Favours urine

Figure 226: ER use

Blood Urine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Laffel 2006 8 62 14 61 100.0%  0.56 [0.25, 1.24] =
Total (95% ClI) 62 61 100.0%  0.56[0.25, 1.24] <@
Total events 8 14
Heterogeneity: Not applicable f f f |
ey _ 0.01 0.1 1 10 100
Test for overall effect: Z = 1.42 (P = 0.15) Favours blood Favours urine

Figure 227: Hospitalisation

Blood Urine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Laffel 2006 3 62 8 61 1000%  0.37[0.10, 1.33] —-+
Total (95% ClI) 62 61 100.0%  0.37[0.10, 1.33] -
Total events 3 8
bo ar S w
est for overall effect: Z=1.53 (P = 0.13) Favours blood Favours urine
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J.8

J.8.1

J.8.1.1

J.8.1.4

Type 1 diabetes in adults
Forest plots

Arterial risk control

Aspirin

Aspirin versus placebo for prevention of CV events (less than or equal to 6 months)

Figure 228: HbA1c (aspirin versus placebo in type 1 diabetes)
Aspirin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Hansen 2000 8.4 0.6 8 85 0.59 9 100.0% -0.10[-0.67, 0.47]
Total (95% Cl) 8 9 100.0% -0.10[-0.67, 0.47]

Heterogeneity: Not applicable
Test for overall effect: Z =0.35 (P = 0.73)

Figure 229: Dyspepsia (aspirin versus placebo in type 1 diabetes)

Aspirin Placebo Risk Ratio

4 2 6 5 4
Favours aspirin  Favours placebo

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Hansen 2000 3 8 3 9 100.0% 1.13[0.31, 4.07]

Total (95% CI) 8 9 100.0% 1.13[0.31, 4.07]

Total events 3 3

Heterogeneity: Not applicable
Test for overall effect: Z=0.18 (P = 0.86)

Adverse events (aspirin versus placebo in type 1 diabetes)

No forest plot — data unsuitable

10 100
Favours placebo

001 01 1
Favours aspirin

Aspirin versus placebo for prevention of CV events (less than or equal to 6 months)

Figure 230: Mortality (all-cause)
Aspirin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ETDRS 1992 29 559 39 571 100.0% 0.76 [0.48, 1.21]
Total (95% ClI) 559 571 100.0%  0.76[0.48, 1.21]
Total events 29 39

Heterogeneity: Not applicable
Test for overall effect: Z = 1.16 (P = 0.25)

Mortality (all-cause) — 5 year life table

No forest plot — data unsuitable
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Type 1 diabetes in adults
Forest plots

Figure 231: Mortality (CV)
Aspirin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ETDRS T1D no prev CV 32 683 40 710 100.0% 0.83[0.53, 1.31]
Total (95% ClI) 683 710 100.0% 0.83[0.53, 1.31]
Total events 32 40
Heterogeneity: Not applicable 50 > 055 T é 5’
Test for overall effect: Z =0.80 (P = 0.42) i:avours éspirin Favours placebo
Mortality (CV) — 5 year life table
No forest plot — data unsuitable
Figure 232: CV event (all)
Aspirin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ETDRS T1D no prev CV 55 683 64 710 100.0% 0.89[0.63, 1.26]
Total (95% CI) 683 710 100.0% 0.89[0.63, 1.26]

Total events 55 64
Heterogeneity: Not applicable
Test for overall effect: Z =0.64 (P = 0.52)

02 05 1
Favours aspirin

2 5

Favours placebo

Figure 233: Ml (fatal and non-fatal)
Aspirin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ETDRS T1D no prev CV 37 683 48 710 100.0% 0.80[0.53, 1.21] —
Total (95% CI) 683 710 100.0%  0.80[0.53,1.21] -
Total events 37 48
Heterogeneity: Not applicable 02 05 T 5 5

Test for overall effect: Z = 1.04 (P = 0.30)

Ml (fatal and non-fatal)- 5 year life table

No forest plot — data unsuitable

Favours aspirin

Favours placebo

Figure 234: Stroke (fatal and non-fatal)
Aspirin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ETDRS T1D no prev CV 17 683 13 710 100.0% 1.36 [0.67, 2.78] —
Total (95% Cl) 683 710 100.0% 1.36 [0.67, 2.78] ———
Total events 17 13
Heterogeneity: Not applicable 02 05 T ) 5

Test for overall effect: Z = 0.84 (P = 0.40)
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Type 1 diabetes in adults
Forest plots

Stroke (fatal and non-fatal) — 5 year life table

No forest plot — data unsuitable

J.9 Inpatient management

J.9.1 [Vinsulin
J.9.1.1 IV insulin versus SC insulin during surgery

Figure 235: Mild hypoglycaemia

IV insulin SCinsulin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
CHRISTIANSEN 1988 6 10 4 10 100.0% 1.50 [0.60, 3.74] ]
Total (95% Cl) 10 10 100.0% 1.50 [0.60, 3.74] ——
Total events 6 4
Heterogeneity: Not applicable 01 02 05 ] 5 s 10

Test for overall effect: Z = 0.87 (P = 0.38) Favours IV insulin  Favours SC insulin

J.10 Complications
J.10.1 Gastroparesis

J.10.1.1  Metoclopramide versus placebo for treatment of gastroparesis (less than 6 months follow-up)

Figure 236: Symptom score, max 100 = worse
Metoclopramide Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
RICCI 1985 265 21.6 13 453 455 13 100.0% -18.80 [-46.18, 8.58]
Total (95% Cl) 13 13 100.0% -18.80 [-46.18, 8.58] e —
Heterogeneity: Not applicable 20 40 6 10 2o

Test for overall effect: Z=1.35 (P = 0.18) Favours metoclopramide  Favours placebo

Figure 237: Symptoms — felt better, no. of patients

Metoclopramide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SNAPE 1982 7 10 0 10 100.0% 15.00 [0.97, 231.84] . >
Total (95% ClI) 10 10 100.0% 15.00 [0.97, 231.84] e —
Total events 7 0
P . } } 1 1
Heterogeneity: Not applicable 0.02 01 T 10 50

Test for overall effect: Z = 1.94 (P = 0.05) Favours placebo Favours metoclopramide
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Type 1 diabetes in adults
Forest plots

Figure 238: No vomiting, no. of patients

Metoclopramide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SNAPE 1982 6 10 0 10 100.0% 13.00 [0.83, 203.83] . >
Total (95% CI) 10 10 100.0% 13.00 [0.83, 203.83] e —

Total events 6 0
Heterogeneity: Not applicable
Test for overall effect: Z = 1.83 (P = 0.07)

Il Il Il
0.1 1 10 50
Favours placebo Favours metoclopramide

0.02

Figure 239: Vomiting, no. of patients improving by score of more than 2
Metoclopramide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
MCCALLUM 1983 6 10 4 8 100.0% 1.20[0.51, 2.83]
Total (95% CI) 10 8 100.0% 1.20[0.51, 2.83]
Total events 6 4
e - oss CR T B
est for overall effect: Z = 0.42 (P = 0.68) Favours placebo Favours metoclopramid
Figure 240: Weight loss, no. of patients
Metoclopramide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SNAPE 1982 3 10 6 10 100.0% 0.50[0.17, 1.46] —
Total (95% CI) 10 10 100.0% 0.50 [0.17, 1.46] -

Total events 3 6
Heterogeneity: Not applicable
Test for overall effect: Z =1.27 (P =0.21)

1 1 1
01 1 10 50
Favours placebo Favours metoclopramid:

0.02

Figure 241: Adverse events, no. of patients
Metoclopramide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
MCCALLUM 1983 11 18 20 22 83.7% 0.67 [0.45, 0.99]
SNAPE 1982 0 10 3 10 16.3% 0.14[0.01,2.45] +—=
Total (95% CI) 28 32 100.0%  0.59[0.39, 0.89] o
Total events 11 23
ity: Chiz = = = - 12 = 300 } } } t } }
Heterogeneity: Chi2 = 1.42, df = 1 (P = 0.23); I12= 30% 01 02 05 ; ) : 10

Test for overall effect: Z = 2.50 (P = 0.01)
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J.10.1.2

Type 1 diabetes in adults
Forest plots

Domperidone versus placebo for treatment of Gastroparesis (less than 6 months follow-up)

Figure 242: Quality of Life SF-36 — 36 items across 8 domains reduced to 2 (physical and

mental components) indexes

Domperidone Placebo

Study or Subgroup Mean SD Total Mean SD Total

Mean Difference

Weight IV, Fixed, 95% CI

Mean Difference

1V, Fixed, 95% CI

1.1.1 Physical Component Scale -Follow up <6 months

SILVERS 1998 065 075 104 -1.77 0.75
Subtotal (95% Cl) 104

Heterogeneity: Not applicable
Test for overall effect: Z = 22.98 (P < 0.00001)

1.1.2 Mental Componet Scale -Follow up <6 months

SILVERS 1998 -1.08 1.13 104 -0.96 0.89
Subtotal (95% CI) 104

Heterogeneity: Not applicable
Test for overall effect: Z = 0.84 (P = 0.40)

Figure 243: Vomiting

Domperidone Placebo

Study or Subgroup Events  Total Events Total Weight

99
99

99
99

100.0%  2.42[2.21, 2.63]
100.0% 2.42[2.21, 2.63]

100.0% -0.12[-0.40, 0.16]

100.0% -0.12 [-0.40, 0.16]

Risk Ratio

M-H, Fixed, 95% ClI

!

-10 5

0 5 10

Favours placebo Favours domperidone

Risk Ratio

M-H, Fixed, 95% ClI

1.2.1 Follow up <6 months

SILVERS 1998 0 105 5 103 100.0% 0.09 [0.00, 1.59]
Subtotal (95% CI) 105 103 100.0% 0.09 [0.00, 1.59]
Total events 0 5

Heterogeneity: Not applicable
Test for overall effect: Z = 1.64 (P = 0.10)

Test for subaroup differences: Not applicable

Figure 244: Adverse events
Domperidone Placebo

Study or Subgroup Events  Total Events Total Weight

Risk Ratio

Favours domperidone

M-H, Fixed, 95% ClI

* L

001 01

1 10 100
Favours placebo

Risk Ratio

M-H, Fixed, 95% ClI

1.3.1 Follow up <6 months

SILVERS 1998 63 105 65 103 100.0% 0.95[0.77, 1.18]
Subtotal (95% CI) 105 103 100.0% 0.95[0.77, 1.18]
Total events 63 65

Heterogeneity: Not applicable
Test for overall effect: Z = 0.46 (P = 0.65)

Test for subaroup differences: Not applicable

Figure 245: Symptom severity score (maximum 12)

Favours domperidone

001 01

1 10 100
Favours placebo

Domperidone Metoclopramide Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
PATTERSON 1999 4.71 0.46 48 5.09 0.5 45 -0.38 [-0.58, -0.18] T
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Type 1 diabetes in adults
Forest plots

J.10.1.3 Domperidone versus metoclopramide for treatment of gastroparesis (less than 6 months follow-
up)

Figure 246: Symptom severity score (maximum 12)

Domperidone Metoclopramide Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
PATTERSON 1999 4.71 0.46 48 5.09 0.5 45 -0.38 [-0.58, -0.18] T
t t t t {
-2 -1 (o} 1 2

Favours domperidone Favours metoclopramide

J.10.1.4  Erythromycin versus placebo for treatment of gastroparesis (less than 6 months follow-up)

Figure 247: Symptom severity score (maximum 3.0)
Erythromycin Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
SAMSOM 1997 1.53 0.67 12 1.81 0.86 12 100.0% -0.28 [-0.90, 0.34]
Total (95% CI) 12 12 100.0% -0.28 [-0.90, 0.34]

-2 -1 (o] 1 2
Favours erythromycin Favours placebo

Heterogeneity: Not applicable
Test for overall effect: Z = 0.89 (P = 0.37)

J.10.1.5 BOTOX versus placebo for treatment of gastroparesis (less than 6 months follow-up)

Figure 248: GCSlI score reduction (maximum 45)
BOTOX Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
FRIEDENBERG 2008 11.4 9.8 16 13.7 16.3 16 100.0% -2.30 [-11.62, 7.02]

Total (95% CI) 16 16 100.0% -2.30 [-11.62, 7.02] ’
L 1 1 ]

Heterogeneity: Not applicable T T T 1

T
-20 -10 o 10 20
Test for overall effect: Z = 0.48 (P = 0.63) Favours placebo Favours Botox

J.10.1.6  Electrical stimulation ON versus OFF for treatment of gastroparesis (less than 6 months follow-up)

Figure 249: Total symptom severity score (TSS) - 6 symptoms (maximum 24)

ON OFF Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ABELL 2003 11.3 1.5 17 13.2 1.7 17 100.0% -1.90 [-2.98, -0.82]
Total (95% CI) 17 17 100.0% -1.90 [-2.98, -0.82] ‘
1 1 1 1
Heterogeneity: Not applicable J ! ' !
9 Y PP -4 -2 o 2 4

Test for overall effect: Z = 3.46 (P = 0.0005) Favours ON Favours OFF
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Type 1 diabetes in adults
Forest plots

Figure 250: Total symptom severity score (TSS) - 7 symptoms (maximum 28)
ON OFF Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
MCCALLUM 2010B 10.89 6.73 45 9.81 6.47 45 100.0% 1.08 [-1.65, 3.81]
Total (95% CI) 45 45 100.0% 1.08 [-1.65, 3.81]
1 1 1 ]
Heterogeneity: Not applicable f i T T !
9 Y [?p _ _ -10 -5 (o] 5 10
Test for overall effect: Z = 0.78 (P = 0.44) Favours ON Favours OFE
Figure 251: Total symptom frequency score (TSS) - 7 symptoms (maximum 28)
ON OFF Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
MCCALLUM 2010B 125 7.1 45 11.89 7.48 45 100.0% 0.61 [-2.40, 3.62]
Total (95% CI) a5 45 100.0% 0.61 [-2.40, 3.62]
! 1 1 ]
Heterogeneity: Not applicable ! T T T !
£ 9 y" i F.>P _ _ -10 -5 (o] 5 10
Test for overall effect: Z = 0.40 (P = 0.69) Favours ON  Favours OEF
Figure 252: Vomiting severity score (maximum 4)
ON OFF Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
MCCALLUM 2010B 2.06 1.26 45 1.64 1.27 45 100.0% 0.42[-0.10, 0.94]
Total (95% CI) 45 45 100.0% 0.42 [-0.10, 0.94]
1 1 1 1
Heterogeneity: Not applicable ' ! ' ' !
T fg yu ff IC-)pz—l 7 (P =012 “ 2 ° 2 4
est for overall effect: 2 = 1.57 (P = 0.12) Favours ON Favours OFF
Figure 253: Vomiting frequency (episodes/day)
ON OFF Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
FROKJAER 2008 1.13 1.32 7 0.33 0.34 7 100.0% 0.80[-0.21, 1.81] 7
Total (95% CI) 7 7 100.0% 0.80 [-0.21, 1.81] <‘
1 1 1 1
Heterogeneity: Not applicable ' ! ' !
T fg yu ff IC-)pz—l P=0.12 “ 2 ° 2 4
est for overall effect: Z = 1.55 (P = 0.12) Favours ON Favours OFF
Figure 254: Vomiting frequency score (maximum 4)
ON OFF Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
MCCALLUM 2010B 2.31 1.43 45 2.03 1.48 45 100.0% 0.28 [-0.32, 0.88]
Total (95% CI) 45 45 100.0% 0.28 [-0.32, 0.88]
1 1 1 1
Heterogeneity: Not applicable ' ! ' ' !
9 Yy PP -4 -2 o 2 4

Test for overall effect: Z = 0.91 (P = 0.36)
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J.10.1.7

Type 1 diabetes in adults
Forest plots

Small particle diet versus normal diabetic diet for treatment of gastroparesis (less than 6 months
follow-up)

Figure 255: HbAlc

Normal Small particle Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
OLAUSSEN 2014 74 08 28 78 11 28 -0.40[-0.90, 0.10] —
2 1 0 1 2

Favours normal Favours small particle

Figure 256: SF-36

Small particle Normal Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
8.2.1 Physical Component Scale -Follow up <6 months
OLAUSSEN 2014 40.2 10.9 28 355 1238 28 100.0% 4.70[-1.53,10.93] —t
Subtotal (95% ClI) 28 28 100.0% 4.70[-1.53,10.93] -

Heterogeneity: Not applicable
Test for overall effect: Z =1.48 (P = 0.14)

8.2.2 Mental Componet Scale -Follow up <6 months
OLAUSSEN 2014 438 152 28 415 1438 28 100.0% 2.30[-5.56, 10.16] i
Subtotal (95% ClI) 28 28 100.0% 2.30 [-5.56, 10.16]

Heterogeneity: Not applicable

Test for overall effect: Z =0.57 (P = 0.57)

-20 -10 0 10 20
Favours normal Favours small particle

Figure 257: Vomiting/nausea severity
Mean Difference Mean Difference
Study or Subgroup  Mean Difference  SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
OLAUSSEN 2014 -0.56 0.23 100.0% -0.56[-1.01,-0.11]
Total (95% ClI) 100.0% -0.56 [-1.01, -0.11] <@
Heterogeneity: Not applicable 0 5 0 5 )

Test for overall effect: Z = 2.43 (P = 0.01) Favours [experimental] Favours [control]

Figure 258: Weight change

Mean Difference Mean Difference
Study or Subgroup  Mean Difference  SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
OLAUSSEN 2014 -0.012 0.82 100.0% -0.01][-1.62, 1.60]
Total (95% CI) 100.0% -0.01[-1.62, 1.60]

10 5 0 5 10
Favours [experimental] Favours [control]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.01 (P = 0.99)

J.10.2 Thyroid disease-frequency of monitoring

None
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J.10.3

Type 1 diabetes in adults

Forest plots

Erectile Dysfunction (type 1 diabetes subgroup analyses only)

For all forest plots used to assess the effectiveness of treatment for erectile dysfunction in men with
diabetes (type 1 diabetes and type 2 diabetes) please see NICE clinical guideline for type 2 diabetes,

Figure 259:

which contains all the review work for this question.

EF domain on IIEF questionnaire for all studies comparing PDE-5 versus placebo

showing subgroups by drug comparison for type 1 diabetes only
Placebo
SD Total Weight I, Random, 95% CI

PDE-5 inhibitors

Mean Difference

Mean Difference
IV, Random, 95% CI1

126
16.72

Study or Subgroup  Mean SD Total Mean
1.2.1 vVardenafil versus placeho

Goldstein 2003 18.03 1329 284
Fiegler 2006 20034 842 1484
Subtotal (95% CI) 154

Heterageneity: Mot applicahle
Test for averall effect: Z=518 (P = 0.00001)

1.2.2 Sildenafil versus placeho

Eoulton 2001 204 831 45
Rendell 1999 175 284585 13
Safarinejad 2004 16.8 2225 134
Stuckey2003 20 11.56 86
Subtotal {95% CI) 86

Heterageneity: Mot applicahle
Test for overall effect 2= 3.35 (P = 0.0008)

1.2.3 Tadalafl vs. placebo

Hatzichristou 2008 I I 0
Saenz 2002 186 1304 145
Subitotal (95% Clj 0

Heterogeneity: Mot applicahle
Test for overall effect. Mot applicable

Total (95% CI) 240

11.5
10.4
11.4

14

12.2

132.29
707

11.58
28.585
2225
11.96

12.04

128 0.0%
149 80.1%
149 80.1%
98 0.0%
121 0.0%
128 0.0%
81 19.9%
81 19.9%
0
71 0.0%
230 100.0%

Heterogeneity: Tau®=0.00; Chi*=043, df=1 {F=049); F=0%

Test for averall effect: Z=613 (P = 0.00001)

Testfor subgroup differences: Chi*= 048, df=1(F=0.49), F=0%

5.43[2.73,8.13]
462 [2.87,6.37)
4.62 [2.87, 6.37]

5.90 [5.56, 12.24]
7.10[0.04, 14.18]
5.40[0.01, 10.79]

G.00[2.49,9.57]
6.00[2.49, 9.51]

Mot estimahle
6.40[2.70,10.10]
Hot estimable

4.89[3.33, 6.46]

n
*

L

=20 10 0 10 20
Favours placebo Favours FDE-4

Figure 260: SEP-Q2 (successful penetration) for type 1 diabetes only
PDE-5 inhibitors Placeho Odds Ratio 0Odds Ratio
Study or Subgroup Events Total Fvents Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.5.1 Wardenafl vs. placeho
Goldstein 2003 179 287 49 137 0.0% 2.981[1.95 4.54)]
Ishii 2006 a04 672 a4 105 0.0% 283[1.86, 437
Fiegler 2006 108 1654 TH 148 1000% 2R [1.41, 361 !
Subtotal {(95% Cl) 154 149 100.0% 2.26[1.41, 3.61]
Total events 108 il
Heterogeneity: Mot applicable
Testfor overall effect. £=3.38 (P =0.0007)
1.5.2 Tadalafil vs. placebo
Hatzichristou 2008 120 184 42 493 0.0% 216 [1.32, 3.54]
Subtotal {(95% Clj 1] 1] Mot estimable
Total events 0 0
Heterageneity: Mot applicahle
Test for overall effect: Mot applicable
Total {95% CI) 154 149 100.0% 2.26[1.41, 3.61] <&
Total events 108 7B

Heterogeneity, Mot applicahle

Testfor overall effect: £=3.38 (F=0.0007)

Test for subgroup differences: Mot applicable
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Type 1 diabetes in adults
Forest plots

SEP-Q3 (successful intercourse) for type 1 diabetes only

Odds Ratio
Weight M-H, Random, 95% CI

Odds Ratio
M-H, Random, 95% CI

Figure 261:
PDE-5 inhibitors Placebo

Study or Subgroup Events Total Events Total
1.6.1 Vardenafil vs. placebo
Gaoldstein 2003 148 287 Iz 13ar
Ishii 2006 400 G772 3z 108
Ziegler 2006 Ta 149 43 144
Subtotal {(95% Cl) 149 154
Total events A 43
Heterogeneity: Mot applicable
Testfor overall effect: £=3.96 (F = 0.0001)
1.6.2 Tadalafil vs. placebo
Hatzichristou 2008 a3 181 27 45
Subtotal {(95% Clj 1] 1]
Total events 0 0
Heterageneity: Mot applicahle
Test for overall effect: Mat applicable
Total {95% CI) 149 154
Total events A 43

Heterogeneity: Mot applicable
Testfor overall effect. £=3.96 (F = 0.0001)
Testfor subgroup differences: Mot applicable

0.0% 349221, 8483
0.0% 3362146, 623
100.0% 262[1.62 4.21]
100.0% 2.62[1.62, 4.21]
0.0% 1.94[1.14, 3.29]
Hot estimable
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Odds Ratio

Figure 262: GEQ-improvement for type 1 diabetes only
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1.7.1 Sildenafil vs. placebo

Boulton 2001 67 102 11102
Rendell 19949 11 20 a 26
Safarinejad 2004 13 2h 4 s
Stuckey2003 44 a4 20 T
Subtotal (95% CI) 131 125
Total events [t} 29

0.0% 1601 [7.59, 33.79]
16.9% 513 01.38,19.11]
16.6% 450119, 16.99)
B6.5% 3.06 [1.58, 5.94]

100.0% 3.56 [2.07, 6.12]

Heterogeneity: Tau®=0.00; Chi*=0.62, df =2 (F=073; F=0%

Test for overall effect: Z= 4. 60 (P = 0.00001)

1.7.2 Vardenafil vs. placebo

Goldstein 2003 172 268 17 133
Subtotal {95% CI) 268 133
Total events 172 17
Heterogeneity: Mot applicable

Test for overall effect; £=8.65 (P = 0.00001)

1.7.3 Tadalafil vs. placebo

Hatzichristou 2008 112 1498 23100
Saenz 2002 ar 144 1a 71
Subtotal (95% CI) 343 171
Total events 1489 41

0.0% 12236893, 21.55]
0.0%  12.23[6.93, 21.55]
0.0% 4,36 [2.53, 7.51]
0.0% 4.42 [2.35, 8.249]
0.0% 4,38 [2.90, 6.62]

Heterogeneity: Tau®=0.00; Chi*=0.00, df=1 (F=098}; F=0%

Test for overall effect: £=7.04 (P = 0.00001)

131 125
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Total {95% Cl)

Total events [t}

100.0% 3.56 [2.07, 6.12]

Heterogeneity: Tau®=0.00; Chi*=062, df=2 (F=073; F=0%

Test for overall effect: £=4.60 (P = 0.00001)
Test for subgroup differences: Mot applicahle
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Forest plots

Figure 263: Adverse events (all) for type 1 diabetes only
PDE-5 inhibitors Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.8.2 Headache
Eoulton 2001 20 110 4 109 0.0% 8.8301.92,17.70]
Goldstein 2003 36 296 10 143 0.0% 1.84 [0.89, 3.83]
Ishii 2006 33 672 2 106 0.0% 269063, 11.36]
Rendell 1999 2 136 18 132 0.0% 0.12[0.03,0.52]
Saenz 2002 16 145 1] 71 0.0%  18.22[1.08 308.21]
Safarinejad 2004 24 144 3138 0.0% 11.36[3.37, 38.22]
Stuckey2003 19 a7 T 94 18.4% 3.03[1.21,7.59] —
Ziegler 2006 ] 163 o 185 4.8% 10,79 [0.59, 196.82] T ——
Subtotal (95% Cl) 260 249 23.1% 3.40[1.42, 8.16] .
Total events 24 7
Heterogeneity: Tau®= 0.00; Chi*= 069, df=1 (P =040}, F=0%
Test for overall effect: Z=2.74 (P = 0.008)
1.8.3 Flushing
Eoulton 2001 16 110 o 109 0.0%  38.24 [2.26, 645.97]
Goldstein 2003 28 296 1 143 0.0% 1484 [2.00,11017]
Ishii 2006 7 672 2 106 0.0% B.73[1.63, 27.82]
Rendell 1594 4] 136 o 132 0.0% 13.20([0.74, 236.69]
Saenz 2002 g 145 i 71 0.0% 5.60[0.31, 102.66]
Safarinejad 2004 27 144 o 138 0.0% B4.83[3.91,1074.33]
Stuckey2003 17 a7 3 94 14.3% B.45[1.82, 22.81] —
Ziegler 2006 4 163 o 185 4.7% 877 [0.47, 164.33] e
Subtotal (95% CI) 260 249 19.0% 6.77 [2.12, 21.59] -
Total events 1 3
Heterogeneity: Tau®= 0.00; Chi*=0.04, df=1 (P = 0.88), F=0%
Testfor overall effect: £=3.23 (P =0.001)
1.8.4 Bronchitis
Ziegler 2006 3 163 4 185 11.9% 0.71[0.16,3.21] -
Subtotal (95% CI) 163 155  11.9% 0.71[0.16, 3.21] i
Total events 3 4
Heterogeneity: Mot applicahle
Testfor overall effect Z=0.45 (P = 0.65)
1.8.5 Upper respiratory tract infections
Goldstein 2003 34 296 g 143 0.0% 2.19[0.99, 4.86]
Ishii 2006 76 672 a 106 0.0% 1.56[0.73 3.34]
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Safarinejad 2004 9 144 o 138 0.0% 1942112 336.97]
Ziegler 2006 2 163 4 155 10.3% 0.47 [0.08, 2.60] 1
Subtotal (95% Cl) 163 155 10.3% 0.47 [0.08, 2.60] el
Total events 2 4
Heterogeneity: Mot applicable
Testfor overall effect Z=0.87 (P =0.39)
1.8.6 Discontinuation for AE
Goldstein 2003 9 296 2 143 0.0% 2.21[0.47,10.37]
Hatzichristou 2008 4 100 4 188 0.0% 2.02[0.49, 8.26]
Ishii 2006 11 672 2 106 0.0% 0.87 [0.19, 3.96]
Rendell 1594 1 136 1 132 0.0% 0.97 [0.06, 15.68]
Saenz 2002 4 145 i 71 0.0% 455[0.24, 85.64]
Safarinejad 2004 g 144 o 138 0.0% 17.25([0.99, 301.78]
Stuckey2003 2 a7 3 94 9.6% 0.64 [0.10, 3.91] e e
Ziegler 2006 3 163 2 155 9.7% 1.43[0.24,8.70] I
Subtotal (95% CI) 260 249 19.2% 0.96 [0.27, 3.44] -
Total events g 3
Heterogeneity: Tau®= 0.00; Chi*=0.38, df=1 (F=053), F=0%
Test for overall effect Z=0.06 (F = 0.95)
1.8.7 Dyspepsia
Boulton 2001 2 110 1 109  0.0% 2.00[0.18,22.38]
Rendell 1594 12 136 o 132 0.0% 2661 [1.56, 454.145]
Saenz 2002 0 1] 1} 0 Mot estimable
Stuckey2003 g a7 1 94 T.9% 8.36[1.02,68.20] =
Subtotal (95% CI) a7 04 7.0 8.36 [1.02, 68.20] —~e
Total events 2 1
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.98 (F = 0.048)
1.8.10 Abnormal vision
Boulton 2001 g 110 o 109  0.0% 11.42[0.62, 2098.03]
Rendell 1594 ] 136 1 132 0.0% 5.00[0.58, 43.38]
Stuckey2003 2 a7 z 94 2.5% 0.97 [0.13,7.02] -1
Subtotal (95% CI) a7 04 B8.5% 0.97 [0.13, 7.02] -*-—
Total events 2 2
Heterogeneity: Mot applicahle
Testfor overall effect Z=0.03 (F=0.87)
Total {95% Cly 1300 1245 100.0% 2.06 [1.02, 4.15] L
Total events 65 26
Heterogeneity: Tau®=0.47; Chi®=15.01, df=9 (P=0.09; F= 40% 'D.D'I DH 1'0 1DD'

Testfor overall effect 2= 2.02 (F=0.04)
Test for subgroup differences: Chi*= 13.67, df=6 (P=0.03), F=56.1%
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Excluded clinical studies

Appendix K: Excluded clinical studies

Exclusion criteria:

people:
o Children and young people (less than 18 years old)
o All ages (children, young people and adult)

e Studies with mixed population of the following and no subgroup analyses of adults or young

o Adults and young people with sample size of n<50 (as we have many studies in adults and

adolescents separately already)

studies retrieved.

e Studies in children (less than 11 years old)

K.1 Diagnosis

K.1.1

Distinguishing between different types of diabetes

Reference

WENZLAU 2008

J. M. Wenzlau, O. Moua, S. A. Sarkar, L. Yu, M. Rewers, G. S. Eisenbarth, H.
W. Davidson, and J. C. Hutton. SIC30A8 is a major target of humoral
autoimmunity in type 1 diabetes and a predictive marker in prediabetes.
Ann N Y Acad Sci 1150:256-259, 2008.

ZMYSLOWSKA 2011

A. Zmyslowska, A. Szadkowska, B. Mianowska, I. Pietrzak, and W. Mlynarski.
Association between adiponectin level and residual insulin secretion in type
1 diabetes in children. Prz.Pediatr. 41 (2):69-73, 2011.

DRETZKE 2004

J. Dretzke, C. Cummins, J. Sandercock, A. Fry-Smith, T. Barrett, and A. Burls.
Autoantibody testing in children with newly diagnosed type 1 diabetes
mellitus. Health Technol.Assess. 8 (22):1-196, 2004.

GALGANI 2012

M. Galgani, R. Nugnes, M. Santopaolo, A. Franzese, S. Formisano, and G.
Matarese. Meta-immunological profile of children with type 1 diabetes:
Toward the possibility to predict progression of autoimmune diabetes.
Am.J.Pathol. 181 (3 SUPPL. 1):S11, 2012.

TAKEDA 2002

H. Takeda, E. Kawasaki, |. Shimizu, E. Konoue, M. Fujiyama, S. Murao, K.
Tanaka, K. Mori, Y. Tarumi, I. Seto, Y. Fuijii, et al. Clinical, autoimmune, and
genetic characteristics of adult-onset diabetic patients with GAD
autoantibodies in Japan (Ehime Study). Diabetes Care 25 (6):995-1001,
2002.
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Studies in adults with a sample size of n<50, if there are more than 20 adult studies retrieved.

Studies in young people with a sample size of n<50, if there are more than 20 young people

Reason for exclusion

Age of population not
reported.

Not in English

HTA 2004 in type 1 diabetes
children.

Wrong markers being
assessed: auto-antibodies for
celiac and thyroid disease

Conference abstract

Wrong population: has not
categorised diabetics into the
standard different types
(including type 1 diabetes,
type 2 diabetes) but insulin-
deficient and non-insulin
deficient.
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Reference

BALASUB 2006

A Balasubramanyam, G Garza, L Rodriguez, CS. Hampe, L Gaur, A Lernmark,
and MR. Maldonado. Accuracy and predictive value of classification
schemes for ketosis-prone diabetes. Diabetes Care 29 (12):2575-2579,
2006.

BARKER 2004A

JM. Barker, SH. Goehrig, K Barriga, M Hoffman, R Slover, GS. Eisenbarth, JM.

Norris, G Klingensmith, M Rewers, and study DAISY. Clinical characteristics
of children diagnosed with type 1 diabetes through intensive screening and
follow-up. Diabetes Care 27 (6):1399-1404, 2004.

DABELEA 2011

D. Dabelea, C. Pihoker, J. W. Talton, Jr D'Agostino, W. Fujimoto, G. J.
Klingensmith, J. M. Lawrence, B. Linder, S. M. Marcovina, E. J. Mayer-Davis,
G. Imperatore, and L. M. Dolan. Etiological approach to characterization of
diabetes type: The SEARCH for diabetes in youth study. Diabetes Care 34
(7):1628-1633, 2011.

LINDHOLM 2001

E. Lindholm, E. Agardh, T. Tuomi, L. Groop, and C. D. Agardh. Classifying
diabetes according to the new WHO clinical stages. Eur.J.Epidemiol. 17
(11):983-989, 2001.

SORENSON 2010

J. S. Sorensen, F. Vaziri-Sani, F. Pociot, K. Kristensen, C. Brorsson, L. Lyngsoe,

B. Dolmer, and N. H. Birkebaek. ZnT8 autoantibody specificities at, and 3-5
years after clinical onset, associates with the age at diagnosis and the
SLC30A8 gene polymorphism in Danish children with type 1 diabetes.
Pediatr Diabetes 11:24, 2010.

REDONDO 2011

M. J. Redondo, L. M. Rodriguez, M. Escalante, A. Balasubramanyam, and M.
Haymond. Forms of pediatric diabetes mellitus defined by antiislet
autoimmunity and beta-cell function at diagnosis. Pediatr Diabetes 12:98,
2011.

SEIFERT 2011

K. Seifert, K. Tornow, U. Walschus, H. Kenk, and M. Schlosser. Examination
of GAD65 in human serum as a possible marker of ongoing beta cell
destruction in autoimmune diabetes. Diabetologia 54:574, 2011.

HUANG 2010B

Z. Huang, Y. Chen, F. Li, and Y. Li. Clinical heterogeneity of type 1 diabetes
mellitus at onset. Diabetologia 53:5396, 2010.
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Reason for exclusion

Wrong population: has not
categorised diabetics into the
standard different types
(including type 1 diabetes,
type 2 diabetes) but KPD
(ketone-prone diabetes)
subtypes. Wrong study
design: sensitivity and
specificity of classification
schemes to determine KPD
subtypes.

Wrong intervention and
outcomes: does not look at
any of our specified markers.

Wrong population: has not
categorised diabetics into the
standard different types
(including type 1 diabetes,
type 2 diabetes)

Wrong population: has not
categorised diabetics into the
standard different types
(including type 1 diabetes,
type 2 diabetes) but insulin-
requiring for control (IRC) and
non-insulin requiring (NIR).

Conference abstract

Conference abstract

Conference abstract

Conference abstract
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Reference

SODERBERGH 2004

A Soderbergh, A Grethe Myhre, O Ekwall, G Gebre-Medhin, H Hedstrand, E
Landgren, A Miettinen, P Eskelin, M Halonen et al. Prevalence and clinical
associations of 10 defined autoantibodies in autoimmune polyendocrine
syndrome type . J.Clin.Endocrinol.Metab. 89 (2):557-562, 2004.

OAK 2008

S Oak, L K. Gilliam, M Landin-Olsson, C Torn, | Kockum, CR. Pennington, M J.
Rowley, MR. Christie, JP Banga, and CS. Hampe. The lack of anti-idiotypic
antibodies, not the presence of the corresponding autoantibodies to
glutamate decarboxylase, defines type 1 diabetes. Proc.Natl.Acad.Sci.U.S.A.
105 (14):5471-5476, 2008.

DEGRAAFF 2007

L. C. G. de Graaff, J. W. A. Smit, and J. K. Radder. Prevalence and clinical
significance of organ-specific autoantibodies in type 1 diabetes mellitus.
Neth.J.Med. 65 (7):235-247, 2007.

HATHOUT 2003

EH. Hathout, N Hartwick, OR. Fagoaga, AR Colacino, J Sharkey, M Racine, S
Nelsen-Cannarella, and JW. Mace. Clinical, autoimmune, and HLA
characteristics of children diagnosed with type 1 diabetes before 5 years of
age. Pediatrics 111 (4 Pt 1):860-863, 2003.

THUMER 2010

L Thumer, K Adler, E Bonifacio, F Hofmann, M Keller, C Milz, A Munte, and A
Gabriele Ziegler. German new onset diabetes in the young incident cohort
study: DiMelli study design and first-year results. Rev.diabet.stud. 7 (3):202-
208, 2010.

ALABASI 2003

A. ). Al Abbasi and F. A. Al Jenaidi. Frequency of auto-antibodies in newly
diagnosed Bahraini type | diabetes mellitus children and their healthy
siblings. J.Bahrain Med.Soc. 15 (1):9-12, 2003.

DESAI 2008

M. Desai and A. Clark. Autoimmune diabetes in adults: lessons from the
UKPDS. Diabet.Med. 25 Suppl 2:30-34, 2008.

VAN DEUTEKOM 2008

A. W. van Deutekom, R. J. Heine, and S. Simsek. The islet autoantibody
titres: their clinical relevance in latent autoimmune diabetes in adults
(LADA) and the classification of diabetes mellitus. Diabet.Med. 25 (2):117-
125, 2008.

JENSEN 2007

R. Jensen, L. Gilliam, C. Torn, M. Landin-Olsson, J. Palmer, K. Akesson, I.
Kockum, B. Lernmark, A. F. Karlsson, K. F. Lynch, N. Breslow, A. Lernmark, G.
Sundkvist, and Diabetes Incidence Study in Sweden group. Islet cell
autoantibody levels after the diagnosis of young adult diabetic patients.
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Reason for exclusion

Wrong population: type 1
diabetes with APECED
(autoimmune
polyendocrinpathy-
candidiasis-ectodermal
dystrophy)

Wrong outcomes: not the
presence of markers in type 1
diabetes, as recruited pts
who were already GAD65+

Wrong intervention and
outcomes: does not look at
any of our specified markers.

Wrong population: children
<12 years old (both early and
later childhood onset)

Wrong population: children
and young people

Wrong population: children
1-13 years old.

Literature review

Literature review

Wrong population: shows
changes in markers over time
but does not categorise the
diabetes population into
different types of diabetes.
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Reference
Diabet.Med. 24 (11):1221-1228, 2007.

ALLEN 2008

S. Allen, J. Huber, and D. Devendra. Prevalence of organ-specific
autoantibodies in childhood- and adult-onset type 1 diabetes.
Ann.N.Y.Acad.Sci. 1150:260-262, 2008.

KOBAYASHI 2006

T. Kobayashi, S. Tanaka, N. Harii, K. Aida, H. Shimura, M. Ohmori, M.
Kanesige, A. Shimada, and T. Maruyama. Immunopathological and genetic
features in slowly progressive insulin-dependent diabetes mellitus and
latent autoimmune diabetes in adults. Ann.N.Y.Acad.Sci. 1079:60-66, 2006.

LOW 2012

JC. Low, El. Felner, AB. Muir, M Brown, M Dorcelet, L Peng, and G E.
Umpierrez. Do obese children with diabetic ketoacidosis have type 1 or type
2 diabetes? Prim Care Diabetes 6 (1):61-65, 2012.

LEE 2005

BW Lee, SY Kim, JY Kim, KY Cho, YJ Chung, YK Min, JH Chung, MK Lee, MS
Lee, and KW Kim. Heterogeneity of early-onset and ketosis-resistant
diabetes in Korean subjects--is it possible to determine cut-off age of early-
onset type 2 diabetes? Diabetes Res.Clin.Pract. 70 (1):38-45, 2005.

MAHON 2009

JL. Mahon, JM. Sosenko, L Rafkin-Mervis, H Krause-Steinrauf, JM. Lachin, C
Thompson, PJ. Bingley, E Bonifacio, JP. Palmer, GS. Eisenbarth, J Wolfsdorf,
JS. Skyler, TrialNet Natural History Committee, and Diabetes TrialNet Study
Group. The TrialNet Natural History Study of the Development of Type 1
Diabetes: objectives, design, and initial results. Pediatr Diabetes 10 (2):97-
104, 2009.

LI 2005

X Li, Z Zhou, G Huang, H Su, X Yan, and L Yang. Metabolic syndrome in adult-
onset latent autoimmune diabetes. Metab.syndr.relat.disord. 3 (2):174-180,
2005.

QUINTANA 2003

FJ. Quintana, G Getz, G Hed, E Domany, and IR. Cohen. Cluster analysis of
human autoantibody reactivities in health and in type 1 diabetes mellitus: a
bio-informatic approach to immune complexity. J.Autoimmun. 21 (1):65-75,
2003.

NAGATA 2004

M Nagata, R Kotani, H Moriyama, K Yokono, BO. Roep, and M Peakman.
Detection of autoreactive T cells in type 1 diabetes using coded
autoantigens and an immunoglobulin-free cytokine ELISPOT assay: report
from the fourth immunology of diabetes society T cell workshop.
Ann.N.Y.Acad.Sci. 1037:10-15, 2004.
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Reason for exclusion

Wrong markers being
assessed:

Literature review

Wrong outcomes: pools
together results for Islet cell
Abs and GAD Abs so can’t
separate the two.

Wrong population: unclear —
just says ‘early onset
diabetes’

Wrong outcomes: does not
give Ab results for the type 1
diabetes pts; this is just the
screening and baseline risk
assessment paper. Wrong
study population and design
— presence of Abs in relatives
and see if predicts
development of diabetes.

Wrong outcomes: prevalence
of metabolic syndrome (pts
already divided into GAD+
and GAD-.

Wrong interventions and
outcomes: different
assays/quantification of
various markers in antigen
clusters.

Wrong interventions and
outcomes: testing different
assays and antibody types for
GADSG65.
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Reference

BROPHY 2011A

S. Brophy, H. Davies, G. Dunseath, J. W. Stephens, J. Platts, H. Lane, C.
Beaverstock, L. Wakeman, I. Russell, M. Williams, and D. R. Williams.
Experience of the introduction of routine antibody testing in primary care
and of running a trial for latent autoimmune diabetes in adults (LADA).
Diabetes Res.Clin.Pract. 93 (1):e49-e52, 2011.

ORTQVIST 2010

E. Ortqvist, B. Brooks-Worrell, K. Lynch, J. Radtke, L. M. Bekris, I. Kockum, C.
D. Agardh, C. M. Cilio, A. L. Lethagen, B. Persson, A. Lernmark, J. Reichow, S.

Oak, J. P. Palmer, and C. S. Hampe. Changes in GAD65Ab-specific
antiidiotypic antibody levels correlate with changes in C-peptide levels and
progression to islet cell autoimmunity. J.Clin.Endocrinol.Metab. 95
(11):E310-E318, 2010.

MAUVAIS 2004

F Mauvais-Jarvis, E Sobngwi, R Porcher, JP Riveline, JP Kevorkian, C Vaisse, G

Charpentier, PJ Guillausseau, P Vexiau, and JF Gautier. Ketosis-prone type 2
diabetes in patients of sub-Saharan African origin: clinical pathophysiology

and natural history of beta-cell dysfunction and insulin resistance. Diabetes
53 (3):645-653, 2004.

ROGOWICZ 2012

A. Rogowicz-Frontczak, D. Zozulinska-Ziolkiewicz, P. Niedzwiecki, M.
Litwinowicz, and B. Wierusz-Wysocka. Does glucagon stimulation test help
to predict autoimmunity in newly diagnosed non obese adults with
diabetes? Exp.Clin.Endocrinol.Diabetes 120 (7):428-434, 2012.

LITTORIN 2003

B. Littorin, L. Nystrom, B. Gullberg, L. Rastam, J. Ostman, H. J. Arnqvist, E.
Bjork, G. Blohme, J. Bolinder, J. W. Eriksson, B. Schersten, and G. Sundkvist.
Increasing body mass index at diagnosis of diabetes in young adult people
during 1983-1999 in the Diabetes Incidence Study in Sweden (DISS).
J.Intern.Med. 254 (3):251-256, 2003.

PORKSEN 2010

S Porksen, LB Laborie, L Nielsen, MLM Andersen, T Sandal, H de Wet, E
Schwarcz, ) Aman, P Swift, M Kocova, EJ. Schonle, C de Beaufort, P
Hougaard, F Ashcroft, A Molven, Ml Knip, HB. Mortensen, L Hansen, PR.
Njolstad, and Hyidore Study Group on Childhood Diabetes. Disease
progression and search for monogenic diabetes among children with new
onset type 1 diabetes negative for ICA, GAD- and IA-2 Antibodies. BMC
Endocrine Disorders 10:16, 2010.

BILGIC 2008

S. Bilgic, E. Aktas, F. Salman, G. Ersahin, G. Erten, M. T. Yilmaz, and G. Deniz.

Intracytoplasmic cytokine levels and neutrophil functions in early clinical
stage of type 1 diabetes. Diabetes Res.Clin.Pract. 79 (1):31-36, 2008.

KHALANGOT 2009

M. Khalangot, V. Kravchenko, M. Tronko, and V. Gur'ianov. Correlation
between the prevalence of type 1 diabetes with the daily insulin dose and
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Reason for exclusion

Age of population not given
for the main group recruited.

Adult patients were treated
with anti-GADA and so this
study is about treatment
effect.

Adult patients but results
divided into ketosis-prone
and non-ketosis prone pts.

Type of diabetes population
unspecified.

Does not give the % of
marker in each type of
diabetes.

Does not give results for each
of the markers separately.

Wrong markers

Wrong markers
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Reference

the autoimmune process against glutamic acid decarboxylase in adults.
EUR.J.INTERN.MED. 20 (6):611-615, 2009.

LUTGENS 2008

MWMD. Lutgens, M Meijer, B Peeters, ML Poulsen, MJ. Rutten, ML. Bots,
GJMG. van der Heijden, and SS. Soedamah-Muthu. Easily obtainable clinical
features increase the diagnostic accuracy for latent autoimmune diabetes in
adults: an evidence-based report. Prim Care Diabetes 2 (4):207-211, 2008.

RUBIO 2009

O. Rubio-Cabezas, E. L. Edghill, J. Argente, and A. T. Hattersley. Testing for
monogenic diabetes among children and adolescents with antibody-
negative clinically defined Type 1 diabetes. Diabet.Med. 26 (10):1070-1074,
2009.

ZORENA 2008

K. Zorena, J. Mysliwska, M. Mysliwiec, and A. Balcerska. Analysis of levels of
angiogenin in children and adolescents with type 1 diabetes mellitus in
relation to the duration of the disease. Int.Rev.Allergol.Clin.Immunol. 14 (3-
4):98-100, 2008.

MAKINEN 2008

A Makinen, T Harkonen, J llonen, M Knip, and Diabetes Register Finnish
Pediatric. Characterization of the humoral immune response to islet antigen
2 in children with newly diagnosed type 1 diabetes. European journal of
endocrinology 159 (1):19-26, 2008.

BROOKS 2011
BM. Brooks-Worrell, JL. Reichow, A Goel, H Ismail, and JP. Palmer.

Identification of autoantibody-negative autoimmune type 2 diabetic
patients. Diabetes Care 34 (1):168-173, 2011.

KATULANDA 2008

P. Katulanda, B. Shine, G. W. Katulanda, A. Silva, E. L. Asfir, R. Sheriff, N.
Somasundaram, A. E. Long, P. J. Bingley, M. I. McCarthy, A. Clark, and D. R.
Matthews. Diabetes mellitus among young adults in Sri Lanka--role of GAD
antibodies in classification and treatment: the Sri Lanka Young Diabetes
study. Diabetologia 51 (8):1368-1374, 2008.

FOURLANOS 2006
S Fourlanos, C Perry, MS. Stein, J Stankovich, LC. Harrison, and PG. Colman.

A clinical screening tool identifies autoimmune diabetes in adults. Diabetes
Care 29 (5):970-975, 2006.

BOLINDER 2005

J. Bolinder, P. Fernlund, H. Borg, H. J. Arnqvist, E. Bjork, G. Blohme, J. W.
Eriksson, L. Nystrom, J. Ostman, and G. Sundkvist. Hyperproinsulinemia
segregates young adult patients with newly diagnosed autoimmune (type 1)
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Reason for exclusion

Clinical screening tool for
LADA but does nut use our
pre-specified markers.

Results are split into different
genotypes of type 1 diabetes,
but not show the markers in
each genotype.

Wrong markers

Results of patients
categorised into responders
and nn-responders to single
of combination of markers.
And specifically recruited pts
of IA-2A negative type 1
diabetes.

Results of pts categorised
into T-cell + and —and
combination of all 5 markers,
rather than each marker
separately.

Wrong population: mixtuire
of type 1 diabetes, type 2
diabetes and LADA with no
subgroup analyses for each of
these. And further divided
into GAD- and GAD+.

Risk scores which do not
include our pre-specified
markers.

Wrong markers
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Reason for exclusion

Wrong population: all ages
with no subgroup analysis.

Wrong population: all ages
with no subgroup analysis.

Wrong population: all ages
with no subgroup analysis.

Wrong population: all ages
with no subgroup analysis.

Wrong population: all ages
with no subgroup analysis.

Adult population but N<50
(n=8)

Wrong population: all ages
with no subgroup analysis.

Wrong population: all ages
with no subgroup analysis.

Wrong population: all ages
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Reason for exclusion
with no subgroup analysis.

Wrong population: all ages
with no subgroup analysis.

Wrong population: all ages
with no subgroup analysis.

Wrong population: all ages
with no subgroup analysis.

Wrong population: all ages
with no subgroup analysis.
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and young people in T1D,
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population mix of all ages
with no subgroup analysis.

Wrong population: all ages
with no subgroup analysis.
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Wrong population: all ages
with no subgroup analysis.
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with no subgroup analysis.

Wrong population: all ages
with no subgroup analysis.

Wrong population: all ages
with no subgroup analysis.

Wrong population: age
groups not specified

Wrong population: age
groups not specified

Wrong population: age
groups not specified

Age range of population not
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Age range of population not
specified

Age range of population not
specified

FOR CHILDREN/YOUNG PPLE
GUIDELINE

FOR CHILDREN/YOUNG PPLE
GUIDELINE

FOR CHILDREN/YOUNG PPLE
GUIDELINE

Excluded even for
children/young pple GL,
because doesn’t give the
actual % of pple (or the titre)
who are Ab+ for the young
pple or children’s subgroup.

Adults and children mixed
population — but adult
subgroup analysis. Adult
subgroup N<50. Children =
mix of children and young
pple, also N<50.

Mixed population of all ages,
with no age subgroup
analyses.
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Reason for exclusion

Does no give % of patients
with the markers pre-
specified in our protocol.

Wrong population: mixed
population of all ages, with
no age sub-group analysis.

Wrong population: mixed
population of all ages, with
no age sub-group analysis.

Treatment study.

Unclear if type 1 diabetes or
type 2 diabetes — just says
ketosis-prone diabetics.

Does not answer question:
markers as predictors of
future development of type 1
diabetes.

Wrong population: mixed
population of children and
young pple, with no age sub-
group analysis.

Mixed population of children
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Reason for exclusion

and young people; can get
data for young people but
this is incomplete (some is
missing or not available).

Wrong population: children
only.

Wrong population: children
only.

Wrong population: children
only. Risk of future
development of type 1
diabetes.

Wrong population: mix of
children and young people,
with no age subgroup
analysis.

Wrong population: mix of
children and young people,
with no age subgroup
analysis.

Wrong population: mix of
children and young people,
with no age subgroup
analysis.

Wrong population: mix of
children and young people,
with no age subgroup
analysis.

Doesn’t give % of pple with
Abs or the titre.
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Reason for exclusion

Wrong population: mix of
children and young people,
with no age subgroup
analysis. Doesn’t give results
for our pre-specified markers.

Doesn’t look at the markers
pre-specified in our protocol.

Wrong population: mix of
children and young people,
with no age subgroup
analysis.

Wrong population: mix of
children and young people,
with no age subgroup
analysis.

Wrong population: mix of all
ages, with no age subgroup
analysis.

Wrong population: mix of
children and young people,
with no age subgroup
analysis.

Wrong population: mix of
children and young people,
with no age subgroup
analysis.

Wrong population: mix of all
ages, with no age subgroup
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