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1.1.7.1.

1.1.7. Summary of the effectiveness evidence (pairwise meta-analysis)

The following tables report both the hazard ratios as reported by studies and also the absolute risk reduction per

thousand people where the raw number of events for each outcome are available. Hazard ratio data have not been converted to
absolute risk reduction. Model 1: People with type 2 diabetes and heart failure

1.1.7.1.1.

Adding - A single therapy compared to placebo

compared to adding placebo for people with type 2 diabetes with heart failure

Table 1: A summary matrix showing the outcomes for adding individual drugs (GLP-1 receptor agonists and SGLT-2 inhibitors)

Outcomes for | Exenatide | Liraglutide Lixisenatide | Semaglutide | Canagliflozin Dapagliflozin | Empagliflozin Ertugliflozin
drugs
compared to
placebo
Health-related No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
quality of life outcomes | identified outcomes identified identified identified identified outcomes
identified identified identified
All-cause No 1 study No No outcomes | 2 studies 1 study No outcomes No
mortality outcomes | (n=1,667), outcomes identified (n=2,113), (n=1,724), identified outcomes
identified Moderate identified Moderate quality, | Low quality, identified
quality, 16 HR 0.78 (0.60 to | 15 fewer per
fewer per 1.00) 1000 (43
1000 (45 fewer to 20
fewer to 20 more)
more)
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Outcomes for | Exenatide | Liraglutide Lixisenatide | Semaglutide | Canagliflozin Dapagliflozin | Empagliflozin Ertugliflozin
drugs
compared to
placebo
HR 0.89 HR 0.87
(0.70t0 1.13) (0.68 t0 1.12)
Cardiovascular | No 1 study No No outcomes | 1 study 1 study No outcomes No
mortality outcomes | (n=1,1667), outcomes identified (n=1,461), (n=1,724), identified outcomes
identified | Moderate identified Moderate quality, | Very low identified
quality, 15 HR 0.72 (0.51 to | quality, 3
fewer per 1.02) more per
1000 (38 1000 (20
fewer to 16 fewer to 35
more) more)
HR 0.85 HR 1.01
(0.63 to0 1.15) (0.73 to 1.40)
3-item MACE 1 study 1 study No 1 study 2 studies 1 study No outcomes 1 study
(n=2,389), | (n=1,667), outcomes (n=573), Low | (n=2,119), (n=1,724), identified (n=1,957),
High Moderate identified quality, 5 Moderate quality, | Low quality, 6 Moderate
quality, 3 | quality, 34 more per HR 0.84 (0.67 to | more per quality, 10
more per | fewer per 1000 (39 1.04) 1000 (27 more per
1000 (27 1000 (54 fewer to 73 fewer to 47 1000 (21
fewer to fewer to 4 more) more) fewer to 48
37 more) | more) more)
HR 1.03 HR 1.01
HR 0.97 HR 0.81 (0.64 to 1.66) (0.81to 1.26) HR 1.05
(0.81to (0.65t0 1.01) (0.82 1o
1.16) 1.34)
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Outcomes for | Exenatide | Liraglutide Lixisenatide | Semaglutide | Canagliflozin Dapagliflozin | Empagliflozin Ertugliflozin
drugs
compared to
placebo
4-item MACE No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
outcomes | identified outcomes identified identified identified identified outcomes
identified identified identified
5-item MACE No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
outcomes | identified outcomes identified identified identified identified outcomes
identified identified identified
Non-fatal No 1 study No No outcomes | No outcomes 1 study No outcomes No
stroke outcomes | (n=1,667), outcomes identified identified (n=1,724), identified outcomes
identified | Low quality, | identified Very low identified
4 fewer per quality, 8
1000 (17 more per
fewer to 18 1000 (9 fewer
more) to 34 more)
HR 0.89 HR 1.21
(0.53 to 1.49) (0.77 t0 1.90)
Non-fatal No 1 study No No outcomes | No outcomes 1 study No outcomes No
myocardial outcomes | (n=1,1667), | outcomes identified identified (n=1,724), identified outcomes
infarction identified | Moderate identified Low quality, identified
quality, 21 10 fewer per
fewer per 1000 (31
1000 (39 fewer to 19
fewer to 6 more)
more)
-
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Outcomes for | Exenatide | Liraglutide Lixisenatide | Semaglutide | Canagliflozin Dapagliflozin | Empagliflozin Ertugliflozin
drugs
compared to
placebo
HR 0.74 HR 0.85
(0.52 to 1.05) (0.611t01.18)
Unstable No 1 study No No outcomes | No outcomes No outcomes | No outcomes No
angina outcomes | (n=1,667), outcomes identified identified identified identified outcomes
identified | Low quality, | identified identified
10 fewer per
1000 (21
fewer to 9
more)
Moderate
quality HR
0.72 (0.42 to
1.23)
Hospitalisation | No 1 study 1 study No outcomes | 2 studies, 1 study No outcomes 1 study
for heart failure | outcomes | (n=1,667), (n=1,358), identified (n=2,113), (n=1,724), identified (n=1,957),
identified Low quality, Low quality, Moderate quality, | Low quality, Moderate
0 fewer per 5 fewer per HR 0.62 (0.45 to | 30 fewer per quality, 28
1000 (29 1000 (32 0.84) 1000 (53 fewer per
fewer to 36 fewer to 31 fewer to 1 1000 (44
more) more) more) fewer to 6
fewer)
HR 0.98 HR 0.93 HR 0.73
(0.75t0 1.28) | (0.66 to (0.55t0 0.97)
1.31)
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Outcomes for | Exenatide | Liraglutide Lixisenatide | Semaglutide | Canagliflozin Dapagliflozin | Empagliflozin Ertugliflozin
drugs
compared to
placebo
HR 0.63
(0.44 to
0.90)
Acute kidney No No outcomes | No No outcomes | 1 study (n=652), | No outcomes | No outcomes No
injury outcome identified outcomes identified Low quality, HR | identified identified outcomes
identified identified 0.75(0.40 to identified
1.41)
Persistent No No outcomes | No No outcomes | No outcomes No outcomes | 1 study (n=599), | No
signs of outcomes | identified outcomes identified identified identified Moderate quality, | outcomes
worsening identified identified 78 fewer (117 identified
kidney disease fewer to 22
fewer)
High quality, HR
0.5 (0.3310 0.76)
Development No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
of end stage outcomes | identified outcomes identified identified identified identified outcomes
kidney disease | identified identified identified
Death from No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
renal cause outcomes | identified outcomes identified identified identified identified outcomes
identified identified identified
9
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Outcomes for | Exenatide | Liraglutide Lixisenatide | Semaglutide | Canagliflozin Dapagliflozin | Empagliflozin Ertugliflozin
drugs
compared to
placebo
Cardiac No No outcomes | No No outcomes | No outcomes 1 study No outcomes No
arrhythmia outcomes | identified outcomes identified identified (n=1,724), identified outcomes
identified identified Low quality, identified
16 fewer per
1000 (34
fewer to 10
more)
HR 0.78
(0.55t0 1.11)
Diabetic No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
ketoacidosis outcomes | identified outcomes identified identified identified identified outcomes
identified identified identified
Falls requiring | No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
hospitalisation | outcomes | identified outcomes identified identified identified identified outcomes
identified identified identified
Progression of | No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
liver disease outcomes | identified outcomes identified identified identified identified outcomes
identified identified identified
Remission No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
outcomes | identified outcomes identified identified identified identified outcomes
identified identified identified
10
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Outcomes for | Exenatide | Liraglutide Lixisenatide | Semaglutide | Canagliflozin Dapagliflozin | Empagliflozin Ertugliflozin
drugs
compared to
placebo
Hypoglycaemia | No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
episodes outcomes | identified outcomes identified identified identified identified outcomes
identified identified identified
At night No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
hypoglycaemic | outcomes | identified outcomes identified identified identified identified outcomes
episodes identified identified identified
Severe No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
hypoglycaemic | outcomes | identified outcomes identified identified identified identified outcomes
episodes identified identified identified
HbA1c change | No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
outcomes | identified outcomes identified identified identified identified outcomes
identified identified identified
Weight change | No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
outcomes | identified outcomes identified identified identified identified outcomes
identified identified identified
BMI change No No outcomes | No No outcomes | No outcomes No outcomes | No outcomes No
outcomes | identified outcomes identified identified identified identified outcomes
identified identified identified
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Table 2: A summary matrix showing the outcomes for adding individual drugs (DPP-4 inhibitors) compared to adding placebo for people

with type 2 diabetes with heart failure

Outcomes for drugs
compared to placebo

Alogliptin

Linagliptin

Sitagliptin

Vildagliptin

Health-related quality of
life

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

All-cause mortality

No outcomes identified

No outcomes identified

No outcomes identified

1 study (n=254), Moderate
quality, 54 more per 1000
(4 fewer to 231 more)

Cardiovascular mortality

1 study (n=1,533), Very
low quality, 19 fewer per
1000 (40 fewer to 10
more)

HR 0.77 (0.54 to 1.10)

1 study (n=1,1873), Low
quality, HR 0.96 (0.73 to
1.26)

No outcomes identified

1 study (n=254), Low
quality, 23 more per 1000
(15 fewer to 150 more)

3-item MACE No outcomes identified No outcomes identified No outcomes identified No outcomes identified
4-item MACE 1 study (n=1,533), Very No outcomes identified 1 study (n=2,643), No outcomes identified
low quality, 20 fewer per Moderate quality, HR 0.97
1000 (53 fewer to 20 (0.80to 1.18)
more)
5-item MACE No outcomes identified No outcomes identified No outcomes identified No outcomes identified

Non-fatal stroke

1 study (n=1,533), Very
low quality, 6 more per
1000 (3 fewer to 31 more)

No outcomes identified

No outcomes identified

1 study (n=254), Low
quality, 24 fewer per 1000
(31 fewer to 37 more)
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Outcomes for drugs
compared to placebo

Alogliptin

Linagliptin

Sitagliptin

Vildagliptin

Non-fatal myocardial
infarction

1 study (n=1,533), Very
low quality, 3 more per
1000 (22 fewer to 37
more)

No outcomes identified

No outcomes identified

No outcomes identified

Unstable angina

1 study (n=1,533), Very
low quality, 8 fewer per
1000 (12 fewer to 4 more)

HR 0.89 (0.70 to 1.13)

No outcomes identified

No outcomes identified

No outcomes identified

Hospitalisation for heart
failure

1 study (n=1,533), Very
low quality, 4 fewer per
1000 (27 fewer to 29
more)

HR 1.00 (0.71 to 1.41)

1 study (n=1,873),
Moderate quality, 14 fewer
per 1000 (39 fewer to 18
more)

HR 0.88 (0.68 to 1.14)

1 study (n=2,643),
Moderate quality, 4 more
per 1000 (14 fewer to 28
more)

Low quality HR 1.05 (0.79
to 1.40)

1 study (n=254), High
quality, 22 more per 1000
(33 fewer to 144 more)

Acute kidney injury

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Persistent signs of
worsening kidney
disease

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Development of end
stage kidney disease

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Death from renal cause

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified
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Outcomes for drugs
compared to placebo

Alogliptin

Linagliptin

Sitagliptin

Vildagliptin

Cardiac arrhythmia

No outcomes identified

No outcomes identified

No outcomes identified

1 study (n=254), Low
quality, 39 more per 1000
(10 fewer to 191 more)

Diabetic ketoacidosis

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Falls requiring
hospitalisation

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Progression of liver
disease

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Remission

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Hypoglycaemia episodes

No outcomes identified

No outcomes identified

No outcomes identified

1 study (n=254), Low
quality, 9 fewer per 1000
(39 fewer to 80 more)

At night hypoglycaemic
episodes

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Severe hypoglycaemic
episodes

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

HbA1c change

No outcomes identified

No outcomes identified

No outcomes identified

1 study (n=227), Very low
quality, MD 0.36% lower
(0.71 lower to 0.01 lower)

Weight change

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

14

Type 2 diabetes in adults: management (medicines update): evidence reviews for Subsequent pharmacological management DRAFT FOR

CONSULTATION [Aug 2025]




W

DRAFT FOR CONSULTATION

Subsequent pharmacological management

Outcomes for drugs
compared to placebo

Alogliptin

Linagliptin

Sitagliptin

Vildagliptin

BMI change

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

1.1.7.1.2.

Adding - A single therapy compared to insulin

Table 3: A summary matrix showing the outcomes for adding individual drugs compared to adding insulin for people with type 2
diabetes with heart failure

Outcomes for drugs compared
to insulin

Sitagliptin

Exenatide

Liraglutide

Health-related quality of life

No outcomes identified

No outcomes identified

No outcomes identified

All-cause mortality

No outcomes identified

1 study (n=26), Very low quality,
72 more per 1000 (63 fewer to
206 more)

No outcomes identified

Cardiovascular mortality

No outcomes identified

No outcomes identified

No outcomes identified

3-item MACE No outcomes identified No outcomes identified No outcomes identified
4-item MACE No outcomes identified No outcomes identified No outcomes identified
5-item MACE No outcomes identified No outcomes identified No outcomes identified

Non-fatal stroke

No outcomes identified

No outcomes identified

No outcomes identified

Non-fatal myocardial infarction

No outcomes identified

No outcomes identified

No outcomes identified

Unstable angina

No outcomes identified

No outcomes identified

No outcomes identified
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Outcomes for drugs compared
to insulin

Sitagliptin

Exenatide

Liraglutide

Hospitalisation for heart failure

1 study (n=22), Very low quality, 0
fewer per 1000 (161 fewer to 161
more)

No outcomes identified

1 study (n=22), Very low quality, 0
fewer per 1000 (161 fewer to 161
more)

Acute kidney injury

No outcomes identified

No outcomes identified

No outcomes identified

Persistent signs of worsening
kidney disease

No outcomes identified

No outcomes identified

No outcomes identified

Development of end stage
kidney disease

No outcomes identified

No outcomes identified

No outcomes identified

Death from renal cause

No outcomes identified

No outcomes identified

No outcomes identified

Cardiac arrhythmia

No outcomes identified

No outcomes identified

No outcomes identified

Diabetic ketoacidosis

No outcomes identified

No outcomes identified

No outcomes identified

Falls requiring hospitalisation

No outcomes identified

No outcomes identified

No outcomes identified

Progression of liver disease

No outcomes identified

No outcomes identified

No outcomes identified

Remission

No outcomes identified

No outcomes identified

No outcomes identified

Hypoglycaemia episodes

No outcomes identified

No outcomes identified

No outcomes identified

At night hypoglycaemic
episodes

No outcomes identified

No outcomes identified

No outcomes identified
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Outcomes for drugs compared
to insulin

Sitagliptin

Exenatide

Liraglutide

Severe hypoglycaemic

1 study (n=22), Very low quality, 0

No outcomes identified

1 study (n=22), Very low quality, 0

MD 1.30% higher (0.11 to 2.49
higher)

MD 0.3% higher (0.89 lower to
1.49 higher)

episodes fewer per 1000 (161 fewer to 161 fewer per 1000 (161 fewer to 161
more) more)
HbA1c change 1 study (n=22), Very low quality, 1 study (n=23), Very low quality, 1 study (n=22), Very low quality,

MD 0.20% higher (0.99 lower to
1.39 higher)

Weight change

No outcomes identified

No outcomes identified

No outcomes identified

BMI change No outcomes identified 1 study (n=23), Very low quality, No outcomes identified
MD 2.40 kg/m?lower (5.14 lower
to 0.34 higher)
11.7.2. Model 2: People with type 2 diabetes and cardiovascular disease

1.1.7.2.1.

Adding - A single therapy compared to placebo

Table 6: A summary matrix showing the outcomes for adding individual drugs (GLP-1 receptor agonists and SGLT-2 inhibitors)
compared to adding placebo for people with type 2 diabetes with cardiovascular disease

Outcomes for
drugs compared

Dulaglutide

Exenatide Lixisenatide

Canagliflozin Dapagliflozin

Empagliflozin Ertugliflozin

to placebo
Health-related No outcomes No outcomes No outcomes No outcomes No outcomes No outcomes No outcomes
quality of life identified identified identified identified identified identified identified
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Outcomes for Dulaglutide Exenatide Lixisenatide Canagliflozin Dapagliflozin Empagliflozin Ertugliflozin
drugs compared
to placebo
All-cause No outcomes | No outcomes 1 study 1 study 3 studies 3 studies 1 study
mortality identified identified (n=6,068), (n=6,656), (n=8,861), (n=7,210), (n=8,246),
Moderate Moderate Moderate Moderate High quality, 6
quality, 4 quality, HR 0.9 | quality, 4 fewer | quality, 25 fewer | fewer per
fewer per 1000 | (0.75, 1.07) per 1000 (14 per 1000 (38 1000 (18
(15 fewer to 10 fewerto 7 fewer to 12 fewerto 7
more) more), Low fewer) more), HR
quality HR 0.92 0.93 (0.80 to
HR 0.94 (0.78 (0.79 to 1.07) HR 0.68 (0.57, 1.08)
to 1.13) 0.81)
Cardiovascular No outcomes | No outcomes 1 study 1 study 3 studies 3 studies 1 study
mortality identified identified (n=6,068), (n=6,656), (n=8,861), Low | (n=7,210), (n=8,246),
Moderate Moderate quality, 2 fewer | Moderate Moderate
quality, 1 quality, HR 0.86 | per 1000 (8 quality, 20 fewer | quality, 5
fewer per 1000 | (0.70, 1.06) fewerto 7 per 1000 (31 fewer per
(11 fewer to 12 more), fewer to 10 1000 (15
more) fewer) fewer to 7
HR 0.94 (0.76 more),
HR 0.98 (0.78, to 1.16) Moderate quality
1.22) HR 0.62 (0.49, HR 0.92 (0.77
0.78) to 1.10)
3-item MACE 1 study 1 study No outcomes 1 study 1 study 1 study (n=97), No outcomes
(n=3,114), (n=10,782), identified (n=6,656), (n=6,974), Moderate identified
Low quality, 23 | High quality, Moderate Moderate quality, O fewer
fewer per 1000 | 12 fewer per quality, 14 per 1000 (39
18
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Outcomes for Dulaglutide Exenatide Lixisenatide Canagliflozin Dapagliflozin Empagliflozin Ertugliflozin
drugs compared
to placebo
(47 fewerto 5 | 1000 (24 fewer quality, HR 0.83 | fewer per 1000 | fewer to 39
more), HR to 1 more), HR (0.72, 0.95) (29 fewer to 2 more)
0.87 (0.74 to 0.9 (0.82to more), Low
1.02) 0.99) quality, HR 0.90
(0.79t0 1.03)
4-item MACE No outcomes No outcomes No outcomes No outcomes No outcomes 1 study 1 study
identified identified identified identified identified (n=7,020), (n=8,246),
Moderate High quality,
quality, 15 fewer | 10 fewer per
per 1000 (30 1000 (25
fewer to 2 more) | fewerto 7
more), HR
HR 0.89 (0.8, 0.92 (0.82 to
0.99) 1.03)
5-item MACE No outcomes | No outcomes 1 study No outcomes No outcomes No outcomes No outcomes
identified identified (n=6,068), identified identified identified identified
High quality, 4
fewer per 1000
(21 fewer to 15
more)
HR 0.97 (0.85,
1.10)
19

Type 2 diabetes in adults: management (medicines update): evidence reviews for Subsequent pharmacological management DRAFT FOR
CONSULTATION [Aug 2025]




DRAFT FOR CONSULTATION

Subsequent pharmacological management

Outcomes for Dulaglutide Exenatide Lixisenatide Canagliflozin Dapagliflozin Empagliflozin Ertugliflozin
drugs compared
to placebo
Non-fatal stroke No outcomes | No outcomes No outcomes 1 study 1 study 2 studies 1 study
identified identified identified (n=6,656), (n=6,974), Low | (n=7,117), Very | (n=8,246),
Moderate quality, 1 fewer | low quality, Low quality, O
quality, HR 0.88 | per 1000 (9 6 more per 1000 | more per 1000
(0.67, 1.16) fewer to 9 (2 fewer to 14 (7 fewer to 9
more), HR 0.97 | more) more), HR
(0.76 to 1.24) 1.00 (0.76 to
Moderate 1.32)
quality, HR 1.24
(0.92, 1.67)
Non-fatal No outcomes No outcomes No outcomes 1 outcome, 1 2 studies 2 studies 1 study
myocardial identified identified identified study (n=7,896), Very | (n=7,117), Very | (n=8,246),
infarction (n=6,656), low quality, 10 low quality, 6 Moderate
Moderate fewer per 1000 | fewer per 1000 | quality, 2 more
quality, HR 0.79 | (22 fewer to 2 (17 fewer to 4 per 1000 (7
(0.63, 0.99) more) more) fewer to 14
_ . more),
Low quality, HR | Moderate quality
0.87 (0.74 to (1 study) HR HR 1.04 (0.86
1.02) 0.87 (0.70, 1.80) | to 1.26)
Unstable angina | No outcomes | No outcomes 1 study No outcomes 1 study 2 studies 1 study
identified identified (n=6,068), identified (n=922), Very (n=7,113), Low | (n=8,238),
Low quality, O low quality, 9 quality, O fewer | Moderate
more per 1000 fewer per 1000 | per 1000 (8 quality, 6
(3 fewerto 3 (22 fewer to 5 fewer to 9 more) | fewer per
more) more) 1000 (12
20
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Outcomes for Dulaglutide Exenatide Lixisenatide Canagliflozin Dapagliflozin Empagliflozin Ertugliflozin
drugs compared
to placebo
HR 0.99 fewer to 2
HR 1.11(0.47, (0.74, 1.32) more)
2.59)
_ 2 studies
Hospitalisation No outcomes No outcomes 1 study 1 study 2 studies (n=7,117), 1 study
for heart failure identified identified (n=6,068), (n=6,656), (n=7,896), Low | Moderate (n=8,246),
Moderate Moderate quality, 10 quality, Moderate
quality, 2 quality, HR 0.68 | fewer per 1000 | 14 fewer per quality, 11
fewer per 1000 | (0.51, 0.90) (17 fewer to 1 1000 fewer per
(10 fewer to 9 fewer), (23 fewer to 4 1000 (16
more) HR 0.78 (0.63 | fewer) IZ&Z:;O ]
HR 0.96 (0.75, to 0.97)
1.23) oHsRs?'% (050, | HR 0.7 (0.54
: to 0.91)
Acute kidney No outcomes No outcomes No outcomes No outcomes 1 study 1 study 1 study
injury identified identified identified identified (n=922), Very (n=7,020), (n=8,238),
low quality, 7 Moderate Moderate
more per 1000 | quality, 6 fewer | quality, 3
(1 fewer to 14 per 1000 (10 fewer per
more) fewer to 1 fewer) | 1000 (8 fewer
to 3 more)
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Outcomes for Dulaglutide Exenatide Lixisenatide Canagliflozin Dapagliflozin Empagliflozin Ertugliflozin
drugs compared
to placebo
Persistent signs | No outcomes | No outcomes No outcomes 1 study 2 studies 2 studies 1 study
of worsening identified identified identified (n=6,656), (n=1,887), Low | (n=6,369), (n=8,246),
kidney disease Moderate quality, 22 more | Moderate Moderate
quality, clinically | per 1000 (5 quality, 45 fewer | quality, 8
important more to 53 per 1000 (59 fewer per
benefit, HR more) fewer to 30 1000 (14
0.74 (0.67, fewer) fewer to 1
0.82) . . more)
High quality, HR
0.62 (0.54, 0.71)
Development of No outcomes | No outcomes No outcomes 1 study 1 study 1 study 1 study
end stage kidney | identified identified identified (n=6,656), Low | (n=922), Very (n=7,020), (n=8,246),
disease quality, HR 0.69 | low quality, 7 Low quality, Very low
(0.18, 2.64) more per 1000 | O fewer per quality, O more
(6 fewer to 19 1000 (2 fewer to | per 1000 (1
more) 2 more) fewer to 2
more)
Death from renal | No outcomes No outcomes No outcomes No outcomes No outcomes No outcomes 1 study
cause identified identified identified identified identified identified (n=8,246),
Low quality, O
fewer per
1000 (1 fewer
to 1 more)
Cardiac No outcomes | No outcomes | No outcomes | No outcomes 1 study. 1 study (n=97), 1 study
arrhythmia identified identified identified identified (n=6,974), Low | Low quality, 20 (n=8,238),
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Outcomes for Dulaglutide Exenatide Lixisenatide Canagliflozin Dapagliflozin Empagliflozin Ertugliflozin
drugs compared
to placebo
quality, 8 fewer | more per 1000 Moderate
per thousand (19 fewer to 60 | quality, 2
(16 fewer to 2 more) fewer per
more), HR 0.83 1000 (6 fewer
(0.66 to 1.04) to 3 more)
Diabetic No outcomes No outcomes No outcomes 1 study No outcomes 2 studies 1 study
ketoacidosis identified identified identified (n=6,656), Low | identified (n=7,117), Very | (n=8,238),
quality, HR 4.62 low quality, O Very low
(0.56, 38.04) more per 1000 quality, 3 more
(1 fewer to 2 per 1000 (1
more) more to 5
more)

Falls requiring

No outcomes

No outcomes

No outcomes

No outcomes

No outcomes

No outcomes

No outcomes

hospitalisation identified identified identified identified identified identified identified
Progression of No outcomes | No outcomes No outcomes | No outcomes 1 study 1 study (n=97), No outcomes
liver disease identified identified identified identified (n=922), Very Moderate identified

low quality, O quality, O fewer

more per 1000 | per 1000 (39

(12 fewer to 29 | fewer to 39

more) more)
Remission No outcomes | No outcomes No outcomes | No outcomes No outcomes No outcomes No outcomes

identified identified identified identified identified identified identified

Hypoglycaemia No outcomes | No outcomes | 1 study 1 study 2 studies 1 study 1 study
episodes identified identified (n=6,068), (n=6,656), (n=1,887), Low | (n=7,020), High | (n=8,238),
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Outcomes for Dulaglutide Exenatide Lixisenatide Canagliflozin Dapagliflozin Empagliflozin Ertugliflozin
drugs compared
to placebo
High quality, Moderate quality, 20 quality, 1 fewer | High quality,
14 more per quality, HR 1.19 | fewer per 1000 | per 1000 (22 15 fewer per
1000 (4 fewer | (0.94, 1.50) (55 fewer to 21 | fewer to 23 1000 (35
to 34 more) more) more) fewer to 5
more)
At night No outcomes No outcomes No outcomes No outcomes No outcomes No outcomes No outcomes
hypoglycaemic identified identified identified identified identified identified identified
episodes
Severe No outcomes | No outcomes 1 study No outcomes 1 study 1 study 1 study
hypoglycaemic identified identified (n=6,068), identified (n=922), Low (n=7,020), Low | (n=8,238),
episodes Moderate quality, O fewer | quality, Moderate
quality, 3 per 1000 (4 2 fewer per quality, 7
fewer per 1000 fewer to 4 1000 (6 fewer to | fewer per
(7 fewer to 1 more) 5 more) 1000 (16
more) fewer to 3
more)
HbA1c change No outcomes | No outcomes 1 study No outcomes 1 outcome, 2 4 studies 1 study
identified identified (n=6,068), identified studies (n=7,292), (n=8,246),
High quality, (n=897), Very Very low quality, | Low quality,
MD 0.27 % low quality, MD | MD 0.24 % MD 0.17%
lower (0.31 0.58% lower lower (0.75 lower (0.26%
lower to 0.23 (0.74% lower to | lower to 0.26 lower to 0.08%
lower) 0.42% lower) higher) lower)
Weight change No outcomes | No outcomes 1 study No outcomes 2 studies 2 studies 1 study
identified identified (n=6,068) High | identified (n=1,651), Low | (n=190) Very (n=8,246),
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Outcomes for Dulaglutide Exenatide Lixisenatide Canagliflozin Dapagliflozin Empagliflozin Ertugliflozin
drugs compared
to placebo
quality, MD quality, MD low quality, MD | Very low
0.70 kg lower 2.24 kg lower 1.87 kg lower quality, MD
(0.90 lower to (2.93 lower to (3.01 lower to 2.6 kg lower
0.50 lower) 1.56 lower) 0.73 lower) (3.05 lower to
2.15 lower)
BMI change No outcomes No outcomes No outcomes No outcomes No outcomes 1 study (n=97), No outcomes
identified identified identified identified identified Low quality, identified
MD 0.9 kg/m?
higher (1.28
lower to 3.08
higher)

Table 6: A summary matrix showing the outcomes for adding individual drugs (DPP-4 inhibitors and thiazolidinediones) compared to

adding placebo for people with type 2 diabetes with cardiovascular disease

Outcomes for drugs compared
to placebo

Alogliptin

Saxagliptin

Sitagliptin

Pioglitazone

Health-related quality of life

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

All-cause mortality

1 study (n=5,380), Very
low quality, 8 fewer per
1000 (19 fewer to 5
more), HR 0.88 (0.71 to
1.09)

No outcomes identified

1 study (n=14,671),
High quality, 1 more
per 1000 (7 fewer to 10
more), HR 1.01 (0.90 to
1.13)

2 studies (n=5,359), Very
low quality, 3 fewer per
1000 (15 fewer to 12 more)

HR 0.96 (0.78, 1.18)
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Outcomes for drugs compared
to placebo

Alogliptin

Saxagliptin

Sitagliptin

Pioglitazone

Cardiovascular mortality

1 study (n=5,380), Very
low quality, 7 fewer per
1000 (16 fewer to 5
more), HR 0.85 (0.66 to
1.10)

No outcomes identified

1 study (n=14,671),
High quality, 2 more
per 1000 (5 fewer to 10
more), HR 1.03 (0.89 to
1.19)

1 study (n=5,238), Very low
quality, 3 fewer per 1000
(13 fewer to 10 more)

HR 0.94 (0.74, 1.19)

3-item MACE No outcomes identified | 1 study (n=6,494), Low | No outcomes identified | 1 study (n=5,238), Very low
quality, 1 fewer per quality, 20 fewer per 1000
1000 (10 fewer to 9 (34 fewer to 4 fewer)
more)
HR 0.82 (0.70, 0.96)
HR 0.97 (0.86 to 1.09)
4-item MACE 1 study (n=5,380), Low | No outcomes identified | 1 study (n=14,671), No outcomes identified
quality, 7 fewer per High quality, 2 fewer
1000 (23 fewer to 12 per 1000 (11 fewer to 9
more) more), HR 0.98 (0.89 to
1.08)
5-item MACE No outcomes identified | No outcomes identified | No outcomes identified | No outcomes identified

Non-fatal stroke

1 study (n=5,380), Very
low quality, 1 fewer per
1000 (5 fewer to 6
more), HR 0.91 (0.55 to
1.51)

No outcomes identified

No outcomes identified

1 study (n=5,238), Very low
quality, 8 fewer per 1000
(16 fewer to 3 more)

HR 0.81 (0.61, 1.08)

26

Type 2 diabetes in adults: management (medicines update): evidence reviews for Subsequent pharmacological management DRAFT FOR

CONSULTATION [Aug 2025]




DRAFT FOR CONSULTATION

Subsequent pharmacological management

Outcomes for drugs compared
to placebo

Alogliptin

Saxagliptin

Sitagliptin

Pioglitazone

Non-fatal myocardial infarction

1 study (n=5,380), Very
low quality, 5 more per
1000 (8 fewer to 20
more), HR 1.08 (0.88 to
1.33)

No outcomes identified

1 study (n=14,671),
High quality, 2 fewer
per 1000 (7 fewer to 5
more)

2 studies (n= 5,359),

Very low quality,

8 fewer per 1000 (18 fewer
to 4 more)

HR 0.83 (0.65, 1.06)

Unstable angina

1 study (n=5,380), Very
low quality, 2 fewer per
1000 (7 fewer to 6
more)

No outcomes identified

1 study (n=14,671),
Moderate quality, 2
fewer per 1000 (5
fewer to 3 more), HR
0.90 (0.70 - 1.16)

No outcomes identified

Hospitalisation for heart failure

1 study (n=5,380), Very
low quality, 6 more per
1000 (3 fewer to 19
more), HR 1.19 (0.90 to
1.57)

No outcomes identified

1 study (n=14,671),
High quality, O fewer
per 1000 (5 fewer to 6
more), HR 1.00 (0.83 to
1.20)

1 study (n=5,238),

Very low quality,

16 more per 1000 (4 more
to 32 more) Add HR?

Acute kidney injury

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Persistent signs of worsening
kidney disease

No outcomes identified

No outcomes identified

1 study (n=14,671),
High quality, O fewer
per 1000 (8 fewer to 9
more)

No outcomes identified

Development of end stage
kidney disease

1 study (n=5,380), Very
low quality, 1 more per

No outcomes identified

1 study (n=14,671),
Moderate quality, 1

No outcomes identified
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Outcomes for drugs compared
to placebo

Alogliptin

Saxagliptin

Sitagliptin

Pioglitazone

1000 (4 fewer to 6
more)

fewer per 1000 (5
fewer to 3 more)

Death from renal cause

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Cardiac arrhythmia

No outcomes identified

No outcomes identified

No outcomes identified

1 study (n=5,238), Very low
quality, 3 fewer per 1000 (9
fewer to 5 more)

Diabetic ketoacidosis

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Falls requiring hospitalisation

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Progression of liver disease

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Remission

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Hypoglycaemia episodes

1 study (n=5,380), Very
low quality, 2 more per
1000 (10 fewer to 17
more)

No outcomes identified

No outcomes identified

1 study (n=5,238), Low
quality,

78 more per 1000 (52 more
to 107 more)

At night hypoglycaemic
episodes

No outcomes identified

No outcomes identified

No outcomes identified

No outcomes identified

Severe hypoglycaemic episodes

1 study (n=5,380), Very
low quality, 1 more per
1000 (4 fewer to 5
more)

No outcomes identified

1 study (n=14,671),
Moderate quality, 2
more per 1000 (2 fewer
to 8 more), HR 1.12
(0.89 —1.41)

No outcomes identified
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Outcomes for drugs compared | Alogliptin Saxagliptin Sitagliptin Pioglitazone

to placebo

HbA1c change 1 study (n=5,380), Low | No outcomes identified | 1 study (n=2820), Low | 1 study (n=121), Very low
quality, MD 0.33% quality, MD 0.32% quality, MD 0.84% lower
lower (0.43 lower to lower (0.35 lower to (1.55 lower to 0.13 lower)
0.29 lower) 0.29 lower)

Weight change 1 study (n=5,380), Low | No outcomes identified | No outcomes identified | No outcomes identified
quality, MD 0.06 higher
(0.25lower to 0.37
higher)

BMI change No outcomes identified | No outcomes identified | No outcomes identified | No outcomes identified

1.1.7.2.2. Adding - A single therapy compared to insulin

Table 4 A summary matrix table showing the outcomes for adding drugs compared to adding insulin for people with type 2 diabetes with
cardiovascular disease

Outcomes for drugs | Sitagliptin Exenatide Liraglutide Tirzepatide Glimepiride
compared to Insulin

Health-related No outcomes No outcomes No outcomes No outcomes No outcomes
quality of life identified identified identified identified identified
All-cause mortality No outcomes 1 study (n=26), Very | No outcomes 1 study (n=1991), No outcomes
identified low quality, 72 more identified Moderate quality, 10 | identified
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Outcomes for drugs
compared to Insulin

Sitagliptin

Exenatide

Liraglutide

Tirzepatide

Glimepiride

per 1000 (63 fewer to
206 more)

fewer per 1000 (20
fewer to 7 more)

HR 0.70 (0.42, 1.17)

Cardiovascular

No outcomes

No outcomes

No outcomes

1 study (n=1995),

No outcomes

identified

identified

identified

identified

mortality identified identified identified Low quality, 5 fewer identified
per 1000 (13 fewer to
10 more)
3-item MACE No outcomes No outcomes No outcomes No outcomes No outcomes
identified identified identified identified identified
4-item MACE No outcomes No outcomes No outcomes 1 study (n=1995), No outcomes
identified identified identified Moderate quality, 15 identified
fewer per 1000 (29
fewer to 6 more)
HR 0.74 (0.51, 1.07)
5-item MACE No outcomes No outcomes No outcomes No outcomes No outcomes

identified

Non-fatal stroke

No outcomes
identified

No outcomes
identified

No outcomes
identified

1 study (n=1995),
Low quality, 2 fewer
per 1000 (8 fewer to
12 more)

No outcomes
identified
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Outcomes for drugs
compared to Insulin

Sitagliptin

Exenatide

Liraglutide

Tirzepatide

Glimepiride

Non-fatal
myocardial
infarction

No outcomes
identified

No outcomes
identified

No outcomes
identified

1 study (n=1995),
Low quality, 7 fewer
per 1000 (15 fewer to
8 more)

No outcomes
identified

Unstable angina

No outcomes
identified

No outcomes
identified

No outcomes
identified

1 study (n=1995),
Low quality, 4 fewer

per 1000 (7 fewer to 5

more)

No outcomes
identified

Hospitalisation for
heart failure

1 study (n=22), Very
low quality, O fewer

per 1000 (161 fewer
to 161 more)

No outcomes
identified

1 study (n=22), Very
low quality, O fewer

per 1000 (161 fewer
to 161 more)

1 study (n=1995) Low

quality, 2 fewer per
1000 (5 fewer to 8
more)

No outcomes
identified

Acute kidney injury

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

Persistent signs of
worsening kidney
disease

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

Development of end
stage kidney
disease

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

Death from renal
cause

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified
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Outcomes for drugs
compared to Insulin

Sitagliptin

Exenatide

Liraglutide

Tirzepatide

Glimepiride

Cardiac arrhythmia

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

Diabetic
ketoacidosis

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

Falls requiring
hospitalisation

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

Progression of liver
disease

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

Remission

No outcomes

No outcomes

No outcomes

No outcomes

No outcomes

to 161 more)

to 161 more)

fewer to 2 more)

identified identified identified identified identified
. No outcomes 1 study (n=1995), 1 study (n=58), High
Hypoglycaemia No outcomes No outcomes identified High quality, 293 quality, 414 fewer per
episodes identified identified fewer per 1000 (325 | 1000 (535 fewer to
fewer to 258 fewer) 170 fewer)

At night No outcomes No outcomes No outcomes No outcomes No outcomes
hypoglycaemic identified identified identified identified identified
episodes
Severe 1 study (n=22), Very | No outcomes 1 study (n=22), Very 1 study (n=1995) No outcomes
hypoglycaemic low quality, O fewer identified low quality, O fewer Moderate quality, 7 identified
episodes per 1000 (161 fewer per 1000 (161 fewer | fewer per 1000 (10
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Outcomes for drugs
compared to Insulin

Sitagliptin

Exenatide

Liraglutide

Tirzepatide

Glimepiride

HbA1c change

1 study (n=22), Very
low quality, MD 1.3%
higher (0.11 higher to
2.49 higher)

1 study (n=23), Very
low quality, MD 0.3%
higher (0.89 lower to
1.49 higher)

1 study (n=22), Very
low quality, MD 0.2%
higher (0.99 lower to
1.39 higher)

1 study (n=1,959),
High quality, MD
0.98% lower (1.06
lower to 0.90 lower)

1 study (n=55),
Moderate quality, MD
0.6% lower (1.29
lower to 0.09 lower)

Weight change

No outcomes
identified

No outcomes
identified

No outcomes
identified

1 study (n=1,959),
High quality, MD
11.35 kg lower (11.90
lower to 10.80 lower)

1 study (n=55), Low
quality, MD -2.9 kg
lower (11.66 lower to
5.86 lower)

BMI change No outcomes 1 study (n=23), Very No outcomes No outcomes No outcomes
identified low quality, MD 2.40 identified identified identified
lower (5.14 lower to
0.34 higher)
1.1.7.2.3. Adding - A single therapy compared to glimepiride

Table 5: A summary matrix table showing the outcomes for adding drugs compared to adding glimepiride for people with type 2

diabetes with cardiovascular disease

Outcomes for drugs compared to
glimepiride

Linagliptin

Health-related quality of life

No outcomes identified

All-cause mortality

No outcomes identified
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Outcomes for drugs compared to
glimepiride

Linagliptin

Cardiovascular mortality

No outcomes identified

3-item MACE 1 study (n=3,925), Moderate quality, 11 fewer per 1000 (41 fewer to 25 more), HR 0.94 (0.77 to
1.15)

4-item MACE No outcomes identified

5-item MACE No outcomes identified

Non-fatal stroke

No outcomes identified

Non-fatal myocardial infarction

No outcomes identified

Unstable angina

No outcomes identified

Hospitalisation for heart failure

No outcomes identified

Acute kidney injury

No outcomes identified

Persistent signs of worsening kidney
disease

No outcomes identified

Development of end stage kidney disease

No outcomes identified

Death from renal cause

No outcomes identified

Cardiac arrhythmia

No outcomes identified

Diabetic ketoacidosis

No outcomes identified

Falls requiring hospitalisation

No outcomes identified
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Outcomes for drugs compared to Linagliptin
glimepiride

Progression of liver disease No outcomes identified
Remission No outcomes identified
Hypoglycaemia episodes No outcomes identified
At night hypoglycaemic episodes No outcomes identified
Severe hypoglycaemic episodes No outcomes identified
HbA1c change No outcomes identified
Weight change No outcomes identified
BMI change No outcomes identified

1.1.7.2.4. Adding - a single therapy compared to sitagliptin

Table 7: A summary matrix showing the outcomes for adding individual drugs compared to adding sitagliptin for people with type 2
diabetes with cardiovascular disease

Outcomes for drugs compared to | Liraglutide Empagliflozin

placebo

Health-related quality of life No outcomes identified No outcomes identified

All-cause mortality No outcomes identified No outcomes identified
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Outcomes for drugs compared to
placebo

Liraglutide

Empagliflozin

Cardiovascular mortality

No outcomes identified

No outcomes identified

3-item MACE No outcomes identified No outcomes identified
4-item MACE No outcomes identified No outcomes identified
5-item MACE No outcomes identified No outcomes identified

Non-fatal stroke

No outcomes identified

No outcomes identified

Non-fatal myocardial infarction

No outcomes identified

No outcomes identified

Unstable angina

No outcomes identified

No outcomes identified

Hospitalisation for heart failure

1 study (n=20), Very low quality, O fewer per 1000
(174 fewer to 174 more)

No outcomes identified

Acute kidney injury

No outcomes identified

No outcomes identified

Persistent signs of worsening
kidney disease

No outcomes identified

No outcomes identified

Development of end stage kidney
disease

No outcomes identified

No outcomes identified

Death from renal cause

No outcomes identified

No outcomes identified

Cardiac arrhythmia

No outcomes identified

No outcomes identified

Diabetic ketoacidosis

No outcomes identified

No outcomes identified
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Outcomes for drugs compared to
placebo

Liraglutide

Empagliflozin

Falls requiring hospitalisation

No outcomes identified

No outcomes identified

Progression of liver disease

No outcomes identified

No outcomes identified

Remission

No outcomes identified

No outcomes identified

Hypoglycaemia episodes

No outcomes identified

No outcomes identified

At night hypoglycaemic episodes

No outcomes identified

No outcomes identified

Severe hypoglycaemic episodes

1 study (n=20), Very low quality, 0 fewer per 1000
(174 fewer to 174 more)

No outcomes identified

HbA1c change

1 study (n=20), Very low quality, MD 1.10% lower
(1.98 lower to 0.22 lower)

1 study (n=97), Moderate quality, MD 0.10% higher
(0.14 lower to 0.34 lower)

Weight change

No outcomes identified

1 study (n=97), Very low quality, MD 0.20 kg higher
(4.16 lower to 4.56 higher)

BMI change

No outcomes identified

No outcomes identified
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1 1.1.7.2.5. Adding — A single therapy compared to vildagliptin

2 Table 6 A summary matrix showing the outcomes for adding individual drugs compared to adding vildagliptin for people with type 2

3 diabetes with cardiovascular disease

Outcomes for drugs compared to vildagliptin

Dapagliflozin

Health-related quality of life

No outcomes identified

All-cause mortality

1 study, (n=49), Low quality, O fewer per 1000 (76 fewer to 76
more)

Cardiovascular mortality

1 study, (n=49), Low quality, O fewer per 1000 (76 fewer to 76
more)

3-item MACE No outcomes identified
4-item MACE No outcomes identified
5-item MACE No outcomes identified

Non-fatal stroke

1 study, (n=49), Low quality, O fewer per 1000 (76 fewer to 76
more)

Non-fatal myocardial infarction

1 study, (n=49), Low quality, 40 more per 1000 (37 fewer to 117
more)

Unstable angina

No outcomes identified

Hospitalisation for heart failure

1 study, (n=50), Low quality, O fewer per 1000 (75 fewer to 75
more)

Acute kidney injury

No outcome identified

Persistent signs of worsening kidney disease

No outcomes identified
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Outcomes for drugs compared to vildagliptin Dapagliflozin
Development of end stage kidney disease No outcomes identified
Death from renal cause No outcomes identified
Cardiac arrhythmia No outcomes identified
Diabetic ketoacidosis No outcomes identified
Falls requiring hospitalisation No outcomes identified
Progression of liver disease No outcomes identified
Remission No outcomes identified
Hypoglycaemia episodes No outcomes identified
At night hypoglycaemic episodes No outcomes identified
Severe hypoglycaemic episodes No outcomes identified
1 study, (n=43), Very low quality, MD 0.21% higher (0.53 lower to
HbA1c change 0.95 higher)
Weight change 1 study, (n=43), Low quality, MD 2.99 kg lower (4.16 lower to
1.82 lower)
BMI change 1 study, (n=43), Low quality, MD 1.20 kg/m? lower (1.68 lower to
0.72 lower)
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1.1.7.2.6. Adding - A single therapy compared to pioglitazone

Table 8: A summary matrix showing the outcomes for adding individual drugs compared to adding pioglitazone for people with type 2
diabetes with cardiovascular disease

Outcomes for drugs compared to pioglitazone Glimepiride

Health-related quality of life No outcomes identified

All-cause mortality 1 study (n=543), Very low quality, 4 fewer per 1000 (20 fewer to 12 more)
Cardiovascular mortality 1 study (n=543), Very low quality, 7 fewer per 1000 (22 fewer to 7 more)
3-item MACE No outcomes identified

4-item MACE No outcomes identified

5-item MACE 1 study (n=543), Very low quality, 7 more per 1000 (19 fewer to 64 more)
Non-fatal stroke 1 study (n=543), Very low quality, 4 more per 1000 (3 fewer to 11 more)
Non-fatal myocardial infarction 1 study (n=543), Very low quality, 7 more per 1000 (5 fewer to 72 more)
Unstable angina 1 study (n=543), Very low quality, 7 fewer per 1000 (13 fewer to 25 more)
Hospitalisation for heart failure 1 study (n=543), Very low quality, 4 more per 1000 (10 fewer to 53 more)
Acute kidney injury No outcomes identified

Persistent signs of worsening kidney disease No outcomes identified

Development of end stage kidney disease No outcomes identified

Death from renal cause No outcomes identified
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Outcomes for drugs compared to pioglitazone Glimepiride

Cardiac arrhythmia No outcomes identified

Diabetic ketoacidosis No outcomes identified

Falls requiring hospitalisation No outcomes identified

Progression of liver disease No outcomes identified

Remission No outcomes identified

Hypoglycaemia episodes 1 study (n=543), Moderate quality, 218 more per 1000 (116 more 358 more)
At night hypoglycaemic episodes No outcomes identified

Severe hypoglycaemic episodes No outcomes identified

HbA1c change 1 study (n=543), Moderate quality, MD 0.19% higher (0.01 higher to 0.37 higher)
Weight change 1 study (n=543), Low quality, MD 2.9kg lower (7.06 lower to 1.26 higher)
BMI change No outcomes identified
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1.1.7.3.

1.1.7.3.1.

Model 3: People with type 2 diabetes and chronic kidney disease

Adding - A single therapy compared to placebo

Table 7: Summary matrix table for adding drugs compared to adding placebo for people with type 2 diabetes with chronic kidney

disease

Outcomes for
drugs compared
to placebo

Liraglutide

Semaglutide

Canagliflozin

Dapagliflozin

Empagliflozin

Ertugliflozin

Health-related
quality of life

No outcomes
identified

1 study (n=324),
Moderate quality,
(SF-36 — subscale
physical
component) MD
1.98 higher (0.57
higher to 3.39
higher)

High quality, (SF-
36 — subscale
mental component
MD 1.98 higher
(0.57 higher to
3.39 higher)

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

All-cause
mortality

1 study (n=277),
Very low quality,
21 more per 1000
(10 fewer to 52
more)

1 study (n=3533),
Moderate quality,
HR 0.80 (0.67,
0.96

3 studies
(n=4,798),
Moderate quality,
6 fewer per 1000

4 studies
(n=6750), Very
low quality, 8
fewer per 1000

2 studies
(n=2988),
Moderate quality,
21 fewer per 1000

1 study (n=467),

Very low quality, 3
more per 1000 (14
fewer to 66 more)
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Outcomes for
drugs compared
to placebo

Liraglutide

Semaglutide

Canagliflozin

Dapagliflozin

Empagliflozin

Ertugliflozin

2 studies
(n=3857),
Moderate quality,
28 fewer per 1000
(45 fewerto 7
fewer)

(20 fewer to 10
more)

2 studies
(n=4709),
Moderate quality,
HR 0.84 (0.69 to
1.02)

(30 fewer to 15
more)

(36 fewer to 2
fewer)

1 study (n=2250),
Moderate quality,
HR 0.76 (0.59 to

0.98)

Cardiovascular 1 study (n=277), 1 study (n=3533), | 2 studies (n= 3 studies 1 study (n=2250), | No outcomes
mortality Very low quality, 7 | Moderate quality, | 4,709), Moderate | (n=6,457), Very Moderate quality, | identified
more per 1000 (17 | HR 0.71 (0.56, quality, 12 fewer low quality, 4 24 fewer per 1000
fewer to 31 more) | 0.90) per 1000 (22 fewer per 1000 (40 fewer to 1
. fewer to 1 more) (14 fewer to 6 fewer)
2 studies more)
(n=3857), Moderate quality, HR 0.71 (0.52 to
Moderate quality, | HR 0.79 (0.62 to 0.97)
24 fewer per 1000 | 1.01)
(37 fewer to 8
fewer
3-item MACE No outcomes 1 study (n=3533), | No outcomes 1 study (n=5,884), | No outcomes No outcomes
identified Moderate quality, | identified Moderate quality, | identified identified
HR 0.82 (0.68, 9 fewer per 1000
0.99) (24 fewerto 9
more)
43

Type 2 diabetes in adults: management (medicines update): evidence reviews for Subsequent pharmacological management DRAFT FOR
CONSULTATION [Aug 2025]




DRAFT FOR CONSULTATION

Subsequent pharmacological management

Outcomes for
drugs compared
to placebo

Liraglutide

Semaglutide

Canagliflozin

Dapagliflozin

Empagliflozin

Ertugliflozin

1 study (n=3533),
Moderate quality,
24 fewer per 1000
(43 fewer to 2
fewer)

4-item MACE

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

5-item MACE

No outcomes
identified

No outcomes
identified

2 studies
(n=4,709),
Moderate quality,
36 fewer per 1000
(52 fewer to 18
fewer),

Moderate quality,
HR 0.75 (0.64 to
0.88)

No outcomes
identified

No outcomes
identified

No outcomes
identified
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Outcomes for
drugs compared
to placebo

Liraglutide

Semaglutide

Canagliflozin

Dapagliflozin

Empagliflozin

Ertugliflozin

Non-fatal stroke

No outcomes
identified

1 study (n=3533),
Moderate quality,
HR 1.22 (0.84,
1.77)

7 more per 1000
(4 fewer to 22
more)

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

Non-fatal
myocardial
infarction

No outcomes
identified

1 study (n=3533),
Moderate quality,
HR 0.80 (0.55,
1.15)

7 fewer per 1000
(16 fewer to 6
more)

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

Unstable angina

No outcomes

1 study (n=3533),

No outcomes

No outcomes

No outcomes

No outcomes

fewer per 1000

Moderate quality,

fewer per 1000

26 fewer per 1000

identified Moderate quality, | identified identified identified identified
6 fewer per 1000
(12 fewer to 1
more)
Hospitalisation No outcomes 1 study (n=324), 2 studies 1 study (n=5,884), | 1 study (n=2250) | No outcomes
for heart failure identified Low quality, 6 (n=4,709) Low quality, 15 Moderate quality, | identified
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injury

identified

(n=3857), Low
quality, 1 more per
1000 (13 fewer to
19 more)

Moderate quality,
6 fewer per 1000
(15 fewerto 7
more),

HR 0.85 (0.64 to
1.13)

Very low quality,
12 fewer per 1000
(35 fewer to 11
more)

identified

Outcomes for Liraglutide Semaglutide Canagliflozin Dapagliflozin Empagliflozin Ertugliflozin
drugs compared
to placebo
(18 fewer to 6 23 fewer (32 fewer | (23 fewer to 4 (39 fewer to 8
more) to 12 fewer), fewer) fewer)
High quality, HR Moderate quality,
0.61(0.47 t0 0.79) HR 0.61 (0.42 —
0.89)
Acute kidney No outcomes 2 studies 1 study (n=4,397) | 1 study (n=252), No outcomes No outcomes

identified

Persistent signs
of worsening
kidney disease

No outcomes
identified

1 study (n=3533),
Moderate quality,
HR 0.73 (0.59,
0.89)

27 fewer per 1000
(44 fewerto 7
fewer)

1 study (n=4,401)
High quality, 32
fewer per 1000
(43 fewer to 19
fewer)

HR 0.60 (0.48 to
0.75)

2 studies (n=545),
Very low quality, 1
fewer per 1000
(23 fewer to 20
more)

No outcomes
identified

No outcomes
identified
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Outcomes for
drugs compared
to placebo

Liraglutide

Semaglutide

Canagliflozin

Dapagliflozin

Empagliflozin

Ertugliflozin

Development of
end stage kidney
disease

No outcomes
identified

1 study (n=3533),
Moderate quality,
HR 0.84 (0.63,
1.12)

7 fewer per 1000
(19 fewer to 8
more)

1 study (n=4,401),
Moderate quality,
22 fewer per 1000
(33 fewerto 9
fewer),

HR 0.68 (0.54 to
0.86)

1 study (n=252),
Very low quality,
12 fewer per 1000
(22 fewer to 59
more)

No outcomes
identified

No outcomes
identified

Death from renal
cause

No outcomes
identified

1 study (n=3533),
Low quality, HR
0.97 (0.27, 3.48)

0 fewer per 1000

1 study (n=4,401),
Low quality, 1
fewer per 1000 (4
fewer to 1 more)

No outcomes
identified

No outcomes
identified

No outcomes
identified

(4 fewer to 4

fewer)
Cardiac No outcomes 1 study (n=3533), | No outcome No outcomes 1 study (n=738), No outcomes
arrhythmia identified Moderate quality, | identified identified Low quality, 9 identified

5 more per 1000 fewer per 1000

(2 fewer to 18 (14 fewer to 14

more) more)
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fewer to 31 more)

fewer to 6 more)

more per 1000 (1
fewer to 48 more)

1 study (n=4397),
High quality, HR
10.8 (1.39 to
83.92)

fewer per 1000 (2
fewer to 3 more)

Outcomes for Liraglutide Semaglutide Canagliflozin Dapagliflozin Empagliflozin Ertugliflozin

drugs compared

to placebo

Diabetic 1 study (n=277), 1 study (n=3533), | 2 studies 3 studies No outcomes No outcomes

ketoacidosis Very low quality, 7 | Very low quality, 2 | (n=4,705), Very (n=6,498), Very identified identified
more per 1000 (17 | more per 1000 (3 | low quality, 4 low quality, 0

Falls requiring
hospitalisation

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

Progression of
liver disease

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

Remission

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified

No outcomes
identified.

No outcomes
identified

Hypoglycaemia
episodes

1 outcome, 1
study (n=277),
Low quality, 56
fewer per 1000
(128 fewer to 55
more)

1 outcome, 1
study (n=324),
Moderate quality,
37 more per 1000
(3 fewer to 182
more)

2 studies
(n=4705), High
quality, 7 fewer
per 1000 (23
fewer to 13 more)

1 study (n=4397),
Moderate quality,

3 studies (n=866),
Very low quality, 9
fewer per 1000
(53 fewer to 46
more)

1 study. (n=738),
Moderate quality,
4 fewer per 1000
(61 fewer to 69
more)

1 study (n=467),
Very low quality,
13 fewer per 1000
(78 fewer to 80
more)
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Outcomes for
drugs compared

Liraglutide

Semaglutide

Canagliflozin

Dapagliflozin

Empagliflozin

Ertugliflozin

Low quality, MD
0.66% lower (0.90
lower to 0.42
lower)

(n=3857), High
quality, MD 0.81%
lower (0.89 lower
to 0.72 lower)

(n=4,921), High
quality, MD 0.2%
lower (0.32 lower
to 0.08 lower)

Low quality, MD
0.23% lower (0.4
lower to 0.07
lower)

Moderate quality,
MD 0.46 lower
(0.59 lower to
0.33% lower)

to placebo
HR 0.92 (0.77 to
1.10)
At night No outcomes No outcomes No outcomes No outcomes No outcomes No outcomes
hypoglycaemic identified identified identified identified identified identified
episodes
Severe 1 study (n=277), 1 study (n=3533), | No outcomes 4 studies 1 study (n=738), No outcomes
hypoglycaemic Very low quality, 7 | Low quality, HR identified (n=6,750), Low Low quality, 4 identified
episodes more per 1000 (7 | 1.02 (0.62, 1.68) quality, 7 fewer fewer per 1000
fewer to 21 more) ) per 1000 (12 (14 fewer to 25
2 studies fewer to 2 fewer) | more)
(n=3857), Very
low quality, 1
more per 1000 (9
fewer to 10 more)
HbA1c change 1 study (n=277), 2 studies 3 studies 3 studies (n=627), | 1 study, (n=738), | 2 studies

(n=1,172), Low
quality, MD 0.14%
lower (0.3 lower to
0.02 higher)
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lower)

(4.13 lower to 3.32
lower)

lower to 0.43
lower)

lower)

1 study (n=292),
Low quality, MD
0.87 lower (2.17
lower t0 0.43
higher)

Outcomes for Liraglutide Semaglutide Canagliflozin Dapagliflozin Empagliflozin Ertugliflozin

drugs compared

to placebo

Weight change 1 study (n=277), 2 studies 3 studies 2 studies (n=454), | 1 study (n=738), 2 studies
Moderate quality, | (n=3857), Very (n=4,921), High Low quality, MD High quality, MD (n=1,009), Very
MD 1.32 kg lower | low quality, MD quality, MD 0.90 2.15 kg lower 1.55 kg lower (2.0 | low quality, MD
(2.24 lower to 0.40 | 3.72 kg lower kg lower (1.38 (4.22 lower to 0.08 | lower to 1.1 lower) | 2.05 kg lower

(2.53 lower to 1.57
lower)

BMI change 1 study (n=277), 1 study (n=324), No outcomes No outcomes No outcomes No outcomes
Low quality, MD Moderate quality, | identified identified identified identified
0.50 kg/m? lower | MD 0.9 kg/m2
(0.83 lower to 0.17 | lower (1.2 lower to
lower) 0.6 lower)
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1 Table 8: Summary matrix table for adding drugs (DPP-4 inhibitors and thiazolidinediones) compared to adding placebo for people with
2 type 2 diabetes with chronic kidney disease

Outcomes for drugs compared | Linagliptin Saxagliptin Pioglitazone
to placebo
Health-related quality of life No outcomes identified No outcomes identified No outcomes identified
All-cause mortality 2 studies (n=493), Very low 1 study (n=170), Very low quality, | No outcomes identified
quality, 3 more per 1000 (11 fewer | 12 fewer per 1000 (39 fewer to
to 56 more) 106 more)
Cardiovascular mortality 1 study, (n=360), Low quality, 11 No outcomes identified No outcomes identified
more per 1000 (4 fewer to 26
more)
3-item MACE No outcomes identified No outcomes identified No outcomes identified
4-item MACE No outcomes identified No outcomes identified No outcomes identified
5-item MACE No outcomes identified No outcomes identified No outcomes identified
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Outcomes for drugs compared
to placebo

Linagliptin

Saxagliptin

Pioglitazone

Non-fatal stroke

2 studies (n=493), Very low
quality, 0 fewer per 1000 (14
fewer to 14 more)

No outcomes identified

No outcomes identified

Non-fatal myocardial infarction

2 studies (n=493), Very low

quality, 9 more per 1000 (4 fewer

to 68 more)

No outcomes identified

No outcomes identified

Unstable angina

No outcomes identified

No outcomes identified

No outcomes identified

Hospitalisation for heart failure

2 studies (n=4543), Very low
quality, 13 fewer per 1000 (28
fewer to 3 more),

1 study (n=4183), Moderate
quality, HR 0.84 (0.68 to 1.04)

No outcomes identified

No outcomes identified
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Outcomes for drugs compared
to placebo

Linagliptin

Saxagliptin

Pioglitazone

Acute kidney injury

1 study (n=133), Very low quality,
12 more per 1000 (41 fewer to
200 more)

No outcomes identified

No outcomes identified

Persistent signs of worsening
kidney disease

No outcomes identified

No outcomes identified

No outcomes identified

Development of end stage
kidney disease

1 study (n=360), High quality, 0
fewer per 1000 (11 fewer to 11
more)

1 study (n=170), Very low quality,
24 fewer per 1000 (56 fewer to 9
more)

No outcomes identified
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Outcomes for drugs compared
to placebo

Linagliptin

Saxagliptin

Pioglitazone

Death from renal cause

No outcomes identified

No outcomes identified

No outcomes identified

Cardiac arrhythmia

No outcomes identified

No outcomes identified

No outcomes identified

Diabetic ketoacidosis

No outcomes identified

No outcomes identified

No outcomes identified

Falls requiring hospitalisation

No outcomes identified

No outcomes identified

No outcomes identified

Progression of liver disease

No outcomes identified

No outcomes identified

No outcomes identified

Remission

No outcomes identified

No outcomes identified

No outcomes identified

Hypoglycaemia episodes

2 studies (n=493), Very low
quality, 93 more per 1000 (24
more to 184 more)

1 study (n=170), Very low quality,
47 more per 1000 (18 fewer to
254 more)

1 study (n=39), Very low quality, 5
fewer per 1000 (90 fewer to 535
more)

At night hypoglycaemic
episodes

No outcomes identified

No outcomes identified

No outcomes identified
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Outcomes for drugs compared
to placebo

Linagliptin

Saxagliptin

Pioglitazone

Severe hypoglycaemic

2 studies (n=493), Very low

No outcomes identified

1 study (n=39), Very low quality, 0

quality, MD 0.6% lower (0.75
lower to 0.45 lower)

MD 0.63% lower (1.24 lower to
0.02 lower)

episodes quality, O fewer per 1000 (21 fewer per 1000 (95 fewer to 95
fewer to 20 more) more)
HbA1c change 3 studies (n=556), Moderate 1 study (n=60), Very low quality, 1 study (n=39), Low quality, MD

0.81% lower (1.46 lower to 0.16
lower)

Weight change

2 studies (n=249), Very low
quality, MD 0.95 kg lower (3.23
lower to 1.33 higher)

No outcomes identified

No outcomes identified

BMI change

No outcomes identified

No outcomes identified

No outcomes identified
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1.1.7.3.2.

Table 9: Summary matrix table for adding drugs compared to adding insulin for people with type 2 diabetes with chronic kidney disease

Adding - A single therapy compared to insulin

Outcomes for
drugs
compared to
insulin

Glimepiride

Dulaglutide

Exenatide

Health-related

No outcomes identified

No outcomes identified

No outcomes identified

quality of life
All-cause No outcomes identified 1 study (n=576), Very low quality, 0 No outcomes identified
mortality more per 1000 (14 fewer to 48 more)

Cardiovascular

No outcomes identified

1 study (n=576), Very low quality, 0

No outcomes identified

mortality more per 1000 (14 fewer to 48 more)

3-item MACE No outcomes identified No outcomes identified No outcomes identified
4-item MACE No outcomes identified No outcomes identified No outcomes identified
5-item MACE No outcomes identified No outcomes identified No outcomes identified
Non-fatal No outcomes identified No outcomes identified No outcomes identified
stroke

Non-fatal No outcomes identified No outcomes identified No outcomes identified
myocardial

infarction
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Outcomes for
drugs
compared to
insulin

Glimepiride

Dulaglutide

Exenatide

Unstable
angina

No outcomes identified

No outcomes identified

No outcomes identified

Hospitalisation
for heart failure

No outcomes identified

No outcomes identified

No outcomes identified

Acute kidney
injury

No outcomes identified

No outcomes identified

No outcomes identified

Persistent
signs of
worsening
kidney disease

No outcomes identified

1 study (n=576), Very low quality, 71
fewer per 1000 (141 fewer to 14 more)

No outcomes identified

Development
of end stage
kidney disease

No outcomes identified

1 study (n=576), Very low quality, 25
fewer per 1000 (52 fewer to 25 more)

No outcomes identified

ketoacidosis

Death from No outcomes identified 1 study (n=576), Low quality, O fewer No outcomes identified
renal cause per 1000 (8 fewer to 8 more)

Cardiac No outcomes identified No outcomes identified No outcomes identified
arrhythmia

Diabetic No outcomes identified No outcomes identified No outcomes identified
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Outcomes for
drugs
compared to
insulin

Glimepiride

Dulaglutide

Exenatide

Falls requiring
hospitalisation

No outcomes identified

No outcomes identified

No outcomes identified

Progression of
liver disease

No outcomes identified

No outcomes identified

No outcomes identified

Remission

No outcomes identified

No outcomes identified

No outcomes identified

Hypoglycaemia

1 study (n=58), High quality, 414

1 study (n=576), Low quality, 51 fewer

1 study (n=92), Very low quality, 217 fewer per

MD 0.6% lower (1.29 lower to
0.09% higher)

lower (0.34 lower to 0.14 higher)

episodes fewer per 1000 (535 fewer to 170 | per 1000 (67 fewer to 17 fewer) 1000 (320 fewer to 23 fewer)
fewer)
At night No outcomes identified 1 study (n=576), Low quality, 259 fewer | No outcomes identified
hypoglycaemic per 1000 (306 fewer to 200 fewer)
episodes
Severe No outcomes identified 1 study (n=576), Low quality, 54 fewer | 1 study (n=92), Very low quality, 44 fewer per
hypoglycaemic per 1000 (62 fewer to 31 fewer) 1000 (102 fewer to 15 more)
episodes
HbA1c change | 1 study (n=55), Moderate quality, | 1 study (n=576), Low quality, MD 0.1% | 1 study (n=92), Very low quality, MD 0.22%

higher (0.43 lower to 0.87 higher)
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Outcomes for
drugs
compared to
insulin

Glimepiride

Dulaglutide

Exenatide

Weight change

1 study (n=55), Low quality, MD
2.9 kg lower (11.66 lower to 5.86
higher)

1 study (n=576), Low quality, MD 3.8
kg lower (4.81 lower to 2.79 lower)

1 study (n=92), Very low quality, MD 2.68 kg
lower (4.47 lower to 0.89 lower)

BMI change

No outcomes identified

No outcomes identified

No outcomes identified

1.1.7.3.3.

Adding a single therapy compared to linagliptin

Table 10: Summary matrix table for adding drugs compared to adding linagliptin for people with type 2 diabetes with chronic kidney
disease (adding to insulin)

Outcomes for drugs compared to linagliptin

Empagliflozin

Health-related quality of life

No outcomes identified

All-cause mortality

No outcomes identified

Cardiovascular mortality

No outcomes identified

3-item MACE No outcomes identified
4-item MACE No outcomes identified
5-item MACE No outcomes identified
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Outcomes for drugs compared to linagliptin

Empagliflozin

Non-fatal stroke

No outcomes identified

Non-fatal myocardial infarction

No outcomes identified

Unstable angina

No outcomes identified

Hospitalisation for heart failure

No outcomes identified

Acute kidney injury

No outcomes identified

Persistent signs of worsening kidney disease

No outcomes identified

Development of end stage kidney disease

No outcomes identified

Death from renal cause

No outcomes identified

Cardiac arrhythmia

No outcomes identified

Diabetic ketoacidosis

No outcomes identified

Falls requiring hospitalisation

No outcomes identified

Progression of liver disease

No outcomes identified

Remission

No outcomes identified

Hypoglycaemia episodes

1 study (n=107), Very low quality, 151 more per 1000 (26 fewer to 448 more)

At night hypoglycaemic episodes

No outcomes identified

Severe hypoglycaemic episodes

No outcomes identified

HbA1c change

1 study (n=107), Very low quality, MD 0.34% lower (0.67 lower to 0.01 lower)
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Outcomes for drugs compared to linagliptin Empagliflozin
Weight change No outcomes identified
BMI change No outcomes identified

Table 11: Summary matrix table for switching from or adding to drugscompared to switching or adding to linagliptin for people with
type 2 diabetes with chronic kidney disease

Outcomes for drugs compared to linagliptin | Sitagliptin
Health-related quality of life No outcomes identified
All-cause mortality 1 study (n=94), Very low quality, 4 fewer per 1000 (38 fewer to 233 more)
Cardiovascular mortality No outcomes identified
3-item MACE No outcomes identified
4-item MACE No outcomes identified
5-item MACE No outcomes identified
Non-fatal stroke No outcomes identified
Non-fatal myocardial infarction 1 study (n=94), Very low quality, 17 more per 1000 (34 fewer to 305 more)
Unstable angina No outcomes identified
Hospitalisation for heart failure 1 study (n=94), Very low quality, 5 fewer per 1000 (54 fewer to 221 more)
Acute kidney injury No outcomes identified
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Outcomes for drugs compared to linagliptin | Sitagliptin
Persistent signs of worsening kidney disease | No outcomes identified
Development of end stage kidney disease 1 study (n=94), Very low quality, 35 more per 1000 (41 fewer to 336 more)
Death from renal cause No outcomes identified
Cardiac arrhythmia 1 study (n=94), Very low quality, 4 fewer per 1000 (38 fewer to 233 more)
Diabetic ketoacidosis No outcomes identified
Falls requiring hospitalisation No outcomes identified
Progression of liver disease No outcomes identified
Remission No outcomes identified
Hypoglycaemia episodes No outcomes identified
At night hypoglycaemic episodes No outcomes identified
Severe hypoglycaemic episodes No outcomes identified
HbA1c change 1 study (n=66), Very low quality, MD 0.34% higher (0.02 lower to 0.70 higher)
Weight change 1 study (n=66), Very low quality, MD 1.10 kg higher (1.05 lower to 3.25 higher)
BMI change No outcomes identified
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1.1.7.3.4. Adding — A single therapy compared to sitagliptin

Table 12: Summary matrix table for adding drugs compared to adding sitagliptin for people with type 2 diabetes with chronic kidney

disease (adding to other glucose-lowering drugs)

Outcomes for drugs compared to sitagliptin

Vildagliptin

Health-related quality of life

No outcomes identified

All-cause mortality

1 study (n=148), Low quality, 7 fewer per 1000 (27 fewer to 136 more)

Cardiovascular mortality

1 study (n=148), Very low quality, 12 more per 1000 (11 fewer to 36 more)

3-item MACE No outcomes identified
4-item MACE No outcomes identified
5-item MACE No outcomes identified

Non-fatal stroke

No outcomes identified

Non-fatal myocardial infarction

No outcomes identified

Unstable angina

No outcomes identified

Hospitalisation for heart failure

No outcomes identified

Acute kidney injury

No outcomes identified

Persistent signs of worsening kidney disease

No outcomes identified

Development of end stage kidney disease

No outcomes identified

Death from renal cause

No outcomes identified
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Outcomes for drugs compared to sitagliptin Vildagliptin

Cardiac arrhythmia No outcomes identified

Diabetic ketoacidosis No outcomes identified

Falls requiring hospitalisation No outcomes identified

Progression of liver disease No outcomes identified

Remission No outcomes identified

Hypoglycaemia episodes 1 study (n=148), Low quality, 3 more per 1000 (80 fewer to 180 more)
At night hypoglycaemic episodes No outcomes identified

Severe hypoglycaemic episodes No outcomes identified

HbA1c change 1 study (n=140), Moderate quality, MD 0.02% higher (0.33 lower to 0.37 higher)
Weight change No outcomes identified

BMI change No outcomes identified
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1.1.7.3.5. Adding — A single therapy compared to dulaglutide

Table 13: Summary matrix table for adding drugs compared to adding dulaglutide for people with type 2 diabetes with chronic kidney

disease

Outcomes for drugs compared to dulaglutide

Semaglutide

Health-related quality of life

1 study (n=107), overall score, DTR-QolL, Low quality, MD 0.9 (4.35 lower, 6.15 higher)

All-cause mortality

No outcomes identified

Cardiovascular mortality

No outcomes identified

3-item MACE No outcomes identified
4-item MACE No outcomes identified
5-item MACE No outcomes identified

Non-fatal stroke

No outcomes identified

Non-fatal myocardial infarction

No outcomes identified

Unstable angina

No outcomes identified

Hospitalisation for heart failure

1 study (n=107), Very low quality, 19 more per 1000 (17 fewer to 54 more)

Acute kidney injury

No outcomes identified

Persistent signs of worsening kidney disease

No outcomes identified

Development of end stage kidney disease

No outcomes identified

Death from renal cause

No outcomes identified
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Outcomes for drugs compared to dulaglutide

Semaglutide

Cardiac arrhythmia

No outcomes identified

Diabetic ketoacidosis

1 study (n=107), Low quality, 0 fewer per 1000 (36 fewer to 36 more)

Falls requiring hospitalisation

No outcomes identified

Progression of liver disease

1 study (n=107), Very low quality, 88 more per 1000 (63 fewer to 365 more)

Remission

No outcomes identified

Hypoglycaemia episodes

No outcomes identified

At night hypoglycaemic episodes

No outcomes identified

Severe hypoglycaemic episodes

1 study (n=107), Low quality, O fewer per 1000 (36 fewer to 36 more)

HbA1c change

Weight change

1 study (n=107), Low quality, MD 2.5 kg lower (3.36 lower to 1.64 lower)

BMI change

),

1 study (n=107), Low quality, MD 0.4% lower (0.63 lower to 0.17 lower)
),
),

1 study (n=107), Low quality, MD 1.0 kg/m? lower (1.33 lower to 0.67 lower)

Table 14: Summary matrix table for switching drugs monotherapy compared to dulaglutide for people with type 2 diabetes with chronic
kidney disease (switching from dulaglutide)

Outcomes for drugs compared to dulaglutide

Semaglutide

Health-related quality of life

No outcomes identified

All-cause mortality

No outcomes identified
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Outcomes for drugs compared to dulaglutide

Semaglutide

Cardiovascular mortality

No outcomes identified

3-item MACE No outcomes identified
4-item MACE No outcomes identified
5-item MACE No outcomes identified

Non-fatal stroke

No outcomes identified

Non-fatal myocardial infarction

No outcomes identified

Unstable angina

No outcomes identified

Hospitalisation for heart failure

No outcomes identified

Acute kidney injury

No outcomes identified

Persistent signs of worsening kidney disease

No outcomes identified

Development of end stage kidney disease

No outcomes identified

Death from renal cause

No outcomes identified

Cardiac arrhythmia

No outcomes identified

Diabetic ketoacidosis

No outcomes identified

Falls requiring hospitalisation

No outcomes identified

Progression of liver disease

No outcomes identified

Remission

No outcomes identified
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Outcomes for drugs compared to dulaglutide

Semaglutide

Hypoglycaemia episodes

1 study (n=70), Very low quality, 29 more per 1000 (23 fewer to 573 more)

At night hypoglycaemic episodes

No outcomes identified

BMI change

Severe hypoglycaemic episodes 1 study (n=70), Very low quality, O fewer per 1000 (54 fewer to 54 more)

HbA1c change 1 study (n=63), Low quality, MD 0.6% lower (0.91 lower to 0.29 lower)

Weight change 1 study (n=63), Low quality, MD 2.7 kg lower (3.55 lower to 1.85 lower)
( ),

1 study (n=63), Low quality, MD 1.0 kg/m? lower (1.34 lower to 0.66 lower)

1.1.7.3.6. Switching or adding - A single therapy compared to liraglutide

Table 15: Summary table for switching from or adding to a drug compared to switching to or adding liraglutide for people with type 2

diabetes with chronic kidney disease

Outcomes for drugs compared
to liraglutide

Linagliptin

Sitagliptin

Health-related quality of life

No outcomes identified

No outcomes identified

All-cause mortality

1 study (n=90), Very low quality, 0 fewer per 1000
(38 fewer to 257 more)

1 study (n=94), Very low quality, 4 fewer per 1000
(38 fewer to 233 more)

Cardiovascular mortality

No outcomes identified

No outcomes identified

3-item MACE

No outcomes identified

No outcomes identified

4-item MACE

No outcomes identified

No outcomes identified
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Outcomes for drugs compared
to liraglutide

Linagliptin

Sitagliptin

5-item MACE

No outcomes identified

No outcomes identified

Non-fatal stroke

No outcomes identified

No outcomes identified

Non-fatal myocardial infarction

1 study (n=90), Very low quality, 22 more per 1000
(18 fewer to 451 more)

1 study (n=94), Very low quality, 39 more per 1000
(16 fewer to 545 more)

Unstable angina

No outcomes identified

No outcomes identified

Hospitalisation for heart failure

1 study (n=90), Very low quality, O fewer per 1000
(52 fewer to 246 more)

1 study (n=94), Very low quality, 5 fewer per 1000
(54 fewer to 221 more)

Acute kidney injury

No outcomes identified

No outcomes identified

Persistent signs of worsening
kidney disease

No outcomes identified

No outcomes identified

Development of end stage
kidney disease

1 study (n=90), Very low quality, O fewer per 1000
(52 fewer to 246 more)

1 study (n=94), Very low quality, 35 more per 1000
(41 fewer to 336 more)

Death from renal cause

No outcomes identified

No outcomes identified

Cardiac arrhythmia

1 study (n=90), Very low quality, 22 more per 1000
(18 fewer to 451 more)

1 study (n=94), Very low quality, 19 more per 1000
(18 fewer to 413 more)

Diabetic ketoacidosis

No outcomes identified

No outcomes identified

Falls requiring hospitalisation

No outcomes identified

No outcomes identified

Progression of liver disease

No outcomes identified

No outcomes identified
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Outcomes for drugs compared
to liraglutide

Linagliptin

Sitagliptin

Remission

No outcomes identified

No outcomes identified

Hypoglycaemia episodes

No outcomes identified

No outcomes identified

At night hypoglycaemic
episodes

No outcomes identified

No outcomes identified

Severe hypoglycaemic episodes

No outcomes identified

No outcomes identified

HbA1c change

1 study (n=64), Low quality, MD 0.05% lower (0.34
lower to 0.24 higher)

1 study (n=66), Very low quality, MD 0.29% higher
(0.11 lower to 0.69 higher)

Weight change

No outcomes identified

No outcomes identified

BMI change

1 study (n=64), Very low quality, MD 0.1 kg/m?
higher (1.84 lower to 2.04 higher)

1 study (n=66), Very low quality, MD 1.2 kg/m?
higher (0.62 lower to 3.02 higher)

1 Table 16: Summary table for monotherapy compared to liraglutide for people with type 2 diabetes with chronic kidney disease

(switching from liraglutide)

Outcomes for drugs compared to liraglutide

Semaglutide

Health-related quality of life

Overall (DTSQ), 1 study (n=37), Low quality, MD 8.20 higher (2.30 higher to 14.10 higher)

All-cause mortality

No outcomes identified

Cardiovascular mortality

No outcomes identified

3-item MACE

No outcomes identified
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Outcomes for drugs compared to liraglutide

Semaglutide

4-item MACE

No outcomes identified

5-item MACE

No outcomes identified

Non-fatal stroke

No outcomes identified

Non-fatal myocardial infarction

No outcomes identified

Unstable angina

No outcomes identified

Hospitalisation for heart failure

No outcomes identified

Acute kidney injury

No outcomes identified

Persistent signs of worsening kidney disease

No outcomes identified

Development of end stage kidney disease

No outcomes identified

Death from renal cause

No outcomes identified

Cardiac arrhythmia

No outcomes identified

Diabetic ketoacidosis

No outcomes identified,

Falls requiring hospitalisation

No outcomes identified

Progression of liver disease

No outcomes identified

Remission

No outcomes identified

Hypoglycaemia episodes

1 study (n=40), Very low quality, 100 fewer per 1000 (144 fewer to 291 more)

At night hypoglycaemic episodes

No outcomes identified
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Outcomes for drugs compared to liraglutide

Semaglutide

Severe hypoglycaemic episodes

1 study (n=40), Very low quality, 0 fewer per 1000 (92 fewer to 92 more)

HbA1c change 1 study (n=37), Low quality, MD 0.5% lower (0.86 lower to 0.14 lower)

Weight change 1 study (n=37), Moderate quality, MD 0.2 kg lower (1.87 lower to 1.47 higher)

BMI change 1 study (n=37), Moderate quality, MD 0 kg/m? (0.65 lower to 0.65 higher)
1.1.7.3.1. Combination therapy compared to placebo

Table 17: Summary table for combination therapy compared to placebo for people with type 2 diabetes with chronic kidney disease

(adding to glucose-lowering drugs)

Outcomes for drugs compared to placebo

Dapagliflozin + Saxagliptin

Health-related quality of life

No outcomes identified

All-cause mortality

1 study (n=300), Very low quality, 7 more per 1000 (6 fewer to 19 more)

Cardiovascular mortality

No outcomes identified

3-item MACE No outcomes identified
4-item MACE No outcomes identified
5-item MACE No outcomes identified

Non-fatal stroke

No outcomes identified
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Outcomes for drugs compared to placebo

Dapagliflozin + Saxagliptin

Non-fatal myocardial infarction

No outcomes identified

Unstable angina

No outcomes identified

Hospitalisation for heart failure

No outcomes identified

Acute kidney injury

No outcomes identified

Persistent signs of worsening kidney disease

1 study (n=300), Very low quality, 13 more per 1000 (13 fewer to 39 more)

Development of end stage kidney disease

No outcomes identified

Death from renal cause

No outcomes identified

Cardiac arrhythmia

No outcomes identified

Diabetic ketoacidosis

1 study (n=300), Very low quality, O fewer per 1000 (13 fewer to 13 more)

Falls requiring hospitalisation

No outcomes identified

Progression of liver disease

No outcomes identified

Remission

No outcomes identified

Hypoglycaemia episodes

1 study (n=300), Very low quality, 133 more per 1000 (25 more to 294 more)

At night hypoglycaemic episodes

No outcomes identified

Severe hypoglycaemic episodes

1 study (n=300), Very low quality, 6 more per 1000 (16 fewer to 29 more)

HbA1c change

1 study (n=296), Very low quality, MD 0.58% lower (0.8 lower to 0.36 lower)

Weight change

1 study (n=300), Low quality, MD 0.04 kg lower (1.32 lower to 1.24 higher)
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Outcomes for drugs compared to placebo Dapagliflozin + Saxagliptin
BMI change No outcomes identified
1 1.1.7.3.2. Combination therapy compared to dapagliflozin

2 Table 18: Summary table for combination therapy compared to dapagliflozin for people with type 2 diabetes with chronic kidney disease
3 (adding to glucose-lowering drugs)

Outcomes for drugs compared to dapagliflozin Dapagliflozin + Saxagliptin
Health-related quality of life No outcomes identified
All-cause mortality 1 study (n=297), Very low quality, 0 fewer per 1000 (19 fewer to 18 more)
Cardiovascular mortality No outcomes identified
3-item MACE No outcomes identified
4-item MACE No outcomes identified
5-item MACE No outcomes identified
Non-fatal stroke No outcomes identified
Non-fatal myocardial infarction No outcomes identified
Unstable angina No outcomes identified
Hospitalisation for heart failure No outcomes identified
Acute kidney injury No outcomes identified
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Outcomes for drugs compared to dapagliflozin

Dapagliflozin + Saxagliptin

Persistent signs of worsening kidney disease

1 study (n=297), Very low quality, 20 more per 1000 (2 fewer to 42 more)

Development of end stage kidney disease

No outcomes identified

Death from renal cause

No outcomes identified

Cardiac arrhythmia

No outcomes identified

Diabetic ketoacidosis

1 study (n=297), Very low quality, 7 fewer per 1000 (20 fewer to 7 more)

Falls requiring hospitalisation

No outcomes identified

Progression of liver disease

No outcomes identified

Remission

No outcomes identified

Hypoglycaemia episodes

1 study (n=297), Very low quality, 88 more per 1000 (14 fewer to 234 more)

At night hypoglycaemic episodes

No outcomes identified

Severe hypoglycaemic episodes

1 study (n=297), Very low quality, 13 more per 1000 (5 fewer to 31 more)

HbA1c change

No outcomes identified

Weight change

No outcomes identified

BMI change

No outcomes identified

75

Type 2 diabetes in adults: management (medicines update): evidence reviews for Subsequent pharmacological management DRAFT FOR

CONSULTATION [Aug 2025]




DRAFT FOR CONSULTATION
Subsequent pharmacological management

1.1.7.4. Model 5: People with type 2 diabetes at high cardiovascular risk with no other comorbidities

1.1.7.4.1. Adding — A single therapy compared to adding placebo

Table 19: A summary matrix showing the outcomes for adding individual drugs (GLP-1 receptor agonists, dual GIP/GLP-1 receptor co-

agonists and SGLT-2 inhibitors) compared to adding placebo for people with type 2 diabetes at high cardiovascular risk with
no other comorbidities

Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertuglifio
for drugs de de de de de zin zin zin zin
compared to
placebo
Health- Overall Overall 18 Mental Mental Physical | No Overall Overall No
related (EQ-5D- | (IWQOL- outcome | componen | componen | functionin | outcomes (EQ-5D) (EQ-5D-5L) | outcomes
quality of 5L UK Lite) s? t (SF-12) |t (SF-36) g (SF-36) | identified _ identified
life Index) 2 studies 1 study
1 study 4 studies | 1 study 5 studies 1 study (n=354), (n=129)

1 study (n=242), (n =66, (n=348) (n=5715) (n=938) Very low

(n=300), | Low n=80, _ _ quality, MD | Moderate

Very low | quality, n=476 Moderate | High High 0.00 higher | quality, MD

quality, MD 1.00 and quality, quality, quality, (0.03 lower 0.05 hlgher

MD 0.01 |lower (5.13 | n=826) |MD033 | MDO0.75 | MD2.00 to 0.04 (0.01 higher

lower lower to Very low | higher higher higher higher) to 0.09

(0_07 3.13 to high (1.57 (0.28 (1.04 hlgher)

lower to | higher) quality, lower to lower to lower to

0.05 2.23 1.22 2.96

higher) higher) higher) higher)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de i i i zin
compared to
placebo
Subscale ), Physical Physical
barriers to componen | subscale
activity t (SF-12) | (SF-36)
(Diabetes 1 study .
Health (n=348) | studies
Profile) _ (n=5715)
High )
1 study quality, High
(n=46), MD 1.73 | quality,
Low higher 'V_ID 0.55
quality, (0.01 higher
MD 4.30 lowerto | (017
lower (9.75 3.45 lower to
lower to higher) 0;93
1.15 higher)
higher)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo

Subscale
disinhibite
d eating
(Diabetes
Health
Profile)

1 study
(n=46),
Low
quality,
MD 8.09
lower
(19.75
lower to
3.57
higher)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo

Subscale
psychologi
cal
distress
(Diabetes
Health
Profile)

1 study
(n=46),
Low
quality,

MD 2.73
higher
(3.04 lower
to 8.50
higher)
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Outcomes
for drugs
compared to
placebo

Dulagluti
de

Exenatide

Liragluti
de

Lixisenati
de

Semagluti
de

Tirzepati
de

Canagliflo
zin

Dapagliflo
zin

Empagliflo
zin

Ertugliflo
zin

Subscale
well being
(DMSAT)

1 study
(n=242),
Very low
quality,
MD 7.10
higher
(0.95 lower
to 15.15
higher)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
All-cause 8 studies | 8 studies 11 10 studies | 10 studies | 4 studies | 6 studies 11 studies | 9 studies 3 studies
mortality (n=12124 | (n=16741), | studies (n=4944) | (n=10303), | (n=1744), | (n=2797, (n=21414), | (n=3742) (n=1589),
), Moderate | (n=1309 Moderate | Very low | Very low Low High
Moderate | quality, 9 | 6), Very | VerYIow | quaiity, 4 | quality, 0 | quality, 2 | quality, 4 | Very low quality, 0
quality, 5 | fewer per | low quality, 3 | fewer per | fewer per | more per | fewer per | quality, 1 fewer per
fewer per | 1000 (17 quality, 1 fewer per | 10900 (9 1000 (8 1000 (3 1000 (10 more per 1000 (5
1000 (14 | fewerto 2 | fewer per 1000 (7 fewerto 2 |fewerto |fewerto6 |fewerto3 | 1000 (4 fewer to 5
fewer to 3 | fewer) 1000 (9 | fewerto1 | more) 7 more) | more) more) fewerto 5 | more)
more) fewerto | more) _ more)
6 more) 2 studies
(n=6480)
1 study
(n=9360) Very low
quality, HR
’ 0.75 (0.37,
Moderat 1.52)
e quality,
HR 0.85
(0.74,
0.98)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo

1 study 1 study 1 study 1 study

(n=9901), | (n=14752), (n=10142), | (n=17160),

Moderate | Moderate Moderate Moderate

quality, quality, HR quality, HR | quality, HR

HR 0.90 | 0.86 (0.77, 0.87 (0.75, | 0.98 (0.82,

(0.80, 0.97) 1.01) 1.17)

1.01)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
Cardiovascu | 8 studies | 8 studies 9 studies | 9 studies | 7 studies 2 studies | 5 studies 7 studies 5 studies 3 studies
lar mortality | (n=12124 | (n=16741), | (n=1256 | (n=4462) | (n=8306), | (n=548), | (n=1879), | (n=20041), | (n=2067) (n=1589),,
), Moderate | 6), Moderate | High Very low Very low High
Moderate | quality, 5 Verylow | quality, 4 | quality, 0 | quality, 2 | quality, 0 | Very low quality, 0
quality, fewer per | Moderat | quality, 0 | fewer per | fewer per | more per | fewer per | Quality, 1 fewer per
10 fewer | 1000 (11 e quality, | fewer per | 10900 (10 1000 (14 | 1000 (4 1000 (5 more per 1000 (5
per 1000 |fewerto 1 | 1fewer 11000 (4 fewerto 2 |fewerto |fewerto7 |fewerto4 | 1000 (4 fewer to 5
(20 fewer | more) per 1000 | fewerto 3 | more) 14 more) | more) more) fewerto 7| more)
to 1 (9 fewer | more) more)
more) to7 2 studies
more) (n=6480)
1 study Very low
(n=9360) quality, HR
: 0.72 (0.37,
1.41)
Moderat
e quality,
HR 0.78
(0.66,
0.92)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo

1 study 1 study 1 study 1 study

(n=9901), | (n=14752), (n=10142), | (n=17160),

Moderate | Moderate Moderate Moderate

quality, quality, HR quality, HR | quality, HR

HR 0.91 0.88 (0.76, 0.87 (0.71, | 0.92 (0.82,

(0.78, 1.02) 1.06) 1.04)

1.06)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
3-item 1 study 1 study 1 study No No No 1 study 1 study No No
MACE (n=9901), | (n=14752), | (n=9340) | outcomes | outcomes | outcomes | (n=10142), | (n=17160), | outcomes outcomes
High High identified | identified identified | Moderate Moderate identified identified
quality, quality, 8 quality, HR | quality, 6
14 fewer | fewer per | Moderat 0.85 (0.75, | fewer per
per 1000 | 1000 (18 e quality, 0.97) 1000 (13
(26 fewer | fewerto 2 | 18 fewer fewer to 3
to 1 more) per 1000 more)
fewer) (31 fewer
to4
fewer)
1 study
(n=9340)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo

1 study 1 study Moderat 1 study

(n=9901), | (n=14752), | e quality, (n=17160)

Moderate | High HR 0.87

quality, | quality, HR | (0.78, Moderate

HR 0.88 | 0.91(0.83, | 0.97) quality, HR

(0.79, 1.00) 0.93 (0.84,

0.99) 1.03)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
4-item No No No No No 1 study No No No No
MACE outcomes | outcomes | outcome | outcomes | outcomes | (n=475) outcomes | outcomes | outcomes outcomes
identified | identified S identified | identified identified identified identified identified
identified Low

quality, 3

fewer per

1000 (8

fewer to

53 more)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo

for drugs de de de de de zin zin zin zin

compared to

placebo

5-item No No No No 2 studies No No No No No

MACE outcomes | outcomes | outcome | outcomes | (n=6480) outcomes | outcomes | outcomes | outcomes outcomes
identified | identified identified identified | identified identified identified identified
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo

s
identified Moderate

quality, 25
fewer per
1000 (37
fewer to
12 fewer)

HR 0.76
(0.65,
0.88)

89
Type 2 diabetes in adults: management (medicines update): evidence reviews for Subsequent pharmacological management DRAFT FOR
CONSULTATION [Aug 2025]



DRAFT FOR CONSULTATION
Subsequent pharmacological management

Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
Non-fatal 3 studies | No 2 studies | 2 studies | 6 studies No 1 study 2 studies 1 study No
stroke (n=10500 | outcomes | (n=9766) | (n=701) (n=8663) outcomes | (n=10142), | (n=17756), | (n=275) outcomes
), Low identified : identified | Moderate Low ) identified
quality, 7 | Low Low quality, HR | quality, 0 | Low quality,
fewer per Lowquali | quality, 9 | quality, 8 0.90 (0.71, | fewer per 11 fewer
1000 (13 ty, 4 more per | fewer per 1.15) 1000 (5 per 1000
fewer to 1 fewer per | 1000 (1 1000 (13 fewerto 4 | (32 fewer to
fewer) 1000 (10 | fewer to fewer to 3 more) 10 more)
fewerto | 18 more) | fewer)
4 more) .
2 studies
1 study (n=6480)
(n=9340)
, Moderate
Moderat quality, HR
e quality, 0.64 (0.43,
HR 0.89 0.96)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
(0.72,

1 study 1.10) 1 study

(n=9901), (n=17160),

Moderate Moderate

quality, quality, HR

HR 0.76 1.01 (0.84,

(0.61, 1.21)

0.95)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
Non-fatal 3 studies | 2 studies | 2 studies | 1 study 5 studies No 1 study 1 study No No
myocardial | (n=10624 | (n=619), (n=9766) | (n=390), (n=8267), | outcomes | (n=10142), | (n=17160), | outcomes outcomes
infarction ), Low Very low : Low Low identified | Moderate Low identified identified
quality, 2 | quality, 3 quality, 5 | quality, 3 quality, HR | quality, 6
fewer per | fewer per LOW. more per | fewer per 0.85 (0.69, | fewer per
1000 (8 1000 (5 quality, 7 | 1000 (5 1000 (10 1.05) 1000 (11
fewer to 6 | fewerto 9 | fewer per | fewer to fewer to 4 fewer to 1
more) more) 2 1000 (16 | 15 more) | more) more)
studies fewer to
(n=619) 2 more) 2 studies
’ n=6480),
Very low 1 study slery Iow)
quality, 3 (n=9340) .
fewer per 8uga1l|t3(/), 5H8R
;e?/sgr(t1058 Moderat 1:43)( o
more) e quality,
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
HR 0.88

1 study (0.75, 1 study

(n=9901), 1.03) (n=17160),

Moderate Low

quality, quality, HR

HR 0.96 0.89 (0.77,

(0.79, 1.02)

1.16)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
Unstable 3 studies | 1 study 2 studies | No 3 studies No No 1 study 1 study No
angina (n=10624 | (n=14752), | (n=9766) | outcomes | (n=6907) outcomes | outcomes | (n=17160), | (n=266) outcomes
), Low Low : identified identified | identified Moderate ) identified
quality, 2 | quality, 3 Very low quality, 1 | Low quality,
more per | more per | Very low quality, 0 more per 11 fewer
1000 (3 1000 (2 quality, O fewer per 1000 (4 per 1000
fewer to 8 | fewerto 8 | fewer per 1000 (5 fewerto 6 | (33 fewerto
more) more) 1000 (7 fewer to 4 more) 11 more)
fewer to more)
6 more) .
2 studies
(n=6480),
Low
1 study quality, HR
(n=9340) 0.97 (0.60,
, Low 1.56)
quality,
HR 0.98
(0.76,
1.26)
94

Type 2 diabetes in adults: management (medicines update): evidence reviews for Subsequent pharmacological management DRAFT FOR

CONSULTATION [Aug 2025]




DRAFT FOR CONSULTATION
Subsequent pharmacological management

Outcomes
for drugs
compared to
placebo

Dulagluti
de

Exenatide

Liragluti
de

Lixisenati
de

Semagluti
de

Tirzepati
de

Canagliflo
zin

Dapagliflo
zin

Empagliflo
zin

Ertugliflo
zin

1 study
(n=9901),
Moderate
quality,
HR 1.14
(0.84,
1.54)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
Hospitalisati | 1 study 2 studies 1 study No 4 studies No 1 study 1 study 1 study No
on for heart | (n=9901), | (n=14798), | (n=9340) | outcomes | (n=7606) outcomes | (n=10142), | (n=17160), | (n=275), outcomes
failure Moderate | Low identified identified | Moderate Low Moderate identified
quality, 3 | quality, 1 Very low quality, HR | quality, 9 | quality, 0
fewer per | fewer per | Moderat quality, 0 0.67 (0.52, | fewer per | fewer per
1000 (10 | 1000 (6 e quality, more per 0.87) 1000 (13 1000 (17
fewerto 6 | fewerto 5 | 6 fewer 1000 (6 fewerto4 | fewerto 17
more) more) per 1000 fewer to 8 fewer) more)
(14 fewer more)
to3 )
more) 2 studies
(n=6480),
1 study Low
(n=9340) quality, HR
: 1.03 (0.76,
Moderat 1.41)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de i zin i zin
compared to
placebo
e quality,

1 study 1 study HR 0.87 1 study

(n=9901), | (n=14752), (0.73, (n=17160),

Moderate | Moderate | 1 og) Low

quality, quality, HR quality, HR

HR 0.93 | 0.94 (0.78, 0.73 (0.61,

(0.77, 1.13) 0.88)

1.12)
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Acute 2 studies | 1 study 3 studies | No 6 studies No No 1 study 2 studies No
kidney (n=10192 | (n=463), (n=1006 | outcomes | (n=9144), | outcomes | outcomes (n=17160), | (n=494), outcomes
injury ), Very Low 8), Low identified | Very low identified | identified Low Very low identified
low quality, 4 quality, 2 quality, 1 quality, 6 quality, 9
quality, 1 | more per more per fewer per fewer per more per
fewer per | 1000 (4 1000 (3 1000 (8 1000 (9 1000 (8
1000 (5 fewer to 13 | fewer to fewerto 5 fewerto 2 | fewer to 26
fewer to 4 | more) 9 more) more) fewer) more)
more)
1 study
(n=17160),
Low
quality, HR
0.69 (0.55,
0.87)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
. ] ] 2 studies No

Persistent 1 study No 2 studies | No 1 study 1 study 1 study 4 studies (n=286), outcomes
signs of (n=9901), | outcomes | (n=9420) | outcomes | (n=3297), | (n=938), | (n=10142), | (n=19109), | Moderate identified
worsening High identified |, Low identified | Moderate | Low High Moderate | guality, 0
kidney quality, 9 quality, quality, 23 | quality, 2 | quality, HR | quality, 11 | fewer per
disease fewer per 15 fewer fewer per | more per | 0.73 (0.67, | fewerper | 10900 (19

1000 (20 per 1000 1000 (33 | 1000 (3 | 0.79) 1000 (14 fewer to 19

fewer to 2 (23 fewer fewerto 9 | fewer to fewerto 7 | more)

more) to5 fewer) 43 more) fewer)

fewer)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti Canagliflo | Dapagliflo | Empaglifio
for drugs de de de de i zin i
compared to
placebo
1 study 1 study 1 study 1 study
(n=9901), (n=9340) (n=3297), (n=17160),
Moderate , Moderate Moderate
quality, Moderat quality, HR quality, HR
HR 0.89 e quality, 0.64 (0.46, 0.54 (0.43,
(0.78, HR 0.78 0.89) 0.67)
1.01) (0.67,
0.91)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
Developmen | 1 study 1 study 2 studies | No No No 1 study 3 studies No No
t of end (n=9901), | (n=14752), | (n=1018 | outcomes | outcomes | outcomes | (n=10142), | (n=17874), | outcomes outcomes
stage Low Moderate | 4), Very | identified identified identified | Low Low identified identified
kidney quality, 1 | quality, 1 low quality, HR | quality, 1
disease fewer per | fewer per | quality, 2 0.77 (0.30, | fewer per

1000 (2 1000 (4 fewer per 1.97) 1000 (3

fewerto 1 | fewerto2 | 1000 (5 fewer to O

more) more) fewer to more)

3 more)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo

1 study 1 study

(n=9340) (n=17160),

, Moderate

Moderat quality, HR

e quality, 0.31 (0.13,

HR 0.87 0.78)

(0.61,

1.24)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
Death from No 1 study 2 studies | No No No No 1 study No No
renal cause | outcomes | (n=14752), | (n=1018 | outcomes | outcomes | outcomes | outcomes | (n=17160), | outcomes outcomes
identified | Low 5), Very | identified identified identified | identified Very low identified identified
quality, O low quality, O
more per quality, 1 more per
1000 (1 more per 1000 (0
fewerto1 | 1000 (1 more to 1
more) fewer to more)
2 more)
1 study
1 study (n=17160),
(n=9340) Very low
, Very quality, HR
low 0.60 (0.22,
quality, 1.65)
HR 1.59
(0.52,
4.86)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
Cardiac 2 studies | 1 study No No 1 study 1 study 1 study 1 study No No
arrhythmia (n=10006 | (n=14752), | outcome | outcomes | (n=3297), | (n=938), | (n=10142), | (n=17160), | outcomes outcomes

), Very Moderate | s identified | Low Low Moderate Low identified identified

low quality, 4 identified quality, 5 quality, 5 | quality, 2 quality, 3

quality, 5 | fewer per fewer per | more per | more per fewer per

more per | 1000 (10 1000 (14 1000 (2 1000 (3 1000 (6

1000 (3 fewer to 3 fewerto9 | fewerto |fewerto9 |fewertoO

fewer to more) more) 65 more) | more) more)

13 more)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo

1 study

(n=10142),

Moderate

quality, HR

0.84 (0.64,

1.12)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
Diabetic 2 studies | 2 studies No No No No 2 studies 3 studies 7 studies 1 study
ketoacidosi | (n=528), | (n=209), outcome | outcomes | outcomes | outcomes | (N=354), (n=17498), | (n=1872) (n=462),
s High Very low S identified identified identified | Low Low High
quality, 0 | quality, 5 | identified quality, 0 | quality, 2 | Very low quality, 0
fewer per | more per fewer per | more per | quality, 2 fewer per
1000 (12 | 1000 (38 1000 (16 1000 (0 fewer per 1000 (10
fewer to fewer to 49 fewer to 16 | more to 3 1000 (9 fewer to
12 more) | more) more) more) fewerto 5 | 10 more)
more)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo

1 study 1 study

(n=3486, (n=17160),

Low Low

quality, HR | quality, HR

1.57 (0.40, | 2.18 (1.10,

6.16) 4.30)
Falls No No No No No No No No No No
requiring outcomes | outcomes | outcome | outcomes | outcomes | outcomes | outcomes | outcomes | outcomes outcomes
hospitalisati | identified | identified s identified | identified identified | identified identified identified identified
on identified
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Progression | 1 study No No No No 1 study No 1 study 1 study No
of liver (n=9901), | outcomes | outcome | outcomes | outcomes | (n=938), | outcomes (n=17160), | (n=129), outcomes
disease Moderate | identified s identified | identified Low identified Very low Low quality, | identified
quality, 3 identified quality, 3 quality, 1 31 more
fewer per more per fewer per per 1000
1000 (6 1000 (1 1000 (4 (11 fewer to
fewer to O fewer to fewerto 2 | 73 more)
more) 8 more) more)
1 study
(n=17160),
Low
quality, HR
0.92 (0.68,
1.25)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
Remission No No No No No No No No No No
outcomes | outcomes | outcome | outcomes | outcomes | outcomes | outcomes outcomes outcomes outcomes
identified | identified S identified identified identified | identified identified identified identified
identified
Hypoglycae | 6 studies | 13 studies | 13 10 studies | 7 studies 4 studies | 4 studies 11 studies | 12 studies | 3 studies
mia (n=1523), | (n=3878), | studies (n=4944) | (n=3426), | (n=1748), | (n=1537), (n=4320), (n=4476) (n=1589),
episodes Moderate | Low (n=1394 Very low Very low | Very low Low | Moderate
quality, quality, 56 | 5), Low | Moderate | qyjity, 26 | quality, quality, 45 | quality, 13 | ModerateHi | o3jity, 25
38 more | more per | quality, | duality, 44 | more per | 136 more | more per more per | 9h quality, | more per
per 1000 | 1000 (10 69 more | Moreper 1 1000 (19 per 1000 | 1000 (32 1000 (8 13 more 1000 (0
(5 fewer | more to per 1000 | 1000 (18 | fewer to (45 fewer | fewer to fewer to 34 | Per 1000 (7 | more to
to 91 102 more) | (6 more | More to 102 more) | to 556 121 more) | more) fewerto 34 | g4 more)
more) to 142 76 more) more) more)
more)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
1 study
(n=3486,
Low
quality, HR
1.04 (0.78,
1.39)
At night 3 studies | 1 study 2 studies | No No No No No No No
hypoglycae | (n=890), | (n=259), (n=601), | outcomes | outcomes | outcomes | outcomes | outcomes | outcomes outcomes
mic Low Low Low identified identified identified | identified identified identified identified
episodes quality, quality, 94 | quality,
11 fewer | fewer per 16 fewer
per 1000 | 1000 (158 | per 1000
(56 fewer | fewerto 8 | (95 fewer
to 51 more) to 63
more) more)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
Severe 7 studies | 11 studies | 13 10 studies | 7 studies 4 studies | 3 studies 11 studies | 9 studies 1 study
hypoglycae | (n=11424 | (n=17877), | studies ,(n=4944), | (n=8609), | (n=1748), | (n=1399), | (n=21414), | (n=3463), (n=462),
mic ), Very Very low (n=1418 | Moderate | Very low Very low | Very low Low Very low Low
episodes low quality, 3 4), quality, 2 | quality, 11 | quality, 2 | quality, 5 quality, 2 quality, O quality, 7
quality, 1 | more per Moderat | more per | more per more per | fewer per fewer per more per fewer per
fewer per | 1000 (2 e quality, | 1000 (1 1000 (1 1000 (4 1000 (20 1000 (5 1000 (5 1000 (19
1000 (6 fewerto 8 | 5 fewer fewerto 6 | fewer to fewerto |fewerto9 |fewertoO | fewerto6 fewer to 6
fewer to 3 | more) per 1000 | more) 23 more) 9 more) more) more) more) more)
more) (10 fewer
to 0
more)
HbA1c 9 studies | 13 studies | 19 10 studies | 7 studies | 3 studies | 8 studies 3 studies
change (n=12907 | (n=18502), | studies (n=4866), | (n=6899), | (n=1675), | (n=12824), 14 studies | (n=1589),
), Low Very low (n=1382 | Low Low High Very low 12 studies | (n=3785), High
quality, quality, 0), Very | quality, quality, quality, quality, MD | (n=20714), | Very low quality,
MD MD 0.72% | low MD 0.51% | MD 1.04 MD 0.71% Very low quality, MD | MD 0.73%
0.90% lower (0.82 | quality, lower % lower 1.53% lower (0.87 | quality, MD | 0.74% lower
lower lower to MD (0.63 (1.26 lower lower to 0.54% lower (0.99 | (0.81
(1.08 0.63 lower) | 0.88% lower to lower to (1.65 0.54 lower) | lower (0.62 | |ower to lower to
lower to lower 0.40 0.82 lower to lower to 0.49 lower) | 0.64
0.73 1 study (1.03 lower) lower) 1.42 0.45 lower) lower)
lower) (n=30), lower to lower)
Moderate
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
quality, 0.72 )
MD 0.52 lower) 2 studies 1 study 1 study
mmol/mol (n=121), (n=65), (n=66),
lower (0.86 | 1 study Very low | Moderate Moderate
lower to (n=49), quality, quality, quality, MD
MD 14.67 | MD 25.50 5.49
017 lower) Very low mmol/mol | mmol/mol mmol/mol
quality, lower lower lower
MD 2.90 (27.41 (26.02 (10.13
mmol/mo lower to lower to lower to
| lower 1.94 24.98 0.85 lower)
(8.09 lower) lower)
lower to
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
2.29
higher)
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Weight 9 studies | 14 studies | 19 10 studies | 9 studies | 4 studies | 7 studies 13 studies | 14 studies | 2 studies
change (n=12288 | (n=18565), | studies (n=4910), | (n=7022), | (n=1740), | (n=12244), | (n=20546), | (n=3866), (n=968),
), High Very low (n=1277 | High Low Very low | Very low Very low Very low High
quality, quality, 2), Very | quality, quality, quality, quality, MD | quality, MD | quality, MD | quality,
MD 1.44 | MD 1.58 low MD 0.74 MD 3.59 MD 6.55 | 2.16 kg 1.80 kg 2.22 kg MD 1.94
kg lower | kg lower quality, lower (- kg lower kg lower | lower (2.67 | lower (2.12 | lower (2.62 | kg lower
(1.60 (2.00 lower | MD 2.02 | 1.02 lower | (4.24 (12.94 lower to lower to lower to (2.26
lower to to 1.17 kg lower |10 0.46 lower to lower to 1.65 1.49 lower) | 1.81 lower) | lower to
1.27 lower) (2.85 lower) 2.94 0.16 lower)1 1.62
lower) lower to lower) lower) study lower)
1.20 (n=595),
lower) Low
quality, MD
293 %
lower (3.89
lower to
1.97 lower)
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Outcomes Dulagluti | Exenatide | Liragluti | Lixisenati | Semagluti | Tirzepati | Canagliflo | Dapagliflo | Empagliflo | Ertugliflo
for drugs de de de de de zin zin zin zin
compared to
placebo
BMI change | 3 studies | 3 studies 9 studies | No 4 studies 2 studies | No 2 studies 2 studies No
(n=10111 | (n=239), (n=4300) | outcomes | (n=2585), | (n=1200), | outcomes | (N=166), (n=202), outcomes
), High Very low , Very identified Low Very low | identified Very low Moderate identified
quality, quality, low quality, quality, quality, MD | quality, MD
MD 0.53 | MD 1.28 quality, MD 1.26 MD 0.83 0.45 kg/m? | 0.58 kg/m?
kg/m? kg/m? MD 1.08 kg/m? kg/m? lower (2.85 | lower (0.92
lower lower (1.51 | kg/m2 lower lower lower to lower to
(0.61 lower to lower (1.60 (6.76 1.94 0.24 lower)
lower to 1.06 lower) | (1.37 lower to lower to higher)
0.46 lower to 0.91 5.10
lower) 0.79 lower) higher)
lower)

(a) Health-related quality of life outcomes for liraglutide compared to placebo: SF-36 physical functioning subscale, SF-36 vitality (energy/fatigue) subscale, SF-36 mental health

(emotional wellbeing) subscale, IWQoL overall, MDQoL general health perception subscale, MDQoL treatment impact subscale, MDQoL current health perception subscale,
MDQoL hypoglycaemia subscale, MDQoL treatment satisfaction subscale, MDQoL social or vocational worry subscale, MDQoL social stigma subscale,
-36 physical role functioning (limitations) subscale, SF-36 emotional role functioning subscale, SF-36 general health subscale, MDQoL lifestyle flexibility subscale, MDQoL
glycaemia control perception subscale, SF-36 bodily pain subscale, SF-36 social functioning subscale.
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1 Table 20: A summary matrix showing the outcomes for adding individual drugs (biguanides, DPP-4 inhibitors, sulfonylureas and

w N

thiazolidinediones) compared to adding placebo for people with type 2 diabetes at high cardiovascular risk with no other
comorbidities

Outcomes for
drugs
compared to
placebo

Metformin

Alogliptin

Linagliptin

Saxaglipti
n

Sitagliptin

Vildaglipti
n

Glimepirid
e

Glipizide

Pioglitazo
ne

Health-related
quality of life

No
outcomes
identified

No
outcomes
identified

No
outcomes
identified

No
outcomes
identified

Overall
(IWQOL)

1 study
(n=183),
Low quality,
MD 0.30
higher
(3.83 lower
t04.43
higher)

Well being
subscale
(DMSAT)

No
outcomes
identified

No
outcomes
identified

No
outcomes
identified

No
outcomes
identified
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Outcomes for | Metformin | Alogliptin | Linagliptin | Saxaglipti | Sitagliptin | Vildaglipti | Glimepirid | Glipizide Pioglitazo
drugs n n e ne
compared to
placebo

1 study
(n=183),
Low quality,
MD 1.10
lower (9.37
lower to
717
higher)
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Outcomes for | Metformin | Alogliptin | Linagliptin | Saxaglipti | Sitagliptin | Vildaglipti | Glimepirid | Glipizide Pioglitazo
drugs n n e ne
compared to
placebo
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Outcomes for | Metformin | Alogliptin | Linagliptin | Saxaglipti | Sitagliptin | Vildaglipti | Glimepirid | Glipizide Pioglitazo
drugs n n e ne
compared to
placebo
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Outcomes for | Metformin | Alogliptin | Linagliptin | Saxaglipti | Sitagliptin | Vildaglipti | Glimepirid | Glipizide Pioglitazo
drugs n n e ne
compared to
placebo
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Outcomes for | Metformin | Alogliptin | Linagliptin | Saxaglipti | Sitagliptin | Vildaglipti | Glimepirid | Glipizide Pioglitazo
drugs n n e ne
compared to
placebo
All-cause 2 studies 4 studies 10 studies | 7 studies 16 studies 12 studies | 2 studies 1 study 6 studies
mortality (n=802) (n=1911), (n=10270) | (n=19289) | (n=6563), (n=3850) (n=300), (n=180), (n=2334),
Very low Very low Low quality,
Very low quality, 2 Very low Very low Very low Very low quality, 0 0 fewer per | Very low
quality, 12 more per quality, 2 quality, 4 quality, 1 quality, 1 fewer per 1000 (22 quality, 2
more per 1000 (5 fewer per more per fewer per fewer per 1000 (18 fewer to 22 | fewer per
1000 (8 fewer to 10 | 1000 (12 1000 (2 1000 (3 1000 (6 fewer to 18 | more) 1000 (8
fewer to 32 | more) fewerto8 | fewerto 10 |fewerto2 |fewerto3 | more) fewer to 5
more) more) more) more) more) more)
1 study 1 study
(n=6979), (n=16492)
High Very low
quality, HR | quality, HR
0.98 (0.84, | 1.11 (0.96,
1.14) 1.28)
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Outcomes for | Metformin | Alogliptin | Linagliptin | Saxaglipti | Sitagliptin | Vildaglipti | Glimepirid | Glipizide Pioglitazo
drugs n n e ne
compared to
placebo
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Outcomes for | Metformin | Alogliptin | Linagliptin | Saxaglipti | Sitagliptin | Vildaglipti | Glimepirid | Glipizide Pioglitazo
drugs n n e ne
compared to
placebo
Cardiovascula | 1 study 3 studies 10 studies | 5 studies 11 studies | 8 studies 2 studies 1 study 4 studies
r mortality (n=390) (n=1417), (n=10270) | (n=18519) | (n=4392), (n=2275) (n=300),Ver | (n=180), (n=1653),
Very low y low Low
Very low quality, 2 Very low Very low Very low Very low quality, 0 quality,0 Very low
quality, 10 | more per quality, 2 quality, 1 quality, 1 quality, 0 fewer per fewer per quality, O
more per 1000 (6 more per more per fewer per more per 1000 (18 1000 (22 more per
1000 (4 fewer to 10 | 1000 (3 1000 (4 1000 (5 1000 (6 fewer to 18 | fewer to 22 | 1000 (6
fewer to more) fewerto6 |fewerto6 |fewerto2 |fewerto6 | more) more) fewer to 6
141 more) more) more) more) more) more)
1 study 1 study
(n=6979) (n=16492)
High Low quality,
quality, HR | HR 1.03
0.96 (0.81, | (0.87,1.22)
1.14)
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Outcomes for | Metformin | Alogliptin | Linagliptin | Saxaglipti | Sitagliptin | Vildaglipti | Glimepirid | Glipizide Pioglitazo
drugs n n e ne
compared to
placebo
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Outcomes for | Metformin | Alogliptin | Linagliptin | Saxaglipti | Sitagliptin | Vildaglipti | Glimepirid | Glipizide Pioglitazo
drugs n n e ne
compared to
placebo
3-item MACE No No No 1 study No No No No 2 studies
outcomes outcomes outcomes (n=16492) | outcomes outcomes outcomes outcomes (n=1275),
identified identified identified _ identified identified identified identified
Low quality, Very low
0 fewer per quality, 8
1000 (8 more per
fewer to 8 1000 (14
more) fewer to 89
more)
1 study
(n=16492)
Low quality,
HR 1.00
(0.89, 1.12
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Outcomes for | Metformin | Alogliptin | Linagliptin | Saxaglipti | Sitagliptin | Vildaglipti | Glimepirid | Glipizide Pioglitazo
drugs n n e ne
compared to
placebo
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Outcomes for | Metformin | Alogliptin | Linagliptin | Saxaglipti | Sitagliptin | Vildaglipti | Glimepirid | Glipizide Pioglitazo
drugs n n e ne
compared to
placebo
4-item MACE No No 2 studies No No No No No No
outcomes outcomes (n=7282) outcomes outcomes outcomes outcomes outcomes outcomes
identified identified Hiah identified identified identified identified identified identified
9
quality, 1
more per
1000 (13
fewer to 18
more)
1 study
(n=6980),
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Outcomes for | Metformin | Alogliptin | Linagliptin | Saxaglipti | Sitagliptin | Vildaglipti | Glimepirid | Glipizide Pioglitazo
drugs n n e ne
compared to
placebo
High
quality, HR
1.00 (0.88,
1.14)
5-item MACE No No 2 studies No No No No No No
outcomes outcomes (n=1566) outcomes out