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ABSTRACT

Clinically important improvements in cardio-
vascular risk factors and adverse cardiovascular,
heart failure and renal outcomes have been
observed in numerous cardiovascular outcome
trials (CVOTs) investigating the use of sodium-
glucose co-transporter 2 (SGLT2) inhibitors over
the last 5 years. However, differences in study
outcomes between the various SGLT2 inhibitor
CVOTs are often challenging to interpret
because of differences in the study design, par-
ticipant characteristics and primary outcomes
of the various trials. In clinical practice, this
frequently challenges the clinician when
choosing between the different SGLT2 inhibi-
tors for a patient with type 2 diabetes and vari-
ous cardiovascular or renal comorbidities.
Discussion around the choice of SGLT2 inhi-

bitor has been again revived by the recent
publication of results from the VERTIS-CV,
EMPEROR-reduced and DAPA-CKD trials inves-
tigating cardiovascular, heart failure and renal
outcomes associated with various SGLT2
inhibitors.

This narrative review gives an overview of the
mechanism of action and differences in the
underlying pharmacology of the various SGLT2
inhibitors and discusses the key cardiovascular,
heart failure and renal outcomes from com-
pleted CVOTs for SGLT2 inhibitors. Discussion
highlights important differences in the study
design and participant characteristics which
limit the comparison of trials and medications
within this drug class.
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Key Summary Points

Sodium-glucose co-transporter 2 (SGLT2)
inhibitors broadly show a positive
cardiovascular and renal impact in people
with or without type 2 diabetes.

However, there are some inconsistencies
with respect to 3-point major adverse
cardiac event (3-P MACE) between
different studies and drugs within this
class.

Explanations including differences in
study design, participant characteristics
and pharmacology of the drugs in this
class are discussed in this review.

Recently completed trials including the
VERTIS-CV, EMPEROR-reduced and
DAPA-CKD trials may shed light on
reasons for the differences between
completed cardiovascular outcome trials.

DIGITAL FEATURES

This article is published with digital features,
including a summary slide, to facilitate under-
standing of the article. To view digital features
for this article go to https://doi.org/10.6084/
m9.figshare.13089386.

BACKGROUND

Diabetes mellitus is associated with multi-sys-
tem disease including microvascular complica-
tions (retinal disease, renal disease,
neuropathy), macrovascular complications (is-
chaemic heart disease, peripheral vascular dis-
ease) and cardiac failure in addition to
glycaemic complications such as hypogly-
caemia and diabetic ketoacidosis (DKA). The
burden of these complications in people with
diabetes is substantial, resulting in significant
morbidity and mortality frequently resulting in
poor quality of life [1, 2]. Moreover, the

financial burden associated with treating dia-
betes-related complications is huge and is even
greater than the direct costs of treating the
disease [3]. Therefore, there is major interest in
pharmacotherapies which improve complica-
tion rates to improve patient outcomes and ease
the financial pressures associated with the
increasing prevalence of diabetes.

Since the controversy surrounding the dele-
terious cardiovascular effects of rosiglitazone
were observed in people with type 2 diabetes
(T2D) [4], there has been growing regulatory
interest in the non-glycaemic effects associated
with diabetes medication use in people with
T2D [5, 6]. The importance of understanding
the impact of drug therapies on cardiovascular
outcomes is underlined by the burden of car-
diovascular disease in T2D. A third of people
with T2D have underlying cardiovascular dis-
ease and over 50% of people with T2D will die
from a cardiovascular cause [7]. As such, specific
cardiovascular outcomes are required to be
reported for drug therapies used to treat T2D,
including cardiovascular death, non-fatal
myocardial infarction (MI) and non-fatal stroke
[5], reported as a combined major adverse car-
diovascular event (MACE) measure in cardio-
vascular outcome trials (CVOTs). Subsequently,
several CVOTs have been undertaken to deter-
mine this effect with the newer drug classes
used for T2D.

The use of sodium-glucose co-transporter 2
(SGLT2) inhibitors is now commonplace in the
treatment of people with T2D since the licens-
ing of dapagliflozin in 2012, and subsequent
approval of other SGLT2 inhibitors such as
canagliflozin, empagliflozin and ertugliflozin.
Indeed, there is a growing body of evidence to
suggest that SGLT2 inhibitors improve cardio-
vascular [8, 9] and renal [10] outcomes amongst
other measures in people with T2D. Meta-anal-
yses demonstrate a significant beneficial class
effect associated with SGLT2 inhibitors, noting
an 11% reduction in MACE and 23% reduced
risk of cardiovascular death or hospitalisation
for heart failure (HHF) [9]. Nevertheless, there is
some variability in the findings from individual
CVOTs. For example, the VERTIS-CV study
recently reported non-inferior MACE outcomes
with ertugliflozin use compared with placebo
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[11], which is disappointing when compared
with the superior MACE outcomes versus pla-
cebo previously associated with other SGLT2
inhibitors [12, 13]. These results may reflect true
differences between the various SGLT2 inhibi-
tors or reflect disparities in study design and/or
study participants which confound results and
limit comparability. To address this, the US
Food and Drug Administration (FDA) recently
suggested minimum numbers of important
study participant variables including age and
proportion of people with underlying cardio-
vascular and/or renal disease to minimise con-
fusion when comparing CVOTs and improve
trial validity to real-world populations [14].
However, as more CVOTs report results it is
increasingly difficult and confusing for clini-
cians to choose between SGLT2 inhibitors for
their patients.

In this review, we compare SGLT2 inhibitors
with completed CVOT results, illustrating sim-
ilarities and differences in trial design, and key
glycaemic, body weight, cardiovascular, renal
and adverse event outcomes to support clini-
cians when choosing between these drugs.

This article is based on previously conducted
studies and does not contain any studies with
human participants or animals performed by
any of the authors.

MECHANISMS
OF CARDIOVASCULAR AND RENAL
BENEFIT WITH SGLT2 INHIBITION

The inhibition of the SGLT2 protein in the
proximal convoluted tubule of the nephron
results in reduced renal sodium and glucose
reuptake, the latter resulting in an enhanced
daily urinary loss of up to 100 g of glucose
(200–300 kcal) [15]. This promotes natriuresis
and glucose-mediated osmotic diuresis to
improve several metabolic measures including
glycaemic control, blood pressure, body weight,
lipid profiles and stabilises renal function
amongst others [9]. Nevertheless, the cardio-
vascular benefits associated with SGLT2 inhibi-
tors are in excess of the predicted benefits
associated with improvements in these cardio-
vascular risk factors [16]. As a result, several

authors have suggested other mechanisms by
which these drugs may indirectly and directly
improve cardiovascular and renal outcomes.

Firstly, SGLT2 inhibitors indirectly improve
cardiac function by enhancing diuresis and
natriuresis to reduce plasma and interstitial
fluid volumes thereby reducing cardiac preload
[17]. Interestingly, the reduction in plasma
volume is not associated with increased sym-
pathetic nervous activity which may adversely
affect cardiac outcomes [18]. Furthermore, as
SGLT2 inhibition results in an increased deliv-
ery of sodium to the macula densa, tubu-
loglomerular feedback results in renal afferent
arteriolar vasoconstriction to reduce the hyper-
filtration which characterises the early stages of
diabetic kidney disease and stabilises renal
function over time. Interestingly, thiazide and
loop diuretics which are frequently used to
symptomatically treat people with heart failure
do not result in tubuloglomerular feedback as
these drugs block sodium entry to the macula
densa [19, 20]. Therefore, the use of SGLT2
inhibitors may be associated with more
stable renal function associated with diuresis
than that observed with the current use of thi-
azide or loop diuretics in the treatment of peo-
ple with heart failure.

Further indirect mechanisms of SGLT2 inhi-
bitor-mediated cardiovascular benefit include
improved myocardial energy efficiency by
shifting to ketone metabolism, a more energy
efficient substrate than glucose or fatty acids.
However, this effect is quite modest and some
question the significance of this impact on
cardiovascular outcomes [21]. Moreover, as
SGLT2 inhibitors promote glycosuria these
drugs induce a state of ‘fasting mimicry’ which
activates the enzymes sirtuin 1 (SIRT1) and
adenosine monophosphate-activated protein
kinase (AMPK). As these enzymes have impor-
tant anti-inflammatory effects within the heart,
they may improve cardiac function [22].

Other putative direct mechanisms of car-
diovascular benefit associated with these drugs
include improved endothelial function [23],
though this is often argued to be an indirect
consequence of improved metabolic parameters
generally associated with diabetes treatment.
Further direct mechanisms suggested for the
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benefits seen with SGLT2 inhibitors include
direct myocardial Na/H pump inhibition which
improves sensitivity to endogenous natriuretic
peptides, and reduces cardiac hypertrophy,
fibrosis and remodelling [24]. Finally, SGLT2
inhibitors have also been shown to have anti-
fibrotic effects to reduce cardiac remodelling
and fibrosis [25]. Nevertheless, many of these
mechanisms have only been observed in animal
models and are yet to be corroborated in human
studies. Figure 1 summarises the proposed
direct and indirect mechanisms of cardiovas-
cular benefit associated with SGLT2 inhibitors.

SGLT2 INHIBITORS: DO THEY ALL
WORK THE SAME WAY?

As discussed previously, differences in trial
outcomes may reflect differences in the mech-
anism and pharmacology of the various SGLT2
inhibitors, differences in trial design or study
populations, or all of these factors. Differences
in the pharmacology of these drugs including
the dose, absorption, distribution, metabolism
and excretion of these drugs as well as their
relative affinity for the SGLT2 protein versus the

sodium-glucose co-transporter 1 (SGLT1) pro-
tein are important. The SGLT1 protein is
expressed in the intestine and the late proximal
convoluted tubule of the kidney, and functions
to reabsorb glucose from the gut and the renal
tubular glucose which escapes the more proxi-
mal SGLT2 protein. When SGLT2 is either
overwhelmed or inhibited, there is upregulation
of SGLT1 to limit glycosuria giving SGLT1 or
dual SGLT1/SGLT2 inhibitors therapeutic
potential in T2D, though evidence to support
their use is limited [26]. Therefore, drugs which
have varying affinity to inhibit SGLT2 and
SGLT1 may have differing efficacy with respect
to glycaemic control and other metabolic mea-
sures. For example, canagliflozin has the least
SGLT2 selectivity of the currently licensed
SGLT2 inhibitors and has been shown to delay
the intestinal absorption of glucose [27].

As shown in Table 1, there are several
important differences in the pharmacology of
these drugs [28–33]. Whilst the half-life, meta-
bolism and elimination of these drugs are sim-
ilar there is variable oral bioavailability of these
drugs with the lowest observed in canagliflozin
(65%) and highest in ertugliflozin (100%). The
volume of distribution and plasma protein

Fig. 1 Schematic summarising the potential direct and
indirect mechanisms of cardiovascular benefits associated
with SGLT2 inhibitor use. BP blood pressure, CV

cardiovascular, HbA1c glycated haemoglobin, Na/H
sodium/hydrogen [17–25]
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binding also vary by drug. As previously dis-
cussed, canagliflozin has the least selectivity for
the SGLT2 protein versus the SGLT1 protein
(* 250 fold) whilst empagliflozin has the
highest (* 2500 fold). Thus, whilst these drugs
work by a similar mechanism such pharmaco-
logical differences may account for some of the
variation in clinical outcomes observed with
these drugs.

CARDIOVASCULAR OUTCOME
TRIALS AND SGLT2 INHIBITORS

Study Design and Baseline Characteristics

To date, trials evaluating cardiovascular and
renal measures have been reported for several
SGLT2 inhibitors including dapagliflozin
[34–39], canagliflozin [13, 40, 41], empagliflozin
[12, 42, 43] and ertugliflozin [11, 44]. The lar-
gest trial so far is the DECLARE-TIMI trial which
evaluated dapagliflozin in 17,160 participants
over a median 4.2 years [34]. There is some

variability in the trial design of studies reporting
cardiovascular and renal outcomes with the
number of participants varying between 3730
and 17,160 people, and trial duration between
16 months and 4.2 years. The numbers of par-
ticipants and trial duration required often
reflect the anticipated event rate to draw sta-
tistical conclusions, and therefore the variabil-
ity in these features may reflect the likelihood of
each trial population attaining a cardiovascular
and/or renal endpoint. Additionally, there are
differences in the proportion of participants in
these trials with underlying co-morbidities such
as heart failure or renal disease. Moreover, the
reporting of whether baseline heart failure sta-
tus is associated with a reduced ejection fraction
(HFrEF) or preserved ejection fraction (HFpEF) is
inconsistent. Essentially, each of the studies has
a population with different co-morbidities and
risk factors which confer variable risk and dif-
ferent rates of cardiovascular or renal events
during a trial. Similarities and disparities in trial
design and participant characteristics between
CVOTs are shown in Table 2.

Table 1 Comparison of key pharmacological differences between SGLT2 inhibitors

Drug (dose) Half-life
(hours)

Oral
bioavailability
(%)

Volume of
distribution (L)

Plasma protein
binding (%)

Metabolism and
elimination

SGLT2
selectivity (vs
SGLT1)

Canagliflozin

(100–300 mg

OD)

10.6–13.1 65 83.5 98 Hepatic

conjugated

Renal excretion

* 250 fold

Dapagliflozin

(5–10 mg

OD)

12.9 78 118 91 Hepatic

conjugated

Renal excretion

* 1200 fold

Empagliflozin

(10–25 mg

OD)

12.4 60 73.8 86.2 Hepatic

conjugated

Renal excretion

* 2500 fold

Ertugliflozin

(5–15 mg

OD)

16.6 100 85.5 93.6 Hepatic

conjugated

Renal excretion

* 2000 fold

Table 1 summarises the key pharmacological differences between clinically available SGLT2 inhibitors with reported CVOT
data [28–33]
SGLT sodium-glucose co-transporter, OD once daily
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Table 2 Key differences in study design and participant characteristics in completed CVOTs of SGLT2 inhibitors

Trial

[Drug]

Participant

number

Median

follow-up

Participant characteristics Primary outcomes

Mean

HbA1c

[mmol/mol]

(%)

Mean

BMI

(kg/

m2)

Heart failure Mean

systolic

BP

(mmHg)

Mean

eGFR

(mL/min/

1.73 m2)

DECLARE-

TIMI

[Dapagliflozin]

n = 17,160

Follow-up

4.2 years

67 (8.3) 32.1 HFrEF: 671

(3.9%)

HFpEF: 1316

(7.7%)

135.0 85.2 3-P MACE

Composite of CV death or

HHF

DAPA-HF

[Dapagliflozin]

n = 4744

Follow-up

18.2 months

T2D—41.8%

Non-T2D—

58.2%

28.2 HFrEF: 4744

(100%)

HFpEF: 0 (0%)

121.8 65.8 Composite of worsening heart

failure or CV death

DAPA-CKD

[Dapagliflozin]

n = 4304

Follow-up

2.4 years

T2D—67.5%

Non-T2D—

32.5%

29.5 HF

(unspecified):

468 (10.9%)

137.1 43.1 Composite of

sustained C 50% eGFR

decline, ESRD, renal death

or CV death

CANVAS

[Canagliflozin]

n = 10,142

Follow-up

188.2 weeks

66 (8.2) 32.0 HF

(unspecified):

1461 (14.4%)

136.6 76.5 3-P MACE

CREDENCE

[Canagliflozin]

n = 4401

Follow-up

2.6 years

67 (8.3) 31.3 HF

(unspecified):

652 (14.8%)

140.0 56.2 A composite of ESRD,

doubling serum creatinine,

or death from renal or CV

disease

EMPA-REG

[Empagliflozin]

n = 7020

Follow-up

3.1 years

65 (8.1) 30.6 HF

(unspecified):

706 (10.1%)

135.6 74.0 3-P MACE

EMPORER-

reduced

[Empagliflozin]

n = 3730

Follow-up

16 months

T2D—49.8%

Non-T2D—

50.2%

27.9 HFrEF: 3730

(100%)

HFpEF: 0 (0%)

122.0 62.0 A composite of CV death or

HHF

VERTIS-CV

[Ertugliflozin]

n = 8238

Follow-up

3.5 years

66 (8.2) 32.0 HF

(unspecified):

Ertugliflozin

23.4%

Placebo 24.5%

133.3 76.0 3-P MACE

Table 2 summarises the key differences and similarities in trial design and participant characteristics for each of the major trials reporting

cardiovascular and/or renal outcome measures [11–13, 34, 35, 38, 40, 41, 43, 44]. 3-point MACE is a composite of cardiovascular death,

non-fatal myocardial infarction and non-fatal stroke

3-P MACE 3-point major cardiovascular adverse events, BMI body mass index, BP blood pressure, CV cardiovascular, eGFR estimated

glomerular filtration rate, ESRD end-stage renal disease, HbA1c glycated haemoglobin, HF heart failure, HFrEF heart failure with reduced

ejection fraction, HFpEF heart failure with preserved ejection fraction, HHF hospitalisation for heart failure, T2D type 2 diabetes
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Changes in Cardiovascular Risk Factors

Across each of the cardiovascular and renal
outcome studies investigating SGLT2 inhibitor
use, there are consistent improvements in gly-
caemic control, systolic blood pressure and
body weight associated with their use. These
results are presented in Table 3. However, there
is some variation in the degree of change
between studies. For example, the EMPA-REG
trial found that empagliflozin use resulted in a
mean improvement in glycated haemoglobin
(HbA1c) of just 2 mmol/mol (0.24%) over
206 weeks, compared with an improvement of
6 mmol/mol (0.58%) in the CANVAS program
investigating canagliflozin over 188 weeks.
Baseline HbA1c and the other key baseline
characteristics in these studies were similar,
suggesting that pharmacological differences
may be clinically significant between these
drugs.

Changes in body weight in the main CVOTs
were similar with a mean weight loss of
1.6–2.2 kg. Understandably, trials investigating
heart failure outcomes (DAPA-HF and
EMPEROR-reduced) demonstrated lesser weight
loss of about 0.8 kg probably because of their
lower mean BMI at baseline [35, 43]. However,
the CREDENCE trial which investigated renal
outcomes with canagliflozin noted poorer
weight loss and HbA1c reductions compared to
other CVOTs including the CANVAS study
which also investigated canagliflozin despite
similar baseline BMI and HbA1c [13, 40]. Dif-
ferences in weight loss may therefore reflect the
poorer baseline renal function observed in the
CREDENCE cohort, highlighting how differ-
ences in baseline participant characteristics can
impact trial outcome results. Unfortunately
changes in these cardiovascular risk factors have
not yet been published for the DAPA-CKD trial
which recruited a similar cohort as CREDENCE,
and we await these results with interest.

Renal Outcomes

We previously reviewed renal outcomes from
completed CVOTs [10]. Participants in each of
the main CVOTs were observed to have a

baseline eGFR[ 60 mL/min/1.73 m2, with the
DECLARE-TIMI trial participants demonstrating
the highest mean eGFR of 85.2 mL/min/1.73 m2

and the EMPA-REG trial demonstrating the
lowest mean eGFR at 74.0 mL/min/1.73 m2

[12, 34]. Unsurprisingly, the mean baseline
eGFR of the dedicated renal outcome trials was
much lower at 56.2 and 43.1 mL/min/1.73 m2

in the CREDENCE and DAPA-CKD trials,
respectively [38, 40].

The proportion of participants attaining the
renal endpoint was consistently lower in all
SGLT2 inhibitor trials compared with placebo,
as shown in Table 3. However, it is worth noting
that the renal endpoint varied between studies,
usually a composite of sustained changes in
eGFR or serum creatinine, occurrence of end-
stage renal disease (ESRD) and renal or cardio-
vascular death. Similarly, trials which reported
changes in urinary albumin excretion consis-
tently observed significant improvements with
SGLT2 inhibitors. Trials variably reported
changes in the eGFR, though significant dete-
rioration in eGFR and decline in mean eGFR
over the study period were significantly less
likely with SGLT2 inhibitor use. Importantly,
both CREDENCE and DAPA-CKD which inves-
tigated renal outcomes in people with poorer
baseline renal function demonstrated clinically
important improvements in renal outcomes
[39, 40]. Interestingly, in DAPA-CKD the impact
on renal outcomes was observed in people both
with and without T2D [39], though this was not
assessed in the CREDENCE trial as people
without T2D were not included.

Inconsistencies and Similarities
in Cardiovascular Outcomes: 3-P MACE,
Mortality and HHF

Whilst these trials each explore similar cardio-
vascular outcomes associated with SGLT2 inhi-
bitors with a similar trial design, there appears
to be inconsistent cardiovascular benefit asso-
ciated with these drugs. All SGLT2 inhibitor
CVOTs so far have demonstrated safety (non-
inferiority) for 3-point MACE versus placebo.
However, cardiovascular superiority for 3-point
MACE has been demonstrated for empagliflozin
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Table 3 Differences in study outcomes in completed CVOTs of SGLT2 inhibitors use

Trial

[Drug]

HbA1c Body

weight

Systolic BP Composite renal

outcome measure

Changes in eGFR Progression of

albuminuria

DECLARE-

TIMI

[Dapagliflozin]

- 4 mmol/mol

(0.42%)

- 1.80 kg - 2.7 mmHg HR 0.53

[CI 0.43–0.66]

Sustained eGFR

decline

HR 0.54

[CI 0.43–0.67]

HR 0.84

[CI 0.79–0.89]

DAPA-HF

[Dapagliflozin]

- 2 mmol/mol

(0.24%)

- 0.87 kg - 1.3 mmHg HR 0.71

[CI 0.44–1.16]

– –

DAPA-CKD

[Dapagliflozin]

** ** ** HR 0.61

[CI 0.51–0.72]

** **

CANVAS

[Canagliflozin]

- 6 mmol/mol

(0.58%)

- 1.60 kg - 3.9 mmHg HR 0.53

[CI 0.33–0.84]

Annual change in

eGFR versus

placebo

? 1.2 mL/min/

1.73 m2

HR 0.80

[CI 0.73–0.87]

CREDENCE

[Canagliflozin]

- 2 mmol/mol

(0.25%)

- 0.80 kg - 3.3 mmHg HR 0.66

[CI 0.53–0.81]

Double serum

creatinine

HR 0.60 [CI

0.48–0.76]

Mean UACR

31% lower

[CI 26–35%]

EMPA-REG

[Empagliflozin]

- 2 mmol/mol

(0.24%)

- 2.0 kg - * 2.0 mmHg HR 0.61

[CI 0.53–0.70]

Doubling serum

creatinine

HR 0.56 [CI

0.39–0.79]

HR 0.62

[CI 0.54–0.72]

EMPORER-

reduced

[Empagliflozin]

- 1.5 mmol/mol

(0.16%)

- 0.82 kg - 0.7 mmHg HR 0.50

[0.32–0.77]

Annual change in

eGFR versus

placebo

? 1.73 mL/min/

1.73 m2

–

VERTIS-CV

[Ertugliflozin]

- 5 mmol/mol

(0.50%)

- 2.2 kg - 2.9 mmHg HR 0.81

[CI 0.63–1.04]

Annual change in

eGFR versus

placebo

? 3.03 mL/min/

1.73 m2

–

Table 3 summarises the key cardiovascular risk factor and renal outcomes from completed CVOTs investigating SGLT2 inhibitors

[11–13, 34–44]

BP blood pressure, CI confidence interval, CV cardiovascular, eGFR estimated glomerular filtration rate, HbA1c glycated haemoglobin,

HHF heart failure hospitalisation, HR hazard ratio, MI myocardial infarction, UACR urinary albumin-to-creatinine ratio

**Awaiting full publication of results
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(EMPA-REG) [12] and canagliflozin (CANVAS
and CREDENCE) [13, 40], but not for dapagli-
flozin (DECLARE-TIMI) [34] or ertugliflozin
(VERTIS-CV) [11]. Further confusion arises
when we compare cardiovascular outcomes
from the heart failure outcome trials published
to date; DAPA-HF (dapagliflozin) and
EMPEROR-reduced (empagliflozin). These trials
only included participants with HFrEF. In con-
trast with the previous CVOTs for each of these
drugs, dapagliflozin significantly reduced the
risk of cardiovascular death versus placebo in
DAPA-HF, whilst empagliflozin did not reduce
cardiovascular death in EMPEROR-reduced
[35, 43].

With respect to hospitalisation for heart
failure (HHF) outcomes, all trials consistently
showed superior outcomes versus placebo.
Interestingly, the superior primary cardiovas-
cular outcome of CV death or HHF was observed
in participants with or without underlying T2D
in the DAPA-HF and EMPEROR-reduced trials
[35, 43]. Indeed, superiority for the combined
outcome of cardiovascular death or HHF in the
DECLARE-TIMI trial was driven by the signifi-
cant reduction in HHF [34]. Similarly, in renal
outcome trials SGLT2 inhibitors appear to
reduce HHF as shown in CREDENCE and DAPA-
CKD. In DAPA-CKD the composite risk of HHF
or cardiovascular death was 29% lower than
placebo (HR 0.71, CI 0.55–0.92) [39], and we
await the full publication of results. Across all
the completed CVOTs there was no statistical
difference compared with placebo for non-fatal
MI or stroke. All-cause mortality was signifi-
cantly lower in the EMPA-REG and DAPA-HF
trials, though this was largely driven by the
reduction in cardiovascular mortality already
discussed.

Table 4 summarises the major cardiovascular
and HHF outcomes observed in each of the
completed cardiovascular, renal and heart fail-
ure outcome trials to date.

Why Are There Inconsistent Results
in CVOTS?

Explaining the differences between trials is
challenging. Participants in the main CVOTs

had similar mean HbA1c, BMI and systolic
blood pressure at baseline. Of course, popula-
tions in the heart failure outcome trials (DAPA-
HF and EMPEROR-reduced) were quite different
as all participants were diagnosed with HFrEF
and observed to have lower BMI, systolic blood
pressure and mean eGFR, and included partici-
pants without T2D. However, there were no
significant differences in cardiovascular out-
comes in people with or without T2D in either
of the heart failure outcome trials. Similarly,
participants in the renal outcome trials (CRE-
DENCE and DAPA-CKD) were observed to have
lower mean BMI and eGFR than participants
included in previous CVOTs investigating these
drugs and demonstrated good cardiovascular
and renal outcome results [39, 40].

A major difference in the study population
in the VERTIS-CV trial was the higher propor-
tion of participants with heart failure (* 24%)
compared with other major CVOTs
(* 10–15%). Additionally, over 80% of the
participants with heart failure in VERTIS-CV
had HFpEF and less than 20% had HFrEF [11],
which may have skewed the results as the effect
of SGLT2 inhibitors in HFpEF is currently
unknown. The ongoing EMPEROR-preserved
and DELIVER trials will soon publish their
results on the effect of empagliflozin and
dapagliflozin in this difficult-to-treat popula-
tion and may shed light on this discussion point
[45, 46]. Indeed, the proportion of HFpEF
compared with HFrEF in other major CVOTs
including DECLARE-TIMI is unknown and may
have affected these results as we know SGLT2
inhibitors improved cardiovascular mortality in
DAPA-HF, at least.

Differences in the population risk for car-
diovascular events in different trials may also
affect the statistical interpretation of cardio-
vascular outcomes. Whilst the EMPA-REG and
VERTIS-CV trials included only participants
with established atherosclerotic cardiovascular
disease, CANVAS and DECLARE-TIMI included
participants with either established atheroscle-
rotic cardiovascular disease or multiple cardio-
vascular risk factors. This is reflected in the
cardiovascular event rate between trials, as
DECLARE-TIMI had the lowest cardiovascular
event rate per 1000 patient years compared with
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CANVAS and EMPA-REG trials. This may cause a
statistical artefact resulting in statistical
insignificance between the dapagliflozin and
placebo arms of the trial [47]. Unfortunately, at
the time of writing a comparative event rate per
1000 patient years with the VERTIS-CV study

was not available as we await the full publica-
tion of trial outcomes.

Pharmacological differences such as SGLT2
selectivity would not explain this difference in
3-point MACE because empagliflozin demon-
strates greatest selectivity whilst canagliflozin

Table 4 Differences in study outcomes in completed CVOTs of SGLT2 inhibitors use

Trial [Drug] 3-P MACE CV death Non-fatal
MI

Non-fatal
stroke

All-cause
mortality

HHF

DECLARE-TIMI

[Dapagliflozin]

HR 0.93

[CI

0.84–1.03]�

HR 0.98

[CI

0.82–1.17]

HR 0.89

[CI

0.77–1.01]

HR 1.01

[CI 0.84–1.21]

HR 0.93

[CI 0.82–1.04]

HR 0.73

[CI

0.61–0.88]

DAPA-HF

[Dapagliflozin]

– HR 0.82

[CI

0.69–0.98]

– – HR 0.83

[CI 0.71–0.97]

HR 0.70

[CI

0.59–0.83]

DAPA-CKD

[Dapagliflozin]

** ** ** ** HR 0.69

[CI 0.53–0.88]

**

CANVAS

[Canagliflozin]

HR 0.86

[CI

0.75–0.97]��

HR 0.87

[0.72–1.06]

HR 0.85

[0.69–1.05]

HR 0.90

[CI 0.71–1.15]

HR 0.87

[0.74–1.01]

HR 0.67

[CI

0.52–0.87]

CREDENCE

[Canagliflozin]

HR 0.80

[CI

0.67–0.95]��

HR 0.78

[CI

0.61–1.00]

– – HR 0.83

[CI 0.68–1.02]

HR 0.61

[CI

0.47–0.80]

EMPA-REG

[Empagliflozin]

HR 0.86

[CI

0.74–0.99]��

HR 0.62

[CI

0.49–0.77]

HR 0.87

[0.70–1.09]

HR 1.24

[CI 0.92–1.67]

HR 0.68

[CI 0.57–0.82]

HR 0.65

[CI

0.50–0.85]

EMPORER-

reduced

[Empagliflozin]

– HR 0.92

[CI

0.75–1.12]

– – HR 0.92

[CI 0.77–1.10]

HR 0.69

[CI

0.59–0.81]

VERTIS-CV

[Ertugliflozin]

HR 0.97

[CI

0.85–1.11]�

HR 0.92

[CI

0.77–1.11]

HR 1.00

[CI

0.86–1.27]

HR 1.00

[0.76–1.32]

– HR 0.70

[CI

0.54–0.90]

Table 4 summarises the key glycaemic, cardiovascular and other outcomes from completed CVOTs investigating the use of
SGLT2 inhibitors [11–13, 34, 35, 39–41, 43]. 3-point MACE is a composite of cardiovascular death, non-fatal myocardial
infarction and non-fatal stroke
3-P MACE 3-point major adverse cardiovascular event, CI confidence interval, CV cardiovascular, HbA1c glycated hae-
moglobin, HHF hospitalisation for heart failure, HR hazard ratio, MI myocardial infarction
� Denotes statistical significance for non-inferiority versus placebo
�� Denotes statistical significance for superiority versus placebo
**Awaiting full publication of results
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demonstrates the least SGLT2 selectivity and
trials including these SGLT2 inhibitors demon-
strated superiority for 3-point MACE. Other
differences in the pharmacological properties
between drugs do not appear to be able to
explain the differences in trial outcomes.

Despite trials including large study popula-
tions observed over years, differences in study
outcomes simply due to chance cannot be
refuted. This is especially supported by the
conflicting mortality results between trials for
the same drug, for example empagliflozin
(EMPA-REG and EMPEROR-preserved) and
dapagliflozin (DECLARE-TIMI and DAPA-HF)
with respect to cardiovascular death outcomes.
Nevertheless, differences in the proportion of
participants with heart failure and specifically
HFpEF in the VERTIS-CV trial and the low car-
diovascular event rate in the DECLARE-TIMI
trial may explain why these trials did not
demonstrate superiority for 3-point MACE
whilst the EMPA-REG and CANVAS trials did.

ADVERSE EVENTS

The rates of adverse events associated with
SGLT2 inhibitors including rates of genitouri-
nary infections, DKA, acute kidney injury and
hypoglycaemia from completed CVOTs to date
are shown in Table 5.

Acute Diabetes Complications

The rates of DKA were significantly higher in
the DECLARE-TIMI and CREDENCE trials and
trended to increased rates in other studies
except those investigating empagliflozin. This is
difficult to explain, though may reflect the
drug’s differing pharmacological properties
such as its greater SGLT2 selectivity, amongst
others. A previous meta-analysis of randomised
controlled trials investigating SGLT2 inhibitors
observed significantly higher rates of DKA in
those using SGLT2 inhibitors versus control,
particularly in people aged over 60 years [48].
Differences in the mean age of participants
between CVOTs does not explain the different
risk of DKA as the mean age of participants
across CVOTs is similar. The use of SGLT2

inhibitors did not increase the rate of hypogly-
caemia in any major CVOT, and hypoglycaemia
rates were significantly lower in the DECLARE-
TIMI trial. The reasons for this difference are
unclear, though like other SGLT2 inhibitor tri-
als, the DAPA-HF and DAPA-CKD studies did
not demonstrate significant changes in hypo-
glycaemia rates. We speculate that differences
were either a result of chance or differences in
other medication changes during the trial such
as the co-prescription of sulfonylureas and/or
insulin.

Genitourinary Infections and Acute
Kidney Injury

Given the mechanism by which SGLT2 inhibi-
tors improve hyperglycaemia, an increased
incidence of genital and or urinary tract infec-
tions secondary to the increased glycosuria is
possible. Consistently across each of the trials,
the rate of genital tract infection was higher in
those using SGLT2 inhibitors and the rate of
urinary tract infections was only significantly
higher in the VERTIS-CV study. Similar real-
world findings have been identified in people
with T2D using SGLT2 inhibitors compared
with other classes of medication for diabetes
[49]. There was a significantly lower rate of
acute kidney injury (AKI) associated with SGLT2
inhibitor use in the DECLARE-TIMI and EMPA-
REG trials, and a trend to reduced AKI incidence
in all other CVOTs to date. These findings are
also supported by recent real-world analyses of
people with T2D using this class of medication
[50].

Bone Fractures and Limb Amputation

The frequency of either bone fractures or limb
amputation was only statistically significantly
higher in the CANVAS study, and not signifi-
cantly different in any other CVOT. As cana-
gliflozin has significantly lower selectivity for
SGLT2 versus SGLT1, some authors have sug-
gested this may explain the increased fracture
risk [51]. However, there is no clear biological
mechanism which would support this sugges-
tion, as the SGLT1 protein has not been
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observed in bone [52]. Moreover, as the CRE-
DENECE study also included canagliflozin and
did not demonstrate an increased fracture risk,
many believe this observation is simply a result
of chance [53].

CONCLUSIONS

The use of SGLT2 inhibitors in clinical trials
consistently results in improved cardiovascular
risk factors, renal outcomes, HHF rates and does
not lead to cardiovascular harm. However, there
is some inconsistency with respect to 3-point
MACE and cardiovascular mortality between
different trials and even between trials investi-
gating the same drug. These differences proba-
bly result from variations in the participant
characteristics in each study and the subsequent
cardiovascular event rate in each trial influenc-
ing statistical analysis. Yet, dissimilarities in
their pharmacology such as their relative affin-
ity for SGLT2 or pharmacodynamic properties
may explain some of these differences. Never-
theless, there are now so many cardiovascular,
renal and heart failure outcome trials with dif-
ferent study designs, interventions and out-
comes it is increasingly difficult to see the wood
from the trees. We await the full publication of
the VERTIS-CV, DAPA-CKD, DELIVER and
EMPEROR-preserved trials which we hope will
shed some light on some of these discrepancies.
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