SGLT2 inhibitor medicines for heart failure — patient leaflet

(Forxiga ©), ( )

You have been prescribed a medication called a SGLT2 inhibitor (SGLT2i) by your heart failure team. This medication was
originally developed to treat diabetes, but it was found to also protect the heart and reduce the symptoms of heart
failure. It is now commonly prescribed to people with and without diabetes as a treatment for heart failure.

The information in this leaflet will help you to get the best out of your medication. More information is available in the
manufacturer’s leaflet dispensed in the box with your medication.

How do they work?

SGLT2 inhibitors act in the kidneys to stop glucose, salt and water being absorbed back into the bloodstream. These
substances are passed out in the urine instead. We do not know the exact mechanism of the benefits in heart failure,
but we know that taking a SGLT2 inhibitor reduces the risk of hospital admission and death from heart problems.

What are the common side effects?
Common side effects of these include urine i i and i in the genital area due to the increased
amount of sugar in the urine. These are usually mild and can be treated — ask your GP or pharmacist for advice if you
develop any discomfort in this area. There are things that you can do to reduce infections:

*  Wear loose-fitting underwear

*  Wash regularly with unperfumed soap

It is important to keep well hydrated (drink at least 6-8 glasses of fluid per day, unless advised otherwise by your
healthcare professional) whilst taking these medicines. If you become unwell with an iliness that means you are at risk of
dehydration (e.g. diarrhoea or vomiting) it is best to stop your SGLT2i until you are eating and drinking normally again. If
you are unsure, contact your GP for advice.

Loss of sugar in the urine due to these medicines may reduce the calories that your body absorbs and can sometimes
make you lose weight. If you find that you are losing weight unintentionally, please speak to your GP.

Rare side effects

Very rarely, these medicines can cause an increase of acid in the blood called ‘diabetic ketoacidosis’, even in people who
do not have diabetes. Symptoms of this can include nausea and vomiting, abdominal (central tummy) pain, rapid
breathing, and dehydration. If you experience these symptoms, seek immediate medical help from your GP or NHS 111.
The risk of this side effect is increased if you follow a very low carbohydrate (ketogenic) diet; please seek advice from a
health professional before starting any new diet. It is also important to keep alcohol intake within the recommended
limit of 14 units per week.

There is an extremely low risk (1 in 100,000) that these medicines can cause a severe spreading skin infection in the
genital or groin area called Fournier’s gangrene. If you develop severe pain, redness or swelling in this area, seek medical
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help immediately.

Monitoring

You will need to continue your usual monitoring as advised by your specialist or GP. This will usually include regular

checks of your blood pressure and pulse, and blood tests.

If you start to i any new or your
In particular, the symptoms to watch out for are:
* Increased weight
* Increased breathlessness, needing more pillows at night.
* Swollen feet, ankles, legs, or abdomen.
* Increased tiredness.

For more support and i about your new ion, ask your C
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ity Pharmacist about the New Medicines Service.

worsen, please contact your GP or heart failure nurse.
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Abstract 154 Figure 2 A concise one-page SGLT2-inhibitor patient information leaflet made available online and printable for patients in Coventry

and Warwickshire region

Conclusion This quality improvement project highlighted sub-
stantial gaps in patient understanding and awareness of
SGLT2i therapy. To sustain improvements in patient awareness
and adherence, a concise SGLT2i information leaflet was
developed through collaborative efforts with pharmacists.
Conflict of Interest None
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Introduction Several landmark randomised-controlled trials
(RCT)’s have demonstrated the efficacy of sodium-glucose co-
transport 2 (SGLT2) inhibitors in reducing all-cause mortality,
cardiovascular (CV) mortality and rates of heart failure (HF)
hospitalisations (1). Much interest surrounds their mechanism

of action and whether they have direct effects on reverse car-
diac remodeling (2). Therefore, we conducted a meta-analysis
of placebo controlled RCTs evaluating the impact of SGLT2
inhibition on cardiac remodeling in patients with HF.

Methods We performed a systematic review and meta-analysis
in accordance with the Preferred Reporting Items for System-
atic Review and Meta-Analysis (PRISMA) Statement and
Cochrane Collaboration (3). Data interrogation of each major
database including PubMed, EMBASE, MEDLINE and
Cochrane Library was performed. Randomised-controlled trials
evaluating patients >18 years with HF reduced ejection frac-
tion and HF preserved ejection fraction treated with a SGLT2
inhibitor versus placebo-control were included (4-10). Out-
come measures included left ventricular end diastolic volume
and volume index [LVEDV (mls)/LVEDVi (mls/m2)], Left ven-
tricular end systolic volume and volume index [LVSDV (mls) /
LVSDVi (mls/m2)], Left ventricular ejection fraction (LVEF)
(%), Left ventricular mass index [LVMi] (g/m2) and left ven-
tricular global longitudinal strain (LV GLS) (%). The mean dif-
ference (MD) and standard error were extracted from each
study and a random effects model utilised for analysis. Risk
of bias of the included studies was assessed using a detailed
framework provided by the Cochrane Handbook for System-
atic Reviews of Interventions with a planned sensitivity
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analysis restricting analysis to studies assessed to have low
risk. Additionally, given the differing imaging modalities used,
robustness of effect was effect was further assessed using the
standardized mean difference (SMD). A pre-specified subgroup
analysis was performed to stratify results according to imaging
modality used (cardiac MRI and echocardiography) with a fur-
ther analysis delineating effect by LVEF.

Results The 7 final included studies were randomised, placebo-
controlled trials in patients with heart failure comprising a
total population of 620 patients (75% male). Baseline LVEF
ranged from 29+/-8% to 55.24/-4.2% and follow-up ranged
from 12 weeks to 1 year with studies employing cardiac MRI
(n=4) and echocardiography (n=3). Pooled data demonstrated
that SGLT2 inhibition, compared to placebo control, resulted
in significant improvements in LVEDV (mean difference -
10.92 mls [95% CI: -16.73 to -5.11; z =3.68, p= 0.002]),
LVEDVi (mean difference -5.78 mls [95% CI -10.30 to -1.26;
z=2.51; p=0.01]), LVESV (mean difference —12.47 mls [95%

CI -19.12 to -5.82; Z=3.68; P=0.0002]) (figure 1), LVESVi
(mean difference -6.02 mls [95% CI -10.34 to -1.70; z=2.73:
p=0.006]), LVM (mean difference -9.77 g [95% CI: -17.65 to
-1.89: z=2.43: p=0.02]) and LVEF (mean difference +2.45
mls [95% CI 1.12 to 3.78: z=3.62: p=0.0003]) (figure 2).
Only three studies assessed GLS (n=327) with no significant
treatment effect noted (mean difference +0.42% [95%CI -
0.19 TO 1.02; P=0.18]). Significant differences between base-
line LVEF <40% and >40% were evident with loss of effect
noted in patients with LVEF >40% with respect to reverse
remodeling of LVESV (Chi2=4.05, df=1, p=0.04, 12=75.3%)
and LVMi (Chi2=4.44, df=1, p=0.04, 12=77.5%).

Conclusion This meta-analysis of seven placebo-controlled,
randomised trials, provides an additional data and insight into
the effects of SGLT2 inhibition on reverse cardiac remodeling
in patients with heart failure. Compared to placebo control,
we found that treatment with a SGLT2 inhibitor produced sig-
nificant improvements in several markers of reverse cardiac

Figure 1a: Left ventricular end-systolic volume index [LVESVi.(mls/m?)]
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Figure 1b: Left ventricular end-diastolic volume index [LVEDVi (mls/m?)]
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Abstract 155 Figure 1  Five studies assessed LVEDVi (mls) (n=498) and LVESVi (mls) (n=498) with pooled data demonstrating that SGLT2
inhibition, compared to controls, significantly decreased a). LVESVi (mean difference -6.02 mls [95% Cl -10.34 to -1.70; Z=2.73; P=0.0006]) and b).
LVEDVi (mean difference -5.78 mls [95% Cl: -10.30 to -1.26; z =2.52, p= 0.01)]. There were no significant differences between imaging modality

used for LVEDVi (CMR versus echocardiography; Chi?=0.22, df=1, p=0.64, I>=

p=0.51, 1’=0%)

0%) or LVESVi (CMR versus echocardiography; Chi?=0.43, df=1,
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Figure 2a: Left ventricular mass [LVM (g)]
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Figure 2b: Left ventricular ejection fraction [LVEF (%)]
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Abstract 155 Figure 2  a). Four studies assessed LVMi (n=410) with SGLT2 inhibition producing significant reductions versus placebo control (mean
difference -9.77 mls [95% CI: -17.65 to -1.89: z=2.43: p=0.02]). b). LVEF was measured in seven studies (n=616) with a significant improvement
noted with SGLT2 inhibition compared to control (mean difference +2.45 mls [95% Cl 1.12 to 3.78: z=3.62: p=0.0003]). There was no significant
difference between imaging modality used for LVMi (CMR versus echocardiography; Chi?=1.62, df=1, p=0.20, 1°=38.4%) or LVEF (Chi*=0.02, df=1,
p=0.89, I’=0%). *EMPA-VISION provided two cohorts within one study therefore are presented separately

remodeling, specifically, LVESV, LVESVi, LVEDV, LVEDVi,
LVM, LVMi and LVEF. These effects appeared more pro-
nounced in patients with a baseline LVEF <40%.
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Introduction People with Type 2 Diabetes (T2D) are at
increased risk of heart failure, and as such are classified as
having Stage A Heart Failure (SAHF). Stage B Heart Failure
(SBHF) encompasses patients without symptoms of heart fail-
ure that have evidence of raised filling pressures, biochemical
or structural cardiac changes. Identifying patients with SBHF
is believed to confer a higher risk of disease progression. The
aim of this work was to assess the number of asymptomatic
healthy volunteers and people with T2D characterised as hav-
ing SBHF, according to American Heart Association/American
College Cardiology/Heart Failure Society of America suggested
criteria.

Methods A single-centre, prospectively recruited cohort of
middle-aged asymptomatic adults with T2D and healthy volun-
teers, with no history or signs of cardiovascular disease
(NCT03132129), underwent comprehensive cardiac phenotyp-
ing with transthoracic echocardiography and circulating brain
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