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mble 1 - CVOTe results as primary endpoint MACE) for the entie populadon, as HHF ss secondary endpoint for the entire

population (primary prevention), and as primary endpoint (MACE) for HF patients (secondary prevention) in subgroup

DPP-4i

GLP-1ra

SGLT-2i

TRIAL

EXAMINE
SAVOR-TIMI 53
TECOS
CARMELINA

ELIXA
LEADER
SUSTAIN-G
EXSCEL
REWIND

HARMONY OUTCOMES

EMPA-REG QUTCOME

CANVAS Program
DECLARE-TIMI 58
CREDENCE

Alogliptin
Saxagliptin
Sitagliptin

Linagliptin

Lixisenatide
Liraglutide
Semaglutide
Exenatide
Dulaglutide
Albiglutide

Empaglifozin
Canaglifozin
Dapaglifozin
Canaglifozin

MACE
Entire Cohort

Mone (0.96)
Hone (1)

Mone (0.98)
Mone (1.02)

None (1.02)
Reduced (0.87)
Reduced (0.74)
Hone (0.91)

Reduced (0.88)
Reduced (0.78)

Reduced (0.86)
Reduced (0.88)
None (0.83)

Reduced (0.70)

HHF
Entire Cohort

Primary
Prevention

MNona (1.07)

MNone (1)
Mone (0.90)

MNona (0.96)
MNone (0.8T)
Mone [1.11)
MNone (0.94)
Mone (0.93)
Mane (0.85)

Reduced (0.65)
Reduced (0.67)
Reduced (0.73)
Reduced (0.61)

MACE
HF Cohort

Secondary

Provontion
(28%) None (0.82)
{12.8) None {1.13)
{18.3%) None (0.99)
{26.8%) None (1.02)

{22.4%) None (na)
(18.2%) MNone (0.94)
{23.6%) Nonwe (1.03)
{16.2%) None (0.97)
{8.6) None (na)
(20%) Reduced (0.7)

(10%) Reduced (0.71)
{14.4%) None (0.80)
{10%) None (1.01)
{14.8%) None (0.89)
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Figure 3. Meta-Analysts of SAVOR-TIMI 53, EXAMINE, and TECOS

E First hospitalization for heart fallure

Favors | Favors
HR (95% C1) DPP4I | Placebo P Value

SAVOR-TIMIS] 1.27 (1.07-1.51) |—I—- Joar
EXAMINE 1.19{0.89-1.59) 24
TECOS 1.00 {0.84-1.200 II_ »59
SAVOR-TIMI 53 plus 1.14 (0.97-1.34) ‘r.— A0
EXAMINE plus TECOS r ' 1
(P=.16, F=449) a 1 |

[8] Composite of hospitatization for heart faiture or cardiovascular death

Favors | Favors

HR (95% C1) DPP4I | Placedo P Value
SAVOR-TIMIS3 1.14 (1.00-1.30) . 05
EXAMINE 1.00 (0.82-1.22) —.— *59
TECOS 1.02 (0.90-1.14) - 81
SAVOR-TIMIS3plus  1.06 (0.98-1.15) ]L- 18
EXAMINE plus TECOS

(P=.36,F=1.129) 0 1 3
HR
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Glucose-lowering drugs and heart failure:
implications of recent cardiovascular outcome trials
in type 2 diabetes

Gaia Cattadori®, Paola Pantanetti”, Giuseppe Ambrosio ™

Fig. 1 - New ghicose-lowering drugs effects on the

interactions between heart failure (HF) and Type 2 diabetes

mellitus (T2DM).
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Fig. 2 - Effects of dipeptidyl-peptidase 4 inhibitors on the
interactions between T2DM and HF as primary or secondary
prevention, as demonstrated by CVOTs data. Traffic lightis a
symbol of drug effect yellow = no effect; green = positive
effect; red = negative effect. Circle size is related to the
number of trial data.
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Fig 3 - Effects of ghicagon-like peptide 1 receptor agonists
on the interactions between T2DM and HF as primary or
secondary prevention as demonstrated by CVOTs data.
Traffic light is a symbol of drug effect: yellow = no effect;
green = positive effect; red = negative effect. Circle size is
related to the number of trial data.
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Fig 4 - Effects of sodium-glucose co-transporter 2 inhibitors
on the interactions between T2DM and HF as primary or
secondary prevention as demonstrated by CVOTs data.
Traffic light is a symbol of drug effect: yellow = no effect;
green = positive effect; red = negative effect. Circle size is
related to the number of trial data.
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Table 2 Risk of heart failure hospitalisation in cardiovascular outcome trials with glucagon-like peptide-1 receptor
agonists

Medication Trial Patients, Patient characteristics HbA,, History  Follow-up  HF hospitalisation Povalus
n {mean) of HF {mean {HR, 95% CI)*
o Pnadian
Lidsenatide ELIXAM 068 Recent acute coronary ~TT% 1388 (2%) Llyears 0% (0L.75-1.23) ors
gyrdrome
Liraghutida LEADER® 9340 Ags z50yeary and ars 1667 (18%) 3.8 yoars Q87 (0.73-1.05) 014
establithed CVD Age
60 yeary and CV ritk
factons
Semaghside SUSTAINE 3297 Agy =50years and ars TIT(14%)  Llyeary 11T (0T7=-1.61) 0s?
{rubutanocat ) established CVD Age
=0 yeary and CV risk.
faciore
Sermaghaide (oral) PIONEER 6™ 3183 Age 250 years and arx 1B8(17%)  VIypeans 085 (0.48-1.55) -
ertablithed CVD:; Age
260 years and CV risk
factors
Exsratide EXSCELY 14752 Esublished CVD (73%)  80% 2389 (16%) 3lyears 054 (0.78-1.13) -
CV risk facrors (3T%)
Abighrids Harsromy 3461 Establizhed CVD ~87%  1922(20%) 1Sjyears 085 (070-104" OM
Outcome™
Dulaghunde REVWIND® ¥ Establshed CVD (J15%) ~T3X  85)(B.6N) Sdyears 053 (OLT7-1.192¢ 046

CV rick facrors (68.5%)
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5&!.T-tlnhﬂl;nr> I /
10 mg per o1 OO0
Empegifiezin 15 mg per o3 00
Canagliflotin 100 mg per os 0D
300 mg per os 0D
Depaglificin 10 mg per o3 OO0

o,

impaired renal function:
* eGFR <30 mifmin/]. 73 md;
dhgontinue

Precautions and
warnings

impalred renal function:
s gGFR <10 mlfmin/1. 71
dicontinue

Al 5GLT-2 inhibdtors

Dabetic brioacidouh
Hepatic njpary

Hypotenticn

Critical ilneas
Emargendy iurgery
Recuttent pental myootis

Lewser limb amputation
Llectrolyte imbalenge

impalred renal function:

t gOFR <30 mifmin/1.73 m;
ditaantings

Hepathe impalrment;

*  Starting doie. § mg
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