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Primary Composite End Point (%)

60- 'L‘Iﬂlﬁq’f’\‘/l‘

P=0.007 1
50- %R
61c /. S/l Conventional therapy
meE

ﬂ)
3F’£‘&§EE’JIL\WE£
it BN/ N1 7 N A 1T /PCl
JEENFLAYRX ZE h j
FAZEM TR EIAREIEAE(ZH 1T 5/ N1 /N A T/ T B VIR

B EITEDSET-

LU -
rHJI HbA1Lc 6.5%3% i

e= RAA T 38 7 358
0 12 24 36 48 TAEYY, lBEFETE

Months of Follow-up

Gaede P et al. N Engl ] Med 348: 383-393, 2003
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Initial presentations of cardiovascular disease (%)

60

80

—— Peripheral arterial disease

Heart failure *)J%O)’L\le%’r&.\/l\
DH6. 141%DIDFE

Stable angina

Non-fatal myocardial
infarction

—— Stroke not further specified

—— Coronary disease not further
specified

—— Transient ischaemic attack

No
diabetes

— |schaemic stroke

Unheralded coronary death

Unstable angina
Arrhythmia or sudden cardiac

Type 2
diabetes

death

Intracerebral haemorrhage Shah AD et al.
Abdominal aortic aneurysm Lancet Diabetes Endocrinol

Subarachnoid haemorrhage 2015;3:105-13.



CENTRAL ILLUSTRATION Diabetic Heart Failure: Interactions of Systemic, Myocardial, and Cellular Manifestations

. Atherosclerosis
Impaired glucose

handling?nsulin Oxidative Stress Inflammation Hypertension
resistance

yPerfusion

Fibrosis

Hypertrophy
lComplliance B Apoptosis

' .l ) Glucose Utilization

A Fatty Acid Utilization
Diastolic Dysfunction A EC Coupling
Systolic Dysfunction {Mitochondrial Function

Myocardium Cardiomyocytes

Diabetic
Heart Failure

Autonomic
Dysfunction

Marwick, T.H. et al. J Am Coll Cardiol. 2018;71(3):339-51.
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CAD/DM/coronary flow reserve(CFR)é&
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Annualized Cardiac Mortality

0%

CAD+/DM+  CAD+/DM- CAD-/DM+ CAD-/DM+ CAD-/DM-
(N=606) (N=569) CFR<1.6 CFR>1.6 NI MPI/EF
(N=682)

geion. 2012 Oct 9;126(15):1858-68.



SGLT-2[HE =
— oS
Events/Total Events/Total %
Outcome/Trial (year) SGLT2 inhibitor ~ Control HR (95% Cl) Weight
Hospitalization for HF
EMPA-REG OUTCOME (2015)" 126/4687 95/2333 —— 0.65(0.50,0.85) 18.28
CANVAS (2017)" 85/2888 53/1442 _f— 0.77 (0.55,1.08)  11.30
CANVAS-R (2017)? 38/2907 67/2905 E 0.56 (0.38,0.83) 843
CVD-REAL (2017)% 367/154528 594/154528 —5— 0.61(0.51,0.73)  40.01
EASEL (2017)* 108/12629 188/12629 —— 0.57 (0.45,0.73) 21.98
Random-effects (DerSimonian-Laird) 724/177639 997/173837 < 0.62(0.55,0.69) 100.00
Fixed-effects (Mantel-Haenszel) < 0.62 (0.55, 0.69)
(I-squared = 0.0%, p = 0.651)
Hospitalization for HF and Cardiovascular death
EMPA-REG OUTCOME (2015)" 274/4687 209/2333 —— 0.65(0.54,0.77) 19.88
CANVAS (2017)"? 269/2888 159/1442 —— 0.82 (0.67,0.99) 18.76
CANVAS-R (2017)" 95/2907 130/2905 —— 0.72(0.55,0.94) 14.59
CVD-REAL (2017) % 667/107811 1316/107811 —5- 0.54 (0.48,0.60) 23.98
EASEL (2017)% 363/12629 626/12629 —A— 0.57 (0.50,0.65) 22.80
Random-effects (DerSimonian-Laird) 1668/130922 24401127120 > 0.64 (0.55,0.74)  100.00
Fixed-effects (Mantel-Haenszel) o 0.61 (0.56, 0.65)
(I-squared = 75.5%, p = 0.003)
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Favors SGLT2 inhibitor

2.0

Favors Control

Xin-Lin Zhang et al. JAHA. 2018;7:e007165
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