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Renal disease Is associated with increased

all-cause mortality i
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{ Diabetes and CKD Diabetes No diabetes
) ?G CKD (eGFR <60 mL/min per or CKD
0\69 1.73 m2)

CKD, chronic kidney disease; eGFR, estimated glomerular filtration rate; MI, myocardial infarction
*Includes participants with or without diabetes and chronic kidney disease
Tonelli et al. Lancet 2012;380(9844):807-14.



Prevention or delay of progression of microvascular complications may help
reduce CV risks
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CV, cardiovascular; RCT, randomized control trial
1. Adapted from Brownrigg JR et al., Lancet Diabetes Endocrinol 2016;4:588-597
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Meta-analysis: Comparison of effect of more intensive glycaemic control

on clinical outcomes* O
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Outcome \\6\\@(\ 'c‘;\\m (95% CI)
N A\
Non-fatal M — = 6\6\9‘& A 0.85 (0.75; 0.96)
Total CHD — - &\\@506 g;\d\ 0.86 (0.78; 0.95)
Stroke 9. ef© 0.93 (0.81; 1.06)
o el |
eart failure e S 3 =) 1.12 (0.91; 1.38)
OGP?;\ Q(Gg
CHD death O P\\‘ S ” - 0.88 (0.73; 1.06)
CVD death S EN A\ - 1.07 (0.83; 1.38
e o 07 (0.83; 1.38)
Non-CHD-related vh@ug\o(\e - 1.13 (0.89; 1.44)
Non-CV mQ@aﬂty \0\‘6‘ N 1.03 (0.90; 1.18)
A||-(c&®%3éaﬁ¢y = 1.05 (0.89; 1.23)
od > S ACO T T T
05\’\\\‘ ot ¥ 0.5 1 1.5 2
O\@Q ? — Odds ratio >
Intensive therapy better Standard therapy better

*Contributing studies include: PROactive, ADVANCE, VADT & ACCORD
Cl, confidence interval; CHD, chronic heart disease; CVD, cardiovascular death; Ml, myocardial infarction; OR, odds ratio.
Ray KK. Lancet 2009;373:1765-1772, supplementary figure 4.



Proportion reporting major hypoglycaemia in recent trials
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Diabetes increases the risk of hypoglycaemia in patients with chronic kidney disease
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Moef MF, et al. Clin J Am Soc Nephrol. 2009;4:1121-7.
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Classic renal risk factors
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The Lancet Diabetes & Endocrinology 2019 7, 397-412DOI: (10.1016/S2213-8587(18)30263-8)



Classic renal risk factors

SGLT2 inhibitors
and

incretin-based therapies

SGLT2 inhibitors

Incretin-based therapies
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GLP-1 receptor Placebo Hazard ratio NNT p valve
agonist n/N (%) n/N (%) (95% C1) (95% C1)
— All-cause mortality :
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SUSTAIN-6 62/1648 (4%) 60/1649 (4%) —r— 105 (0-74-1:50) 079 \Og
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Harmony Outcomes 196/4731 (4%) 295/4732 (4%) —= 0-95 (0-79-1-16) 0-64 \0
REWIND 536/4949 (11%) 592/4952 (12%) ] 0.90 (0-80-1.01) o 067 \6
PIONEER 6 23/1591 (1%) 45/1592 (3%) : 0-51(0-31-0-84) 0 \
Overall 1916/27977 (7%)  2246/28027 (8%) @ 0-88(0-83-0-95) 108(77to zﬁ%@o -001 6\ 6 \
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EXSCEL 219/7356 (3%) 231/7396 (3%) —— @o 94 (0- 7 051
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Kristensen et al. Lancet DE 2019



GLP-1 receptor Placebo Hazard ratio NNT p valve
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SGLT2 inhibitors for primary and secondary prevention
of cardiovascular and renal outcomes in type 2 diabetes:

a systematic review and meta-analysis of cardiovascular ) 6\06\0
outcome trials d O -~
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Patients Events Events per 1000 Weight 6\\0 HR 6 © HR (95% CI)
patient-years (%) \)\a . e‘e
Treatment (n/N} Placebo (nfM) Treatment Placebo _0! A(N
Patientswith atherosclerotic cardiovascular disease LY %U‘
EMPA-REG OUTCOME 4645/6968 73236968 152 'E 3 115 @ 7&7 0.54 (0-40-075)
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Figure 4: Meta -a I?g DF¥G aals on the composite of renalworsening, end-stage renal disease, or remal death stratified by the presence of established

atheroscleng disease
Ather foc v?ﬁ lar disease: Q) statistic=0-19, p=0-91, I'=0%; multiple risk factors: Q statistic=0-52, p=0-47, [*=0% The p value for subgroup differences
.Tests fo group differences were based on F tests in a random effect meta-regression estimated using restricted maximum likelihood and Hartung

pp adjustment. HE=hazard ratic. 5GLT2i=sodivm-glucose cotransporter-2 inhibitors.



Effect of SGLT2 inhibitors on substantial loss of kidney function, ESKD,
death due kidney disease stratified by baseline eGFR D
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Primary Outcome:

ESKD, Doubling of Serum Creatinine, or Renal or CV D ‘
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End-stage Kidney Disease
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Risk enhancers in Diabetes

Long duration (=10 years for type 2 t::IhaE::-E*tE-%\}:img?lgu“%@3 20 or >20 years

for type 1 diabetes mellitus>***° d‘g\ 0(\\16‘
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Conclusioni
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1. La malattia renale cronica e una compli %\m@to frequente
che il diabetologo deve saper preveng@ tl#zando farmaci

innovativi Ged‘) c;\\‘e
2. Ladistinzione tra preven g\n@ gafﬁarla e secondaria e
fuorviante: vi sono p m‘ﬁzﬁ@d"altlssml rischio Cv senza
precedente ever&t@a\,%ppg*fé coloro con malattia renale cronica
3. Dlabetologo ftologo devono condividere il follow-up del

pamentgqﬁ?ne gidbete e malattia renale cronica avanzata
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