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A Nationwide Cohort Study 6\\6 d\,@\
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Table 3. Relative Risk of Any Type of CHD* by Information of éﬁn &)lahetes Mellitus,t and Pregestational
First-Time Prescriptiont of Insulin or Noninsulin Treat gleton Live Births,§ Denmark, 1996 to 2011
\" 6 .
First-Time &@6 5 Q( ‘lﬁ-lﬂ n=3625
Pregestational Pregestational O = ﬁ[](\ﬁa\e Prevalence per RR Crude Adjusted RRIY|
Diabetes Mellitust Treatmenl:b {\@ No. 10000 (95% CI) (95% CI)

Yes n;sﬁ (\6 %05 (0.41) 55 289 3.75(2.85-4.83) | 3.88(2.95-4.99)
\‘3 6%15%9(5 1497 (0.32) 42 281 3.65(2.66-4.85) | 3.73(2.72—4.96)
DQ@ A(G ~insulin 408 (0.09) 13 319 414 (2.29-6.76) 4.47 (2.47-7.28)

LEP@Q = \]6 464171 3570 77 1 (reference) 1 (reference)
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Atherosclerosis progression

Atherothrombosis
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Risk of microvascular and myocardial infarction outcomes based on
A1C in the UKPDS.
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Dysglycemia and the consequences of diabetes

Association between retinal disease and risk of diabetes-related compl/cat/o 6\3‘06

Gerstein H and Werstuck. Lancet Diabetes Endocrinol.
2013;1:71-8

Risk with retinal disease versus no retinal \ 6 \\'
disease (type of diabetes) \,6\\6 \6\\,‘3
lschaemic cardiovascular  4-1-fold higher incidence (type 1) \ @6
disease 2-3-fold higher incidence (type 2)= \6\
Heart failure 2-7-fold higher incidence ( }3 6 6\6
Macroalbuminuria 3-2-fold higher mudew e 2
Renal insufficiency™ 2-8-fold higherg ‘h‘g

Renal insufficiency or
albuminuria
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Erectile n@u&u\\n
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Skeletal fractures

Non-alcoholic fatty liver
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Sleep apnoea

Depression
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OGP‘ IQ‘Q%&% revalence (type 2)¥

6\@ old higher prevalence (type 2)*

25.0-fold higher incidence (ie, proliferative vs
none in type 1)

5-0-fold higher incidence (ie, proliferative vs
none in type 2)*

5-4-fold higher incidence (type 1 or type 2)™
3-3-fold higher prevalence (type 1)

1-8-fold higher prevalence (type 2)7

Higher prevalence (type 2)™

2-2-fold higher prevalence (type 2)™

“With pre-existing microalbuminuria.
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Linking macro to microangiopathy
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Prevention or delay of progression of microvascular complications

may help reduce CV risks i
@°

The burden of microvascular disease is a determinant of future CV ns@\o

Primary outcome Hospital admission for HF @ cula\@é‘p
1 microvascular disease state i —a— i —i— 0\6\' 6\\'a
2 microvascular disease states i —— : O \6\‘ —
3 microvascular disease states . —a— a\\ i S
I | T 1 I }%@‘ @ I T T 1
0.5 1.0 2.0 3.0 05 2.0 \}!0 4.0 4 0 05 1.0 2.0 4.0
4 Hazard ratio (95% 6 H N’(ﬁatlo (95% Hazard ratio (95%
O a) a

Prevention

or delay of :
microvascula . @t%ated hyperglycaemia

r
complication
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Iow’:‘rmgda
la -
(696( @(Q\a
6§ o eN
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0‘5\\ Q%‘ ‘}
0\3 CV Risk

er of patients with Type
2 diabetes

v

i CV event

CV, cardiovascular; RCT, randomized control trial
1. Adapted from Brownrigg JR et al., Lancet Diabetes Endocrinol 2016;4:588-597



Combined effects of albuminuria and eGFR levels at baseline on the risk for
adverse outcomes.

0O
xO
: X\
Cardiovascular death 59%%
B
9
-y
©
| =
©
|
©
N
©
I
W
% P‘e
N
eQ’b(a (6\6 Macro GFR <60
Qo‘f’\ eet Baseline Normo GFR290  paseline

1915 albuminuria eGFR

Lambers Heerspink H J et al. Dia Care 2011;34:5325-5329



Effect of intensive glucose control on (A) Primary kidney outcome, its components, and

More intensive
glucose control

Less intensive
glucose control

microalbuminuria. (B) Regression of albuminuria

\O
‘0
d\ %5 ard ratio

Primary kidney outcome 761 (1-2%) 865 (1-6%)
End-stage kidney disease 113 (0-2%) 143 (0-2%)
Renal death 18 (0-0%) 22 (0-1%)
eGFR <30 mL/min per 1-73m? 175 (0-3%) 149 (0-3%)
Macroalbuminuria 509 (0-9%) 603 (1-2%)

Secondary outcomes

Microalbuminuria

2121 (5-2%)

2210 (6-3%)

%~ 6\

\\'a\ d\’\%o (0-72—0-88)

0-61 (0-26-1-44)
0-77 (0-41-1-46)
1-16 (0-93-1-44)

0-74 (0-61-0-90)

<> 0-90 (0-84-0-95)
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Secondary albuminuria outcomes 6
Macroalbuminuria to normoalbuminuria d@ 8
Macroalbuminuria to mlcroalbum{(a’& 0%

or normoalbuminuria

603 (1-2%)
332 (18-1%)

&gmn{!@(e 1430 (13-0%) 1176 (10-7%)

Microalbuminuriato n
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Postprandial Myocardial Perfusion is impaired in T2D patients

without coronary heart disease 3§
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Linking endothelial dysfunction and microangiopathy
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Cumulative incidence of cardiovascular death or heart

faillure hospitalization, and of all-cause death.
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Event rates following initiation of GL therapies in

patients with and without CVD S
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Severe Hypoglycemia and Risks of Vascular Events and Death

Annual rates of SH
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Severe hypoglycemia and incident CV mortality inpatients with
Type 2 diabetes
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Complications




Proportion of patients with eGFR< 60 mL/min/1.73 m2 or
albuminuria, by age groups

g‘\
100 ‘ \Oe\,o\o
Age group (years) ‘\0\3 &
0 <65 Ja \
R\ Co
80 @ 65-75 (6\,@\\'3 é\d\’\a
m>75 ARG,
o
2 SN
A
s cC° . e
:g 44.3 ?\O S 2 o\ S
= 40 >
20 17.8
{
&
Q (e 6@‘ 3.2
SOLPRY - -
QOQ ? e( eGIFR<60 Albuminuria eGFR<60 and Albuminuria

Russo et al. BMC Geriatrics 2018



Risk of death of heart failure patients by sex, diabetes mellitus,
and ejection fraction group
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Diabetes increases the risk of hypoglycaemia in patients with chronic kidney

disease :
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Risk for hypoglycaemia of varying severity and adjusted incidence rate ratio classified by presence or absen{) KD and
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The Biology of Incretins
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GLP-1 & Insulin secretion
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Long-term DPP-4 inhibitor efficacy in renal impairment: A systematic review
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Mean rate of glycaemic deterioration (increase in adjusted HbAlc

per year characterised in mmol/mol units), by age at diago{bgsis.
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The proposed cardiovascular impact of DPP-4 inhibitors

beyond glucose control \0\0(3\
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The proposed cardiovascular impact of DPP-4 inhibitors
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Cardiovascular outcome trials for DPP4 Inhibitors

The NEW ENGLAND JOURNAL of MEDICINE

|| ORIGINAL ARTICLE

ORIGINAL ARTICLE |H|

Saxagliptin and Cardiovascular Outcomes
in Patients with Type 2 Diabetes Mellitus
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New onset AF and DPP-4 Inhibitors
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*Patients with T2DM, 270 years old; TPatients who were drug-naive or on other background OAD therapy received vildagliptin (50 mg) twice daily; patients
on sulphonylurea monotherapy received vildagliptin (50 mg) once daily; *Vildagliptin is indicated as monotherapy in patients inadequately controlled by

diet and exercise alone, and for whom metformin is inappropriate due to contraindications or intolerance?
OAD = oral antidiabetic agent
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The Elderly Patient
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receptor agonists, and SGLT2 inhibitors: primary end-
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