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ErtidnuioAoyikec peletec otnv EAAada

Kapapavog & 1975-85  AypoTIKOG OGTT 1,42-1,67%
XpLoTAKOTOUAOG
Katow\aumpog kat 1974 AoCTIKOG OGTT - - 2.4%
OUV. (Alyalew)
Alapavtonoulog 1986 ACTIKOG ZAakxapo - - 5,3%
KOlL OUV. (ABnva) vnoteiag
Katow\aumpog kat 1990 ACTIKOG OGGT - - 3.1%
OUV. (AlyaAew)
MNamnaloyAou N 1995 HULOOTLKOG, OGGT - - 29.1%
NALKLWLEVOL
ALOVAG KOlL GUV. 1996-9 HULOOTLIKOG laTPLKOG - - 6,9%
(Axapveg) dakelog
Mavaywwtdkog kat ~ 2001-2 AOTLKOG ZAKYopPO 7.6% - 7.6%
ouV. (80%), vnoteilog
NULAOTLKOG

(22%) Attikn



MeAetn EMENO: MeBodoloyla

EmidnLoAOYLKN) GUYXPOVLKE MEAETN OTOV YEVIKO EAANVIKO MANOUGO (= 18 sTwV)
ZKOTOG
Extipnon emumtoAacpou KUpLWV Tapayoviwy KvOUVou XpOVIWV VOO LATWV, UE
éudaon otnv KAN kat tov cakxapwdn dtaBritn

o AsgwypatoAnyia: : MoAvotadlakr, CTPWUATOTOLNUEVN, TuXaia, ue Baon tnv

amoypadn tov 2011

o Agdopéva : \qPn petagu Maiou 2013 kat louviou 2016.
Agiypa: 6006 atopa

EpwTNUATOAOYLA, CWHATLIKEC LETPNOELG, alpoAnP e

Touloumi et al. BMC Public Health (2020) 20:1665
https://doi.org/10.1186/512889-020-09757-4



Yuxvotnta dtantn kat mpodiantn otov EAANVIKO mMANnBuouo (2013-

Opadeg nAkiog Tuxvotnta dwofntn Zuyvotnta npodiapitn

18-29 0,8 0,8

30-39 1,8 4,9

40-49 6,3 11,9

50-59 12,1 14,2

60-69 23,0 20,4

70+ 30,5 25,0

ZUvolo 11,9 12,4
|

Avbpeg 12,7 13,4

Fuvalkeg 11,1 11,5
]

AGCTIKOG 10,8 10,0

Hulootikog 13,8 13,2

AypOTLKOG 13,8 19,7

BMI (kg/m?) Zuyxvotnta Zuxvotnta npodiapntn
StapAtn

18,5-24,9 3,8 4,3
25,0-29,9 10,7 12,8
=30 20,6 19,6

Zuyvotnta XA kot npodapnitn
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HAwwakn opada
W Zuxvotnta ZA M Zuyvotnta rpodlafntn

Diabetes Res and Clin Practice 172 (2021)



2AKXAPQAH2 AIABHTHzZ:
AY=HMENOZ KINAYNO2 KAPAIAITEIAKHZ NO2OY
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O KINAYNOZ OANATOY EINAI METAAYTEPOZ
ME AIABHTH KAl ENAN MONO IMTAPAITONTA KINAYNOY
[MAPA XQPIZ AIABHTH KAI TPEIZ MTAPAITONTEZ KINAYNOY*
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NMapayovrteg Kivouvou

*XoAnoTtepoAn opou >200 mg/dl, Katrviopa, ZuoTtoAiki Aptnplaki Micon >120 mmHg

MRFIT Study Adapted from Stamler J et al Diabetes Care 1993;16:434-444.




2YT'KPITIKA EYPHMATA 2E AIABHTIKO KAI
MH INMAYOY2MO ME

50

40
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20

10

25.9%

43.8%

1A
P< 0,001

[ AlaBnTikoi : 453

! Control: 332
47.1%
27.0% 28:6% 27.6%
2.2%
1.8%
1 1 [ e
2A 3A Ndoyxovra ayyeia
P= NS P< 0,001 ava aoBevi
P<0,001

* 01 2 opadeg ATAV ATTOAUTA CUYKPICIMES
WG TTPOG TNV NAIKIA, TO @UAO Kal TOUG KAAOGIKOUG
MapdyovTeg KIvOUVOU.

Melidonis et al. Angiology 1999;50:997-1005




2YZXETIZH THZ HbA1C ME THN KAPAIAITEIAKH NOzO
KAI THN ONHZIMOTHTA

(EPIC Study : 10.232 atoua, FU= 6 xpovia)

1 % av&¢non tng HbA1C (A1C>5%)

*: META TTPpOCappoyYn Yia A.l., xoAnotepbAn, BMI, WHR,
KATTVIO MO, TTponyouuevn Z.N.

Khaw et al. Ann. Intern. Med 2004: 141; 413-20




21QMHAH IZXAIMIA 2TON zZA
(DIAD STUDY: SPECT EAEIXOzZ)
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- n=563
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Kapdiakn Asitoupyia NMaBoAoyik Kapdiaki AsiToupyia
Wackers et al: Diabetes Care 2004; 27:1954-62
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YriepyAukopia

AvTioTtaon otnv LVooUAivn

Yriéptaon: 80%

AvoAutdaiuia: 60-80%

— T TpwyAukepidla

—J HDL-C

— Mukpad Kal TTukva popa LDL-C
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ECEAIEN TS ABnpooKANPUVONG

Appwdn Aimmwdeig  Evdidueon ) Ivwdng EmimrAeypévn
kKOTTopa pappwoeic  BAGBN ABnpwpa MAdka  BAGBRNn/PAén

. o
M

.

EvdoBnAiaki AucAsiToupyia

A1ré TNV 1n Agkagtia Ao TnVv 3n AgkaegTia A6 TnV 4n AgKkasgTia

Aeigg M. ‘lveg OpoupBwon,

AUgnon kKupiwg péEow abpoiong AImmidiwy & KoAAaY6VO QIPGTWHA

Adapted from Stary HC et al. Circulation 1995; 92: 1355-1374




2UOXETION METOEU AT2 KAl TTOPAYOVTWY TToU TTPodIaBETouV
og aOnpookAnpuvon
& KapOIlayyeIloKa cuuBapaTa

) EvdonAiaki )
Oge1dwriko AugAsiToupyia ®Asypovi
stress AoAuTé MGpia M INwBoyove

|compPeGTAvES TROGKOAMNGNC T CRP
Ox-LDL (ICAM-VCAM) M PAIR1
PAI-1 T

AGEs _Z Aaprims | Evepyomoinan

— AvTioT. oTnV IvoouAivn [ HUOVOKUTTAPWV
AGE mpwrieiveg YtrepivoouAivaipgia
YtrepyAukaipia
FFAs
GpopBoy()vc;g/ l \ .
- AvoAhmoaipio
lNpodidfeon Ymépraon , ,
M IvwBoyoNe ™ uikpéc, Tukvéc LDIL
T CRP ToiyAUKERIDIA
T tPA { HLDL

Current Opinion in Lipidology 2000; 11:519-28
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Hyperglycemia Excess Free Fatty Acids Insulin Resistance
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O d1aBATNG augavel Tov Kivdbuvo pR¢Ng Tng
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Relationships of coronary culprit-plaque characteristics with
duration of diabetes mellitus in acute myocardial infarction:
an intravascular optical coherence tomography study
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Fig. 3 Bar graphs of optical coherence tomagraphy findings of
caronary plagues between groups. Comparisans af the incidence
of plaque rupture, lipid-rich plagques, and thin-cap fibroatheroma
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Sheng et al. Cardiovasc Diabetol (2019) 18:136



Pre-Dlabetic Condlitions:

Risk of Cardiovascular Disease

Meta-analysis of 18 clinical trials evaluating the risk of CV disease among

patients with impaired fasting glucose and/or impaired glucose tolerance

Levitzky 2008: Women
Owerall (l-squared = 0.4%, p = 0.437)

1.40 (0,90, 2.10)
1.18 (1.09, 1.28)

3.53
100,00

Owverall (lsguared = 0.0%, p = 0.512)

Study Redative % Study Ralative b
Tai 2004 : 1.5 (0.85, 1.83) 4.31 |

: DECODE 2001: Man* —— 1,34 (1,12, 1.60) 4029
MoMeill 2006: Man ——— 1.28 (1.05, 1.57) 1565

| DECODE 2001: W * * 1.28 (088, 1. A
MoMeill 2006: Women 1.08 (0,89, 1.31) 16.95 co 0 pmen B(088,1.86) 9.15

Rijkelijkhuizan 2007 : 1.37 (0.87, 2.16) 3.08 Saydah 2001 — 0.83(0.57,1.51) 540
Pankow 2007 —_—— i 087 (0,67, 1.12) 9.50 Makagami 2004 rl— 1.27 (0.86, 1.88) 838
Liu 2007 —-—'— 1.29(1.10, 1.51) 2524 Wild 2005 ——4-— 114 (0,75, 1.72) 744
Wang E":'n'?: Wen : 1.::'3 fﬂ-ﬂﬁ TBG] -1.51:' Pankow 2007 _*__E 0.83 [D.SQ‘. 1.1 ?} 10.94
. " N !
Wang 2007: Women : 1.28 (0,80, 1.84) 4.95 Wang 2007° . 120077, 186) 6.59
Wang 2007 — 1.08 (0.73, 1.60) 4.11 i
i Barr 2007 —_— 1.20(0.70, 2.20) 3.91
Lewvitzky 2008: Man ————— 110 (0.80, 1.40) B.09 !
! Chign 20087 —_— 1.20 (0.80,1.79)  7.90

100,00

& 1.20 (1. 07, 1.34)

5 1 1.5 2 25 25 5 1 15 2 25 5.5

Impaired fasting glucose Irhpairéd glucose tolerance
Both types of pre-diabetic conditions increase the risk of CV disease

Helping Cardiovascular Professionals

CV=Cardi |
Learn. Advarnce. Heal. araRyascuier

Source: Ford ES et al. JACC 2010;55:1310-1317




TA 2TAAIA TOY 2AKXAPQAH AIABHTH
KAI Ol KAPAIAITEIAKEZ EMINMAOKEZ

LIPIDS
Insulin RR 2-3 Macrovascular
Resistance Complications
Early
Diabetes 4
A.
R EE

Overt Diabetes

Hyperglycaemia RR > > > ' Microvascular
(B-cell defect) Complications

IGT = Impaired Glucose Tolerance
IFG = Impaired Fasting Glucose Adapted from: Baron AD. J Invest Med 1996;44:406-12.

BP = Blood Pressure Huang ES, et al. Am J Med 2001;111:633-642.




“Ticking Clock” Hypothesis

Nao

The “clock starts ticking”

Mikpoayyelakég
ETTITTAOKEG

Katd Tnv ekdnAwon tng
UTTEPYAUKOAIMIOG

MakpoayyeEIOKES
ETTITTAOKEG

Mpiv atrd Tnv didyvwon Tng
UTTEPYAUKOIMIOG

WHO. Diabetologia 1985;28:615-640; Haffner SM et al. JAMA 1990;263:2893-2898.




2uxvotnTa TNG KapSLAKN G aveNMAapKeLaC o€ aoBeveic pe ZAT2 pe
EYKOATECTNUEVN KapSLlayyeLaKr VOOO 1 LE Ttapayovteg Kivbuvou yia KAN

Prevalence of HFrEF (%) at
baseline

TECOS Placebo Sitagliptin 18.3 17.8
7 339 7 332

EMPAREG Placebo Empagliflozin 10 Empagliflozin 25 10.2 9.5
2333 mg mg

2 345 2342

LEADER Placebo Liraglutide 17.8 17.9
4672 4 668

EXSCEL Placebo Exenetide/wk 16.6 15.8
7 396 7 356

Total 47 583 15.48



Prognostic Impact of Diabetes on Long-term Survival Outcomes in Patients With Heart Failure: A Meta-analysis

Diabetes Care 2017;40:1597-1605

Study

AHF RCT

Gustalssan (2004)

Deedwania (2011)

Subtotal (= 853%, P=0.008)

AHF Regisiny
Varela-Roman (2005}
Crwan (2006)
Varadarajan (2006}
Cuzaunian (2007)
MacDonald (2008)
Harjola (2010}
Barsheshet (2010}
AlHabib (2014)

Shah (2014)

Helfand (2015)

Teng (2015)

Khafaji (2015)
Targher (2018)
Spinar (2016)
Targher {2017}
Subtotal ("= 88.0%, P = 0.000)

Overall (I = 88.5%, P=0.000)

RRIRKIRIN

ES (85% CI)

1,50 (1.30, 1.60)
1.12(0.83, 1.37)
1.31(0.89, 1.74)

1.43 (1,14, 1.80)
1,09 (1.05, 1.13)
1.17 (0.95, 1.44)
1.16 (0.93, 1.46)
1.26 {1.22, 1.30)
1.38 {1.08, 1.76)
1.19 {0.90, 1.60)
1.04 {0.90, 1.20)
1.18 {0.96, 1.46)
1.17{1.08, 1.26)
0.72 (0.64, 0.80)
1.18 (0.95, 1.48)
0.98 {0.74, 1.31)
1.18 {1.10, 1.26)
1.16 (1,02, 1.33)
1.13(1.05, 1.22)

1.15(1.07, 1.24)

ﬁ
Weight

717
5.26
1243

4.59
823
4.93
4.64
8.27
4.31
363
6.32
4.84
7.78
701
4.84
366
7.82
6.60
a7.57

100,00

e

CHF RCT :
Tarp-Pedersan (2007) — 1.20(1.05, 1.38) 4,89
MacDonald CHARM (2005 | —— 1.69 (143, 1.87) 4.3
Wedel (2009) —_— 1.3 (113, 1.51) 457
de Boer (2010) —=— 1.26 (.99, 1.58) 319
Komajdsa (2011) —— 1.48 (1.29, 1.71)  4.64
Sarma (2013} [ 1.16 (1.00, 1.34)  4.54
Bihm (2014) - 1.00 (.80, 1,10) 532
Komaldsa (2015) P— 1.10 (0.96, 1.25)  4.79
Kristensen {2018) —— 1.46 (1.26, 1.70)  4.48
Dauriz GISSI-HF (2017} — 1.43 (1.28, 1.60) 513
Subtetal §° = 83.1%, P 0.000) <> 1.29 (1.16, 1.44)  45.65
1
CHF Rugistry i
O'Cannes (2000} — 1.38 (1.19, 1.57)  4.68
Bobbio (2003) —— 1.40 (1.10,1.77) 342
Hankel (2008) —— 1.44 (1.21,1.71) 410
De Blais (2010) —— 1.30 (1.20, 1.60)  4.61
Laa (2010) —_—— 1.70 (119, 266)  1.62
Atner (2012) - 1.26 (1.13, 1.38)  5.32
MAGGIC (2012} - 1.41 (1.35, 1.47)  6.07
Cubban (2013) — 1.72 (1.29,2.28) 257
Frigola-Capell (2013) — 1.53 (1.33, 1.76)  4.85
Gateman (2014) —— 1.48 (1.13,1,85) 270
Johansson (2014) | - 1.60 (1.50, 1.71)  5.82
Ushigome {2015) —_— 1.37 (1.15, 1.84) 402
Sengelev (2015) | — 288 (1.55,4.30) 112
Daurlz ESC {2017) —-:— 1.28 (1.07, 1.54)  3.85
Subtotal | = 58 1%, = 0.005) I() 1.44 (1.38,1.52) 5435
Overall IF = 78.5%, P'= 0.000) 4} 1.37 (1.29, 1.46)  100.00
H
I I
0.5 1 2
Cwerall I = 88.7%, P= 0.000) 4&} 1.28 (121, 1.35) 100.00
MNOTE: Waights are from random-affacts analysis | : |
0.6 1 2

Figure 1—Forest plot and pooled estimates of the effect of diabetes on the risk of all-cause death in
41 eligible studies, stratified by subtype of HF (acute HF [AHF] vs. chronic HF [CHF]) and study design
(registries vs. RCTs). CHARM, Candesartan in Heart failuredAssessment of Reduction in Mortality
and morbidity; ES, effect size; ESC, ESC-HFA Heart Failure Long-Term Registry; MAGGIC, Metaanalysis
Global Group in Chronic Heart Failure



2TOXOLl YAUKOLLULKOU EAEYYOU

Table 6.2—Summary of glycemic recommendations for many nonpregnant adults
with diabetes

Al1C <7.0% (53 mmol/mol)*
Preprandial capillary plasma glucose 80—-130 mg/dL* (4.4—7.2 mmol/L)
Peak postprandial capillary plasma glucoset <180 mg/dL* (10.0 mmol/L)

*More or less stringent glycemic goals may be appropriate for individual patients. Goals should be
individualized based on duration of diabetes, age/life expectancy, comorbid conditions, known CVD
or advanced microvascular complications, hypoglycemia unawareness, and individual patient
considerations. TPostprandial glucose may be targeted if A1C goals are not met despite reaching
preprandial glucose goals. Postprandial glucose measurements should be made 1-2 h after the
beginning of the meal, generally peak levels in patients with diabetes.

Glycemic Targets: Standards of Medical Care in Diabetes. 2018 Diabetes Care 2018;41(Suppl. 1):S55-564



E¢aTopikeuon YAUKAIHIKWY OTOXWYV
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UKPDS: H evtaTiKotroINUEVN YAUKAIMIKA pUOMION ME
TN XPNON TWV TTAAIOTEPWYV AVTIOIARNTIKWY HEIWOE
MOVO TIG MIKPOOYYEIOTTOONTIKES ETTITTAOKEG
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* P<0.0001;
SLower extremity amputation or
fatal peripheral vascular disease. Stratton IM, et al. BMJ. 2000;321:405-412.




. . diabetes's
@+ Medicine Matters

Aggregate or single endpoints

@ The risk for any diabetes-related endpoint was 12% lower with intensive vs conventional therapy

@ The risk difference for any diabetes-related endpoint was attributed to the 25% risk reduction in microvascular
endpoints with intensive therapy (fewer patients required photocoagulation)

RR 0.88 Aggregate or single endpoints

50 - (95% Cl10.79-0.99)*

M Intensive therapy

H Conventional therapy

30 ~

RR 0.94
(95% C10.80-1.10)

RR 0.90 95% Cl 0.71-1.00)

(95% €10.73-1.11)

RR 0.75
(95% Cl 0.60-0.93)t

)
o
I

Events per 1000 patient—years
[ (9]
ol

18 1 RR 1.11
10 (95% Cl10.81-1.51) RR 0.65
5 | =l (95% €1 0.36-1.18)
o - , p—
Any diabetes- Diabetes-related All-cause mortality Amputation or Microvascular
related endpoint death death from PVD endpoint

*p=0.029 vs conventional therapy.
Tp=0.0099 vs conventional therapy.

Cl, confidence interval; MI, myocardial infarction; PVD,
peripheral vascular disease; RR, relative risk

UK Prospective Diabetes Study (UKPDS) Group. Lancet. 1998;352:837-853.

For educational use by healthcare professionals only. For commercial use, contact diabetes.medicinematters@springer.com
Medicine Matters is provided by Springer Healthcare, part of the SPRINGERNATURE group. =



diabetes
Aggregate or single endpoints Q:. Medicine Matters

@ The risk for any diabetes-related endpoint was 32% lower with intensive metformin vs conventional
therapy (p=0.0023)

RR 0.68 Aggregate or single endpoints

(95% Cl 0.58-0.87)***

® Intensive metformin therapy (n=342)

" Intensive other therapy (n=951)

N W w b B~ WU
g O o Ul O
L

m Conventional therapy (n=411)

[
o
L

RR 0.71
RR 0.59 (95% C10.43-1.15)
p% C10.29-1.18) RR0.74
(95% Cl10.26-2.09

B
o u
| 1

Events per 1000 patient—years
[9,]

o
|

Stroke PVD Microvascular
endpoint

Diabetes-related Aall-cause mortality,

Any diabetes-
related endpoint

*p=0.05 vs conventional therapy; **p<0.01 vs conventional therapy;
***p<0.001 vs conventional therapy; Tp<0.05 vs intensive other
therapy; TTp=0.01 vs intensive other therapy.

RR values are for intensive metformin versus conventional therapy.
Intensive other therapy = chlorpropamide, glibenclamide, or insulin.
Cl, confidence interval; MI, myocardial infarction; PVD, peripheral

vascular disease; RR, relative risk.

UK Prospective Diabetes Study (UKPDS) Group. Lancet. 1998;352:854—865.

For educational use by healthcare professionals only. For commercial use, contact diabetes.medicinematters@springer.com
Medicine Matters is provided by Springer Healthcare, part of the SPRINGERNATURE group. 3
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Years since Entry

No. at Risk

Intensive 705 683 629 113
treatment

Conventional 714 688 618 92
treatment

Intensive Diabetes Treatment and Cardiovascular Disease in Patients with Type 1 Diabetes

I 42%

Nonfatal myocardial infarction or
stroke;

death due to cardiovascular
disease;

Subclinical myocardial infarction;

angina, confirmed by ischemic
changes

on exercise tolerance testing or

by clinically significant obstruction
on coronary angiography;

or the need for revascularization

with angioplasty or coronary-artery
bypass

N Engl ] Med 2005;353:2643-53.



Evolution of Type 2 Diabetes Management from a Glucocentric
Approach to Cardio-Renal Risk Reduction: The New Paradigm of Care

ADA/EASD 2009 ADA/EASD 2015 ADA/EASD 2018

Cardio renal

EVENTS

Main Target

R ' The lower, | Blood pressure
Strate“ hﬁ“%ﬁ the betier Low-density lipoprotein
sk 3ut wfc E Glucose but use agents

with proven safety and
efficacy

Recommendations ADA/ EASD 2015 ADA/ EASD 2018
ACC/AHA 2019
ESC/EASD 2019
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Evidence from CVOTs in patients with T2D has shown that SGLTZ2 inhibitors and GLP-1 RAs

have beneficial effects on CV outcomes

EMPA-REG
OUTCOME'
(empagliflozin)

CANVAS
Program?23
(canagliflozin)

DECLARE:
TIMI 584
(dapagliflo zin)

ELIXAS®
(lixisenatide)

LEADER?®
(liraglutide)

EXSCEL”
(exenatide)

SUSTAIN-62
(injectable
semaglutide)

Harmony
Outcomes?®
(albiglutide)

PIONEER 6
(oral
semaglutide)°

REWIND
(dulaglutide)™

Comparison of studies should be interpreted with caution due to differences in study design, populations and methodology

Highlights indicate that the upper bound limit of the confidence interval for the active versus placebo comparison is below unity (<1.00)

Primary endpoint was 3P-MACE for all trials except DECLARE-TIMI 58, which had co-primary endpoints of 3P-MACE and CV death or HHF, and ELIXA, which had a primary endpoint of 4P-MACE; p-values are for superiority.
*Nominal p-value; fTesting for superiority for 3P-MACE was part of the statistical analysis plan, but was not part of the hierarchical testing strategy; *p-value not reported in publication; $Testing for superiority was neither
prespecified nor adjusted for multiplicity; **CV death included death from unknown cause in EXSCEL and REWIND; ttFatal or non-fatal event; See slide notes for full list of abbreviations and references
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Effects of GLP-1 receptor agonists on the
Cardio-Renal-Metabolic systems

GLP-1 Intermediate effects?4 Downstream
receptor agonists™ observed effects2®

<5~ Insulin .
secretion’? e —

<5 Glucagon
suppression’2

Diuresis® - _ 7 &: ‘ Body weight
Postprandial lipids? LV function?

CRM, cardio-renal-metabolic. Adapted from Drucker' and Rizzo et al.?
1. Drucker DJ. Cell Metab 2018;27:740; 2. Rizzo M et al. Biochim Biophys Acta Mol Basis Dis 2018;1864:2814; 3. Greco EV et al. Medicina 2019;55:233;
4. Cameron-Vendrig et al. Diabetes 2016;65:1714; 5. Zelniker TA et al. Circulation 2019;139:2022 31
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Evidence from CVOTs in patients with T2D has shown that SGLTZ2 inhibitors and GLP-1 RAs
have beneficial effects on CV outcomes
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(empagliflozin)  (canagliflozin) (dapagliflozin) semaglutide) (albiglutide)  semaglutide)®
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Highlights indicate that the upper bound limit of the confidence interval for the active versus placebo comparison is below unity (<1.00)
Comparison of studies should be interpreted with caution due to differences in study design, populations and methodology
Primary endpoint was 3P-MACE for all trials except DECLARE-TIMI 58, which had co-primary endpoints of 3P-MACE and CV death or HHF, and ELIXA, which had a primary endpoint of 4P-MACE; p-values are for superiority. 33

*Nominal p-value; TTesting for superiority for 3P-MACE was part of the statistical analysis plan, but was not part of the hierarchical testing strategy; *p-value not reported in publication; $Testing for superiority was neither
prespecified nor adjusted for multiplicity; **CV death included death from unknown cause in EXSCEL and REWIND; ttFatal or non-fatal event; See slide notes for full list of abbreviations and references




Effects of SGLTZ2 inhibitors on the Cardio-Renal-Metabolic
systems may be mediated via multiple mechanisms

SGLT2
inhibitors'?2
ﬁ‘ Diuresis
/w Glucose
k_/ excretion
é! Natriuresis
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Intermediate effects3-8

Intraglomerular  Afterload (improved
pressure vascular function)

Myocardial sodium
content due to
inhibition of Na*/H*
exchange receptors

LV wall stress/  Preload (decreased

@ I LV mass interstitial volume)
=4 e I

Bioenergetics

Inflammation and Haematocrit

oxidative stress (fibrosis) .

CRM, cardio-renal-metabolic; LV, left ventricular
1. Vallon V & Thomson SC. Diabetologia 2017;60:215; 2. Heise T et al. Clin Ther 2016;38:2265; 3. Verma S et al. Circulation 2019;140:1693; 4. Verma S et al.

JAMA Cardiol 2017;2:939; 5. Abdelgadir E et al. J Clin Med Res 2018;10:615; 6. Rajasekeran H et al. Kidney Int 2016;89:524; 7. Baartscheer A et al. Diabetologia
2017;60:568; 8. Garg V et al. Prog Cardiovasc Dis 2019;62:349; 9. Zinman B et al. N Engl J Med 2015:373:2117; 10. Wanner C et al. N Engl J Med 2016;375:323

Downstream
observed effects®1°

; ‘ CV events

‘ Kidney disease

‘ Blood pressure

j? ‘ Body weight




DAPA-HF

Dapagliflozin in Patients with Heart
Failure and Reduced Ejection Fraction

John McMurray
BHF Cardiovascular Research Centre,
University of Glasgow & Queen Elizabeth
University Hospital, Glasgow

s Ejjrx(];l]\;c;é%twy Qp DAPAHF AstraZeneca

N Engl J Med. 2019 Nov 21;381(21):1995-2008
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Dapagliflozin/Empagliflozin Significantly Reduced the Risk of Each Endpoint Across the Range of

LVEF in patients with and without diabetes

@ DAPAHF Pre-specified pa:ier_lt-level pooled Q, DELIVER
( analvsis :

Death 4\ — hHF jsam vace &

All-cause . . CV death,
CV death death Total®* hHF First hHF MI, or stroke
142, | 10 [l 29-_ ] 26:. i 10:
RRR RRR reductio RRR RRR
- - - n B -
1.5% ARR 1.5% ARR 6.0% ARR 3.2% ARR 1.3% ARR
p=0.01 p=0.03 p<0.001 p<0.001 p=0.045
HR: 0.86 HR: 0.90 RR: 0.71 HR: 0.74 HR: 0.90
95% CI: 0.76-0.97 95% CI: 0.82-0.99 95% Cl: 0.65-0.78 95% CI: 0.66-0.82 95% CI: 0.81-1.00

Effect was consistent across the full range of LVEF

aFirst and repeat.
Jhund PS et al. Nat Med. 2022 Aug 27. doi: 10.1038/s41591-022-01971-4..
H AarnayAidAolivn Sev £xel EvEeLEn yia tnv Bepamneia tnG KAPSLAKNAG AVETIAPKELOG UE SLATNPNHUEVO N ATILA LELWHEVO KAGoua £§WONoNG



2021 ESC Guidelines — Management of HFrEF

To reduce mortality - for all patients

ACEi/ARNI Beta-Blocker

Recommendations

An ACE-l is recommended for patients with HFrEF to reduce the risk of HF
hospitalization and death.

A beta-blocker is recommended for patients with stable HFrEF to reduce the risk
of HF hospitalization and death.

An MRA is recommended for patients with HFrEF to reduce the risk of HF
hospitalization and death.

IDapainrozin or empagliflozin are recommended for patients with HFrEF to
the risk of HF hospitalization and death.

Sacubitril/valsartan is recommended as a replacement for an ACE-I in patients
with HFrEF to reduce the risk of HF hospitalization and death.




Major Cardiorenal Outcome Trials With SGLT2 Inhibitors

In the studied populations, SGLT2 inhibitors safely reduced risk of kidney disease progression
and acute kidney injury irrespective of diabetes status AND these relative benefits do not
appear to be modified by primary kidney diagnosis

Kidney Disease Progression* Kidney Disease Progression by Diagnosis

f 3l Events/participants
Events/participants

SGLT2 inhibitor Placebo

SGLT2 Piacaho Relative risk
inhibitor et (95% Cl) IS I SRAIN R --
SCORED —
Diabetes 739/40,041  1020/33,489 & 0.62 (0.56, 0.68) DAPA-CKD —-—

EMPA-KIDMNEY N
Subtotal 368/6707 5729755 -

0.60 (0.53, 0.69)
i T <= i ] A

No diabetes 202/7792 28717812 0.69 (0.57, 0.82) lciienilc and hpestersiive iiney dlssase

DAPA-CKD

Overall 941/47,833 1307/41,301 et 0.63 (0.58, 0.69) EMPA-KIDNEY
[ T T | Subtotal 551030 TRM1102

0.70 (0.50, 1.00)

_.—
_-_|
———
5 1 1
- i . Glomerular disease
SGLT2i better Placebo better DAPA-CKD -
EMPA-KIDNEY -
- N 00/1108 141/1168 B ] 0.60 (0.48, 0.
Heterogeneity by diabetes status: P = .31 PR T8
Other diseasefunknown
DAPA-CKD —
EMPA-KIDMNEY —
Subtotal e
-

46827 66/823 L 0.74 (0.51, 1.08)

TOTAL 559112,950 857/12,948 0.62 (0.56, 0.69)

025 05 075 1 15
Heterogeneity across groups of primary kidney disease: P = .67  OLTMbeer Placebo belter

*Defined as a sustained decrease in eGFR (= 50%) from randomization, a sustained low eGFR, end-stage kidney disease, or death from kidney failure in all presented trials.
Nuffield Department of Population Health Renal Studies Group; SGLT2 inhibitor Meta-Analysis Cardio-Renal Trialists’ Consortium. Lancet. 2022;400:1788-1801.



Joint ADA-KDIGO Consensus Report

Individualized Management Recommendations

Holistic approach for improving outcomes in patients with diabetes and CKD

Regular
P s Q o foor
Lifastyle 'a reassessment
(every 3-6
Healthy diet Physical activity Smoking cessation Weight management months)
SGLT2i Metformin RAS inhibitor at maximum Moderate- or
Firstline (Initiate if éGFR 220; nﬁmm tolerated dose (if HTN®) high-intensity statin
drug therapy continue until dialysis % ’ @E &

113

Regular reassessment
of glycemia, albuminuna,
BP. CVD risk, and lipids

Additional : :
e achieve individualized ACR =30 mg/g and

- ial”]

l |

Antiplatelet Ezetimibe, PCSK9,
agent for or icosapent ethyl if
clinical ASCVD indicated based on

a ASCVD nisk and lipids

T20 only
All patlents
(T1D and T2D)

IH de Boer et al. (2022) Diabetes Management in Chronic Kidney Disease: A Consensus Report by the American Diabetes Association (ADA) and
Kidney Disease: Improving Global Outcomes (KDIGO). Diabetes Care © 2022, The Author(s), used under the Creative Commons Atiribution 4.0
International Licence. To view a copy of this licence, visit https.//creativecommons.org/licenses/by/4.0/. https://doi.org/10.2337/dci22-0027

Unless contraindicated, start an
ACEI! or ARB for anyone with
diabetes and hypertension and/or
albuminuria

Start a SGLT2 inhibitor for anyone
with diabetes with CKD, even if their
HbA1c is at goal

Consider adding a nonsteroidal
mineralocorticoid receptor antagonist
(MRA) if CKD is progressing in the
face of controlled HbA1c and BP on
maximally tolerated RASI and
SGLT2i

The 3 pillars of therapy (RAS
blockade + SGLT2 inhibition +
nsMRA) are needed to maximally
slow diabetic kidney disease and
reduce HF risk
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[lepLoTaATLKO

Avdpac 65 eTwv

lotopLko ZAT2 armno tTnv nAkio twv 50 eTwv Kal otedpaviaiog vooou
Aywyn pe petdoppivn 2 g/d

BMI 32 Kg/m?, kpeatwivn 1,1 mg/dl, eGFR 71,4 ml/min/1,73 m?

Yakyapo vnoteiac >130 mg/dl, petaysvpotika > 180 mg/dl,
HbAlc 6,5%

ApTnplokn umEPTAon, aywyn HE pBecaptavn+aprodutivn+ HCT
AvoAutdoipia, pooouvBoaotativn 20 mg X1, LDL 52 mg/dli
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EFKATEZTHMENH AOHPOZKAHPYNTIKH KAPAIATLEIAKH NOZOZ / AEIKTEZ YWHAOY KINAYNOY, KAPAIAKH ANEMNAPKEIA, XPONIA

+

AAAayn Tpomov ¢wn¢g (Aiaita, Aoknon, POOulon Bapoug) - Eknaidsvon - YmootApiEn otnv avtodilaysipion

AywvioTAG! GLP-1 eite/N javaoToAéag” SGLT2 pe R xwpic Metpopuivn
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AKPWTNPELAOUSGG, CUUMTWHATIKA 1
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ME anmobedelypévo
KAT 6¢@glog

Av miposapyet:
AgikTEG LYNAOD
KLvévvou

AevKwpaTVOLPla)

ME amobedelypévo
KAT 6¢@gAog

Av peT& ~3 priveg n HbAlc > oTé)0 1] av Ol HETPAOELG QUTOEAEYXOUL Elvat
LYNAGTEPEG TWY BTOXWY

MNa atopa o aywvioth GLP-1' mpooOnikn
avaoTOAéa SGLT2” pe anmodedbetypévo KA 6¢@elog
N TO avTioTPOYPO

*  MoyAttadévn® (OXI os KA)

MNa nepalTépw evTaTikonoinon | oe dvocavedia N
avTévdelin xopnynong aywviotn GLP-1 A/kat
avaoToAéa SGLT2 eméAeEe pappaka pe KAl aoc@aieia:
AvaoTtoAéa DPP-4 (eav 6& AapBdavel aywvioTn
GLP-1) f
Baolkf tvoovAivn? i
ZovAg@ovuvAovpia 5

Av miposEapyet:
Kapbiakn Aventdpkeia
(mapovaoia r LoTopPLKS
OLUMTWHATWY KA Kat
emBeBalwPEVO PELWHEVO 1
Slatnpnuévo K\II/)

AvaoToAéag SGLT2 2 pue
anodelbery-pévo 6@eAog oTNV
KA o& avTé TOV TANOLO MO

¥

Av peTd ~3 priveg n HbAlc > otéyo 1} av oL
HETPA-0ELG QUTOEAEYXOUL E(VaL LYNAGTEPEG TWY

OTOXWY \l/

MpooOnkn aywvioti GLP-1*
HE amodederypévo KAT 6¢@elog
n

Mo mepattépw evtatikomnoinon 1

oe duoavegia | avTEVOELEN

xopriynong avactoAéa SGLT2 r

Kot aywvlotr) GLP-1 eméAeEe

@apuaka pe KA aopdAeia:

*  AvootoAéa DPP-4 (edv e
AapBdavel aywvioTr GLP-1) A

*  Baowkn waoovAivn® i

*  ZouAgovuloupia®

. OxL moyALttagovn os KA

AveEdptnTta Tipric HbAlc A enitgbgng y)\umtutKoD|oréxou } xopriynong Metgopuivng |
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Av mposEapyet:
Xpovia Negpikn Néoog

GFR < 60 ml/min/1.73m? R/kat
A/C >30 mg/g) + 61g
emBeBatwpéva

Katd mpotipnon
AvaoTtoAéa SGLT22 pe 1oyLpa
be-6opéva yia peiwon
eEEMENG XNN

(Evapg&n oe GFR >20 ml/min kat
gu-véxLon £€wg dldAvon 1

HETAUOOYELON)
AviaviaThc GI P s

Av peTE ~3 priveg n HbAlc > otdxo fj av ot
HETPA-0ELG  QUTOEAEYXOL E(vaL LYNAGTEPEG
TWY OTOXWY \L

Mo nepattépw evtatikonoinon
enéAe€e ouvdvaouévn aywyn
(aywviotig GLP-1t +
avaoTtoAéagt SGLT2 )

Y€ pn en(tevgn TWL oTOXWY A
enl duoavegiag i avtévdelEng
otov aywvioth GLP-1 ri/kat
avaoToAéa SGLT2 eméAeEe
avaoToAéa DPP-4 (gdv b€
Aappavel GLP-1) i ue mpoooxn
TNV MPoodRkn BaOLKNAG
waoovAivng* i oyAttalévng? i
govAg@ovuloupiag®

*  Teapdn pe 2 oyuy dvawn podpon
amEgn eEkpEEy tou otayou (my. Hbilc 1.5-2%
g T Tyi-oTaye |

* Tvapln wm pe hivn e I
unepyluempic, worafolops my Hbalc =10%,
Mamwidn =300mg/dl

KAT: kapdlayyetakd, AZKAN:
aONPOCKANPLVTLKY KaPSLayYELaKT vOOOG,
KA: kapdlakr avemndpketa, XNN: xpdvia
VEQPPLKA v6oog, KE: KAGopa e§WON-ong, IN:
otegavia{a v6oog, EM: éugpaypa puo-
kapdiov, AEE: ayyelakd eyKEQUALKO
EMELTGGL0

1, Otav vndpyet enlonun évdelgn pelwong
KAl

enelood(wv. (o€ eykateoTnuévn AZKAN
pelw-

on MACE:ywa GLP-1: Atpa-, VTovAa ,
ogpa-

yAoutidn, yla SGLT2: guna-,,
KavayAtpAo-

ivn). H vtovAayAoutidn €delge KA
6pelog o€

ATopa Pe MoAAamAo0g MK.
2, H kava- dama- eunayAtgAolivn €xouvv
lyevn

S5ebopEV VEPPLKWVY EKBATOEWY. H dama-
Ka

eunayAtpAodivn €xouv lyevr) 6ebopéva
oe KA.

Ol avaoToAelG SGLT2 é6elEav KAT
6peAog

uévo oe eykateoTnuévn AZKAN
3, H PIO o€ xapnAdtepn TnG HéyLoTNG
bocoAo-

yiag éxel KaAOTEPN avOXH], OHWG XWPIG
oxvpn

Tekpunpiwon oe peAéteg KAT ekBaoswv
4. H Degludec kat n Glargine 100 €xouv
MeAETN

KA ao@aAeLag
5, Kivduvog unoyAvkatpiog: MkAagdn <
TAtpe-

pimpidn < MABevkAauidn. H
YAWETLP(BN

€6e1Ee (Bla KA ao@dAela e
QAVUOTOAEQ

DPP (AwayAurttivn)-.



OEPATTEVUTLKEC ETLAOYEC

* Metdopuivn + GLP-1 aywvioti
* Metdoppivn + SGLT-2 i



[MeploTtatiko #5

Avopac 69 eTwv
loTOpLKO 2ZAT2 Ao TNV NAKLA Twv 48 €TwV Kol KOPSLaKn aVENAPKEL
Aywyn pe petdpoppivn 1 g/d + ZirayAurttivn 100 mg X1

BMI 27 Kg/m?, kpeatwivn 1,2 mg/dl, eGFR 63,8ml/min/1,73 m?
Npwteivoupia (800 mg/24h)

Yakxapo vnoteioc >130 mg/dl, petaysvpatika > 180 mg/dl, HbAlc
6,4%

AvoAutdatpia, atopBfaoctativn 20 mg X1, LDL 54 mg/di
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Background

Novel GIP/GLP-1 Receptor Agonist Tirzepatide

Juan Pablo Frias, MD

Medical Director and Principal Investigator Y?ICEF!J:}’
Velocity Clinical Research

Los Angeles, CA
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Tirzepatide at all Doses Significantly Reduced HbA,_versus
Placebo or Active Comparators

SURPASS-1 SURPASS-2 SURPASS-3 SURPASS-4 SURPASS-5
(N=478) (N=1,878) (N=1,437) (N=1,995) (N=475)
Freatment Duration ) WEeKSs 40 weeks Jd WBeks J2 WEBKS 40 weeks
Baselinre HbA1c (%) 79 83 8.2 8.5 8.3
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0 - .
Mean
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Tirzepatide at all Doses Significantly Reduced Body Weight
versus Placebo or Active Comparators

reatment Duration
Baseline weight (kg)
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Weight Loss 210% was Achieved by up to 59%
of Tirzepatide-treated Patients

SURPASS-1 SURPASS-2 SURPASS-3 SURPASS-4 SURPASS-5
(N=478) (N=1,878) (N=1,437) (N=1,995) (N=475)
Treatment Duration 40 weeks 40 wesks 52 weeks 52 weeks A0 weeks
Add-on to Monotherapy MET MET £ SGLT-2i 1-3 OaMs (METISWSGLT-21 Basal insulin £ MET
100 -
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Evolution of Type 2 Diabetes Management from a Glucocentric
Approach to Cardio-Renal Risk Reduction: The New Paradigm of Care
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* Juxvotnta 2A 12%, mpodiapfntn 12%

* O mpodLaNTng amoteAel onpavIko rapayovta Kivduvou yla e€EALEN o€ ZAT2 Kat yia
kapdloayyeLakn voco

* AVTILLETWTTLON TNG UTTEPYAUKOLULOC YIa TNV TTPOANYN TWV HULKPOOYYELOTIOONTLKWY ETLITAOKWV

* MMoAuTapayoVTIKA MPOCEYYLON yLo TV TIPOANYN TWV HOKPOOYYELOTIOBNTLWY EMLITAOKWYV,
ETILAOYN O€ TTOPAYOVTEC LE TEKUNPLWHUEVO KapdLloayyelako 0deoc oe aoBeveic pe ASCVD n
o€ a.oBeveic mMoAU avénuevou kivduvou

* Neotepa avtdloBntika:

* SGLT2-i: tekpunplwpevo odeloc os aoBeveic pe XNN kot kapdLakn) avenapkeLo KaBwE Kal o€
aoBeveic pe ASCVD

* GLP-1, &utAol GLP-1/GIP aywVIoTEC: TEKUNPLWUEVO 0deNOC og aoBeveic e ASCVD, ot Suthol
OYWVLOTEC Pelwon owpatikol Bapoug



Euxaplotw yLa tnv
NPOCOYXN 0aC




	Slide 1
	Disclosures
	Επιδημιολογικές μελέτες στην Ελλάδα
	Μελέτη ΕΜΕΝΟ: Μεθοδολογία
	Slide 5
	Slide 6
	Slide 7
	Slide 8
	Slide 9
	Slide 10
	Αίτια αυξημένης καρδιαγγειακής νοσηρότητας στο διαβήτη τύπου 2
	Slide 12
	Slide 13
	Diabetes Mellitus
	Slide 15
	Slide 16
	Slide 17
	ΤΑ ΣΤΑΔΙΑ ΤΟΥ ΣΑΚΧΑΡΩΔΗ ΔΙΑΒΗΤΗ ΚΑΙ ΟΙ ΚΑΡΔΙΑΓΓΕΙΑΚΕΣ ΕΠΙΠΛΟΚΕΣ
	“Ticking Clock” Hypothesis
	Slide 20
	Slide 21
	Στόχοι γλυκαιμικού ελέγχου
	Slide 23
	UKPDS: Risk Reduction in Diabetes- Related Complications (A1c)
	Aggregate or single endpoints
	Aggregate or single endpoints
	Slide 27
	Slide 28
	GLP-1 ανάλογα
	Slide 30
	Slide 31
	SGLT-2 i
	Slide 33
	Slide 34
	DAPA-HF
	Slide 38
	Slide 39
	Major Cardiorenal Outcome Trials With SGLT2 Inhibitors
	Slide 43
	Slide 44
	Slide 45
	Περιστατικό
	Slide 47
	Θεραπευτικές επιλογές
	Περιστατικό #5
	Slide 50
	Θεραπευτικές επιλογές
	Slide 52
	Slide 53
	Slide 54
	Slide 55
	Slide 56
	Συμπεράσματα
	Ευχαριστώ για την προσοχή σας

