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—— KALVIKO TTEPLOTATIKO

* O lMavteAr(g elval 57 ETWV Kal €lye Eva LIKPOATUXN A 0TNV 0lkodour] otou epydletal. Kotd tnv
ertiokePn oto TEM utoBAAAeTOL O€ €E€TACELG OTIOU SLATILOTWVETAL AUENMEVT TLUT] COKYAPOU OTA
240 mg/dL. Aev kamviCel aAAG avnouyel 1olaitepa KaBOTL exel OETIKO OLKOYEVELAKO LOTOPLKO
Stafnn amd TNV MAEUPA TNG UNTEPAG. ZUOTHVETAL ETavEEETAOT 0TO AlantoAoyiko latpeio e
ETUTIAEOV EEETAOELC.

* KAWvIkogpyaoTtnplakd evpripoTa:
— AMZ: 27 kg/m?
— All: 145/90 mmHg
— HbA1c: 8.1%
— Atmd ko podiA:
T-Chol 202 mg/dl, Trig: 165 mg/d|, HDL 30 mg/d|, LDL 139 mg/dI
— Kpeatwvivn: 0.6 mg/d|
— UACR: 75 mg/g

® O To kKAwvikd atotyeior Twv aodevawy mapovatd{ovTo TpomoTOUEVA




——  ALOYVWOTIKA KPLTYPLX CaKYapwon dtafritn

Diabetes Impaired Glucose
Should be diagnosed if ONE OR Tolerance (IGT)

MORE of the following criteria Should be diagnosed if BOTH of
are met the following criteria are met

Test

<126
O

or and and if measured s——
O >200
Two-hour plasma glucose mg/dL

>140 and <200
after 75g oral glucose load (oral
glucose tolerance test (OGTT))
or

mg/dL

(7.8 — 11.1 mmol/L)

HbA1c (equivalent to 6.5 mmol/mol)

or
O =200
mg/dL
Random plasma glucose

in the presence of symptoms
® © o International Diabetes Federation, 2021

of hyperglycaemia
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Approach to Individualization of Glycemic Targets

Patient / Disease Features

Risks potentially associated
with hypoglycemia and
other drug adverse effects

Disease duration

Life expectancy

Important comorbidities

Established vascular
complications

Patient preference

Resources and support
system

More stringent 4= AIC 7% == Less stringent

long-standing

short

few / mild severe

few / mild severe

highly motivated, excellent
self-care capabilities

preference for less
burdensome therapy

limited

readily available

American Diabetes Association Professional Practice Committee. Diabetes Care 2022;45(Suppl 1):583-96
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Kataotaoelg mov enmpeadouv tn péEtpnon g HbAc

TABLE 5. Conditions That Can Falsely Increase or Decrease A1C

Condition Possible Mechanism False Change in A1C
Age Increased insulin resistance T
Race (African American or Hispanic) Unknown T
Iron deficiency anemia Decreased RBC turnover, longer glycation T
exposure
Hemolytic anemia, sickle cell anemia, Increased RBC turnover L
or thalassemia
Anemia of chronic diseases Unknown Torl
Recent transfusion Increased RBC turnover l
Folycythemia Longer RBC life span T
Hemoglobinopathies Interference from hemoglobin variants J
Hemodialysis Shorter RBC life span J
Erythropoietin therapy Increased young RBCs/shorter RBC life span L
Metabolic acidosis/uremia Carbamylation of hemoglobin T

Leung et al. Diabetes Spectr 2018;31(3):245-53



JUYKPLTLIKY] ATIOTEAECHATIKOTNTA AVTLOLAPBNTIKWY

DPP-4 inhibitors Dapagliflozin

Dulaglutide Canagliflozin , ,
\,  Basal-bolus Insulin Meta-avaAuvon SIKkTuou

.-.‘..‘.-f
Empagliflozin :

‘ “ : Basal insulin i i
Ertuglifiozin \ Bepamnevtikwy MapepPaocewyv

s E\' a-Glucosidase , ,

| Y Inhibitors * >450 MEAETEG (~ 320.000 aoOeveiq)

W

i

0
L
LY

* 21 0l0popeTIKA avTidlafnTikd atd

4
Extended \ . Sulphonylureas
release | | KOTNVODIE
exenatide !j 4 * Subcutaneous 9 TW p G
Liraglutide GJI semaglutide
|
f(// Oral semaglutide
Lixisenatide :
Meslitinid : 4 Premixed Insulin
eglitinides Prandial insulin

Pioglitazone
Placebo

Tsapas A et al. Ann Intern Med 2020;173(4):278-86




ZUYKPLTIKT] OTTOTEAECHATIKOTNTA avTdlaBnrtikwyv: HbA1c

A. Change in Hemoglobin A,  Level in Drug-Naive Patients

Subcutaneous semaglutide ————
Liraglutide

Dulaglutide

Basal insulin

Oral semaglutide

Premixed insulin
Canagliflozin

Exenatide

Metformin
Extended-release exenatide
Pioglitazone
Sulphonylureas
Dapagliflozin
Empagliflozin

Meglitinides
a-Glucosidase inhibitors

+
.
DPP-4 inhibitors =~

| | | |
-2 -1 0 1 2

Favors treatment Favors placebo

MD (95% Cl)

-1.48 (-2.15 to -0.81)
-1.45 (-2.18 to -0.72)
-1.29 (-1.96 to -0.62)
-1.12 (-1.74 to -0.50)
-1.10 (-1.75 to -0.45)
-1.03 (-1.61 to -0.44)
-1.02 (-1.68 to —0.36)
—0.98 (-1.42 to -0.55)
-0.92 (-1.07 to -0.77)
-0.91 (-1.46 to -0.37)
-0.89 (-1.10 to -0.68)
-0.86 (-1.05 to -0.66)
-0.83 (-1.11 to -0.54)
—-0.81 (-1.18 to -0.45)
-0.77 (-1.07 to -0.47)
-0.73 (-0.92 to -0.55)
-0.60 (-0.75 to —0.46)

B. Change in Hemoglobin A,_Level in Patients Receiving
Metformin-Based Background Therapy

Subcutaneous semaglutide

Oral semaglutide
Premixed insulin
Dulaglutide
Basal-bolus insulin

Extended-release exenatide

Liraglutide

Basal insulin
Prandial insulin
Meglitinides
Canagliflozin
Pioglitazone
Exenatide
Ertugliflozin
Sulphonylureas
Empagliflozin
DPP-4 inhibitors
Dapagliflozin
a-Glucosidase inhibitors
Lixisenatide

—a—
—a
—-—
. =
-

L
[+]
-+

——
I I I I I I

-1.5 -1 -05 0 05 1 15
Favors treatment Favors placebo

Tsapas A et al. Ann Intern

MD (95% Cl)

-1.33 (-1.50 to -1.16)
-0.89 (-1.09 to -0.70)
-0.89 (-1.08 to -0.71)
-0.89 (-1.05 to -0.73)
-0.89 (-1.17 to -0.60)
-0.80 (-0.99 to -0.62)
-0.80 (-0.89 to -0.70)
-0.71 (-0.82 to —0.60)
-0.67 (-0.86 to —0.47)
-0.64 (-0.85 to -0.43)
-0.63 (-0.78 to —0.47)
-0.60 (-0.71 to -0.50)
-0.60 (-0.73 to —0.47)
-0.58 (-0.79 to -0.36)
-0.57 (-0.66 to -0.48)
-0.57 (-0.71 to -0.42)
-0.53 (-0.58 to -0.47)
-0.51 (-0.63 to —0.40)
-0.50 (-0.67 to -0.34)
-0.43 (-0.57 to -0.29)

Med 2020;173(4):278-86



JUYKPLTLIKY] ATIOTEAECHATIKOTNTA AVTLOLAPBNTIKWY

Bapog ZUOTOALKT OLPTNPLOKN TILEOT)

Semaglutide SC -3.80 (—-4.46 to —3.14) Canagliflozin -3.38 (—4.27 to —2.49)
Semaglutide PO — —2.41(-3.1310 -1.69) Empagliflozin —— -3.29 (-4.16 to —2.41)
Exenatide - -2.37 (-2.87 10 -1.87) Semaglutide PO -3.06 (-4.21 to -1.91)
Liraglutide - —2.37 (-2.7510 -1.98) Semaglutide SC —2.93 (-3.97 to -1.90)
Empaglifiozin —=— -1.92 (-2.4110 -1.43) Exenatide — -2.68 (-4.03 to —1.34)
Canagliflozin —1.83 (-2.4210 -1.23) Eryygjifiozin —— —~2.66 (~3.86 to —1.47)
Dapaglifiozin ~1.82(-2.2310 -141) | jragiutide —— —2.48 (-3.24 to -1.73)
EQI‘JS%':;ZA’; — j -gg Efgg ;g 23'233 Dapaglifiozin - _2.34 (~3.08 to —1.59)
Exenatide ER 103 (—1.68 o —0.38) Exenatide ER —— -1.76 (-2.82 t0 -0.70)

: : : ' Dulaglutide —a— -1.34 (-2.36 to —-0.31)
Dulaglutide -0.80 (-1.41 to —-0.19) Metformin . ~1.07 (~2.09 to -0.05)
Metformin - ~0.62 (~1.00 to —0.25) o ' : '
a-glucosidase inhibitors - -0.39 (-0.81 to 0.03) DPP-4inhibitors Bl ~0.73 (-1.29 t0 -0.16)
DPP-4 inhibitors - 0.26 (0.05 to 0.47) Floglitazone =0.70 (-1.7710 0.36)
Meglitinides —.— 1.72 (0.97 to 2.47) Lixisenatide -0.40 (-2.32t0 1.52)
Basal insulin - 224 (1.80to 2.68) Meglitinides ~0.11 (-2.88 to 2.66)
Prandial insulin 2.27 (1.55 to 2.98) Basalinsulin — 0.30 (-0.77 to 1.37)
Basal-bolus insulin 2.59 (1.58 to 3.60) «-glucosidase inhibitors —r 0.44 (-1.19to 2.08)
Premixed insulin 2.91 (2.26 to 3.57) Sulphonylureas 0.77 (-0.11 to 1.65)
Pioglitazone | | | | 2.97 (2.64 to 3.31) Prandial insulin | | | | 0.85 (-1.38to 3.07)

-4 -2 0 2 4 -4 -2 0 2 4

Favours treatment  Favours placebo Favours treatment  Favours placebo

® Tsapas A et al. Diabetes Obes Metab 2021;23(9):2116—24



Oéozeig oodwviog ADA/EASD 2015

Healthy eating, weight control, increased physical activity, and diabetes education

Mono- -
therapy Metformin
Efflcacy” high
Hypo risk low risk
Weight neutral / loss
Side effects Gl / lactic acidosis
ta” low.
If HbA,,_ target not achieved after ~3 months of monotherapy, proceed fo 2-drug combination {order not meant to denote
any specific pr hoice dependent on a variety of patient- and disease-specific factors):
Metformin Metformin Metformin Metformin Metformin Metformin
+ + + + + +
Dual Sulfonylurea | | Thiazolidine- DPP-4 SGLT2 GLP-1 receptorf| | Insulin (basal)
therapyf dione inhibitor inhibitor agonist
Efficacy” high " lhigh M |intermediate | | intermediate 4 Y high. . 4 l highest
Hypo risk derate risk . ||
Waeight - gain
Side effects
Costs™
Metformin Metformin Metformin
+ & +
Triple DPP-4 SGLT2 Insulin (basal)
inhibitor inhibitor -
therapy +
_su_| __su_|
or_120_] [z ]
or| seit2. || | or| DPP4i
or| GLP-1-RA orl Insulin® I orl Insulin® I
or| Insulin®
Metformln
v +
Combination
injectable Basal insulin + or| GLP-1RA
therapy'

Inzucchi et al. Diabetes Care 2015;38(1):140-9
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The NEW ENGLAND
JOURNAL o MEDICINE Guidance for Industry

Diabetes Mellitus — Evaluating
Cardiovascular Risk in New
Antidiabetic Therapies to

Effect of Rosiglitazone on the Risk of Myocardial Infarction Treat Type 2 Diabetes
and Death from Cardiovascular Causes

ESTABLISHED IN 1812 JUNE 14, 2007 WOL. 356 NO. 24

Steven E. Nissen, M.D., and Kathy Wolski, M.P.H.

U.S, Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)

December 2008
Clinical Medical

Nissen SE & Wolski K. N EnglJ Med 2007;356(24):2457-71
® ®© o U.S. Food and Drug Administration. Guidance for industry — Evaluating cardiovascular risk in new antidiabetic therapies to treat type 2 diabetes, 2008




MeA€teg Kapdlakwyv Kol Ve PIKWV EKBAcewV oTov ZAT2

ELIXA
(lixisenatide)
4P-MACE

2013 2014 2015

EMPA-REG OUTCOME
(empagliflozin)
3P-MACE

CVOTs with Other CVOTs
significant reduction

in3p.jap-MACEr | DPPAIBIOT ||

GLP-1 RA | (liraglutide)

3P-MACE

e

SUSTAIN-6
(injectable (albiglutide)§
semaglutide) 3P-MACE 4P-MACE!
3P-MACE

EXSCEL

(exenatide)
3P-MACE

2019 2020 2021

REWIND
(dulaglutide)
HARMONY OUTCOMES 3P-MACE

2016 2017 2018

AMPLITUDE-O
(efpeglenatide)

CANVAS/CANVAS-R
(canagliflozin)
3P-MACE

Davies et al. Cardiovasc Diabetol 2022;21:144



HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES); SOCIAL DETERMINANTS OF HEALTH (SDOH)

+ASCVD!

Defined differently across
CVOTs but all included
individuals with established
CVD (e.g.. MI, stroke, any
revascularization procedure).
Variably included: conditions
such as transient ischemic
attack, unstable angina,
amputation, symptomatic
or asymptomatic coronary
artery disease.

Ooelg opodwviag ADA/EASD 2022

USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

nts with Type 2 Diabetes (in addition to comprehensive CV risk management)*

+Indicators of high risk

While definitions vary, most
comprise 255 years of age
with two or more additional
risk factors (including obesity,
hypertension, smoking,
dyslipidemia, or albuminuria)

+ASCVD/Indicators of High Risk

GLP-1 RA* with proven
CVD benefit

SG6LT2i¢ with proven
CVD benefit

If HbA _above target

« For patients on a GLP-1 RA consider adding SGLT2i with

proven CVD benefit or vice versa
« TIDA

+HF

Current or prior
symptoms.
of HF with

documented

HFrEF or HFpEF

S6LT2it
with proven
HF benefit
in this
population

v

+CKD

e6FR <60 mL/min per 1.73 m? OR
albuminuria (ACR 23.0 mg/mmol
[30mgig]). These measurements
may vary over time; thus, a repeat
measure is required to document CKD.

+CKD {on maximally tolerated dose
of ACEi/ARB)

PREFERABLY

SGLT2i¢ with primary evidence of
reducing CKD progression
Use S6LTZi in people with an eGFR
>20 mL/min per 1.73 m® once initiated

should be continued until initiation
of dialysis or transplantation

______ DR [ -
GLP-1 RA with proven CVD henefit if
SGLTZi not tolerated or contraindicated

If HbA, above target, for patienls
on S6LT2i, consider incorporating a
GLP-1 RA or vice versa

If additional cardiorenal risk reduction or glycemic lowering needed

* In people with HF. CKD, established CVD or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLT2i with proven benefit should be independent of background use of metformin; A strong

recommendation is warranted for people with CVD and a weaker fati

for those with indi

of high CV risk. Moreover, a higher absolute risk reduction and thus lower numbers needed to treat
are seen at higher levels of baseline risk and should be factored into the shared decision-making process. See text for details; » Low-dose TZD may be better tolerated and similarly effective; § For SELT2i, CV/
renal outcomes trials demonstrate their efficacy in reducing the risk of compaosite MACE, CV death, all-cause mortality, MI, HHF, and renal outcomes in individuals with T2D with established/high risk of CVD;

# For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, M1, stroke, and renal endpoints in individuals with T2D with established/high risk of CYD.

Glycemic Management: Choose
approaches that provide the
efficacy to achieve goals:
Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve
and maintain treatment goals
Consider avoidance of hypoglycemia a
priority in high-risk individuals
| |
In general, higher efficacy approaches
have greater likelihood of achieving
glycemic goals
Efficacy for glucose lowering
Very High:

Dulaglutide (high dose),
Semaglutide, Tirzepatide

Insulin

Combination Oral, Combination
Injectable (GLP-1 RA/Insulin)
High:

GLP-1 RA (not listed above), Metformin,
SGLT2i, Sulfonylurea, TZD

Intermediate:
DPP-4i

l

T0 AVDID
THERAPEUTIC
INERTIA REASSESS
AND MODIFY TREATMENT
REGULARLY
13- MONTHS}

Achievement and Maintenance of
Weight Management Goals:

[ Set individualized weight management goals

General lifestyle advice: Intensive evidence-
medical nutrition based structured

therapy/eating patterns/ weight management
physical activity program

Consider medication
for weight loss

Consider metabolic
surgery

When choosing glucose-lowering therapies:

Consider regimen with high-to-very-high dual
glucose and weight efficacy

Efficacy for weight loss
Very High:
Semaglutide, Tirzepatide
High:
Dulaglutide, Liraglutide
Intermediate:
GLP-1RA (not listed above), SGLT2i

Neutral:
DPP-A4i, Metformin

) 2

 —

e

If HbA,_above target

¥

Identify barriers to goals:

= Consider DSMES referral to support self-efficacy in achievement of goals
» Consider technology (e.g., diagnostic CGM) to identify therapeutic gaps and tailor therapy
» |dentify and address SDOH that impact achievement of goals

Davies et al. Diabetes Care 2022;45(11):2753-86




AMoayn otdong Twv katevBuvtriplwy odnyLwyv otov ZAT2

ATIO TN YAUKOKEVTPLKY] OEWPN oM 6T CUVOALKT) AVTILETWTILOT] TOV
KaPOLOVEP PLKOU KLvOUVOU




HellenicScore Il

Swstolic Blood Pressure (mmHg)

| Nonsmokers | | Smokers | Age | Nonsmokers | | Smokers |

pj2 12212

12010 1 1 22
0|2 2 2 22
g0/t 1 112
ol 1111
12001 1 111

- e = .
P Y
[ Y
== s ==
- . em

FEr2 R 2
2 2 2
i [ B
- O R
SPPge

| Total cholesterol (mg/dl) |

.:1'.||D 1% D % .3!&41 .5'5-9% .11]%-1-1% lziﬁi

10-year isk of fatal cardiovascular disease by sysiolic blood pressure, botal cholesterol and smoking status

HellenicSCORE ||

10-year risk of fatal CVD

Gresce

Panagiotakos et al. Hellenic J Cardiol 2021;62(4):285-90



—— Systematic Coronary Risk
Evaluation 2-Diabetes (SCORE2-

Diabetes)

Female

A
=

Age

57 years
LBR

145 mim Hg
Diabetes

7
I

Total cholesterol

202 mgfdl &
HOL chalesterol

30 mg/dL &
HbAlC

B5 mimodfmod

113 mL/min/L.73 m*
Risk region

See Evidence for definition of risk regions.

Low
Medrte

High

Very high




>toyxol LDL avaAoya e TOV UTIOKEILEVO KOPALAYYELOKO KivOUVO

CVD RISK

VERY HIGH RISK HIGH RISK MODERATE RISK LOW RISK

- ESTABLISHED ASCVD . SEVERE RISK FACTOR . DIABETES <10 YEARS HELLENIC SCORE IT
« DIABETES WITH TARGET . ﬂi}volgmwalgm IN PATIENTS <50 <1%

ORGAN DAMAGE or >3 MAJOR RISK YEARS

RISK FACTORS Pk + DIABETES 210 YEARS
- FAMILIAL ;i“f‘;; MAJOR RISK + HELLENIC SCORE IT 21-

HYPERCHOLESTEROLEMIA W 5%

B MORSE - AUTOIMMUNE

FA RHEUMATIC DISEASE/HIV
* &D 4-5 INFECTION
* HELLENIC SCORE II 210% « HELLENIC SCORE IT »5-

<10%

LDL-C <116

| LDL-C <70 mg/dL LDL-C <100

mg/dL
PLUS ma/dL 9

| LDL-C <55 mg/dL

PLUS
LDL-C >50%

LDL-C ~50%

® Katsiki et al. Atheroscler Plus 2024;55:79-92



OepPATEVTIKOG AAYOPLOMOG AVTIETWTILONG TNG OUCALTILOALIOG

DYSLIPIDEMIA*
STATIN** (HIGH- ON LDL-C GOAL BUT
TLNELETﬁLT::;hJEE? ELEVATED TRIGLYCERIDES
NOT ON LDL-C GOAL HIGH- or HIGH-RISK) '

TRIGLYCERIDES 135-499 mg/dL IN A

Sl AM.I-L?(:L?S :HT:J::‘F::IIE ESITY L PATIENTWITH ASCVD OR DIABETES PLUS
21 MAJOR RISK FACTOR

L

l

+ EPA 4 g/day

l

TRIGLYCERIDES 200-499 mg/dL IN A
PATIENT WITH DIABETES

NOT ON LDL-C GOAL

\ 4

+ EZETIMIBE (FIXED-DOSE COMBINATION PREFERRED

&

NOT ON LDL-C GOAL

ADHERENCE TO TREATMENT

A
L
O
=
<
- -
O
(B W]
—
-
-
v
L
L
-
—.
[
=
Ll
o.
<
o
L
- -
I_

+FENOFIBRATE

*IF TRIGLYCERIDES>500 mg/dL = START IMMEDIATELY WITH FENOFIBRATE + STATIN + HIGHLY PURIFIED OMEGA-3 FATTY ACIDS
**|F LDL-C>110 mg/dL IN A PATIENT WITH ASCVD -START IMMEDIATELY WITH HIGH INTENSITY STATIN PLUS EZETIMIBE (FIXED-DOSE COMBINATION PREFERRED)

+ PCSK9i IF ASCVD or FH or STATIN INTOLERANCE AND LDL-C >THRESHOLD

® Katsiki et al. Atheroscler Plus 2024;55:79-92
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High-Intensity Statin Therapy

Moderate-Intensity Statin Therapy

Low-Intensity Statin Therapy

Daily dose lowers LDL on
average by 250%

Daily dose lowers LDL on average by
approximately 30-49%

Daily dose lowers LDL on
average by <30%

Atorvastatin 40-80 mg
Rosuvastatin 20-40 mg

Atorvastatin 10-20 mg
Rosuvastatin 5-10 mg
Simvastatin 20-40 mg
Pravastatin 40-80 mg
Lovastatin 40 mg
Fluvastatin XL 80 mg
Fluvastatin 40 mg BID

Pitavastatin 2-4 mg

Simvastatin 10 mg
Pravastatin 10-20 mg
Lovastatin 20 mg
Fluvastatin 20-40 mg




— Epwtnon

* [olog eival 0 evOedELYHEVOG OTOYOG ELWONG TNG apTnPLaKNG Ttieong (Al);

a. Agv amouteiTol OVTIUTIEPTAOLKT) aywyn — eTtaveAeyxog Al o€ 3 prjveg

b. <140/90 mmHg
c. <130/80 mmHg

d. <120/70 mmHg

® ®© © To kKAwvikd atotyeior Twv aodevawy mapovatd{ovTo TpomoTOUEVA



—— AAYOPLOOG OVILMETWTILONG XPTNPLAKIIG UTIEPTUONG

i F 3 Start with Monotherapy only in selected patients:
Prefer SPCs Stal‘f W|th Dl.lal Cﬂmblnatlﬂn ® Low risk hypertension and BP <150/95 mmHg
at any nep Therapy in most patients & or high-normal BP and very high CV risk
® or frail patients and/or advanced age

=~ ¥

Step 1 ACEi or ARB + CCB or - Diuretic?
Dual combination Increase to full-dose if well tolerated BBP
—+ up to ~ 60% controlled® Can be used
‘ as monotherapy
or at any step
Step 2 ACEi or ARB + CCB + ., Diuretic of combination
Triple combination Q‘_f) Increase to full-dose if well tolerated therapy

— up to ~ 90% controlled®

¥

Step 3 [ True resistant Hypertension® ]

Add further drugs - up to ~ 5%

4

Consider to consult hypertension
specialist in patients who are still
not controlled

® ©®© ©o Mancia et al. J Hypertens 2023;41(12):1874-2071




—— H Ppuoikn mopeia tn¢ dtaPfnrikiic vedpikng vooou

— GFR — Proteinuria
New anti diabetic agents (SGLTZ2i)

160 -

120 - Hyperfiltration

Glomerular filtration rate (ml/min)
3
Urinary protein excretion (g/24h)

d_ﬂ L
Overt proteinuria L 1
" icroalbuminuria ESKD" "
0 5 7 10 15 20 25 30
Years from diabetes onset
® ®© ©o Santoro et al. IntJ Mol Sci 2021;22(11):5425



—  A&LOAOYNOM VEDPIKNG AELTOUPYIOG

Risk of CKD progression,

Albuminuria categories
Description and range

frequency of monitoring,

A1

A2

A3

and referral to nephrology
according to GFR (G) and

Mormal or modest
increase in UACR

Microalbuminuria

Microalbuminuria

albuminuria (A)

B Low risk of progression: no other markers of kidney disease, no CKD

Increased-to-high risk of progression: caution, PM

UACR <30 mg/g UACR 30-300 mg/g UACR =300 mg/g

z |@ Normal or high >90 Screen I;,E,j; REEE;&‘:" frest
L]
S g| G2 | Midydecreased | 60-69 Screen I;,e,j; REfEES&"] froat
=
= 0
Eg Gag | Mildly to moderately | . o Treat Treat Refer and treat
E® decreased (PM) (PM) (FM)

[
e G3b Moderately to Refer and treat Refer and treat Refer and treat
E*g severely decreased 30-44 (PM) (FM) G
% § G4 Severely 15-29 Refer and treat Refer and treat Refer and treat
- decreased (FM) (FM) (FM)
'
© | g5 Kidney failure <15 '?,f,ff}r '?:,‘:f; '?lfr‘;f{

B Very high risk of progression: caution, FM based on rate of disease progression and clinical stability of the patient

KDIGO Glomerular Diseases Working Group. Kidney Int 2021;100(45):S1-276



——  YTIOAOYLOMOG NG VEPPLKNG AELTOVPYiaG KoL TNG VEPPLKNG BAAPNG

O €Aeyyog yia tnVv Xpovia Nedppikri Nooo cuvictatal va tepIAApBAVEL LETPNOT) TOL e-
GFR kattouv UACR

ﬁ Neppikr] AUGAEITOUPYIG  Mewwpévo eGFR
— eGFR <60 mL/min/1.73 m? (stage 3a-5)?

AABoupvoupia 2
— AER=30mg/24h

Nedpikri BAapn> — UACR =2 30 mg/g [z 3 mg/mmol]

H didyvwon g Xpoviag Nedpiknig Nocou amartei SU0 mabBoAoyIKEG LETPIOELG UE
MECOSLACTN O TOUAAYLOTOV 3 MNVWV



- -
Lipid management Additional
risk factor
control
Glycemic Blood
control pressure control
: @
GLP-1 RA Antiplatelet therapies ns-MRA
(T2D) (ASCVD) (T2D)
Metformin SGLT2 inhibitor RAS blockade
(T2D) (T2D) [HTN)
o
) Wi
At %
& OV \
Exercise Smoking cessation

Diet
Diabetes with CKD

—— 00nyieg ADA/KDIGO yia atopa pe ZAT2 Kat Ypovia VEPPLKY] VOGO

Regular

risk factor
reassessment
(every 3-6
months)

Additional

drugs with

heart and

kidney

protection

First-line
drug

therapy

Lifestyle
and self-
management

Statin

KDIGO Diabetes Work Group. Kidney Int 2022;102(S1):S1-127



MUAWVEG avTLHETWTILONG SLaBNTIKNG VEP PLKTIG VOGOU

Risk factors

management:
Plasma glucose
Blood pressure
Weight control
Smoking cessation
Lipid control
Physical activity
Protein restriction

ACEi/ARBs

Captopril 14
IDNT 15
RENAAL ¢

SGLT2i

CREDENCE ©
DAPA-CKD ?
SCORED 7
EMPA-KIDNEY

FIDELIO-DKD '3
FIGARO-DKD =7

FLOW

next?

GLP-1 RAs




— [1pookaLpn AeLTOVPYIKY) EKTITWOTN eGFR petd TNV Evapén Bepameiag

== Canagliflozin =i- Placebo

Baseline (mL/min/1.73 m?) 56.4 56.0
0
-2
geE -
A2 S 37
S 87 ~1.85/year
EE 0=
S o 15| Acute eGFR slope (3 weeks)
E = i Difference: -3.17 (95% Cl —3.87, -2.47)
L i —
A _1g- Chronic eGFR slope
~  _4g< Difference: 2.74/year (95% Cl 2.37,3.11)
-20 T T | I | I | |
0 3 6 12 18 24 30 36 42
Months since randomization
No. of participants
Placebo 2178 2084 1985 1882 1720 1536 1006 683 210
Canagliflozin 2179 2074 2005 1919 1782 1648 1116 652 241
® ®© ©o Perkovic et al. N EnglJ Med 2019;380(24):2295-306



>TENTWTLKY) VOGOG TOL NNATOG OYETL{OEVY) LE LETAPBOAIKN
duoAettoupyia (MASLD)

Pathogenesis of Metabolic Dysfunction-Associated Liver Disease

Risk Factors for MASLD/MASH
Lifestyle Factors Altered Microbiome Genetic Factors
(Sedentary Behavior, Low (Increased firmicutes, ZEIEHL TaLlois
Physical Activity, High Fat decreased diversity, increased (PNPLA3, Thélf’?t': 2, ';SDWB-' 3
High Sugar Diet) lipopolysaccharides) HNCARes
N~ >

Normal Liver MASLD MASH MASH with Fibrosis

Cirrhosis
( Molecular Mechanisms for Progression from Steatosis to Cirrhosis )
Insulin Resistant Adipose Tissue Mitochondrial ER Stress
{ Adiponectin dysfunction * C-reactive protein

T Lipolysis— T FFA flux to liver
T Pro-inflammatory cytokines T
1 Pro-phagocytic macrophages Activation

Inflammatory Pathway TROS
TTNF-a

-~
.




Alayvwon MASLD

Type 2 diabetes

or
obesity + 21 cardiometabolic risk factor(s)
or
persistently elevated liver enzymes
Ve II FIB-4* ~
<1.3 1.3-2.67 ) >2.67
VCTE
or alternative test***
v I A I
<8.0 kPa 28.0 kPa
Intensified management (
of comorbidifies™ Hepatology referral ]
re-assess FIB-4 « Diagnostic work-up and management plan for
at <1 year liver-related outcomes
» Intensified management of comorbidities (in a
Re-assess FIB-4 FIB-4 FIB-4 y multidisciplinary team)
every 1-3 years <1.3 21.3

* FIB-4 thresholds valid for age <65 years (for age >65 years: lower FIB-4 cut-off is 2.0)
** e.g. lifestyle intervention, treatment of comorbidities (e.g. GLP1RA), bariatric procedures
*** e.g. MRE, SWE, ELF, with adapted thresholds

®and ® are options, depending on medical history, clinical context and local resources

® J Hepatol 2024;81(3):492-42




— KoatevBuvinpleg odnyiec EASL-EASD-EASP ywx t MASLD

MASLD/
MASH
without cirrhosis
(FO-F3)

MASLD/
MASH with
compensated
cirrhosis (F4)

MASH-targeted

Preferred pharmacological options for treating comorbidities

If locally approved:
resmetirom
in F2/F3 fibrosis

Check indication for
liver transplantation
in case of
decompensation or
HCC

T2D Dyslipidaemia Obesity
GLP1RA
(e.g. semaglutide,
liraglutide, dulaglutide) GLP1RA .
and coagonists (e:g. semaglunde,
(e.g. tirzepatide) liraglutide) and
coagonists
SGLT2 inhibitors (e.g. tirzepatide)
(e.g. empagliflozin, Statins

dapagliflozin)
Metformin*

Insulin
(in case of
decompensated
cirrhosis)

Bariatric
interventions
(special caution in
case of compensated
cirrhosis)

*if glomerular filtration rate >30 mi/min

J Hepatol 2024;81(3):492-42



—  AyWwVLOTEG UTIOO0YEWV THR-B oTo rimap:
N neA€t MAESTRO-NASH yiwa tn peGUETIPOM

@ Resmetirom . Placebo M Resmetirom, 80 mg M Resmetirom, 100 mg

o (N=318) (N=316) (N=321)
Cry-L0 100
o Hepatocyte |
s 2 80+
@ Selective S
binding to w0
thyroid horm 3_- 60 -
o
o S0+
s 50 P<0.001 P<0.001 P<0.001  P<0.001
€ Upregulation A\ > (. £ 40 s
mitochond /& gy " U 30+ 25.9 24.2 25.9
biogenesis | G F ¥ ) & 20— 14:2
and B-oxidatior ' /' ails : 10 9.7
Reduced hepatic
@) Mitochondira 0

triglyceride accumulan
and improved NASH Resolution with No Fibrosis Improvement by >1 Stage

cholesterol metabolism Worsening of Fibrosis with No Worsening of NAFLD
Activity Score

® ®© ©o Harrison et al. N Engl J Med 2024;390(6):497-509



MOAUTIP ALY OVTIKT] AVTLLETWTILOT) KAPILAYYELAKOU KLVOUVOUL:
n HeAEN STENO

40+ B Intensive therapy M Conventional therapy
35

30-

MNo. of Cardiovascular Events

Death  Stroke Myocardial CABG PCI  Revascu- Amputa-

from Infarction larization  tion
Cardio-
vascular
Causes
@ Gaede et al. N Engl J Med 2008;358(6):580-91



Awapntoroyiko Kévtpo — Movada Tekunplwuévng latpikig & KAwvikng Epguvag
B’ MaBoAoywkn KAwvikn, ApltototéAdelo Mavemiotruio O£66aA0VIKNG

FeLErn

'l
=°._. w?/‘cebm@auth.gr U @cebm_auth

= 4

www.cebm.gr




	Διαφάνεια 1: ΠΜΣ «Καρδιομεταβολική Ιατρική»  Επιλογή θεραπείας στην Καρδιομεταβολική Νόσο  Άρης Ι. Λιάκος, MD MSc PhD Επίκ. Καθηγητής Παθολογίας ΑΠΘ 
	Διαφάνεια 2: Κλινικό περιστατικό
	Διαφάνεια 3: Διαγνωστικά κριτήρια σακχαρώδη διαβήτη
	Διαφάνεια 4: Εξατομίκευση θεραπευτικών στόχων
	Διαφάνεια 5: Καταστάσεις που επηρεάζουν τη μέτρηση της HbA1c
	Διαφάνεια 6: Συγκριτική αποτελεσματικότητα αντιδιαβητικών
	Διαφάνεια 7: Συγκριτική αποτελεσματικότητα αντιδιαβητικών: HbA1c
	Διαφάνεια 8: Συγκριτική αποτελεσματικότητα αντιδιαβητικών
	Διαφάνεια 9: Θέσεις ομοφωνίας ADA/EASD 2015
	Διαφάνεια 10: Η απόσυρση της ροσιγλιταζόνης
	Διαφάνεια 11: Μελέτες καρδιακών και νεφρικών εκβάσεων στον ΣΔτ2
	Διαφάνεια 12: Θέσεις ομοφωνίας ADA/EASD 2022
	Διαφάνεια 13: Από τη γλυκοκεντρική θεώρηση στη συνολική αντιμετώπιση του καρδιονεφρικού κινδύνου
	Διαφάνεια 14: HellenicScore II
	Διαφάνεια 15: Systematic Coronary Risk Evaluation 2-Diabetes (SCORE2-Diabetes)
	Διαφάνεια 16: Στόχοι LDL ανάλογα με τον υποκείμενο καρδιαγγειακό κίνδυνο
	Διαφάνεια 17: Θεραπευτικός αλγόριθμος αντιμετώπισης της δυσλιπιδαιμίας
	Διαφάνεια 18: Ταξινόμηση στατινών
	Διαφάνεια 19: Ερώτηση
	Διαφάνεια 20: Αλγόριθμος αντιμετώπισης αρτηριακής υπέρτασης
	Διαφάνεια 21: H φυσική πορεία της διαβητικής νεφρικής νόσου
	Διαφάνεια 22: Αξιολόγηση νεφρικής λειτουργίας
	Διαφάνεια 23: Υπολογισμός της νεφρικής λειτουργίας και της νεφρικής βλάβης
	Διαφάνεια 24: Οδηγίες ADA/KDIGO για άτομα με ΣΔτ2 και χρόνια νεφρική νόσο
	Διαφάνεια 25: Πυλώνες αντιμετώπισης διαβητικής νεφρικής νόσου
	Διαφάνεια 26: Πρόσκαιρη λειτουργική έκπτωση eGFR μετά την έναρξη θεραπείας
	Διαφάνεια 27: Στεατωτική νόσος του ήπατος σχετιζόμενη με μεταβολική δυσλειτουργία (MASLD)
	Διαφάνεια 28
	Διαφάνεια 29: Κατευθυντήριες οδηγίες EASL-EASD-EASP για τη MASLD
	Διαφάνεια 30
	Διαφάνεια 31: Πολυπαραγοντική αντιμετώπιση καρδιαγγειακού κινδύνου:  η μελέτη STENO
	Διαφάνεια 32

