OCAPMAKEYTIKH ©OEPATIIEIA
2 AKXAPQAH AIABHTH TYTIOY 2

Ta&lapxovAa MaAaivov

EkToeTNG poitnTPIa latpikng oxoAng EKMNA

YmrevbOvvog kadnyntng: Avaortaociog KoAAiag, kadnyntng
maOoloyiag EKMA




AOCOEVOKEVTPIKI TTPOCEYYION
> Yuvvoonpotnteg (ALKN, KA, XNN)
> KAIVIKG XOpAKTNEIOTIKG (NAIKia, XB, HbACT)

> AVETTIBOUNTEC EVEQVYEIEC, KOOTOG KAl ATTOTEAECUATIKOTNTA TG BEpaTTeiac o€
KQBe aoBevn

O¢pareia mMPWTNGS YPAHMNS:

AAAayn Tpomou {wng (Aiaita, Aoknon, Ekmaidsvon) + Mergpoppivn




AvTiISiaPnTikKa ¢papuaAKa




Metformin

Mitochondrion

Complex |

Binding to
P-site

1) Aiyouavidia — MeT@oppivn

[TAEOVEKTNUATA:

*  YWNAN QTTOTEAECUATIKOTNTA

«  MaKEOXPOVN EUTTEIRIC

¢ XauNAO KOOTOC

¢ Mewon TV KAPSIayyEeIaKwyV
eTeIcobicdv kKal BavaTwy

AVETTIOVUNTEC EVEQVEIEC:

f Pyruvate kinase ATP + CAMP levels
t PFKL activity + ATP production
| Y
t PFKL activity + PKA activity
+ FBP1 activity
t AMPK activation
|
{ / [ Y Y Y
Improved | | Improved | | Reduced I3PR| |CREB-1/PGC-1a PFK/FBPase 1
insulin glucose fatty
receptor || transport acid L
function synthesis
| ] Ca*
Y l PEPCK
S e and G6Pase Glycolytic Gluconeogenir
Improved insulin sensitivity CRTC2 expression pathways  pathways

\\ Pernicova I. et.al. Nat Rev Endocrinol. 2014;10(3):143-56

— TEX SlaTOPAXES
- | ammoppopnon B12



2) EKKpITaywya IvoouAivng:
i) ZOU)\([)OVU)\OUpI’EiQ (YAIBevkAapidn, YAIKAadidn, YAIUETTIPION)
ii) MEY)\ITIVIBEZQ (petTayAividn, varteyAividn)

@
(140 kba)
Sulfonylurea R : : -
v OnyPL';;e';nsecep'or 4 Taxela ETTITEUgr] ELYALKAIUIAG
[100TOXN: - LTTOYALKAIUIC
Coz"/CalnjduIin.\\a - ToWHATIKOL BAPOLG
Dependent Kinase ; ATP-Dependent = ﬂEP|Op|O_IJ£V'r]
Vv A K* Channel (BIR) S1apkela Spaong

|
'&\

Voltage-Dependent
Ca“** Channel

Kramer W. et.al. Horm Metab Res. 1996;28(9):464-8




Adipose  <«—S-pioglitazone ------»> © Hepatic
PPARy / MPC

y ; R-pioglitazone == . . .. ...
activation Piogl inhibition
<o MSDC-0602K =——>

4 4

Improved adipose IR Reduced de novo lipogenesis
Increased adipose Increased fatty acid oxidation
adiponectin secretion Reduced TCA cycle influx
Weight gain Reduced liver fat

Fluid retention Improved IR

FIG. 1

krhp dnal ralec of ninclitazane: PPARv artivation and MPC madulation

3) rllOV)\IT(]C(’)Vf]Z £UQI0ONTOTTOINTAC IVOOUAIVNG — QYWVIOTAS
gEvepPyoOTTOINMEVOU UTTOOOXEA TTOAAATTAQCIaOOU utrepoceicwuaros (PPAR)

[TAEOVEKTNUQATA:

¢  MeyOAN ATTOTEAECUATIKOTNTA,
ue SIAPKEIT

AVETTIOVUNTEC EVEQVEIEC:

\ Yuan L. Hepatol Commun. 2022;6(11):3003-3005

- Qibénua
— Kapbiakn avermapkela
— Kivbuvog katayuaTtwyv



4) MignTIKA IVKPETIVWV

douAayAourTidn)

Release of Incretin, a gut hormone )

{ J

Glucose dependent
Insulinotropic

Glucagon like Peptide
PANCREAS | <—— —1(GLP-1)

a) GLP-1RAs Bpaxeiag kal yakpag dpaaong (Aipayhoutidn, e€svarion,

B) DPP-4 avaoToA&ic (arrayAimrtivn, AivayAimrtivn, ahoyAiTTTivn)

[MTAEOVEKTNLIATA:

i 1 [orr =] ]

f In release of *ln release of
Insulin from B - glucagon from a —
cells of Pancreas cells of Pancreas

U. d

polypeptide (GIP)
fln Glucose Uptake I *ln Glucose production

DPP -1V
Inhibitors

" Blood Glucose —> Reduction in HbA1C

Inactive GLP-1

« | kapdiayyeiakoL KIVELVOUL

MEIOVEKTNUATA:

‘ \ Padhi S. Biomed Pharmacother. 2020;131:110708

— GLP-1RAs: TEX Siatapaxeg
— AvaOoTOAeic DPP-4:
SEPUATIKES EKONAWTEIC



et
vasoconstriction

Mormal Ea

Reduced
imflarmmation

L Intraglomerular Increased VEGF/NO

pressure
Renal capillary injury
and fibrosis attenuation

“~ intrarenal RAS
actiwvity {non
classical-pathways})

| ]

Macula
Dmsa

I “T~ MNa* delivered I
\/
il i et i

TZDM patients treated Glucose
with SGLTZ imhibitors excration

L Glucose/Na*
reabsorption

TEF restoration

Puglisi S. Front Endocrinol (Lausanne). 2021;12:738848

5) AV(]O'TO)\EZI'Q SGLT2 (kavayAipAodivn, eptrayAipAodivn)

[TAEOVEKTNUATA:

. |IB
« | KapSIayYEIQKWY ETTEICOSIWV
« | voonAegiag yia KA

o | €€ENENG VEPPIKNS VOO OL

MEIOVEKTNUATA:

— AOIJWEEIC OLPOTIOIOYEVVNTIKOL
| avTiOTTeEPYALKAIPIKAG
ATTOTEAECUATIKOTNTAC UE TN
ueicoon Tov eGFR



GLP-1RAs SGLT2 inhibitors

A Composite cardiovascular outcome 204
18 4 —— Placebo g Placebo
" —— Dulaglutide -é 154
= . & Hazard ratio, 0.86 (95.02% ClI, 0.74-0.99) |
:\:: 12 - -g 5 P=0.04 for superiority Empaglifiozin
g 9 2
2 i
E 67 5
e |
L
gl e 0-8%(95% oot 0 T T T T T T T 1
0 st 0 6 12 18 24 30 3% 4 4
T T T T T !
0 1 2 3 4 5 6 Month

Number at risk

Placebo 4952 4791 4625 4437 4275 3575 742  No-atRik

: Empaglifiozin 4687 4580 4455 4328 3851 2821 2359 1534 370
Dulaglutide 4949 4815 4670 4521 4369 3686 741 Placebo 2333 2256 2194 2112 1875 1380 1161 741 166

Gerstein HC et al. Lancet2019:394:121-130 Zinman B et al. N Engl J Med 2015;373:211/-28
REWIND EMPEROR



KivLvOoC ACPAAEIO-
LTTOYALKAIUIAG A.E.

Koitnpla

HrTaTikn
AVETTAPKEID

Nacpler"] Emiépaon oto
AEITOLPYIA OWUATIKO PAPOGC




YTOXOI YAUKQIUIKOU EAEYXOL

» HbA1c<7%

» H peicoon TS HobATc TTOAD KOTW ToL 7% &€ paiveral va
LEIVEI ONUAVTIKA TOV KIVOLVO HIKOOAYYEIOTTABEIAC.

» EfaTouikevLon

Melmer A. Endocr Dev. 2016;31:1-27




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

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

Goal: Cardiorenal Risk Reduction in High-Risk Patients with Type 2 Diabetes (in addition to comprehensive CV risk management)*

+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.

+Indicators of high risk

While definitions vary, most
comprise =55 years of age
with two or more additional
risk factors (including obesity,
hypertension, smoking,
dyslipidemia, or albuminuria)

+ASCYD/Indicators of High Risk

GLP-1 RA* with proven
CVD benefit

SGLT2i® with proven
CVD benefit

If ATC 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

+CKD
eGFR <60 mL/min per 1.73 m* OR
albuminuria (ACR 3.0 mg/mmol

[30 mgfg]). These measurements
may vary over time; thus, a repeat

Goal: Achievement and Maintenance of Glycemic and Weight Management Goals

HFrEF or HFpEF

measure is required to document CKD.

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

SELT2if PREFERABLY
with proven SGLT2i* with primary evidence of
HF benefit reducing CKD progression
in this Use S6LT2i in people with an eGFR
population =20 mL/min per 1.73 m?; once initiated
should be continued until initiation
of dialysis or transplantation
______ uR e

GLP-1 RA with proven CVD benefit if
SGLT2i not tolerated or contraindicated

If A1C above target, for patients on
SGLT2i, consider incorporating a
GLP-1 RA or vice versa

uha A. et al. Diabetes Care 2023;46:5140-S157 (ADA)

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

Achievement and Maintenance of

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,
SGLTZi, Sulfonylurea, TZD

Intermediate:
DPP-ki

Weight Management Goals:
Set individualized weight management goals
General lifestyle advice: Intensive evidence-
medical nutrition based structured
therapyleating patterns/ weight management
physical activity program
Consider medication Consider metabolic
for weight loss 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-4i, Metformin




Evratikotroinon Beparreiac — Evaptn IVOOLAIVNC

Av HbATc>oT1OX0

Baoikn
IVOOULAIV

Av HbATc>oT10X%0,
TAPA TNV TITAOTTOING
IVOOLAIV
‘ Av HOATc>0T1OX0

/\
Emmpoo0erec 500¢IC Eroiua peiypara
YELHATIKAS IVOOLAIVNG IVOOLAIVNG

Av ox1 GLP-TRA,
mpoooBeTovue GLP-TRA

(GLP-1RA+Bacikn IvoouLAivn)

Davies MJ betologia. 2022;65(12):1925-1966



Xopnynon IVOOLAIVNC

= AvaykalioTNTA N eKmaidevon TV acBevy OTNY ALTOdIAXEiPIoN

®» ‘EAeyXOC TNG YALKOCNC VNOTEIAC UTTOPEI VA ETITELXOE UE:
v/ avBpw1ivn NPH IvOOLAIVN — XOUNAOTEQO KOOTOG, VUXTEQIVEG DTTOYALKAIUIES N

v\ EVA JAKPAG §pA0NG avAAOYO IVOOLAIVNG — LYNAOTEQO KOOTOG, AIYOTEQES VUXTEQIVEG
LTTOYALKAIUIEG.

®» AOCEIC Ye BAon: - TO oUATIKO Papog (0.1-0.2 units/kg/day)
- TOV BABUO TNG LTTELYALKAIUIAC

— E€aTouikevuevn TITAOTTOINCN




XOPAKTNEIOTIKAO OKELAOCUATWV
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MEAANOVTIKEC TTPOOTITIKEC

O Insulin icodec: avaloyo PACIKNC IVOOLAIVNG WE TTapaTeTauevn dpaon (cvuvéeon
ue aAPBoopivn), Svvatn N eBSouadiaia LTTOSOPIA EyxLON

O Néa cuoTHUATA XOPNYNONG TV PAPUAK®V: VOVOOKELACUATA:

AEITOLPYOLV O€ POPIAKO ETTITTESO YIA VA TTOOAYOLY TNV KLTTAPIKA TTEOCANWN TOL
PAPHAKOL (|60TOAOYIa, AIYOTEQES TTAPEVEQYEIEC, EAEYXOUEVN ATTEAELOEOLWON TOL
PAPPAKOL, OTOXELHEVN ATTOTEAECUATIKOTNTA).

= DAIVOTLTTIIKA KAI YOVOTLTTIKA XAPAKTNEIOTIKA Ba KaBopilovyv Tn Bepartreia
KATAAANAN YIa KOBE aocBevn,.

Nauck MA Lancet Diabetes Endocrinol. 2021 ;9(8):525-544




+[ND (on maximally lolerated dose of ACEI/ARE)

SELTZi with primary evidence of reducing CKID progression

Uss SELTZi in pacale with as e&FR = 20 mlimin per 1.73 m: once initiated sheuld ba
cantinged until isitation of dalysis or trarsplantation

____________ u -

GLP-1 RA with proven CVD benefit @ S6LTH not tolerabed or contraindicated

W sdditional cardiorenal risk redwction or glycsemic conbrol

+ASCWDiIndicaters of High Risk

YovouylidovTac...

HOLISTIC PERSON-CENTRED APPROACH TO T2DM MANAGEMENT

SGLT2I with proven HF
benefit in this population

Language maltlers

Diabeles strectured

sducation and supgart

Ensure strategies are in place to detect and
optimise management of OV risk factors' including

LW risk facior screening and surveillance

GOALS OF CARE

= Prevest camplications
= [Oplimi=e gealily of life

Glycaemic Management: Choose
approaches that provide the efficacy
to achieve goals:

Metformin DR Agent(s) including
COMBINATION thesapy that provide
adeguabe EFFICACY to achieve and
maintain treatment goals
Consader avoidance of bypoglycaamia a
priority in high-risk individaals

PRINCIPLES DF CARE

Achisvement and Maintenancs of
‘Weight Management Goals:

[ Set individualised wesght management gaals |

hﬂm:ﬁh: Inlensive evidence-

based strecthured

weght maragemenl

pogrRmme
Consider medication Carsider metabolic
Tor waight loss SRy
When choosing glecose-lewering therapies:
Corsider regimen with high-to-very-high dual
glucose and weight efficacy




YAC ELXAPIOTW TTOAL YIA TNV
TooooXN oAc!
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