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Moznosti leCcby DM 2. typu

Zmena zivotniho stylu - redukéni dieta, fyzickd aktivita, zdkaz koureni

Ovlivneéeni inzulinové sekrece

Ovlivnéni inzulinové rezistence Derivaty sulfonylurey Predtim Potom
Metformin Gliptiny (DPP-4 inhibitory)
Pioglitazon " GLP-1 agonisté

Nahrada inzulinoveho deficitu  zyygeni glykosurie

— Lécba bazalnim inzulinem GIifIOZiny (SGLT-Z
— Fixni kombinace inzulin/GLP-1

inhibitory)
— Lécba premixovanym
inzulinem
_ Intenzifikovana inzulinoterapie INvazivni lecba e e
iatrick A - - Za dva tydny,
Bariatricka chirurgie ztratil Pepa dva tydny

Endoskopicka lécba -



Klasicka vs. nova antidiabetika

Klasicka antidiabetika

« Metformin

* Pioglitazon

* Inhibitory a-glukosidazy
Glinidy
Derivaty sulfonylurey

Lidské inzuliny
* Inzulinovh analoga 1.
generace

Nezadouci ucinky

- Zvyseni hmotnosti
- Hypoglykémie

Nova antidiabetika

DPP-4 inhibitory (gliptiny)
Agonisté GLP-1
receptoru

SGLT-2 inhibitory
Nova inZLll’nové analoga

Uéinky nad ramec
antidiabetickych:

ITK, {hmotnosti
Kardioprotektivita
nefroprotektivita




Komplexni pristup zaméreny na pacienta

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

SGLT2i with proven HF
benefit in this population

PREFERABLY
SGLT2i with primary evidence of reducing CKD progression

Use SGLT2i in people with an eGFR = 20 mUmin per 1.73 m?; once initiated should be
continued until initiation of dialysis or transplantation

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

If additional cardiorenal risk reduction or glycaemic control
needed consider combination SGLT2/GLP-1 RA

Consider local Complication
healthcare surveillance
setting and and

Shared decision e screening Health behaviour
making modification

+ASCVD/Indicators of High Risk

GLP-1 RA with
proven CVD benefit

SG6LT2i with proven
CVD benefit

Monitoring and

Language matters . ?
ongoing review

If additional cardiorenal risk reduction or glycaemic
control needed consider combination SGLT2/GLP-1 RA

Glycaemic 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 hypoglycaemia a
priority in high-risk individuals

PRINCIPLES OF CARE

Diabetes structured
education and support

Reducing risk of
GOALS OF CARE hypoglycaemia

«+ Prevent complications
« Optimise quality of life

Ensure strategies are in place to defect and

optimise management of CV risk factors' including Effectivepra st

Psychosocial isation of
. . . factors organisation o
CVrisk factor screening and surveillance ac -

Lo Consider

i f Avoid underlying
BP lowering ﬁt:;nlltlln]ants therapeutic phsiolout
inertia
Lipid lowering
Antithrombotic agents
Smoking cessation

4

Achievement and Maintenance of
Weight Management Goals:

[ Set individualised weight management goals ]

General lifestyle advice: Intensive evidence-
medical nutrition based structured
therapy/eating patterns/ weight management
physical activity programme
Consider medication Consider metabolic
for weight loss surgery

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

When choosing glucose-lowering therapies:

Davies MJ, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NM, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB

Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia 2022; https://doi.org/10.1007/s00125-022-05787-2.

1 = American Diabetes Assaciation Professional
Practice Committee. 10. Cardiovascular Disease
and Risk Management: Standards of Medical
Care in Diabetes-2022. Diabetes Care. 2022 Jan
1;45(Suppl 1):5144-74.

ACEi, Angiotensin-Converting Enzyme Inhibitor;
ARB, Angiotensin Receptor Blockers; ASCVD,
Atherosclerotic Cardiovascular Disease; BP,
Blood Pressure; CKD, Chronic Kidney Disease;
CV, Cardiovascular; eGFR, Estimated Glomerular
Filtration Rate; GLP-1 RA, Glucagon-Like
Peptide-1 Receptor Agonist; HF, Heart Failure;
SGLT2i, Sodium-Glucose Cotransporter-2
Inhibitor; T2D, Type 2 Diabetes.



Farmakologicka léeCba DM 2. typu

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

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

+ASCYD?

+Indicators of high risk

+HF

+CKD

Goal: Achievement and Maintenance of Glycaemic and Weight Management Goals

TO AVOID
THERAPEUTIC
ERTIA REASSESS AND
MODIFY TREATMENT

(3-6 MONTHS)

Glycaemic Management: Choose

Achievement and Maintenance of

Defined differently across While definitions vary, most Current or prior eGFR < 40 mUmin per 1.73 m? OR approaches that provide the Weight Management Goals:
. F\fI]Ts but .all includ.ed cl.Jmprise 255 yearsn.Jf. age sympiol.ns albuminuria (ACR 2 3.0 mg/mmol efficacy to achieve goals: [ Set individualised weight management goals ]
individuals with established .vnth two ur.mure .addltmn?l of HF with (30mglg)). The.se measurements Metformin OR Agent(s) including

oD (e.q. M!, stroke, any risk factors (||.1|:lud|ng c!heslly, documented may vary nver.hme: thus, a repeat COMBINATION therapy that provide . . T

revascularisation procedure). hypertension, smoking HFrEF or HFpEF measure is required to document CKD. adequate EFFICACY fo achieve General lifestyle advice: Intensive evidence-
Variably included: conditions dyslipidaemia or albuminuria) and maintain treatmant goals medical nutrition h_ased structured
such as transient ischaemic ) ) ) therapy/eating patterns/ weight management

attack, unstable angina, Consider avoidance of hypoglycaemia a physical activity programme

amputation, symptomatic
or asymptomatic coronary
artery disease.

+ASCVD/Indicators of High Risk

SGLT2i8
with proven
HF benefit
in this

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

PREFERABLY

SGLT2i® with primary evidence of
reducing CKD progression

Use SGLT2i in people with an eGFR >

priority in high-risk individuals

Consider medication

In general, higher efficacy approaches
have greater likelihood of achieving
glycaemic goals

Efficacy for glucose lowering

Consider metabolic
for weight loss surgery

When choosing glucose-lowering therapies:
Consider regimen with high-to-very-high dual

population 20 mU/min per 1.73 m? once initiated Very High: glucose and weight efficacy
GLP-1 RA* with proven SGLT2i® with proven should be continued until initiation Dulaglutide (high dose),
CVD benefit CVD benefit of dialysis or transplantation Semaglutide, Tirzepatide |
______ OR-—----- Insulin Efficacy for weight loss
GLP-1 RA with proven CVD benefit if - - s
S6LT2i not tolerated traindicated Combination Oral, Combination Very High:
Inot toerated or contraindicate Injectable (6LP-1 RA/Insulin) Semaglutide, Tirzepatide
If HbA, above target )
- < High: High:
If HbA,, above target, for patients GLP-1 RA (not listed above), Metformin, Dulaglutide, Liraglutide
. . . . on SGLT2i, consider incorporating a S6LT2i, Sulfonylurea, TZD Intermediate:
« For patientson a PLP-1.RA consider adding SG6LT2i with GLP-1 RA or vice versa Intermediate: GLP-1RA (not listed above), SGLT2i
proven CVD benefit or vice versa DPP-Gi .
. TIDA Neutral:
I DPP-4i, Metformin
[ If additional cardiorenal risk reduction or glycaemic lowering needed } -[ If HbA, above target ]
ACEi, Angiotensin-Converting Enzyme Inhibitor; ACR, Albumin/Creatinine Ratio; ARB, Angiotensin Receptor Blocker; ASCVD, Atherosclerotic Cardiovascular Disease; CGM, Continuous Glucose Monitoring; CKD, Chronic Kidney Disease; TV, Cardiovascular; CVD, Cardiovascular Disease; ¢
CVOT, Cardiovascular Outcomes Trial; DPP-4i, Dipeptidyl Peptidase-4 Inhibitor; eGFR, Estimated Glomerular Filtration Rate; GLP-1 RA, Blucagon-Like Peptide- 1 Receptor Agonist; HF, Heart Failure; HFpEF, Heart Failure with preserved Ejection Fraction; HFrEF, Heart Failure with

reduced Ejection Fraction; HHF, Hospitalisation for Heart Failure; MACE, Major Adverse Cardiovascular Events; M|, Myocardial Infarction; SDOH, Social Determinants of Health; SGLT2i, Sodium-Glucose Cotransparter-2 Inhibitor; T2D, Type 2 Diabetes; TZD, Thiazolidinedione.

*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;t A strong recommendation is warranted for people with CVD

and a weaker recommendation for those with indicators 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 SGLT2i, CV/renal outcomes trials demonstrate their efficacy in reducing the risk of composite 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, MI, stroke and renal endpoints in individuals with T2D with established/high risk of CVD.

Identify barriers to goals:

+ Consider DSMES referral to support self-efficacy in achievement of goals

« Consider technology (e.g. diagnostic C6M) to identify therapeutic gaps and tailor therapy
+ Identify and address SDOH that impact on achievement of goals

Davies MJ, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NM, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB
Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia 2022; https://doi.org/10.1007/s00125-022-05787-2.



Metformin uz neni jednoznacnym lekem prvni

volby,

ralestejné by jeimétivsichnimit. (vyuzivati XR: 2 : .

accgptable, depengding on comorbidities, patient-centered treatment factors, and glycemic and comorbidity management needs.”

PHARMACOLOGIC TREATMENT OF HYPERGLYCEMIA IN ADULTS WITH TYPE 2 DIABETES

FIRST-LINE THERAFPY depends on comorbidities, patient-centered treatment factors, including cost and access considerations, and L=
management needs and generally includes metformin and comprehensive Hestyle modification® <
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Figure 9.3 —Pharmacologic treatment of hyperglycemia in adults with type 2 diabetes. 2022 ADA Professional Practice Commiittee (PPC) adaptation of Davies et al. (43) and Buse et al. (44). For appropri
ate context, see Fig. 4.1. The 2022 ADA PPC adaptation emphasizes incorporation of therapy rather than sequential add-on, which may require adjustment of current therapies. Therapeutic regimen
should be tadored to comorbidities, patient<centered treatment factors, and management needs. ASCVD, atherosclerotic cardiovascular disease; CXD, chronic kidney disease; CVD, cardiovascular dis-
ease; VO, cardiovascular outcomes trials; DPP-&, dipeptidy| peptidase 4 inhibitor; eGFR, estimated glomerular filtration rate; GLP-1 RA, glucagondike peptide 1 receptor agonist; HF, heart failure;
SGLT2i sodium—glucose cotransporter 2 inhibitor; SU, sulfonylurea; T2D, type 2 diabetes: TZD, thiazolidinedione

Glucose-lowering
Medication in
Type 2 Diabetes:
2021 ADA
Professional
Practice
Committee (PPC)
adaptation of
Davies et al. and
Buse et al.

Pharmacologic
Approaches to
Glycemic
Management:
Standards of Medical
Care in Diabetes -
2022. Diabetes Care
2022;45(Suppl.
1):S125-S143
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Connected for Life



Ovlivnéni inzulinové rezistence antidiabetiky

Snizeni hyperglykémie vede ke zlepseni ucinku inzulinu.

* VVyrazné snizeni — metformin XR, pioglitazon

* Mirné snizeni (v pripadé poklesu hmotnosti) GLP-1 agonisté
* Neutralni vliv (derivaty sulfonylurey, inzulin, glinidy, akarbodza)

* Neutralni vliv (ev. mirné zvyseni jaterni IR) - SGLT-2 inhibitory

Antonino Di Pino, MD and Ralph A. DeFronzo, MD

American
Dlabet_es_ EA S D European Association
- Association. Copyright ADA/EASD 2022

for the Study of Diabetes



GLP-1 agonisté: multifaktorialni efekty nad ramec kontroly glykémie

Pankreas

A\ Funkce beta-bunék?

WV Apoptdzy beta-bunék?

A\ Biosynthézy inzulinu?!

A\ Sekrece inzulinu zavisla na glykemiit
W Sekrece glukagonu zavisla na glykemiit

WV KV rizika?

WV Metabolismu mastnych kyselin3
A Kardialnich funkci®

W Systolického TK3

WV Zanétu?

WV Progrese platt aterosklerdzy?

s,

Srdce

A

,‘,.'.‘.‘

&%)

Mozek

WV Télesné hmotnosti®
WV PFjmu potravy®
A Pocitu sytosti’-2

Inkretinovy systém

Nahrazeni deficitu
GLP-1 odpovédi®

WV Endogenni produkce glukdzy?®
A Senzitivity jater na inzulin®

WV De novo lipogenezel®

WV Lipotoxicityl®

WV Steatdzy!?

Jatra



Peroralni semaglutid: PIONEER 1, 2, 3,4,5 7~

Zmeéna HbA . -

primarni cil

PIONEER 1 PIONEER 2 PIONEER 3 PIONEER 4 PIONEER 5 PIONEER 7 PIONEER 8
Monotherapy  vs empagliflozin vs sitagliptin vs liraglutide Renal Flex? insulin
26 weeks 26 weeks 26 weeks 26 weeks 26 weeks 52 weeks 26 weeks
Mean baseline 8.0 8.1 8.3 8.0 8.0 8.3 8.2
HbA:c % Sema Sema Sema Pbo Sema Empa Sema Sema Sema Sita Sema Lira Pbo Sema Pbo Sema Sita Sema Sema Sema Pbo
3mg 7mg 14mg 14 mg 25 mg 3mg 7mg 14mg 100 mg 14mg 1.8 mg 14 mg Flex 100 mg 3mg 7mg 14mg

Change in HbA;. (%)

2,0 -

Qﬁl@ estimand. *Statistically significantly greater compared with placebo or active comparator. tPrimary endpoint in PIONEER 7, subjects achieving HbAlc <7.0%.
Stment- emergent adverse events during. fStatistically significantly in favour of sitagliptin 100 mg compared with oral semaglutide 3 mg.
ﬁmly in favour of dulaglutide 0.75 mg compared with oral semaglutide 3 mg. Flex, flexible; Empa, empagliflozin; Lira, liraglutide; Pbo, placebo; Sema, semaglutide; Sita, sitag
42:1724-32; Rodbard HW et al. Diabetes Care. 2019;42(12):2272-2281, Rose”@%ﬂr@h|t%M?@A§92@220 Pratley R, et al. Lancet 2019;394:39-50; Mosen3

-0,9

-0,6

-1,2

*

vs placebo

-1,3

European Association
for the Study of Diabetes



PIONEER 1, 2, 3,4,5,7a8

Zmeéna telesné hmotnosti - primarni cil

PIONEER 1 PIONEER 2 PIONEER 3 PIONEER 4 PIONEER 5 PIONEER 7 PIONEER 8
Monotherapy vs empagliflozin vs sitagliptin vs liraglutide Renal Flex insulin
26 weeks 26 weeks 26 weeks 26 weeks 26 weeks 52 weeks 26 weeks
Mean baseline body 88.1(194.2) 91.6(201.9) 91.2(201.1) 94.0(207.2) 90.8(200.2) 88.6(195.3) 85.9(189.4)
weight, kg (Ibs) Sema Sema Sema Pho Sema Empa Sema Sema Sema Sita Sema Lira Pbo Sema Pbo Sema Sita Sema Sema Sema Pbo
3mg 7mg 14mg 14 mg 25 mg 3mg 7mg 14mg 100 mg 14mg 1.8 mg 14 mg Flex 100 mg 3mg 7mg 14mg

0,0
o
= -1,0
4+
<
o
v -2,0
=
3
3 -3,0
e
£
7, -4,0
o)
o -4,4
6 -5,0 - N

vs placebo
& Lira
-6,0 -

ATmeEIQaB estimand. *Statistically significantly greater compared with placebo or active comparator. Flex, flexible; Empa, empagliflozin; Lira, liraglutide; Pbo, placebo; Sema, semaglutide; d .
ma getes Care 2019;42:1724-32; Rodbard HW et al. Diabetes Care. 2019;42(12):2272—-2281; Rosenstock J, et al. JAMA 2019;321:1466-80; A L
e, iLancet 2019;394:39-50; Mosenzon O, et al. Lancet Diabetes Endocrinol 2019;7:515-27; Husain M, et al. N Engl J Med 2019. 381:841-51; Pieber TR, et al. Lancet Diabetes End WY 28 European Association

IQPkies Care. 2019;42(12):2262-2271; Yamada et al. Lancet Diabetes Endocrinol zoze%%]r—l%}h{%b% %ﬁgﬁ%?es Endocrinol 2020;8:392—6. for the Study of Diabetes



Pioglitazon a prediabetes

1.00

Pacienti s IR a anamnezou CMP — studie IRIS 095

Pioglitazonr
0.90-

0.85 Placebo

Hazard ratio, 0.76 (95% ClI, 0.62—0.93)

0-3‘3;'; P—0.007

0.00+ T T T T 1
0 1 2 3 4 5

* SniZeni relativniho rizika recidivy CMP, IM o 24%

Kumulativni pravdépodobnost prezivani
Bez prihody (fatalni ¢i nefatalni IM nebo CMP)

* SniZeni relativniho rizika manifestace diabetu o 52%

Cas (roky)

Kernan WN et al. N Eng J Med 2016;374:1321-31.



Snizeni kardiorenalniho rizika

TO AVOID
THERAPEUTIC
INERTIA REASSESS AND

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

(3-6 MONTHS)

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

+ASCYD?

Defined differently across
CVOTs but all included
individuals with established
CVD (e.g. MI, stroke, any

revascularisation procedure).

Variably included: conditions
such as transient ischaemic
attack, unstable angina,
amputation, symptomatic
or asymptomatic coronary
artery disease.

+ASCVD/Indicators of High Risk

GLP-1 RA* with proven
CVD benefit

+Indicators of high risk +HF

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

SGLT2i3
with proven
HF benefit
in this
population
SGLT2i8 with proven
CVD benefit

Current or prior

documented
HFrEF or HFpEF

+CKD

eGFR < 60 mU/min per 1.73 m? OR
albuminuria (ACR 2 3.0 mg/mmol
(30mg/g)). 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 SGLT2i in people with an eGFR >
20 mUmin per 1.73 m? once initiated

should be continued until initiation
of dialysis or transplantation

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

If HbA, above target

If HbA, above target, for patients
on SGLT2i, consider incorporating a

« For patients on a GLP-1 RA consider adding SGLTZ2i with GLP-1 RA or vice versa

proven CVD benefit or vice versa
« TIDA

A 4

[ If additional cardiorenal risk reduction or glycaemic lowering needed |

ACEi, Angiotensin-Converting Enzyme Inhibitor; ACR, Albumin/Creatinine Ratio; ARB, Angiotensin Receptor Blocker; ASCVD, Atherosclerotic Cardiovascular Disease; CGM, Continuous Glucose Monitoring; CKD, Chronic Kidney Disease; TV, Cardiovascular; CVD, Cardiovascular Disease;
CVOT, Cardiovascular Outcomes Trial; DPP-4i, Dipeptidyl Peptidase-4 Inhibitor; eGFR, Estimated Glomerular Filtration Rate; GLP-1 RA, Blucagon-Like Peptide- 1 Receptor Agonist; HF, Heart Failure; HFpEF, Heart Failure with preserved Ejection Fraction; HFrEF, Heart Failure with
reduced Ejection Fraction; HHF, Hospitalisation for Heart Failure; MACE, Major Adverse Cardiovascular Events; M|, Myocardial Infarction; SDOH, Social Determinants of Health; SGLT2i, Sodium-Glucose Cotransparter-2 Inhibitor; T2D, Type 2 Diabetes; TZD, Thiazolidinedione.

*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;t A strong recommendation is warranted for people with CVD

and a weaker recommendation for those with indicators 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 SGLT2i, CV/renal outcomes trials demonstrate their efficacy in reducing the risk of composite 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, MI, stroke and renal endpoints in individuals with T2D with established/high risk of CVD.

Davies MJ, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NM, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB
Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia 2022; https://doi.org/10.1007/s00125-022-05787-2.



Antidiabeticka lécba u nemocnych s
kardiovaskularnimi komplikacemi

+ASCVD/Indicators of High Risk

liraglutid, dulaglutid, 6LP-1 RA* with proven@ SGLT2if with proven dapagliflozin,
semaglutid s.c CVD benefit CVD benefit empagliflozin, kanagliflozin

If HbA, above target

* For patients on a GLP-1 RA consider adding SGLT2i with
proven CVD benefit or vice versa
» TIDA

ASCVD = atherosclerotic cardiovascular disease

Davies MJ, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NM, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB

Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia 2022; https://doi.org/10.1007/s00125-022-05787-2.



DAPA-CKD: ( j‘\ DAPACKD
Dapagliflozin u pacientli s chronickym onemocnénim ledvin!?

Cil: Zhodnotit efekt Ié€by dapagliflozinem vs. placebo na snizeni rizika renalnich a KV pfihod u pacienti s CKD (s nebo bez DM2),
: ktefi byli na standardni Ié¢bé (v€etné maximalné tolerovanych davek ACEi nebo ARB)

Zarazovaci kritéria o
. >18 let Primarni cil
e eGFR 225 az £ 75 ml/min/1,73m?
« UACR 2 200 az = 5000 mg/g

« Stabilni max. tolerovana davka
ACEI/ARB 2 4 tydny

Slozeny: 250% setrvalé snizeni eGFR,
Dapagliflozin 10 mg
+ standardni Ié€ba

ESKD?, renalni nebo KV smrt

1:1
Dvojité zaslepeni

)
* Snebo bez DM 2. typu © | Sekundarni cile
oo » Slozeny: 250% setrvalé snizeni eGFR

- DM 1. typu + standardni lecba ESKD nebo renalni smrt
» Polycystické onemocnéni ledvin,

lupusova nefritida, ANCA * KVsmrt nebo hHF

asociované vaskulitidy e Umrti z jakékoliv pfiiny
* Imunosupresivni terapie 4304 randomizovanych pacientu

< 6 mésicl pFed zafazenim Median doby sledovani 2,4 roku

ESKD - definovana jako potfeba udrZzovaci dialyzy (peritoneaini nebo hemodialyza) po dobu del$i nez 28 dni, transplantace ledvin nebo trvald eGFR <15ml/min/1,73m? alespori 28 dni
hHF- hospitalizace pro srde¢ni selhani, ACEi = inhibitor angiotensin konvertujiciho enzymu; ANCA = antineutrofilni cytoplazmaticka protilatka; ARB = blokator receptoru pro angiotenzin; KV = kardiovaskularni;
eGFR = odhadovana glomerularni filtraéni rychlost; ESKD = konec¢né stadium onemocnéni ledvin; hHF =, hospitalizace pro srde¢ni selhani; UACR = pomér albumin/ kreatinin v mo¢i.

1. Heerspink HJL et al. Nephrol Dial Transplant. 2020;35:274—-282; 2. Heerspink HJL et al. N Engl J Med. 2020; 383:1436-1446. © AstraZeneca 2020



Primarni slozeny renalni cil: 250% setrvalé snizeni eGFR, ESKD, renalni
nebo KV smrtal

24—

DAPA Placebo HR(95% Cl)  p-hodnota? Placebo
9,2% 14,5% 0,61(0,51-0,72) 0,000000028 312 pfihod

Podobny efekt empagliflozin
(DMI 1 nediabetici) a

39%

RRR

kanagliflozin (jen u diabetiku) 5,3% ARR
NNT=19P

DAPA 10 mg
197 prihod

Kumulativni incidence %
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Pocet v riziku Mésice od randomizce
DAPA10mg 2152 2001 1955 1898 1841 1701 1288 831 309
Placebo 2152 1993 1936 1858 1791 1664 1232 774 270

ESKD - definovana jako potfeba udrzovaci dialyzy (peritonedini nebo hemodialyza) po dobu del$i nez 28 dni, transplantace ledvin nebo trvala eGFR <15ml/min/1,73m? alespori 28 dni. Umrti ledvin byla
definovana jako smrt v dusledku ESKD pfi zamérném vysazeni dialyzy z jakéhokoliv divodu 3; 95% ClI, 15 az 27.

ARR = redukce absolutniho rizika; KV = kardiovaskularni; DAPA = dapagliflozin; eGFR = odhadovana glomerularni filtracni rychlost; ESKD = konecné stadium onemocnéni ledvin;

HR = hazard ratio; ; NNT = number needed to treat; RRR = redukce relativniho rizika

1. Heerspink HJL et al. N Engl J Med. 2020; 383:1436-1446; 2. Heerspink HJL. Presented at: ESC Congress — The Digital Experience; August 29 — September 1, 2020; 3. Heerspink HJL et al. Nephrol Dial Transplant. 2020;35:274-22AstraZeneca 2020



| GLP-1 agonisté maji pozitivni vliv na progresi DKD

e GLP-1 agonisté (pozitivni data také pro dulaglutid)

* V soucCasné dobé probiha studie FLOW (semaglutid vs. placebo)

SUSTAIN 6: semaglutid vs. placebo

vznik nové nebo zhorseni jiz pritomné nefropatie
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Patiants of ik
Lirgiutise 4000
Fasba 400

LEADER: liraglutide vs. placebo

Cas do prvni rendlni pfihody
Makroalbuminurie, zdvojeni sérového
kreatininu, selhani ledvin, smrt z renalnich

pricin Flacabo

Liraglutide

HR: 0.78
95% CI (067-0.92)
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Proc diabetologové predepisuji léky bez
dukazu pro KV neutralitu/zlepseni KV
komplikaci?

* Derivaty sulfonylurey/glinidy — jsou levné a pojistovna
je hradi u vSech pacientu

* Inzulin — u nékterych pacientl nelze DM jinak
zkompenzovat (glykémie nala¢no > 10 mmol/Il)

* Ale, stale vyraznéjsi trend pro méne intenzivni [écbu
(fixni kombinace inzulin/GLP-1 agonista 1 x denné atd.)



Pokles hmotnosti vede k prevenci, zlepseni nebo
uplnému vymizeni rady dalsich zdravotnich komplikaci

0 Remise DM 2. typu

CV onemocnéni Spankova Apno
G Prevence DM 2. typu O 0 P P b CV mortalita

O NAFLD O Inkontinence O GER Q HFpEF
& pcos € NASH @)0A kolene
O Dyslipidemie

Q Hypertenze
Q Hyperglykémie

0-5%

Pokles télesné hmotnosti



Jak nejucinneéji snizit hmotnost u T2DM?

Tirzepatide versus Semaglutide Once Weekly
in Patients with Type 2 Diabetes

Semaglutide 2-4 mg once aweek in adults with overweight or @ ®
obesity, and type 2 diabetes (STEP 2): a randomised, double-

blind, double-dummy, placebo-controlled, phase 3 trial

Melanie Davies, Lovise Faerch, Ole K | eppesen, Arash Pakseresht, Sue [ Pedersen, Leigh Perreault, Julio Rosenstock, lichiro Shimamura, Adie Viljoen,

Thomas A Wadden, lldiko Linguay, for the STEP 2 Study Growp*
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Juan P. Frias, M.D., Melanie |. Davies, M.D., Julio Rosenstock, M.D.,
Federico C. Pérez Manghi, M.D., Laura Ferndndez Landd, M.D.,
Brandon K. Bergman, Pharm.D., Bing Liu, Ph.D., Xuewei Cui, Ph.D.,
and Katelyn Brown, Pharm.D., for the SURPASS-2 Investigators®

Tirzepatide, Smg W Tirzepatide, 10 mg Il Tirzepatide, 15mg Il Semaglutide, 1 mg
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B Change in Body Weight from Wk 0 to Wk 40

Tirzepatide, -¥- Tirzepatide, —4— Tirzepatide,
S5mg 10mg 15 mg 1 mg

Overall mean baseline
body weight, 93.8 kg

1

Change from Baseline (kg)

O Semaglutide,

Weeks since Randomization

Davies M et al; Lancet 2021; 397: 971-84
Frias JP et al. N Engl J Med 2021;385:503-515

C Patients Who Met Weight-Loss Target

Patients (%)

100+

Percent Weight Loss




Bariatricka/metabolicka chirurgie: typy operaci

Restriktivni Malabsorbcni/smisené
Bandaz zaludku Sleeve gastrectomy Gastricky bypass SADIS
B Podle novych doporuceni

IFSO

komplikaci (diabetes, KV,
renani apod.)

Rubino et al., Diabetes Care, 2016
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Rezimova opatreni: prerusovani sezeni

SITTING/BREAKING UP PROLONGED SITTING

Limit sitting. Breaking up prolonged sitting (every 30 min) with short
regular bouts of slow walking/simple resistance exercises can improve
glucose metabolism.

SITTING/BREAKING UP
PROLONGED SITTING

SWEATING L

PHYSICAL
FUNCTION ‘ ‘
STRENGTHENING
STEPPING (

24 HOURS

CHRONOTYPE SLEEP QUALITY

SLEEP QUANTITY

American Davies M, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NM, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB
Dlabet.es. Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia 2022; https://doi.org/10.1007/s00125-022-05787-2. E A S D European Association
. Association.
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Zaver

| v ramci diabetologickych doporuceni je jednoznacné
preferovana lécba s kardio- a nefroprotektivnimi
efekty (glifloziny, GLP-1 agonisté)

* U rady pacientu s delSim trvanim DM a vyraznym
deficitem je vsak stale nezbytna i |écba inzulinem

* Snahuu je, aby lécba byla co nejjednodussi s aktivnim
zapojenim pacienta do lécebného procesu



Dekuji za pozornost

halm@ikem.cz

Ty Jjsi g —
stejné moje Jak to myslis,
nejlepsi drahousku?

investice. :
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Od té doby, co |
Jjsem si té vzal, ses mi
ejméné ztrojnasobila...

Pavel Stdastka




