Diabetik je interni pacient —
zohlednéni vybéru antidiabetické
lécby podle komorbidit

kongres CKS- Brno 7.5. 2018

J. Olsovsky

Il. Interni klinika LF MU a FN u sv.
Anny v Brné



Prevalence DM (2015 and 2040)

2015 Number of NN with diabetes
2015 215.2 milli
One in 11 adults had diabetes (415 million) 2040 328.4 m:u:gﬂ
2040 Number of WOME@N with diabetes

One in 10 adults will have diabetes (642 million) 2015 199.5 million
2040 313.3 million

International Diabetes Federation. IDF Diabetes, 7th edn. Brussels, Belgium: International Diabetes Federation, 2015. Available at: http://www.diabetesatlas.org.



Pocet umrti v souvislosti s DM (2015)
Porovnani s HIV/AIDS, TBC a malarii

Adults who died from diabetes, HIV/AIDS, tuberculosis and malaria

A i

5.0 million 1.5 million 1.5 million 0.6 million
From diabetes From HIV/AIDS From tuberculosis From malaria
2015 2013 2013 2013

IDF WHO 2013* WHO 2013* WHO 2013*

*Global Health Observatory Data Repository.

AIDS, acquired immune deficiency syndrome; HIV, human immunodeficiency virus; IDF, International Diabetes Federation; WHO, World Health Organization.
International Diabetes Federation. IDF Diabetes, 7th edn. Brussels, Belgium: International Diabetes Federation, 2015. Available at:
http://www.diabetesatlas.org



http://www.diabetesatlas.org/

DM je spojen se zavaznymi a zivot
ohrozujicimi komplikacemi

* Diabetes je progresivni
onemocnéni, u kterého
postupem casu casto vznikaji
zavazné komplikace

 Komplikace souvisejici s
diabetem jsou hlavni pfricinou
snizené kvality Zivota (Qol) a
umrti u diabetik

e Diabetes je hlavni pricinou KV
onemocnéni, slepoty, selhani
ledvin a amputaci dolnich
koncetin v rozvinutych zemi

KV = kardiovaskularni; QoL = kvalita Zivota; DM2T = diabetes mellitus 2. typu

Cévni mozkova pfihoda
Diabetes zvysuje riziko
0 150 a7 400%

Diabeticka retinopatie

u dospélych v produktivnim
véku

Diabeticka
nefropatie

Onemocnéni srdce
Hlavni pficina
mortality u pacientd

s DM2T

terminalniho selhani
ledvin

vrve

Onemocnéni perifernich cév
Jedna z hlavnich pficin
netraumatickych amputaci dolni
koncetiny

diabetické nohy
a netraumatické amputace
dolnich koncetin

2013 Edition. International Diabetes Federation. http://www.idf.org/sites/default/files/EN_6E_Atlas_Full_0.pdf. Accessed January 17, 2015

Fowler MJ. Clinical Diabetes 2008;26:77-82



Klinicka praxe

Nelécime nemoc, ale :
. . Diabetes 2. typu,
IEC'lme PaClenta hypertenze, dyslipidemie,

obezita, chronické onem. ledvin ..
& pribyvaji s naristajicim vékem
—~ %

KV komplikace
ICHS, COM, ICHDKK pribyva s
vékem a pritomnosti RF

casto nositelem rady
komorbidit, které se ovlivnuji,
mohou byt rizikem pro dalsi,
koincidence nékterych muize mortalitu
riziko zvysSovat

Nasledky KV prihod znacné
ovlivauji morbiditu a

4
g
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Internista

« Na jedné strané pecuje o « Na druhé strané vyhledava
polymorbidni pacienty u mladSich nemocnych
starsiho a vyssiho rizikové faktory a snazi se
starsiho veku, kde resi je lé€ebné ovlivnit, coz

nasledky uvedenych
skutecnosti a radu
komplikaci téchto
nemocnych

je pro prognozu
pacientu zasadni

V této snaze mu mohou vyznamné pomoci
léky, které ovlivnuji vice faktoru zaroven



Years of life lost

KV onemocnéni

- nejcastéjsi pricina umrti pacientu s DM

Years of life lost in people with diabetes* Mortality risk associated with diabetes
compared with non-diabetes peers!? (n=820,900)*
Men Women 3

[ Non-vascular deaths

Heart disease is the cause of death in more than two-thirds of people with diabetes aged 65 years or
older?

©
o
©
N
©
I
50 60 70 80 90 50 60 70 80 90
CV death All-cause mortality
Age (years) Age (years)
[ In high-income countries, up to 91% of adults with diabetes have type 2 diabetes?® ]

*Information on diabetes type (i.e., type 1 or 2) was generally not available, although the age of the participants suggests that the large majority with diabetes
would have type 2.
CI, confidence interval; CV, cardiovascular; CVD, cardiovascular disease.
1. Seshasai SR et al. N Eng/ J Med 2011;364:829-841; 2. Centers for Disease Control and Prevention. National Diabetes Fact Sheet 2011. Available at:
http://www.cdc.gov/diabetes/pubs/pdf/ndfs _2011.pdf; 3. International Diabetes Federation. IDF Diabetes Atlas, 7th edn. Brussels, Belgium: International Diabetes
Federation, 2015. Available at: http://www.diabetesatlas.org.


http://www.cdc.gov/diabetes/pubs/pdf/ndfs_2011.pdf
http://www.diabetesatlas.org/

The NEFRON study showed that if every patient with type 2 diabetes you
saw today had their serum creatinine measured, an automatic report of an
eGFR < 60mL/min/1.73m? would be returned in:

One in every four
women you see with
type 2 diabetes has an

eGFR < 60mL/min/1.73m?
(26%)

One in every five
men you see with
type 2 diabetes has an
eGFR < 60mL/min/1.73m?
(21%)

Thomas et al. MJA 2006, 185, 140-144



CED is common in patients with type 2 diabetes. The NEFRON study showed that
if every patient with type 2 diabetes you saw today had their urine tested:

One in every three patients
you see with type 2 diabetes
has an elevated albumin:
creatinine ratio (ACR)
(35%)

One in every four patients
you see with type 2 diabetes
and an increased ACR
has macroalbuminuria
(£5%)

Thomas et al. MJA 2006, 185, 140-144



Kombinace DM a onemocnéni ledvin

ﬂ

Dalsi cca 2nasobny vyskyt KV
prihod aKV mortality

X



Dlouhodoby ucinek intenzivni leCby diabetu

. Initial trial . Long-term follow-up

‘ Microvascular Mortality

UKPDS1/2 >

DCCT/EDIC3-
5

ACCORD®-8

ADVANCE®

VADT10,11

ACCORD, Action to Control Cardiovascular Risk in Diabetes; ADVANCE, Action in Diabetes and Vascular disease: Preterax and Diamicron modified release Controlled
Evaluation; CVD, cardiovascular disease; DCCT/EDIC, Diabetes Control and Complications Trial/Epidemiology of Diabetes Interventions and Complications; UKPDS,
United Kingdom Prospective Diabetes Study; VADT, Veterans Affairs Diabetes Trial

Adapted from Bergenstal et al. Am J Med 2010;123:374e9-18; 1. UKPDS Group. Lancet 1998;352:854-65; 2. Holman et al. N Engl J Med 2008;359:1577-89; 3. DCCT Research Group. N Eng/ J Med 1993;329;977-86;
4. Nathan et al. N Engl J Med 2005;353:2643-53; 5. DCCT/EDIC Research Group. JAMA 2015;313:45-53; 6. Gerstein et al. N Engl J Med 2008;358:2545-59; 7. ACCORD study group. Diabetes Care 2016;39:701-8;
8. ACCORD study group. Diabetes Care 2016;39:1089-100; 9. Patel et al. N Engl J Med 2008;358:2560-72; 10. Duckworth et al. N Engl/ J Med 2009;360:129-39; 11. Hayward et al. N Engl J Med 2015;372:2197-206



Soucasna situace

e Za poslednich 10 let bylo vyvinuto mnozstvi ucinnych
antidiabetik s riznym mechanismem udcinku

» Ze studii podobny primérny vliv na snizeni HbA1lc, vétsi u
inzulinu a GLP-1 RA

* Prostor pro vybér —individualizaci |éCby

* Pozornost vénovana vedle ucinnosti bezpecnosti a dalsim
benefitim jednotlivych [éCebnych pristupt

( mensi riziko hypoglykemie, redukce hmotnosti, ovlivnéni TK,
lipidU, KV rizika, nefroprotektivita...)

* RozSifilo se spektrum lékd, které miazeme vyuzitiu
pacientl se zavaznym onemocnénim ledvin nebo zavaznym
postizenim jater



Moznosti terapie T2DM - léky druhé
volby po selhani lécby metforminem

Uéinnost
(8HbA,0)

Hypoglykémie

Hmotnost

Nezadouci
ucinky

Naklady
na lécbu

TZD

Vysoka
Nizkeé riziko
Narust

Edémy,

srdecni

selhani,
zlomeniny

Nizké

Upraveno podle Inzucchi SE, et al. Diabetes Care 2015; 38:140-9.

DPP-4
Inhibitor

Stredni

Nizkeé riziko

SGLT-2
Inhibitor

Stredni

Nizkeé riziko

Neutralni I Redukce*

Angioedém,
koprivka, kozni
projevy

Vysoké

Urogenitalni
infekce,
dehydratace

Vysoké

RA
Vysoka
Nizkeé riziko

I Redukce*

Gastro
intestinalni

Vysoké

*GLP-1 RA nejsou indikovany k Ié¢bé obezity, zmény hmotnosti jsou sekundarnim cilovym ukazatelem v klinickém hodnoceni.

Inzulin
(bazalni)

Velmi vysoka

Vysokeé riziko

Narust

Hypoglykémie

Variabilni




DM 2T zkracuje zivot z KV pricin u obou pohlavi

Estimated future years of life lost in
men

N
[']

Years of life lost
w
[ 1

Years of life lost

N
1

0 HA—1— T
0 40 50

T 1
60 70

Age (years)

Arrows indicate the number of years of life lost incurred at specific ages by men (n=21,213) or women (n=18,903) with diabetes but without a history of vascular disease versus men (n=337.178) and women (n=337,767) without diabetes

CV, cardiovascular; HbA,, glycated haemoglobin
Adapted from The Emerging Risk Factors Collaboration. N Engl J Med 2011;364:829-841

Estimated future years of life lost in
women
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Starsi antidiabetika nesnizuji zavazne KV prihody

Trial

ACE (N=6522)!
Acarbose versus placebo + CV prevention therapy

TOSCA.IT (N=3,028)2
PIO versus SU as add-on to MET

ADVANCE (N=11,140)3
6.5% versus HbA, >6.5% (gliclazide + any other agent)

ACCORD (N=10,251)*

1c<6.0% versus HbA, 7.0-7.9% (MET, SU, TZD, insulin)
VADT (N=1791)°

HbA,.—-1.5% versus the standard group

(MET or GLIM, ROSI, insulin)

DEVOTE (N=7367)°
IGlar versus IDeg

CHD, coronary heart dise: e; Cl, onfiden \CV ardio I GLIMgImp ide; HbA,,, glycated haemoglobin; HF, heart failure; hHF, hospitalisation for heart failure; HR, hazard ratio; hUA, hospitalisation for
itazol i

zone;SU Iph yI TZD th olidinediol

ete:
abor: oup. N En, UM d 2008;358:. 256(}2572 4. The ACCORD Stul dvG oup. NE glJM d2008 358 2545 2559
5. Duckworth W, et al INE g/JM d2009360129 139; 6. Marso SP, et al. N Engl J Med 2017;377:723-732

Outcome
5P-MACE: CV death, NF-MI,
NF-stroke, hUA, hHF

All-cause death, NF-MI, silent
Ml,
NF-stroke, urgent coronary

FEYASALRLEFIQRath, NF-MI,

NF-stroke

3P-MACE: CV death, NF-MI,
NF-stroke

7P-MACE: CV death, MlI, stroke, HF,

surgery for vascular disease, inoperabteh
CHD, amputation for ischaemic gangrene

3P-MACE: CV death, NF-MI,
NF-stroke

-

0,5

es Endocrinol 2017; d :10. 1016/52213 8587(17)30318 2;2. Vac iabetes Endocrinol 2017;5:887-897;

nstable angina; MACE, major adverse ca

rdiac even

1,5

HR (95% Cl)

0.98 (0.86, 1.11)

0.96 (0.74, 1.26)

0.94 (0.84, 1.06)
0.90 (0.78, 1.04)

0.88 (0.74, 1.05)

0.91 (0.78, 1.06)

t; MET, metformin; MI, myocardial infarction; NF, nonfatal;



DPP-4 inhibitory jsou dlouhodobe KV neutralni

Saxagliptin (SAVOR trial)! Alogliptin (EXAMINE trial)?Sitagliptin (TECOS trial)3
Primary endpoint: Composite of
CV death, nonfatal myocardial

infarction, nonfatal stroke
or hospitalisation for unstable

Primary endpoint: Composite of
CV death, myocardial infarction or

ischaemic stroke

< 27 Hazard ratio: 1.0 (95% CI:
=01 0.89,1.12)
% P<0.001 for noninferiority
& 14 P=0.99 for superiority
c
S > — Placebo (n=8212)
° — Saxagliptin
o =8280)
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Primary endpoint: Composite of
CV death, nonfatal myocardial
infarction or nonfatal stroke
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B
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Incidence of primary endpoint events (%)

Hazard ratio: 0.96 (upper
boundary

of the one-sided repeated
Cl: 1.16)

P<0.001 for noninferiorij
P=0.32 for superiofity

— Placebo

Kisghat)
(n=2701)

6 1 1 2

2 8 4
Mont

hs

o w -

Cl, confidence interval; CV, cardiovascular; CVOT, cardiovascular outcomes trial; DPP-4, dipeptidyl peptidase-4

1. Adapted from Scirica B, et al. N Engl J Med 2013;369:1317-1326; 2. Adapted from White W, et al. N Engl J Med 2013;369:1327-1335;
3. Adapted from Green JB, et al. N Engl J Med 2015;373:232-242

Patients with events (%)

1=|ngina
0 ,,
0 0 Hazard ratio:
g 0.98
0 é (95% CI: 0.89,
1.08)
6 1{ P=0.65
0 0
5
4+ — Placebo
0 ﬁl%é@g;'
y——r——r—r—t
6 1 1 2 3 3 4 4
21 28 406 2 8
0 /
0+ T T
0 6



I T
KV uc€inky SGLT2 inhibitoru

CVD-REAL?
Real-world evidence
with SGLT2 inhibitors

(n=309,056)

?/f//fffff{ff/f/ffff{fff/@ffff(fffff/ff{ Ay ff/{f;ﬁ'-':.'f"';’"fff{f/ff/ffff{ffff/f/ffﬁ

2013 2014 2015 2016 20 2020

19

CANVAS/

CANVAS-R3
Canagliflozin
(n=10,142)

EMPA-REG
OUTCOME!

Empagliflozin
(n=7020)

CV, cardiovascular; SGLT2, sodium—glucose co-transporter 2

1.Zinman B, et al. N Engl J Med 2015;373:2117-2128; 2. Kosiborod M., et al. Circulation 2017;136:249-259;
3. Neal B, et al. N Engl J Med 2017; DOI: 10.1056/NEJMo0a1611925



EMPA-REG OUTCOME

Patients with event (%)
|_\
o

201

|
ek

g

EMPA-REG: 3-point MACE

Placebo

EMPA-REG: Components
of 3-point MACE

HR: 0.86
(95.02% CI: 0.74,
0.99) P=0.04 for
superiority2

HR (95% CI)

Empagliflozin
CVdeath @ | 0.62(0.49,0.77)

Nonfatal - 0.87 (0.70,

| .

Nonfatal stroke 124 (0.92, %8%
| | | | | | | | | | | | | | | | | | 0 2
0 6 12 18 24 30 36 42 48 Favours  Favours

empagliflozin placebo
Month

EMPA 4687 4580 4455 4328 3851 2821 2359 1534 370 Established CVD:
Placebo 2333 2256 2194 2112 1875 1380 1161 741 166 ~99%

No. of
patients

Cumulative incidence fun:

function; *Two-sided tests for superiority were conducted (statistical significance was indicated if P<0.0498)

Cl, confidence interval; CV, cardiovascular; CVD, cardiovascular disease; EMPA, empagliflozin; HR, hazard ratio; MACE, major adverse cardiac event;
MI, myocardial infarction

Zinman B, et al. N Engl J Med 2015;373:2117-2128



EMPA-REG OUTCOME®: Empagliflozin je
prvni antidiabetikum s prokazanym snizenim
KV rizika

Empagliflozin snizil hospitalizaci pro srdecni selhani o0 35%
Empagliflozin snizil smrt z KV pricin o 38%
Empagliflozin snizil smrt z jakychkoliv pricin o0 32%

Empagliflozin snizil primarni cil (komb. endpoint) o 14%

KV, kardiovaskularni



Nove vznikla nebo zhorsujici se nefropatie
EMPAREG OUTCOME

Nova nebo zhorsujici se
nefropatie

Nové vznikla
makroalbuminurie

Zdvojnasobeni sérového
kreatininu

Zahajeni |écby nahradou
funkce ledvin

n with event/n analysed

Empa

525/4124

459/4091

70/4645

13/4687

Placebo

388/2061

330/2033

60/2323

14/2333

HR

0.61

0.62

0.56

0.45

(95% Cl) p-value

0.53,0.70 <0.0001
‘ ’ -0

(0.54, 0.72) <0.0001
@

(0.39, 0.79) 0.0009

' —
(0.21, 0.97) ® . 0.0409

0,13 0,25 0,50 1,00 2,00

Favours empagliflozin Favours placebo

TAccompanied by estimated glomerular filtration rate (MDRD) <45 mL/min/1.73m?

Wanner Ch. et al. (in press)



CANVAS ukazuje pro kanagliflozin signifikantni
redukci 3 MACE

CANVAS: 3-point MACE
20 - Placebo CANVAS: Components
18 - HR: 0.86 of 3-point MACE
16 - (95% ClI: 0.75, 0.97) HR (95% C)
g14 { P<0.0001 for noninferiority o °
(T _ P Canagliflozin
c12 - P=0.0158 for superiority CV death 0.87 (0.72, 1.06)
g 10 Nonfatal 0.85 (0.69,
o 8 Nonfatal strol 0.90 (0.71, 1:98)
< 6 L
L
T 4
o 5 0o 1 2
Favours Favours
T T T T T canagliflozin  placebo
0 1 2 3 4 > 6 Established CVD:
Years since randomisation .
i 010 A0

Placebo 4347 4153 2942 1240 1187 1120 789
CANA 5795 5566 4343 2555 2460 2363 le661

No. of patients

CANA, canagliflozin; CI, confidence interval; CV, cardiovascular; CVD, cardiovascular disease; HR, hazard ratio; MACE, major adverse cardiac event
Neal B, et al. N Engl J Med 2017; DOI: 10.1056/NEJMoal1611925



L R
Ve studii CANVAS meli 2/3 pac. KV onemocneni

Baseline patient characteristics in CANVAS:
Established cardiovascular disease

Placebo (N=4347) Canagliflozin (N=5795)

17.9% of patients

Mean age, years 63 63 with type 2

Female, % 35 37 diabete_s

Mean duration of have established

diabetes, years 14 14 CVD _

Heart fail (NYHA I—11) at presentatlon
eart failure =), 0 >

" " s (N=34,198)

Cardiovascular disease, % 65 67

CV, cardiovascular; CVD, cardiovascular disease
1. Neal B, et al. N Engl ) Med 2017; DOI: 10.1056/NEJMo0a1611925; 2. Shah AD, et al. Lancet Diabetes Endocrinol 2015;3:105-113



CVD-REAL uzilo real-world evidence data k porovnani
efektu SGLT2-i na KV endpointy

* 1,392,254 new users of SGLT2 inhibitors
and oGLDs were identified from six
countries!-?

* Propensity matching was used to separate

patients into two balanced cohorts?
1,392,254 new users of
SGLT2 inhibitor or
oGLDs fulfilling the
eligibility criteria
I

11,505
(7%)
excluded
during 1:1
match
process

2Germany (N=25,523), Denmark (N=128,659), Norway (N=111,385), Sweden (N=209,621), UK N=80,992, USA (N=836,074)

A 4

166,033 1,226,222
SGLT2 1
inhibitor oGLDs
|
« 1:1 propensity _
mateh "
|
A 4
154,528 154,528
SGLT2 oGLDs
inhibitor

-1,071,693 —

(87%)
excluded
during 1:1

match

process

bMyocardial infarction, unstable angina, stroke, heart failure, transient ischaemic attack, coronary revascularization or occlusive peripheral artery disease
CV, cardiovascular; CVD, cardiovascular disease, oGLD, other glucose-lowering drug; SGLT2, sodium—glucose co-transporter 2

1. Kosiborod M., et al. Circulation 2017;136:249-259; 2. Shah AD, et al. Lancet Diabetes Endocrinol 2015;3:105-113;

3. Rawshani A, etal. N EnglJ Med 2017;376:1407-1418

* ~13% of patients had established CVD?
« The prevalence of established CVD in a
general population of patients with type
2 diabetes has been shown to reach
approximately 17-18%?23

Established CVD®, n (%)

SGLT2 inhibitor

N=154,523

20,043 (13.0)

oGLDs

N=154,523

20,302 (13.1)

Acute myocardial infarction,
n (%)

Unstable angina, n (%)
Heart failure, n (%)
Atrial fibrillation, n (%)
Stroke, n (%)

Peripheral arterial disease,
n (%)

3792 (2.5)

2529 (1.6)
4714 (3.1)
5632 (3.6)
6337 (4.1)

5239 (3.4)

3882 (2.5)

2568 (1.7)
4759 (3.1)
5698 (3.7)
6394 (4.1)

5229 (3.4)



p L
V CVD-REAL, SGLT2 inhibitory vedou k redukci KV
endpointu ve srovnani s jinymi antidiabetiky i s DPP
4-inhibitory

All-cause death for SGLTZ2 inhibitors MACE and all-cause
Database N No. M@k Ds? HR (95% ClI) mortality for dapagliflozin vs
DPP-4 inhibitors?
USA 143264 250% 0.38 (0.29, 0.50) Outcome HR (95% Cl)
Norway 25,050 364 % 0.55 (0.44, 0.68)
MACE 1 0.79(0.67,0.94)
Denmark 18,468 323 0.46 (0.37, 0.57)
i All-
Sweden 18,378 317 0.47 (0.37, 0.60) cause - 0.59 (0.49, 0.72)
UK 10,462 80 - 0.73(0.47,1.15) mortali
ty
Total 215,622 961 MW 0.49 (0.41, 0.57)
. . Favours dapagliflozin Favours DPP-4 inhib

Established CVD in
subanalysis:P ~23%

Favours SGLTZ2 inhibitor Favours oGLD

2The definition of hHF differed in some countries; bPrevious event of myocardial infarction, stroke, unstable angina, heart failure or atrial fibrillation
Cl, confidence interval; CV, cardiovascular; CVD, cardiovascular disease; DPP-4, dipeptidyl peptidase-4; hHF, hospitalisation for heart failure; HR, hazard ratio;
MACE, major adverse cardiac event; SGLT2, sodium—glucose co-transporter 2; oGLD, other glucose-lowering drug

1. Kosiborod M., et al. Circulation 2017;136:249-259; 2. Persson F, et al. Diabetes Obes Metab 2017; DOI: 10.1111/dom.13077



DECLARE-TIMI 58 testuje ucCinek dapagliflozinu na
KV riziko u DM 2T

g
= Placebo Follow-up visits

- 9 every 6 months and

539 telephone contact /
= visit
8 Dapagliflozin (10 mg per day) every 3 months

Add on to background CV and glucose-lowering therapy per treating
N=17,160 physician
Screening Duration is event-driven: 1390 events

(planned median duration ~4.5 years [up to 6 years])12
Powered for superiority

CV, cardiovascular; CVD, cardiovascular disease; SGLT2, sodium—glucose co-transporter 2; T2DM, type 2 diabetes mellitus
Raz |, et al. Presented at the 77t Scientific Session of the American Diabetes Association; 9t—13t June 2017; San Diego, CA, USA; 1245-P



| T
DECLARE-TIMI 58 charakteristika zarazené
populace DM 2T

Baseline characteristics Baseline CV characteristics in DECLARE
in DECLARE: CV history in patients with established CVD
Total % of established
(N=17,160)° % of total CcvD
(N=17,160) (N=6971)

Age, years, mean (SD) 63.8 (6.8)
Cardiac history, n (%)

BMlI, kg/m2, mean (SD) 32.1(6.0)

Myocardial infarction 3580 20.9 51.3
HbA,, %, mean (SD) 8.29 (1.2)
PCI 3655 21.3 52.4
Established CVD, n (%) 6971 (40.6%)
CABG 1678 9.8 24.1
MREs 10,189 Ischaemic stroke 1107 6.5 15.9
(59.4%)

BMI, body mass index; CABG, coronary artery bypass graft; CV, cardiovascular; CVD, cardiovascular disease; HbA,, glycated haemoglobin;
MRF, multiple risk factor; PCl, percutaneous coronary intervention; SD, standard deviation

Raz|. et al. Presented at the 77t Scientific Session of the American Diabetes Association 9t"—13th June 2017; San Diego, CA, USA; 1245-P



Renoprotektivni ucinky gliflozinu

A: fyziologicky stav

B: stav hyperfiltrace v ¢asnych fazich diabetické nefropatie a hyperglykémie: zvySeni reabsorbce natria

a glukdzy v proximalnim tubulu—> snizeni koncentrace natria v macula densa = poruseni tubulo-glomerularni
zpétné vazby - dilatace aferentni arterioly - navozeni glomerularni hyperfiltrace

C: efekt SGLT2 inhibice: inhibice SGLT2 v proximalnim tubulu = zvySeni koncentrace natria v macula
densa - obnoveni tubulo-glomerularni zpétné vazby - konstrikce aferentni arterioly = snizeni glomerularni

hyperfiltrace

A normal TGF
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Zaver studie LEADER®: liraglutid vs
placebo

— Signifikantni snizeni rizika primarniho kombinovaného KV cile 0 13 %

VIV

(smrt z KV pricin, nefatalni infarkt myokardu, nefatalni mozkova mrtvice)

— Signifikantni snizeni rizika imrti z KV pricin 0 22 %

V4

— Signifikantni snizeni rizika vSech pfiCin umrti o 15%
— Signifikantni snizeni rizika mikrovaskuldarnich komplikaci o 16 %

— Nebylo ovlivnéno srdecni selhani

AE, adverse event; CV, cardiovascular; HbA,, glycosylated haemoglobin; SBP, systolic blood pressure.
Marso SP et al. N EnglJ Med 2016. DOI: 10.1056/NEJMo0al603827.



Preferovana |écba u pacientu po
prodélane KV prihodé

Glifloziny
Liraglutid

U pacientu se SS : glifloziny

U pacientt po CMP : pioglitazon (PROACTIVE)



Mozna antidiabeticka |écba u
renalniho selhani
Inzulin
SU - gliquidon
NSU — glinidy
Glitazony — omezeni pri retenci tekutin
Gliptiny — linagliptin
Glifloziny (ale od stadia CKD 3B bez
antidiabetického ucinku)




Mozna antidiabeticka |[écba u jaterniho
selhani

* Inzulin

* Gliptiny — linagliptin

e Glifloziny



Zavery

* Diabetik je interni pacient s radou komorbidit
a komplikaci

* Vhodnym vybérem antidiabetické lécby lze
prognozu pacienta zlepsit (kardioprotektivita,
renoprotektivita)

e V Sirokém spektru antidiabetik I1ze nalézt
vhodny Iék i u hodné limitovanych pacientu (KI
-zavazneé postizeni ledvin, jater)



Dékuji za pozornost



