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Diabetes mellitus 2. typu

* Metabolicka porucha provazena chronickou hyperglykemii

* Pricinou je absolutni nebo relativni nedostatek inzulinu a jeho
porucha ucinku ve tkanich



Diabetes mellitus 2.typu je progresivni choroba

Progrese diabetes mellitus 2. typu

Porucha glukozové tolerance Diabetes

Insulinova rezistence

Hladina inzulinu

Funkce beta bunék

Diagnosa

4-7 let

\ 4

A

Adaptovano dle Ramlo-Halsted BA et al,* and Kahn SE?2.

ﬁ,ﬁm@;Halsted BA et al. Prim Care. 1999;26:771-789. 2. Kahn SE. J Clin Endocrinol Metab. 2001;86:4047—-4058.



Chronicka hyperglykemie

e Zvysuje riziko cévnich komplikaci
* Mikrovaskularnich —retino, nefro, neuropatie
 Makrovaskularnich — CMP, ICHS, srdecni selhani




Cévni mozkove prihody

e 2-4 x vyssi riziko ischemickych C
u diabetiku

* Etiologie: Aterosklerdza x FISI

* Riziko CMP stoupa se Spatnou
kompenzaci DM

* 15-27 % nemocnych s CMP ma dialyg




Cévni mozkove prihody

2. nejcastejsi pricina umrti

* \lyskyt vysoky vzhledem k vysoké prevalenci DM 2.typu



Ocekavany celosvetovy narust vyskytu diabetu
ze soucasnych 425 mil. na vice nez 600 milionu lidi v r.
20451

Evropa

2017: 58 mill. Zapadni Pacific

2017: 159 mil.

Severni Amerika Stiedni Vychod a
a Karibik severni Afrika
2017: 46 mil.

2017: 39 mil.

2045: 67 mil.
. Afrika @
2017: 16 mil.
Jizni a stfedni Amerika 2045: 41 mil. Jihowichodni Asie
2017:26 mil. 2017: 82 mil.
2045: 42 mi.

Adapted with permission from the International Diabetes Foundation.t
-ApgIaational Diabetes Federation. IDF Diabetes Atlas. 8th ed. International Diabetes Federation; 2017.



VCasna lécba DM 2. typu - prevence vzniku cévnich komplikaci

Cilem je udrzeni normoglykemie

Preference farmak s nizkym rizikem vzniku hypoglykemie a narustu hmotnosti



Lécba pridruzenych rizikovych faktoru
nemocnych s DM 2.typu

e Redukce hmotnosti

Obesita

Lécba rizikovych
faktort T2DM Hyperten- e Cilovy TK pod
ze 130/80 mmHg

aAACE recommends that BP control be individualized.
T2DM = type 2 diabetes mellitus; LDL-C = low-density lipoprotein cholesterol; BP = blood pressure; AACE = American Association of Clinical Endocrinologists.

&,ﬁ@rggg AJ et al. Endocr Pract. 2019;25:69-100.



Sekvencni vs vcasna kombinacni
2.typu

écba DM

For all patien
PAD PAD or all patients
monotherapie dvojkombinace PAD trojkombinace Insulin For those with HbA,,
‘ l ‘ l >53 mmol/mol (27%)
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Adapted with permission from Khunti et al.* = CONventional stepwise Earlier and more aggressive
T2DM = type 2 diabetes mellitus; OAD = oral antidiabetic agent. treatment approach intervention approach
.Pﬁpr er;lﬂyK et al. Prim Care Diabetes. 2017;11:3-12.



2018 ADA/EASD Consensus Statement

. . . . . . . . . . . ‘ To avoid clinical inertia
First-line therapy is metformin and comprehensive lifestyle (including weight management and physical activity) reassess and modify l
If HbA,. above target proceed as below for patients without established ASCVD or CKD ”ﬁi‘::‘ééﬁ?ﬁ!?”y
Compelling need to minimize weight
Compelling need to minimize hypoglycemia gain or promote weight loss Cost is a major issue
GLP-1 RA with
DPP-4i GLP-1 RA SGLT2i TZD good efficacy for SGLT2i SuU TZD
weight loss
v v v v v v v v
If HbA, . above target If HbA,. above target If HbA, . above target
v v A2 v A2 A2 v v
. . GLP-1 RA with
. . GLP-1 RAOR SGLT2i OR DPP-4i . !
SGLT2i OR TZD SGLT2i OR TZD DPP-4i OR TZD OR GLP-1 RA SGLT2i good _efflcacy for TZD SuU
weight loss
v v v v v v v v
If HbA,. above target If HbA,. above target If HbA,. above target
v v v
Continue with addition of other agents as outlined above If triple therapy required or SGLT2i and/or
v GLP-1 RA not tolerated or contraindicated use * Insulin therapy basal insulin with lowest
regimen with lowest risk of weight gain acquisition cost
If HbA,, above target preferably DPP-4i (if not on GLP-1 RA) based OR
v on weight neutrality » Consider DPP-4i OR SGLT2i with lowest
Consider the addition of SU OR basal insulin: - y — acquisition cost
+ Choose later generation of SU with lower risk of hypoglycemia If DPP-4i not tolerated or contraindicated or
+ Consider basal insulin with lower risk of hypoglycemia patient already on GLP-1 RA, cautious
addition of SU, TZD, or basal insulin

Adapted with permission from Davies et al.t

ADA = American Diabetes Association; EASD = European Association for the Study of Diabetes; ASCVD = atherosclerotic cardiovascular disease; CKD = chronic kidney disease;

SGLT2i = sodium-glucose cotransporter 2 inhibitor; DPP-4i = dipeptidyl peptidase-4 inhibitor; GLP-1 RA = glucagon-like peptide-1 receptor agonist; TZD = thiazolidinedione; SU = sulfonylurea.
‘ﬁpg,%yig <M et al. Diabetes Care. 2018;41:2669-2701.



Treatment algorithm in patients with T2DM and ASCVD or @ ESC
high/very high CV risk - drug naive (1) o Craoogy

a) Type 2 DM - Drug naive patients

+ ASCVD, or high / very high CV risk -
(target organ damage or multiple risk factors)® l
Metformin Monotherapy
If HhAac above target If Hhfac above target
|
| N ==
SGLTZi

| DPP-4i |GLP-1RA| iocrr | TZD |

Add Metformin
l l adequate ‘
‘

If Hbfac above target

o)

| | | | 2
EEC Guidelines on Diabetes, pre-diabetes and cardiovascular diseases in collaboration
with EASD (European Heart Journal 2012 - doif10.1093/eurheartj/ehz486)

wwnw.escardio.orgfguidelines



Treatment algorithm in patients with T2DM and ASCVD or

high/very high CV risk - metformin treated (1)

b) Type 2 DM - On metformin

+ ASCVD, or high / very high CV risk
(target organ damage or multiple risk factors)?

If HhAac above target

@ESC

European Society
of Cardiology

l

Continue Metformin
Monotherapy

If Hhac above target
|

|

N A
J' " SGLT2i | J’

| DPP-4i ||GLP-1RA |

ifeGFR | TZD |

l

wwnw.escardio.org/guidelines

l  adequate

If Hbfac above target
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EEC Guidelines on Diabetes, pre-diabetes and cardiovascular diseases in collaboration

with EASD (European Heart Journal 2012 - doif10.1093/eurheartj/ehz486)



@ESC

European Society
of Cardiology

2019 new recommendations (6)

EEC Guidelines on Diabetes, pre-diabetes and cardiovascular diseases in collaboration
with EASD {European Heart Journal 2012 - doif10.1093/eurheartj/ehz486)

www.escardio.orgfguidelines



@ESC

European Society
of Cardiology

2019 new recommendations (9)

EEC Guidelines on Diabetes, pre-diabetes and cardiovascular diseases in collaboration
with EASD (European Heart Journal 2012 - doif10.1093/eurheartj/ehz486)

www.escardio.org/guidelines



Recommendations for glucose-lowering treatment in DM (1) @ ESC

European Society
of Cardiology

Recommendations Class Level

SGLT2 inhibitors

Empagliflozin, canagliflozin, or dapagliflozin arerecommendedin
patients withT2DM and CVD or at very high/high CV riskto reduce CV
events.

Empagliflozinis recommended in patients withT2DM and CVD to
reduce the risk of death.

3
&2
. ey EZC Guidelines on Diabetes, pre-diabetes and cardiovascular diseases in collaboration
www.escardio.orgfguidelines

with EASD (European Heart Journal 2012 - doif10.1093/eurheartj/ehz486)



SGLT2 Inhibitory sniiuji zpetnou reabsorpci

SGLT2 |nh|b|tory

»@ jrl__

Renal Glucose
Reabsorption

 —

glukosurie

SGLT = sodium-glucose cotransporter; SGLT2i = SGLT2 inhibitor.
ﬁ,c;mepagc et al. Nat Rev Drug Discov. 2010;9:551-550.



Efekt SGLT2 inhibitory

* Pokles glykemie, pokles HBAIlc
e Pokles hmotnosti
* Pokles TK

* Minimalni riziko hypoglykemie

* Shizeni rizika srdecniho selhani



Ertugliflozin novy selektivni SGLT2 Inhibitor?

* In vitro potency and selectivity of
ertugliflozin®
* IC., pro SGLT2 = 0.9 nmol/L
* IC;, pro SGLT1 = 1,960 nmol/L

e >2,000-krat selektivnejsi k SGLT2 nez
k SGLT1

aThe potency at human SGLT was evaluated using a functional assay designed to detect the inhibition of the uptake of a glucose analog via the human SGLT expressed in CHO cells.
SGLT = sodium-glucose cotransporter; ICs, = half maximal inhibitory concentration; CHO = Chinese hamster ovary.

AJ\/Iascitti Vet al.J Med Chem. 2011;54:2952—-2960.
roprietary



Klinicke studie faze 3 s ertugliflozinem u
pacientu s DM 2.typu

Ertugliflozin + Specialni

Ertu + MET

ERTU + MET a SITA

dieta a cviceni Populace

I I I
| | |
| | |
| | |
| | |
| | |
g < I I I P
I 1 I I
VERTIS MONO! | 1 VERTIS SU VERTIS MET! l VERTIS SITA21 l VERTIS CV?2
ERTU Monotherapy | GII.ERTU.V.Sd ERTU added to MET 1 ERTU vs Placebo 1 CV Outcomes Trial
N=461 I 'mepiride N=621 I N=463 I N=8,246
I I I
| | | (-
VERTIS SITA? I VERTIS I I VERTIS Renal?
ERTU + SITA ! FACTORIALL ! l ERTU vs Placebo
\_ N=291 Y, : Factorial Study : : \_
N=1,233
I I I
: : : VERTIS ASIA3
ERTU added to MET
N=495

T2DM = type 2 diabetes mellitus; ERTU = ertugliflozin; SITA = sitagliptin; MET = metformin; CV = cardiovascular.
ﬁPéIIEQLATROTM (ertugliflozin) [Summary of product characteristics]. MSD. 2018. 2. Cannon CP et al. Am Heart J. 2018;206:11-23. 3. Ji L et al. Diabetes Obes Metab. 2019;21:1474-1482.

ary



VERTIS FACTORIAL:

51
Study Design

metformin monotherapy
ERTU 15 mg once daily (n=248)

o O T R

Screening Treatment period

Week 26 Week 52
Primary end point:
change from baseline in HbA,

apatients on metformin for <8 weeks or a dose <1500 mg/d at screening entered a dose titration and stabilization period and were eligible after completing 8 weeks of metformin monotherapy >1500 mg/day.
bA total of 1,233 patients were randomized and 1 patient in the ERTU 15 mg + SITA 100 mg arm did not take study medication, resulting in 1,232 treated patients.
¢Glycemic rescue therapy (open-label glimepiride or insulin glargine if the investigator deemed glimepiride to be inappropriate for the patient) initiated for patients who met rescue criteria.
T2DM = type 2 diabetes mellitus; ERTU = ertugliflozin; SITA = sitagliptin.
ﬁ££§$L?¥yRE et al. Diabetes Obes Metab. 2018;20:1111-1120.



VERTIS FACTORIAL:
HbA, . Reductions at Week 26
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(<))
SE i, W8 ERTU 5 mg + SITA 100 mg (n=243)
é’ g -1.0 11 Bl ERTU 15 mg + SITA 100 mg (n=244)
B 1.2 -1.1 -1.
w @ ’
-

-1,4 m
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-0.4; P<0.001
-0.5; P<0.001
-0.5; P<0.001
-0.4; P<0.001

aThe population includes all randomized, treated patients who had at least 1 measurement of the efficacy outcome variable.
bData are based on constrained longitudinal data analysis model with fixed effects for treatment, baseline eGFR, time, and interaction of time by treatment. Missing data were
handled implicitly by the model.
LS = least-squares; ERTU = ertugliflozin; SITA = sitagliptin; eGFR = estimated glomerular filtration rate.
'J?—EQJiL?Q’ryRE et al. Diabetes Obes Metab. 2018;20:1111-1120.



VERTIS FACTORIAL:
Reductions in Body Weight at Week 261

Secondary End Point, Full Analysis Set Population?

88.6 88.0 89.8 89.5 87.5 Baseline Body
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-2.3; P<0.001

Ertugliflozin is not indicated for body weight reduction.
aThe population includes all randomized, treated patients who had at least 1 measurement of the outcome variable (baseline or post-baseline).
LS = least-squares; ERTU = ertugliflozin; SITA = sitagliptin.
ﬁ&geﬂa@ ryRE et al. Diabetes Obes Metab. 2018;20:1111-1120.



VERTIS FACTORIAL:
Reductions in Systolic Blood Pressure at Week 26°

Secondary End Point, Full Analysis Set Population?
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Ertugliflozin is not indicated for systolic blood pressure reduction.
aThe population includes all randomized, treated patients who had at least 1 measurement of the outcome variable (baseline or post-baseline).
LS = least-squares; ERTU = ertugliflozin; SITA = sitagliptin.
ﬁg‘ggmwaE et al. Diabetes Obes Metab. 2018;20:1111-1120.



orooriet eValuation of ERTugliflozin efflcacy and Safety.
roprietary

Design and baseline characteristics of the L]
eValuation of ERTugliflozin efficacy and Safety
CardioVascular outcomes trial (VERTIS-CV)

Christopher P. Cannon, MD,* Darren K. McGuire, MD, MHSc,” Richard Pradey, MD, © Sam Dagogo-Jack, MD, *
James Mancuso, PhD,® Susan Huydk, DrPH, ' Bernard Charbonnel, MD,® Weichung J. Shih, PhD, b

silvina Gallo, MD," Urszula Masiukiewicz, MD,* Gregory Golm, PhD, Franoesco Cosentino, MDD, Phi,’

Bren Lauring, MD, PAD,"" and Steven G, Term, PharmD ™, on behalf of the VERTIS-CV Investigators Beston MA:
Dalkes, TX; Ovlande, FI: Mempbiz TN: Grotos, CT: Kendlworth, NE Nawtex, France: New Brusswick, NJ: Bertin
Germany; Stockbobn, Sweden: and Andover, MA

Bul:kground Ertuglifozin is an inhibitor of sadivm-glucose coransparier2 (SGLTZ), approved in the Uniled Siales and
European Union to improve ghycemic control in adull with type 2 digbetes mellitus [T20M). The VERTIS cardievasedar [CV)
outcames wial NCTO198488 1) has a primary abjedive to demanstrate nondinferiar ity of enugliflazin versus plocebo on major
adverse CV events: fime to the first event of CV death, noafatal myocardial infarction, ar nonfatal siroke. Secondary objectives
are to demonsirale superiority of erugliflozin versus plocebo on fime to: 1) the composite oulcome of CV death or
hospialization for hean failure [HF); 2) CV death; and 3] the composite outcome of renal death, dialysis/wansplont, or
doubling of srum aeatinine from bosdine.

Methods rasient =40 years old with T2DM [HbATc 7.0-10.5%) and esiablished atherascleratic cardiovascular disease
[ASCVD] of the coronary, cerebral, and/or peripheral anerial sysems, were randomized 1:1:1 1o once daily double blind
placebo, eduglifiozin 5 mg or 15 mg added 1o exsting therapy.

Results 8244 paiient were randomized and B238 received af least 1 dose of imvestigational produd. Mean age was
44, 4 years, 11.0% were 275 years old, and mean diabetes durafion was 12,9 years with screening HbA 1c of 8.3% At entry,
coronary anery disease, cerebrovasaular disease, and peripheral anerial dissase were present in 76.3%, 23.1%, and 18.8%
of patients, respectively. HF was present in 23.1%, and Siage 3 kidney dissase in 21.6% of patients

Conclusion The resulis kom the VERTISCY irial will define the CV andrenal sakety and efficacy aof erugliflazin in patients
with T20M and ASCVD. [Am Heart ] 2018,206:11-23)

Epidemiological smdies consistently demonstrate that
patients with type 2 diabetes mellitus (T20DM) have a 2-1o
4fold increased risk of cardiovascular (CV) disease
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relative to those without TZDM, and CV disease is the
leading cause of morbidity and mormality in patients with
T2DM. ™ In recem clinical wials, despite the use of
background evidence-based secondary prevention thers
pics for OV discase, individuals with T2Z0M and athero
sclerotic candiovascubir disease (ASCVID) renain at high
residual OV risk. In the sitaglipin CV owcome trial
(TBECOS) of patients with T2DM and established ASCVD,
the incidence rate for major adverse cardiovascular
events (MACE) and CV death was 3.62 and 167 per
1Hpatient years, respectively, among patients in the
placebo group.” The sk of MACE among individuals
with diahetes in the placeho arm of the PEGASUSTIMI 54
mal studying parients with cheonic, smble commry
artery discase was 11.6% over a median follow-up of 33
months.* These high event mies highlight the unmet
medical need that exias for addiional trearments o
reduce the burden of CV disease in patients with TZ0M
and established ASCVID.




VERTIS CV Trial:
Study Design?-

8,246 Patients Randomized 1:1:1 Treatment Assignment

Ertugliflozin 5 mg Ertugliflozin 15 mg

8,238 patients received at least 1 dose of study drug

Time Frame: Up to 6.1 Years

Primary Outcome (Noninferiority)

Secondary Outcomes (Superiority)

Study enrollment completed: April 2017 Projected final event accrual: September 2019

VERTIS = eValuation of ERTugliflozin efflcacy and Safety; CV = cardiovascular.

~Canfon CP et al. Am Heart J. 2018;206:11-23. 2. ClinicalTrials.gov. https:/clinicaltrials.gov/ct2/show/NCT01986881. Accessed October 23, 2018.



VERTIS CV studie:

History of Cardiovascular Disease

99.9%
Established
CV disease?

aNot mutually exclusive.
F‘VERTIS = eValuation of ERTugliflozin efflcacy and Safety; CV = cardiovascular.
TP&&Rhon CP et al. Am Heart J. 2018;206:11—23.
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Coronary artery disease
Cerebrovascular disease

Peripheral arterial disease

Myocardial infarction
Coronary revascularization
Peripheral revascularization
Stroke

History of heart failure

(n=1,902)

0%

(n=1,548)

23.1

18.8

(n=3,942)

8.2 (n=676)

10%

20%

21.0
23.1

30%

40%

47.9

50%

(n=6,286) 76.3

57.3
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70%
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VERTIS CV

* Primarni cil — kardiovaskularni noninferiorita

e Sekundarni cil — kardiovaskularni superiorita



Shrnuti

* DM 2. typu je metabolické onemocneéni provazené rizikem cévnich komplikaci
* Prioritou je v€asna, ucinna a bezpecna lécba

* Cilem je zabranéni vzniku cévnich zmeén

* Preferovany jsou léky s prokazanou kardiovaskularni protektivitou

* U pacientu se srdecnim selhanim jsou lékem volby glifloziny (SGLT2
inhibitory), prednostné pred nasazenim metforminu

‘ h Proprietary
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Zkriceni informace o lé¢ivém piipravku: Steglatro® 5 mg potahované tablety, Steglatro® 15 mg potahované tablety

Slozeni: Steglatro 5 mg resp 15 mg potahované tablety, jedna tabletz obszhuje ertugliflozimmm 5 mg resp 13 mg (jako ertugliflozimmm et acidum pidolicum). Pomocne latkhy se zndmim Géinkem: Jedna tableta obsahuje 28 mz resp 85 mg
laktozy (ve formé monohyvdraty). Indikace: Pripravek Steglatro je indikovan k 186bé dospélych ve vékm 18 let a stardich = diabetes mellituz typu 2 jzko doplikova 18cha k distmim opatfenim a t8le=né aktivité ke zlepieni kontrolv ghvlémis:
jako monoterapie u pacientl, u kterjch se metformin nepovaiuje za vhodey oili intoleranci nebo kontraindikacim nebo jako piidama 168ba k daléim antidiabetibiom. Ddvkovini a zpisob podini: Doporufens rahajovac davia ertuglifiozinn
18 5 me jednon denné. U pacienti snaejicich 5 mgz ertugliflozinn jednou denné lze davim zvvdit na 15 me jednou demmé, pokud je potfebnd dalé kentrola slyvkemie. Polud se ertugliflozin pouziva v kombinaci & inzulinem nebo inzulinovim
seloetagogem, mitFe byt ke snifeni nzika hypoglylkémie potfebnd nif# dévkea mezulinu nebo mezulinového sebzetagoga. U pacientti s depleci objemu se pred nasazenim erfugliflozinu doporuéuje naprava tohoto stavn. Polmd dojde k vymechéni
dévloy, ma 1 pacient ufit, jalanile = vzpomenes. Pacientl nemajl ufivat dvé davloy piipravin ve stejny den. Porucha funkce fegvin: Pied nasarenim pripraviu Steglatro a poté v pravidelnvch intervalech ze dopomuéuje vwhodnoceni rensdlnich
fumked. T pacientd & odhadovanou rychlosti glomerulami filirace (2GFE) iz nef 60 mlmim1,73 m2 nebo CrCl nizé ne 60 mlmin se nasazent tohoto 1é¢ivéhe piipraviu nedoporutuje. Piipravek Steglatro je numo vysadit, pokud je eGFR
zefrvale ni%E neZ 43 mlmin'l. 73 m2 nebo CrCl setrvale nizi nez 45 ml'min. Pfipravek Steglatro se nemd pouZivat u pacientil e zavafnou poruchou funkes ledvin, = onemocnénim ledvin v terminglnim stadm (ESEDY) nebo u pacientd na
dialyze, protoZe se nepredpokladd, Fe by v mich byl Gfinny. Porucha funbce jater: U pacientil s mimou nebo stfedné zévaimou poruchou fimkce jater neni nuina iprava davioy ertugliflozinn. U pacienti se zravaimon porachou fimkce jater nebyl
ertugliflozin hodnocen a jeho poufiti u téchto pacientll ze nedoporufuje. Starfl pacienti (= 63 lef véhuw): Na zikladé vikn se Zadnd dprava diviy nedoporuéuje. Je nutno vait v ivahn rendlni funkee a riziko deplece objemu. S piipravkem
Steglatro u pacienti ve vElm =735 et jsou jen omezend Zhuenosti. Pedloirickd populace: Bezpetnost 2 dfmnost ertugliflozinu v dét mladsich 18 let nebyla stanovena. Zpisob podani: Pripravek Steglatro se ma uZivat peroriing jednou denné
rano & jidlem nebo bez jidla. V piipadé potiE & polvkanim je moiné tabletu rozlomit nebo rozdriit, protoZe jde o lékovou fonmu & okamfitfm wwolfiovanim. Kentraindikace: Hypersenzifivita na 1é&mvou litku nebo na kterouloli pomocnou
latln. Zwlasini upozornéni: Pifpravek Steclatro se nema pouivat k 18808 pacientt = dizbetes mellims typu 1. Hypotenze / deplece objemu: V disledin svého mechanismn Ginku ertgliflozin vyvolavd csmotickon diurézu, mvyiuje sérovy
kreatinin a smFnje eGFR. Pii stavech, které mohou vést ke ziratam tebutin, se u pacienti lééenich ertugliflozinem dopomiiuje peélive sledovani stavu objemu a eleldrolytn. Diabetickd kefoaciddza: “V Hmickych hodnocenich erfugliflozinu
byvly hlagemy vzacne piipady diabetické ketoaciddzy, viemé Hivot chrofujicich a smrtelnych pifpadi. V fad2 pfipadi bvly projevy stavo atypické = pouze stfedné ravainym zvvienim hodnot ghikdzy v kv, pod 14 mmol] (230 me/dl). Neni
mamo, zda je viskyt disbeticke ketoacidozy pi1 vy&Sich davleach ertugliflozinu pravdépodobnéjéi. Pii nespecifickych pfimacich, jake je nauzea, zvraceni, nechutenstvi, bolest biicha, velka Zizefi, dychaci obtize, zmatenost, neobvykla imava
neho ospalest, e musi zvafit riziko diabeticke ketoacidozy. Pokud =e tyto piiznaloy objevi, je mono ]:la-meurr ihned vvietiit na ketoamdozu, bez ohledu nz hladinu ghukéey v krvi. U pacienti & podezremm na diabetickou ketoaciddzu nebo s
dlaguoshkm*a.uﬁu diabetickou ketoacidézou je numo léchu ertugliflozinem thned K}EEﬂ.lt Lécha ma byt pferufena u pama:ltu_ kteti jsou hospitalizovani z divodu velloich chinmgiclorch x'}i.onu nebo vaimeho akutmihe onemocnénd. 17 téchto
pacientl je doporufens monitorovat ketony. Upfednostiuje se zjiSténi hodnot ketond v kv pfed zjiéténim jejich hodnot v mofi. Léfbu ertugliflozinem lze opét zzhajit, ]cd}z s& hodnoty ketonl normalizugi a stav pacienta je stabilizovany. Pfed
zahajenim léchy ertugliflozinem se maji vzit v dvahn anamnesticks faktory, které mohou ke ketoaciddze predisponovat. Mezi pacienty, ktefl mohou byt diabetickou ketoaciddzou ohroZeni vice, patil pacienti & nizkou rezervou fimkce beta
bunék, pacienti se stavy vedoucimi k omezenénm piijmu potravy nebo s tékou dehydrataci, pacienti se sniZeniymi dévkami inzulinu a pacient se zvvienymi poZadaviy na mzulin v disledkn alminithe onemocnéni, chinmreického zékrokn nebo
abusu alkoholn. Obnovent 1&8by inhibitorem SGLT2 u pacient = pfedchozi diabetickou ketoaciddzon biéhem 1é8by mhibitorem SGLT2 s nedoporuéuje, polud nebyl identifikovan a vyfeden jiny jednomatny vwvoldvajici faktor. Bespeénart
a dcinnost ertugliflozinu u pacient 5 diabetes ftypu 1 nebyla stavovena, ertugliffozin se k 666 pacientil 5 diabetes typu I nemd pouiival. Omezené ddaje = kinickich hodnocent neenadufl, fe pokud fsou pacienti s diabetes fypu 1 léfeni
inhibitory SGLIZ, vyskyiufe se dinbetichd kefoacidéza 5 dastou frekvenci Zhorfeni rendinich funkel: Sledovani rendlnich fimkef se doporufuje nasledowmé: - pfed nasazenim erfuglifiozinu a pravideing behem 1&8hy.- Sastdi u pacienti s eGFR
ni#é ne? 60 mlmin'1,73 m2 nebo CrCl ni#é ne? 60 mlimin. Hypogikemie pfi soudasném poddveni s eulinem a rewlinovymi sekretagogy: Ertugliflozin miFe riziko hypoglykémie zvyiovat, pokud se poufivé v kombinact s inzulinem amebo
mzulinovim sekretagozem, o kterich je mamo, fe zpisobuyi hypoghvkémii. Mkodicks mfekee peniialii: Eruzliflozin zvyiuje riziko mvkotickych infekei senitalii. Ffekee modovéhs dstroji- Exkrece slukdzy mofi miZe byt spojena ze
zviienym rizikem infekel mofoveho Gstroji. Béhem lethy pyelonefiitidy nebo urosepse se ma zvafit dofesné vysazeni ertugliflozinu. Nekrotizujici fasciitida perinea: U pacient Zenského 1 muZského pohlavi uivajicich inhibitory SGLT2
byvlyv po wvedeni pfipraviod ma trh hlageny piipady nekrotizujici fasciitidv perinea (zvané té% Fournierova gangréna). Jde o vzacnou, zle zavainou a potencidlng Hvot ohrofnjici pfihodn, ktera vyZzaduje neodkladny chimrgicky zakrok a
antibiotickou 188w, Pacienty je tfeba poutit, aby vyhledali l&katskon pomoc, polud =& u nich objevi kembinace pifznaki zahmujicich bolest, citlivost, erytém nebo otok v oblasti genitalii nebo perinea provazenych horefkou nebo malatnosti
Neh‘crl:u:uum fasciftidé mife predchazat ume:emta]m mnfekee nebo perinedlni sbeces. V piipadé podezfeni na Fourmierown gangrénu je tfeba piipravek Steglatm vyzadit a rychle zahdjit 1égbu. Siarfi pacienti: Starii pacienfi mohou bt ve vvisi
mife chroZem depleci objemu. Predpoklada se, Ze erfugliflozin bude mit u starsich pacients = poruchou fimkce ledvin sniFenou Gfmnoest. Srdecni selfidni: Zlufencsti u pecientd s tiidou 111 dle New York Heart Aszociation (WYHA) jsou
omezené, u pacientl s tidou MI-IV dle NYHA nejsou z klinicksich studii erugliflozing Zédné zhufenosti. Laboratorni videtfeni modi: Vzhledem k mechanismu 0finkn budou u pacientd ufivajicich pfipravek vweledky testi z mo#i pozittond
na glukdzu. Interference se stanovenim 1,5 anhydroghucitolu (1,5 AG): Sledovani glykemické kontroly pomoci stanoveni 1.3 AG se nedoporuéuje, protoZe méfeni nent pii hodnoceni glykemicke kontroly u pacientl uivajicich mhibitory
SGLT2 spolehlive. Lakidza: Pacienti se vzacnymi dédifnymi problény = infoleranci galaktozy, iplntm nedostatlem laktdzy nebo malabsorpei ghukdzy a galaltory nemaji tento leCivy piipravek nfivat. Interakee: Erugliflozin e ZvyEovat
diureticky dfinek a miFe zvyfovat riziko dehydratace a hypotenze. Ertugliflozin mife zvyiovat rizike hypoglykémie. poloud se poufiva v kombinaei & inzulinem a/nebo inzulinovym sekretagogem. Proto miFe byt k minimalizaci rizika
hypoglykémie pc:ltfebné nizél dévka mzulinn nebo inrulinového sekretagopa. Tehotenstvi, kojeni: TEhoterstvi: Udaje o podévént ertugliflozinu tEhotnim Zendm jsou omezené. MNa zéklad® visledkd studil na zvifatech miZe ertugliflozin
ovliviiovat renalni vyvoj a dozravini. Pripravek Steglatro se proto v tehotenstvi nems ufivat. Kojent O piitommnost ertugliflozinu v lidském matefském mléce, viive na kojence ami o viivuna tvorbu mléka nejzou Zadné informace. Ma zikladé
vysledioh studii ne zvitatech mife ertugliflozim ovliviovat rendlni vivoj 2 dozrdvani, riziko pro novorozence kojence nelze vyloufit. Piipravek e nemé poddvat béhem kojeni. Feriifita: Ve studiich na zvifatech nebyly POZOTOV any Zadne
u-:mh na fertilitu. Nezadouci éinlky: Nejtasté)i hlifenymi nefadoucimi éinky v celém klinickém programu byly vulvovagindlni mykoticke infekes a dals myvkoticke infelce Zensloch gemitalii. WVzdcné z2 xﬂrsk'_.'ﬂa ravaing diabeticka
ketoacidozz. Uchovavani: Tento 1écivy piipravek nevyzadwe Zadné zvlastl podminky uchovdvani. DrZitel rozhodnuti o registraci: Merck Sharp & Dohme BV, Waarderweg 30, 2031 EN Haarlem, MNizozemsko Registraéni isla:
EU18/1267001 - 014, Datum revize textu: 14/10/2019.

W EImnéte 31, prosim, zmén v souhmm informaci o leGivém piipravio.

Vydej pfipravku je vizin na léka¥sky predpis. Difive nef pfipravek pFedepifete, seznamte se prosim s dplnym souhrnem ddaji o pfipravku.
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