Problematika HFmrEF a HFpEF ve svéle
novych skutecnosti

...aneb nejde o frakci, ale o zivot

Marie Lazarova
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Definice HFmrEF/HFpEF

2021 ESC Guidelines for the diagnosis and
treatment of acute and chronic heart failure

Developed by the Task Force for the diagnosis and treatment of acute
and chronic heart failure of the European Society of Cardiology (ESC)

With the special contribution of the Heart Failure Association
(HFA) of the ESC

Table 3 Definition of heart failure with reduced ejection fraction, mildly reduced ejection fraction and preserved ejection

fraction
Type of HF HFrEF
g Symptoms + Signs®
& LVEF <40%
E
= _
0]

Eur Heart J. 2021;42(36):3599-3726.

@:mrEF
Symptoms + Signs®
LVEF 41—49%"

.

HFpEF o)

Symptoms + Signs®
LVEF =50%
Objective evidence of cardiac structural and/or functional 4

Y
abnormalities consistent with the presence of LV diastolic j

dysfunction/raised LV filling pressures, including raised natriuretic peptideyg
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2022 AHA/ACC/HFSA Guideline for the
Management of Heart Failure

https://doi.org/10.1016/j.jacc.2021.12.012 @ F&me‘f\},’&'\f\,‘l@
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2022 AHA/ACC/HFSA Guideline for the
Management of Heart Failure: moznosti lécby HFimpEF
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Withdrawal of pharmacological treatment for heart failure in
patients with recovered dilated cardiomyopathy (TRED-HF):
an open-label, pilot, randomised trial

Brian P Halliday, Rebecca Wassall, Amrit S Lota, Zohya Khalique, John Gregson, Simon Newsome, Robert Jackson, Tsveta Rahneva, Rick Wage,

Gillian Smith, Lucia Venneri, Upasana Tayal, Dominique Auger, William Midwinter, Nicola Whiffin, Ronak Rajani, Jason N Dungu, Antonis Pantazis,
Stuart A Cook, James SWare, A John Baksi, Dudley | Pennell, Stuart D Rosen, Martin R Cowie, John G F Cleland, Sanjay K Prasad

Halliday BP et al,., The Lancet 2018
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Events (%)
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104
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50— Event rate 45-7% (95% Cl 28.5-67-2); p=0-0001

—

—— Control group
—— Treatment withdrawal group

Number at risk
Control group 26
Treatment 25

withdrawal group

T T T T T
1 2 3 2 5 6
Meonths since randomisation
26 26 26 26 26 26
22 22 21 16 16 13

Figure 3: Kaplan-Meier curve of time to primary endpoint in randomised phase, according to treatment group

One patient dropped out at 7 days.
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Soucasny koncept chapani srdecniho selhani

(systolické/diastolické dysfunkce)

* Jisté je treba pacienty rozdélit dle EF LK...

ALE:

HF jako Systémovy syndrom zpUlsobeny kumulaci

rizikovych faktord/komorbidit
Problém meéreni EF LK...

Dlkaz?...terapie fungujici napfri¢ celym spektrem...
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Lécba HFmrEF/HFpEF dle ESC Guidelines 2021

Pharmacological treatments to be considered in
patients with (NYHA class 11-1V) heart failure with
mildly reduced ejection fraction

2021 ESC Guidelines for the diagnosis and
treatment of acute and chronic heart failure

Recommendations for the treatment of patients with

heart failure with preserved ejection fraction

Recommendations Class®

Screening for, and treatment of, aetiologies, and
cardiovascular and non-cardiovascular comor-
bidities is recommended in patients with HFpEF
(see relevant sections of this document).
Diuretics are recommended in congested
patients with HFpEF in order to alleviate symp-

toms and signs.137

Recommendations

Diuretics are recommended in patients with
congestion and HFmrEF in order to alleviate
symptoms and signs.">’

An ACE-| may be considered for patients with
HFmrEF to reduce the risk of HF hospitalization
and death."

An ARB may be considered for patients with
HFmrEF to reduce the risk of HF hospitalization
and death.”*

A beta-blocker may be considered for patients
with HFmrEF to reduce the risk of HF hospital-
ization and death.'>""”

An MRA may be considered for patients with
HFmrEF to reduce the risk of HF hospitalization
and death **

Sacubitril/valsartan may be considered for
patients with HFmrEF to reduce the risk of HF

hospitalization and death.'>%¥7

Class* Level®

(9]

0

Eur Heart J. 2021,42(36):3599-3726.
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2022 AHA/ACC/HFSA Guideline for the
Management of Heart Failure
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2022 AHA/ACC/HFSA Guideline for the
Management of Heart Failure: moznosti lécby HFmrEF
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2022 AHA/ACC/HFSA Guideline for the
Management of Heart Failure: moznosti lécby HFpEF
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The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812

APRIL 10, 2014

VOL.370 NO.15

Spironolactone for Heart Failure with Preserved Ejection Fraction

O'Meara

M.D., Scott D.

MRA a HFpEF

Table 2. Incidence Rates of the Primary C¢

Outcome

Primary outcome

Components of the primary
outcome

Death from cardiovascular
causes

Aborted cardiac arrest

Hospitalization for heart failure
Additional secondary outcomes

Death from any cause

Hospitalization for any reason

Myocardial infarction

Stroke

Hazard Ratio with
Spironolactone
(95% ClI)f

089 (0.77-1.04)

090 (0.73-1.12)

0.60 (0.14-2.50)
0.83 (0.69-0.99)

0.91 (0.77-1.08)
0.94 (0.85-1.04)
1.00 (0.71-1.42)

ite Outcome, Its C and Additional dary Outcomes.*
Spironolactone Placebo
(N=1722) (N=1723)
Participants Incidence Participants Incidence
with Event Rate with Event Rate
no. (%) 10./100 person-yr no. (%) 10./100 person-yr
320 (18.6) 5.9 351 (20.4) 6.6
160 (9.3) 28 176 (10.2) 31
3(0.2) 0.05 5(0.3) 0.09
206 (12.0) 338 245 (14.2) 46
252 (14.6) 42 274 (15.9) 46
766 (44.5) 18.8 792 (46.0) 200
65 (3.8) 12 64 (3.7) 11
57 (3.3) 10 60 (3.5) 11

0.94 (0.65-1.35)

P Value

0.14

0.48
0.04

029
0.25
0.98
0.73

Estimated Cumulative Proportion of Patients
with Primary End Point

No. at Risk

1.00
0.95+
0.90
0.85+
0.80+
0.754
0.70
0.65+
0.60
0.554
0.50+
0.45+
0.40
0.354
0.30+
0.25
0.20
0.154
0.104
0.05+

0.30+
0.25+ Placebo
0.20+ .
Spironolactone
0.15+

0.10+

0.05+

0.00 T T T T T 1

Hazard ratio, 0.89 (95% Cl, 0.77-1.04)

0.00

Spironolactone 1722

Placebo

1723

12

1502
1462

P=0.14 by log-rank test
1

24 36 43 60 72
Months

1168 870 614 330 53

1145 834 581 331 53
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Inder S. Anand, MD; Nadine Clausell, MD, PhD: Akshay S. Desai, MD, MPH;

MRA a HFpEF

Regional Variation in Patients and Outcomes in the
Treatment of Preserved Cardiac Function Heart Failure
With an Aldosterone Antagonist (TOPCAT) Trial

Marc A. Ptetter, MD, PhD; Brian Claggett, PhD: Susan F. Assmann, PhD: Robin Beineau, MD:

Rafael Diaz, MD; Jerome L. Fleg, MD; Ivan Gordeev, MD; John E. Heitner, MD;

Eldrin F. Lewis, MD, MPH; Eileen O’Meara, MD; Jean-Lucien Rouleau, MD;

Jeffrey L. Probstfield. MD; Tamaz Shaburishvili, MD, PhD: Sanjiv J. Shah, MD:
Scott D. Solomon, MD; Nancy K. Sweitzer, MD, PhD: Sonja M. McKinlay, PhD; Bertram Pitt, MD

Primary Outcome

=&
Table 4. Summary of Trial Outcomes by Treatment Arm and Reglon = Placebo
Americas N=1767) Russia/Georgia (n=1678) =e*==* Spironolactone
No. (%) With Event Ne. {%) With Event
[Incidence Rate per 100 patient-y] [Incidence Rate per 100 patient-y] o 2 amnnn
= Americas o
HR HR = PEITTTY
Spironolactone Placebo (95% CI) Spironolactone Placebo (95% Cl) P, Regional > © r
Outcome (n=886) n=881) PValue (N=836) (N=842) Palue Difierence™ =
]
Primary oufcome 242(27.3) 280(31.8) 0.82 781(9.3) 71184 1.10 <0.001 g
[10.4) [12:8) (0.69-0.98) [2.5) [23] {0.79-1.51) e}
0.026 058 a
Cardiovascular mortality 9(10.8) 127 (14.4) 0.74 64(7.7) 491(5.8) 1.31 <0.001 8 o
3] [49] (0.57-0.97) [20] [1.6] {0.91-1.90) =]
0.027 0.15
Aborted cardiac arest 2(0.2) 4005 A 1(0.0) 1(0.1) NiA NiA
[0.08] [0.18] [0.03] [0.03]
Hospitalizafion for 184 {20.8) 216 (24.5) 0.82 22(2.6) 20(34) 0.76 <0.001
heart failure 7.9 [2.7) (0.67-0.99) [0.72) [0.95] 0.44-1.32) 8
0.042 0327 S
Recurrent heart failure 361 events 438 events IRR=0.75 33events  I7events  IAR=0.63 <0.001 (') é “‘ é
[13.9] [17.0] (0.58-0.96) [11] [1:2] (0.42-1.62)
0.024 0.58 Years
All-cause mortality 178(201) 207235 083 74(8.9) 67(8.0) 112 <0.001 Numper at risk
[6.5] 7 (0.68-1.02) [23] [2.0] {0.80-1.55) Americas (P/S) 880/885 409518 178209
0.08 0.51 Russia/Georgia (P/S) 842/836 6465650 403/405
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ARNI a HFpEF

Angiotensin—Neprilysin Inhibition in Heart
Failure with Preserved Ejection Fraction

CONCLUSIONS

Sacubitril-valsartan did not result in a significantly lower rate of total hospitaliza-
tions for heart failure and death from cardiovascular causes among patients with heart
failure and an ejection fraction of 43% or higher. (Funded by Novartis; PARAGON-HE

A Total Hospitalizations for Heart Failure and Death from Cardiovascular Causes

Mean Cumulative Events
per 100 Patients

55

3? Rate ratio 0.87 (95% Cl 0.75, 1.01)
100, 40 p = 0.059
90 35
30
804 25 Sacubitril-valsartan
70 20-
60 1; Valsartan
50 5
0
401 0 1 2 3 2
304 Sacubitril-valsartan
20
104
0
T T T 1
0 1 2 3 4
Years

B Total Hospitalizations for Heart Failure

Mean Cumulative Events
per 100 Patients

55

0.72, 1.00)

o0, 4 Rate ratio 0.85 (95% Cl

40 =
90 35 Valsartan p= 0.056
804 30
704 25
o] 20 Sacubitril-valsartan
501 10 Valsartan
40 3

0 T 1
304 0 1 2 3 4
204 Sacubitril-valsartan
104

0
T T T 1
0 1 2 3
Years

N Engl J Med. 2019;381(17):1609-

1620
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ARNI a HFpEF

Significant Heterogeneity in Multivariate Analysis
by Ejection Fraction and Sex

Subgroup No. of events/ Rate ratio Primary endpoint Multivariable
patients (95% Cl) interaction p-value
Sex
Male 980/2317 1.03 (0.85-1.25) [
Female 923/2479 0.73 (0.59-0.90) I P<0.008
LVEF
at or below median (57%) 1048/2495 0.78 (0.64-0.95) I P =0.03 (categorical)
above median (57%) 855/2301 1.00(0.81-1.23) l P =0.002 (continuous)
0.4 0.6 0.8 1.0 2.0
"' Raté'ratid'(95% C1) "

Only interactions for sex and ejection fraction remained nominally significant

\O) ( FAKULTNI
Solomon NEJM 2019, Lam ESC 2019 OSTRAVSKA (N)E%%RllCE

LEKARSKA FAKULTA



Glifloziny a CHSS
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empagliflozin a HF: efekt dle EF LK

Key Finding

The magnitude of the effect of empagliflozin on heart failure outcomes and health status was similar in patients with ejection fractions
<25% to <65%, but it was attenuated in patients with an ejection fraction >65%.

Take Home Message

The consistency of the response in patients with ejection fractions of <25% to <65% distinguishes the effects of empagliflozin from other
drugs that have been evaluated across the full spectrum of ejection fractions in patients with heart failure.

Hazard ratio
(empagliflozin : placebo)

European Heart Journal (2022) 43, 416426

1.8+
16 ® Time to first heart failure hospitalization
@ Total (first and recurrent) hospitalizations

1.4
124
1.0 L X
0.8
0.6 +
0.4
0.2-

<25% 25t034%  35t044%  45t054%  55t064% >65%

Ejection Fraction
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Problematika HFpEF - praktické aspekty

* obtiznéjsi diagnostika
* multimorbidni, starsi pacienti

 vyskytujici se ¢asto ,mimo” kardiologicke
ambulance

e “klinicky syndrom*

* ...ale nyni jiz mame k dispozici funguijici terapii
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HFpEF — vysvétleni pFiciny dusnosti pro velkeé
mnoistvi opakovaneé vySetfovanych pacientu

Klicova role natriuretickych peptidi a echokardiografie
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Diagnostika HFpEF

* 414 retrospektivné analyzovanych invazivné vysetfenych pacientu s
nejasnou namahovou dusnosti

* Validace metody na 100 prospektivnich pacientech

Clinical Variable

H Heavy Body mass index > 30 kg/m? 2
A Simple, Evidence-Based Approach to 2 Hypertensive 2 or more antihypertensive medicines 1
Help Guide Diagnosis of Heart Failure With .
Preserved Ejection Fraction F  Atrial Fibriliation FET@RETE] @F (M SiEm! 3
Pul Doppler Echocardiographic estimated
Yogesh N.V. Reddy, MD P H u m;”"'}’ Pulmonary Artery Systolic Pressure > 35 1
Rickey E. Carter, PhD ypertension mmHg
Masaru Obokata, MD, PhD
Margaret M. Redfield, MD E Elder Age > 60 years 1
Barry A. Borlaug, MD
F Filling Pressure Doppler Echocardiographic E/e’ > 9 1
Sum
H,FPEF score (0-9)
Total Points 0 1 2 3 4 5 6 7 8 9
Circulation. 2018;138:861-870. Probability of HFpEF 62 03 04 05 06 07 o8 o5 055

K@) ( FAKULTNI
NEMOCNICE

OSTRAVSKA O ST RAVA

UNIVERZITA
LEKARSKA FAKULTA



Table 3 Definition of heart failure with reduced ejection fraction, mildly reduced ejection fraction and preserved ejection
fraction

Type of HF HFrEF HFmrEF HFpEF

< 1 Symptoms + Signs® Symptoms + Signs® Symptoms + Signs®

& 2 LVEF <40% LVEF 41—49%"° LVEF >50%

:E: Objective evidence of cardiac structural and/or functional

abnormalities consistent with the presence of LV diastolic

©ESC 2021

dysfunction/raised LV filling pressures, including raised natriuretic peptides®

McDonagh TA, Metra M. Eur Heart Journal \@) F(mRAEI&%ENI\IiICE

2021: 00, 1-128. OSTRAVSKA OSTRAVA



Table 9 Objective evidence of cardiac structural, functional and serological abnormalities consistent with the presence
of left ventricular diastolic dysfunction/raised left ventricular filling pressures®¥2¢!

Parameter® Threshold

LV mass index >95 g/m” (Female), =115 g/m” (Male)

Relative wall thickness =0.42

LA volume index® >34 mUm” (SR)

E/e’ ratio at rest™ >9

NT-proBNP =125 (SR) or

BNP >365 (AF) pg/mL
>35 (SR) or
>105 (AF) pg/mL

PA systolic pressure >35 mmHg

TR velocity at rest® >2.8mfs

McDonagh TA, Metra M. Eur Heart Journal 2021: 00, 1-128.

Comments

Although the presence of concentric LV remodelling or hypertrophy is
supportive, the absence of LV hypertrophy does not exclude the diagno-
sis of HFpEF

In the absence of AF or valve disease, LA enlargement reflects chronically
elevated LV filling pressure (in the presence of AF, the threshold is

=40 mlL/m?)

Sensitivity 78%, specificity 59% for the presence of HFpEF by invasive
exercise testing, although reported accuracy has varied. A higher cut-off
of 13 had lower sensitivity (46%) but higher specificity (86%).7125%274

Up to 20% of patients with invasively proven HFpEF have NPs below
diagnostic thresholds, particularly in the presence of cbesity

Sensitivity 54%, specificity 85% for the presence of HFpEF by invasive
59.261

@ ESC 2021

exercise testing”
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Diagnostika HFpEF — priklad z praxe
Zena, roénik 1949, BMI 26, bez komorbidit, bez rizikovych
faktoru ICHS

Prichazi pro namahovou dusnost, neguje bolesti na hrudi,
ergometrie bez prukazu ICHS

NT-pro BNP POCT < 60 ng/l

Echo: EF LK 60 %, vyssi plnici tlaky LK hraniCni mozne,
E/Em 9, odhad PASP 30-35 mm Hg
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Diagnostika HFpEF — priklad z praxe

* Pozatezove echokg vysetreni a odber NT-pBNP
 NT-pro BNP POCT 578 ng/l

« Echo: EF LK 60 %, predikce vysSich plnicich tlaku LK,
E/Em 15, odhad PASP 45-50 mm Hg

Dusnost - v.s. na vrub HFpEF- echo znamky, klinika, NT BNP nadhranicni - potvrzeno zatézovym
vySetrenim
- ergo bez prukazu ICHS
- plicni nilez v poradku
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Zaver

* V\yznamna zmeéna pohledu na srdecni selhani v poslednim
obdobi

* CHSS jako syndrom s moznosti nabidky terapie napfic celym
spektrem ,,funkce/dysfunkce” levé komory

 Zejmeéna v ramci HFpEF posun od neexistujici diagndzy po
syndrom s moznosti nabidky terapie redukujici
mortalitu/morbiditu
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ZKkracena informace o 1é¢ivém pripravku
FORXIGA® 10 mg potahované tablety

Kvalitativni a kvantitativni sloZeni:
Dapagliflozinum propandiolum monohydricum odpovidajici dapagliflozinum 10 mg v 1 potahované tableté. Jedna 10 mg tableta obsahuje 50 mg laktosy.

Terapeutické indikace: Diabetes mellitus 2. typu (DM2) — u dospélych pacientt a déti ve véku 10 let a starsich - jako pridavna lécba k dieté a fyzické aktivité ke zlepSeni kontroly glykemie - jako monoterapie, pokud je podavani metforminu
nevhodné v dusledku intolerance; - jako pfidavna Iécba k jinym lécivym pFipravkim k |é¢bé DM2. Vysledky studii ve vztahu ke kombinované Ié¢bé s jinymi [éCivymi pFipravky, vlivy na kontrolu glykemie a kardiovaskuldrni p¥ihody a studované
populace viz SPC. Srde¢ni selhani (SS) — k 1é¢bé dospélych pacientli se symptomatickym chronickym srdeénim selhanim. Chronické onemocnéni ledvin (CKD) — k 1é¢bé dospélych pacientl s chronickym onemocnénim ledvin. Davkovéni a zpisob
podani: Doporucena davka je 10 mg dapagliflozinu jednou denné. Pokud je dapagliflozin poddvan v kombinaci s inzulinem nebo inzulinovymi sekretagogy, |ze uvazovat o jejich snizené davce, aby se sniZilo riziko hypoglykemie. Pfipravek se
podava perorélné, jednou denné, kdykoli v pribéhu dne, s jidlem nebo mimo jidlo. Tablety se polykaji celé. Kontraindikace: Hypersenzitivita na léCivou latku nebo na kteroukoli pomocnou latku. Zvlastni upozornéni a opatfeni pro pouZziti: Neni
nutna tprava davky s ohledem na funkci ledvin. Nedoporuéuje se zahajit lé¢bu dapagliflozinem u pacientt s eGFR < 25 ml/min. U&innost dapagliflozinu na snizeni glukézy zavisi na funkci ledvin, a je snizena u pacientd s eGFR < 45 ml/min a
pravdépodobné chybi u pacienti s tézkou poruchou funkce ledvin a je tieba zvazit dal3i Ié¢bu snizujici hladinu glukdzy, pokud je nutna dalsi kontrola glykémie. Dapagliflozin se nema pouzivat k |é¢bé pacientu s diabetem 1. typu. U pacientd

s tézkou poruchou funkce jater je zvy$ena expozice dapagliflozinu. Nedoporuéuje se upravovat davku dle véku. V dusledku mechanismu Gcinku zvySuje dapagliflozin diurézu, kterd maze vést k mirnému snizeni krevniho tlaku. Opatrnosti je
zapotfebi u pacientd, u kterych mize pokles krevniho tlaku vyvolany dapagliflozinem pfedstavovat riziko. U pacientl [é¢enych inhibitory spole¢ného transportéru pro sodik a glukézu (SGLT2i), byly vzécné hlaseny pfipady diabetické
ketoaciddzy (DKA), u rizikovych pacientt je nutno uZivat SGLT2i opatrné. Pfed zahdjenim Ié¢by maji byt pacienti vysetfeni s ohledem na riziko DKA. Vice informaci viz SPC. Pokud se vyskytnou zndmky nebo symptomy ketoaciddzy, maji byt
pacienti pouceni, aby si zméfili hladiny ketond. Po uvedeni pfipravk SGLT2i na trh byly u pacient( hlaeny pfipady nekrotizujici fasciitidy perinea (Fournierova gangréna) — jde o vzacnou, ale zdvaznou a potencidlné Zivot ohrozuijici pfihodu,
ktera vyzaduje neodkladnou Ié¢bu a je tieba poucit pacienta. Vylu€ovani glukdzy moéi miize byt spojeno se zvy$enym rizikem infekci mocovych cest. Zku$enosti s dapagliflozinem u pacientd se SS ve tfidé IV podle NYHA jsou omezené.
*Pacienti s infiltrativni kardiomyopatii nebyli studovani. Nejsou Zadné zkusenosti s dapagliflozinem v |é¢bé CKD u pacientll bez diabetu, ktefi nemaji albuminurii. Pacienti s albuminurii mohou mit z 1é¢by dapagliflozinem vétsi prospéch. Ve
studiich pacientl s DM2 s SGLT2i byl pozorovan zvyseny vyskyt amputaci na dolnich koncetinach a neni zndmo, zda jde o skupinovy Gcinek. Je dlleZité poucit pacienty o pravidelné preventivni péci o nohy. Starsi pacienti (2 65 let) mohou byt
rizikovéjsi z pohledu objemové deplece. Pacienti |é¢eni dapagliflozinem budou mit pozitivni vysledek testu na glukézu v modi, coz je ddno mechanismem ucinku 1é¢ivé latky. Interakce s jinymi léCivymi prfipravky a jiné formy interakce:
Dapagliflozin mize zvy$ovat diureticky u¢inek thiazidd a klickovych diuretik a mize zvySovat riziko dehydratace a hypotenze. Nedoporucuje se monitorovat glykemii metodou stanoveni 1,5-AG, nebot méfeni neni u pacientd uzivajicich SGLT2i
spolehlivé. Dapagliflozin mizZe zvySovat rendlni exkreci lithia a hladina lithia v krvi se mlze sniZit, koncentrace lithia v séru se ma kontrolovat Castéji. Téhotenstvi a kojeni: Nejsou dostupné tdaje o pouZiti dapagliflozinu u téhotnych Zen. Jakmile
je zjisténo téhotenstvi, musi se lé¢ba dapagliflozinem pierusit. Neni znamo, zda se dapagliflozin a/nebo jeho metabolity vyluguji do lidského matefského mléka. U¢inky na schopnost Fidit a obsluhovat stroje: Pfipravek Forxiga nema zadny vliv
nebo ma zanedbatelny vliv na schopnost fidit nebo obsluhovat stroje. Pacienti maji byt upozornéni na riziko hypoglykemie, pokud je dapagliflozin podavan soubézné s derivaty sulfonylmocoviny nebo s inzulinem. Nezadouci u¢inky: Nejcastéji
hlagenymi nezadoucimi aginky v klinickych studiich byly infekce pohlavnich organd, vyskyt hypoglykemii byl srovnatelny s placebem, jejich frekvence se zvysila pfi kombinaci se SU &i inzulinem. Dal3imi ¢astymi nezadoucimi Gcinky byly infekce
mocovych cest, zévrat, dysurie, polyurie, bolest zad, zvy3eny hematokrit, snizena renalni clearance kreatininu béhem zahdjeni |é¢by, dyslipidemie a vyrazka. Méné ¢asté jsou plisfiové infekce, objemova deplece, Zizef, zacpa, sucho v Ustech,
nykturie, vulvovaginalni pruritus, pruritus genitélu, zvySeny kreatinin ¢i zvy$ena mocovina v krvi, snizena télesna hmotnost, vzacné DKA (pfi pouZziti u DM2), velmi vzacné angioedém, tubulointersticialni nefritida. U pacient( uZivajicich inhibitory
SGLT2, véetné dapagliflozinu, byly velmi vzacné hlddeny pfipady Fournierovy gangrény. Celkovy bezpecnostni profil dapagliflozinu u pacientt s SS a CKD odpovidal zndmému bezpeénostnimu profilu dapagliflozinu. Zvlastni opatfeni pro
uchovavani: NevyZaduje se. Druh obalu a velikost baleni: Al/Al blistr, 28 a 98 potahovanych tablet v neperforovanych kalendafnich blistrech; 30x1 a 90x1 potahovana tableta v perforovanych jednodavkovych blistrech. Drzitel rozhodnuti
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*Vsimnéte si, prosim, zmény v informacich o lé¢ivém pripravku.
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PFipravek Forxiga 10 mg je v CR hrazen z prostiedkd vefejného zdravotniho pojisténi. Na trhu nemusi byt aktualné dostupna viechna baleni. Prectéte si pozorné Gplnou informaci o pripravku, kteroug ete na web “Strankach
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