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Glifloziny (SGLT-2 inhibitory)
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Abbreviation
SGLT, sodium-glucose co-transporter.
doi: 10.7573/dic.212262.f001

KaloriCky efekt — Hubnuti Neumiller JJ, Drug Context

2014

SGLT-2 = sodium/glucose co-transporter 2
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Glifloziny (SGLT-2 inhibitory)

* Brani reabsorbci glukozy v prox. tubulu

e Bézné dévkx: denni exkrece az 905 ﬁlukoz¥= 36 kostek cukru
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SGLT-2 inhibitory a chronickeho HF

« Empagliflozin: studie EMPEROR-Reduced...

« Dapagliflozin: studie DAPA-HF

Primarni endpoint: Kombinace Casu do hospitalizace pro
dekompenzaci HF nebo umrti z kardiovaskularnich pricin



Dictate - AHF

* Funguje dapagliflozin také u hypervolemickeho akutniho
srdecniho selhani ?

 Je akutné podany dapagliflozin bezpecny ?
« Zarazeni 24 hodin od prijeti do nemocnice



Populace

« 240 pacientu s akutnim HF s prokazanou hypervolemii
« Bez ohledu na EF

* Nediabetici, diabetici 2.typu

* eGFR >25 ml/min



Outcome, protokol

* Primarni outcome: diureticka odpoved’ vyjadrena jako
kumulativni zména hmotnosti/kumulativni davka
furosemidu béhem 5 dnu nebo do dimise

« Standardizovany protokol furosemidu
 Cilova diureza 3-5 1/24hodin

 Furosemidu az 960 mg/24h, pokud nebylo dosazeno cilové
diurezy, pridano thiazidoveé diuretikum
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Safety Outcomes and Adverse Events

Safety Outcomes Dapagliflozin

Ketoacidosis 0 0

Symptomatic hypotension 4 2
Prolonged hospitalization for hypotension 1 1
Hypoglycemia 9 7
Prolonged hospitalization for hypoglycemia 0 0
Genitourinary tract infections 1 0

Change in eGFR (mL/min/1.73m?) -3.0 (-9 to 2) -2.0(-10to 4)
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Primary Outcome
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Adjusted Odds Ratio 0.65
(95% C1 0.41 - 1.01); P=0.06
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Unadjusted Odds Ratio 0.64
(95% Cl 0.41 — 1.00)

Cumulative weight loss (kg)/40mg IV Furosemide
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Usual Care Dapagliflozin
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Cumulative incidence of receiving last loop diuretic
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Faster Time to Oral Diuretic Transition and Discharge

p = 0.006
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Cumulative incidence of hospital discharge
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p = 0.007
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Heterogeneity of Treatment Effect

s Phlu. of Treatment LtI:suaI Odds ratio
tients
ubgroup atien are (95% Confidence Interval)
Estimated mean welght change per 40mg Furosemide-equivalents {95% Cl) Treatment vs Usual Care
1
Bex Male 145 -0.45 (-0.57, -0.33) -0,32 (-0.43, -0.22) T
Female 83 -0.36 (-0.50, -0.22) -0.29 (-0.40, -0.19) :
Edema score 1
No/Mild 68 -0.27 (-0.39, -0.15 -0.34 (-0.49, -0.19 i -
Moderate g2 -0.51 (-0.567, -0.34 -0.29 (-0.40, -0.19 . I
Severe 65 -0.50 (-0.68, -0.33) -0.29 (-0.42, -0.16) » :
NT-proBENP 1
Below median 115 -0.36 (-0.48, -0.25) -0.25 (-0.35, -0.15) . !
At/above median 115 -0.49 (-0.64, -0.34) -0.36 (-0.48, -0.25) :
BMI i
Below median 121 -0.50 (-0.64, -0.36) -0.34 (-0.46, -0.22) . L
At/above median 117 -0.33 (-0.45, -0.22) -0.28 (-0.38, -0.19) :
eGFR 1
Below median 120 -0.30 (-0.40, -0.20 28 (-0.38, -0.18 sl
At/above median 118 - : 72, -0.41 32 (-0.43, -0.22 . 1
]
Weight I
Below median 123 -0.47 (-0.60, -0.34) -0.32 (-0.44, -0.21) - :
At/above median 115 -0.36 (-0.48, -0.24) -0.30 (-0.39, -0.20) :
Type 2 Diabetes 1
No 69 -0.48 (-0.66, -0.30) -0.35 (-0.48, -0.20) . 1
Yes 169 -0.39 (-0.50, -0.29) -0.30 (-0.38, -0.21) * :
Ejection Fraction !
¢= 40 115 -0.49 (-0.54, -0.35) -0.33 (-0.43, -0.22) :
s 40 108 -0.35 (-0.46, -0.24) -0.29 (-0.39, -0.18) - .
Overall 238 -0.42 (-0.52, -0.32) -0.31 (-0.39, -0.23) ——

0.5 1 2 4

Treatment Usual Care
better better
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| pres hranicni statistickou vyznamnost zmeny
primarniho cile je zfrejmeé ze casné podani
dapagliflozinu:

*Je bezpecneé

« Zkracuje prechod na peroralni lecbu
diuretiky

« Zkracuje hospitalizaci



@ ESC European Heart Journal (2023) 00, 1-13 ESC GUIDELINES

European Sociely hetps://dei.org/10.1093/eurheartj/ehad195
of Cardiology

2023 Focused Update of the 2021 ESC
Guidelines for the diagnosis and treatment
of acute and chronic heart failure

* CLASS 1A - SGLT2i (Dapa, Empa) for prevention of CV death or HF Hospitalization across
entire spectrum of patients with symptomatic heart failure (HFrEF, HFmrEF, HFpEF).

* CLASS 1B - An intensive strategy of initiation and rapid up-titration of evidence-based
treatment before discharge and during frequent and careful follow-up visits in the first 6
weeks following a HF hospitalization is recommended to reduce the risk of HF
rehospitalization or death.

Dekuji za pozornost jan.mallk@vfn.cz




