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HFrEF Heart Failure with reduced Ejection Fraction (<40%)
HFmrEF  Heart Failure with mildly reduced Ejection Fraction (41-49%)
HFpEF Heart Failure with preserved Ejection Fraction (>50%)

MRA Mineralcorticoidreceptor-antagonister
ARNI Angiotensinrecptor-neprilysininhibitor
CRT Cardiac Resynchronization Therapy

ICD Implantable Cardioverter Defibrillator
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SGLT2-h vid hjart-karlsjukdom ot
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SGLT2-h vid hjartsvikt

Plats i behandlingen vid hjartsvikt

Ny behandlingsparadigm vid hjartsvikt
Paverkan pa riktlinjer

Hur anvanda i praktiken

Ovriga anvandningsomraden?




SGLT2-h vid hjartsvikt, en lang resa oy KapouNsA g

Normal
ventricular
function

Type 2 diabetes Diabetes and non-diabetes
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Preclinical (subclinical) Clinical stage of Detectable cardiac

stage of the disease the disease involvement

0 Years 10 Years 18-20 Years E nd—stage
CANVAS Program EMPACT-MI DAPA-HF heart failure
CREDENCE DAPA-MI DELIVER
DECLARE-TIMI 58 EMPEROR-Preserved
EMPA-REG OUTCOME EMPEROR-Reduced
VERTIS-CV EMPULSE
SCORRED SOLOIST-WHF
HF prevention HF treatment

Adapted from Zieroth ESC 2023; Bhat DL et al, Cell Metab 2019;30, 847-9



SGLT2-h vid diabetes mellitus typ Il

EMPA-REG OUTCOME study

Adults with type 2 diabetes and established CV disease
CV death, non-fatal MI, or non-fatal stroke

—~ 207 HRo.836
s (95.02% Cl: 0.74, 0.99) Placebo
Tt 15 o p<0.001for non-inferiority
% p=0.04 for superiority
= 10 -
g - -
8 Empagliflozin
T 5
®
2
1]
o
0 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48
Months
Patients at risk:
Empagliflozin 4687 4580 4455 4328 3851 2821 2339 1534 370
Placebo 2333 2256 2194 2112 1875 1380 1161 741 166

Zinman B et al. N Engl J Med. 2015,37:2117-2128
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CANVAS Program

CV death, non-fatal Ml, or non-fatal stroke

20 9 HRO.86

(95% CI: 0.75, 0.97)

15 - P<0.001 for non-inferiority
p=0.02 for superiority

10 -

Patients with event (%)

Placebo

Canagliflozin

0 | | | | | | | | | | | | |
0 26 52 78 104 130 156 182 208 234 260 286 312 338
Months
Patients at risk:
Canagliflozin 5795 5672 5566 3447 4343 2984 2555 2513 2460 2419 2363 2311 1661 448
Placebo 4347 4239 4153 4061 2942 1626 1240 1217 1187 1156 1120 1095 789 216

Neal B et al. N Engl J Med. 2017;377:644-657



SGLT2-h vid diabetes typ |

Absolute Rate Reduction

Events per 1,000 pt-yrs
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EMPA-REG & 5 -10.0
OUTCOME = ®
EMPA-REG
2.5 OUTCOME
o < ®
CREDENCE -15.0 CREDENCE
175 4
1w 15 20 2% 30 35 40 45 50
Placebo Event Rate per 1.000 pt-
Outcome # Events HR {(95% CI)
MACE 3,828 0.88(0.82-0.94) -
CV death/HHF 2460 076 (0.70-0.82) o
CV death 1,506  0.83(0.75-0.92) e
HHF 1192 068 (0.60-0.76) e
Composite Renal Endpoint 1,351 0.561 (0.55-0.68) i
All-cause Mortality 2483 0.85(0.79-0.92) -
0.50 0.75 1.0 1.2

Favors SGLT2i «+— —» Favors Placebo
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SGLT2-h: studier vid HFrEF
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EMPEROR reduced
(n=3730, NYHA II-IV, EF < 40%)

DAPA-HF
(n=4744; NYHA II-IV, EF < 40%)
L . 4
HF hospitalization or cardiovascular death
Placebo Dapagliflozin
30~
100+ HR 0.74; 0.65-0.85
904 254 /,,/—' P<0.001
X 079 204 " ARR4,9%
g 709 15 _ NNT 20 (1.5 &r)
3 604 ol )
£ 50
o 5
2 40
= 304 O —T——T—T T T T T
- 0 3 6 9 12 15 18 21 24
3 204
104
0+ I I 1 I I 1 I 1
0 3 6 a 12 15 18 21 24
Months since Randomization Y, \_

Estimated Cumulative Incidence (%)

90+

804

704

60+

504

404

~ HF hospitalization or cardiovascular death

Placebo

_ - Empagliflozin

HR 0.75 (0.65-0.86)
P<0.001

ARR 5,3%
NNT 19 (1.3 &r)

0 90 180 270 360 450 540 630 720 810
Placebo

, — = Empagliflozin

90 180 270 360 450 540 630 720 810

Days since Randomization

HR 0.70 (0.59-0.83)
HR 0.82 (0.69-0.98)
HR 0.83 (0.71-0.97)

HF Hospitalization
CV death
All cause death

McMurray et al, N Engl J Med 2019

HR 0.69 (0.59-0.81)
HR 0.92 (0.75-1.12)
HR 0.92 (0.77-1.10)

HF Hospitalization
CV death
All cause death

Packer et al, N Engl J Med 2020
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SGLT2-h: studier vid HFmrEF och HFpEF 5

EMPEROR preserved DELIVER
(n=5988, NYHA II-IV, EF > 40%) (n=3131, EF > 40%; elevated NT-proBNP)
4 T . ) 4 e re a . .
HF hospitalization or cardiovascular death HF hospitalization/urgent visit or cv death
100 25+ ’ 30-
HR: 0.79; 0.69-0.90 Placebo HR: 0.82; 0.73-0.92 ’
20 20— P<0.001 100 25+ P<0.001' Placebo
80— ARR: 3.3% . 90 ARR: 3.1%
£ 70 ] nwm30 (2240 Empaglifiozin . s0- 1 NNT 32 (2.3 4r)
E' 10| & 15+ Dapagliflozin
S 60— g 70
% 50 > 'E 60 '
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E 0 3 6 9 12 15 18 21 24 27 30 33 36 2 404
E 30 g 0 | T T T T | | | T T T 1
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201 S 204 —
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\ Months since Randomization ) \ Days since Randomization -/
HF Hospitalization HR 0.69 (0.59-0.81) HF hosp/urgent visit HR 0.79 (0.69-0.91)
CV death HR 0.91 (0.76-1.09) CV death HR 0.88 (0.74-1.05)
All cause death HR 1.00 (0.87-1.15) All cause death HR 0.94 (0.83-1.07)

Anker et al, N Engl J Med 2021 Solomon et al, N Engl J Med 2022
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SGLT-2 inhibitors in patients with heart failure:
a comprehensive meta-analysis of five randomised
controlled trials

CrossMark

Muthiah Vaduganathan*, Kieran F Docherty*, Brian L Claggett, Pardeep S Jhund, Rudolf A de Boer, Adrian F Hernandez, Silvio E Inzucchi,
Mikhail N Kosiborod, Carolyn S P Lam, Felipe Martinez, Sanjiv | Shah, Akshay S Desai, John ] V McMurrayT, Scott D Solomon't

Summary

Background SGLT2 inhibitors are strongly recommended in guidelines to treat patients with heart failure with reduced  Lancet 2022; 400:757-67
ejection fraction, but their clinical benefits at higher ejection fractions are less well established. Two large-scale trials, published online
DELIVER and EMPEROR-Preserved, in heart failure with mildly reduced or preserved ejection fraction have been August27 2022

done, providing power to examine therapeutic effects on cardiovascular mortality and in patient subgroups when tPs//d0.0ra/10.1016/

- - - - - . - - 50140_6736(22)01429_5
combined with the earlier trials in reduced ejection fraction.
See Comment page 711



Metaanalys av de pivotala studierna

Cardiovascular death or heart failure hospitalisation

Number with event/
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Hazard ratio

Test for overall treatment effect p<0-0001

number of patients (%) (95% Cl)

SGLT2 inhibitors Placebo
HFmrEF/HFpEF :
DELIVER 475/3131 (15-2%) 577/3132 (18-4%) —i— 0-80 (0-71-0-91)
EMPEROR-Preserved 415/2997 (13-8%) 511/2991 (17-1%) — 079 (0-69-0-90)
Subtotal <> 0-80 (0-73-0-87)
Test for overall treatment effect p<0-0001 i
Test for heterogeneity of effect p=0-89 ;
HFrEF i
DAPA-HF 382/2373 (16:1%)  495/2371(20-9%) —— 0-75 (0-65-0-85)
EMPEROR-Reduced 361/1863 (19-4%)  462/1867 (24-7%) S S— 0-75 (0-65-0-86)
Subtotal <1> 075 (0-68-0-83)
Test for overall treatment effect p<0-0001 !
Test for heterogeneity of effect p=1-00 i
Al LVEF (hospitalised patients) :
SOLOIST-WHF — 071 (0-56-0-89)
Overall <§> 077 (0-72-0-82)

|

Test for heterogeneity of effect p=0-87 |

Vaduganathan et al Lancet 2022; 400: 75767
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Metaanalys: LVEF

Number with event/

number of patients (%)

SGLT2 inhibitors

Placebo

CA I
S

Seodn” Karolinska 1€
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0w

Hazard ratio
(95% CI)

DAPA-HF 382/2373 (16:1%)
EMPEROR-Reduced 361/1863 (19-4%)
Subtotal

Test for overall treatment effect p<0-0001
Test for heterogeneity of effect p=1-00

495/2371 (20-9%)
462/1867 (24-7%)

075 (0-65-0-85)
075 (0-65-0-86)
075 (0-68-0-83)

DELIVER 193/1067 (18-1%)
EMPEROR-Preserved 145/995 (14-6%)
Subtotal

Test for overall treatment effect p=0-0008
Test for heterogeneity of effect p=0-26

220/1049 (21-0%)
193/988 (19-5%)

0-84 (0-69-1-02)
071 (0-57-0-88)
0-78 (0-67-0-90)

DELIVER 161/1133 (14-2%)
EMPEROR-Preserved 138/1028 (13-4%)
Subtotal

Test for overall treatment effect p=0-0032
Test for heterogeneity of effect p=0-94

196/1123 (17-5%)
173/1030 (16-8%)

079 (0-64-0-98)
0-80 (0-64-0-99)
079 (0-68-0-93)

DELIVER 121/931 (13-0%)
EMPEROR-Preserved 132/974 (13-6%)
Subtotal

Test for overall treatment effect p=0-015
Test for heterogeneity of effect p=0-42
Test for treatment by subgroup interaction p=0-83

161/960 (16-8%)
145/973 (14-9%)

076 (0-60-0-96)
0-87 (0-69-1-10)
0-81 (0-69- 0-96)




Metaanalys: diabetes y/n

Number with event/
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Hazard ratio

number of patients (%) (95% Cl)

SGLT2 inhibitors Placebo
Diabetes
DELIVER 248/1401 (177%)  298/1405 (21-2%) — 0-81 (0-68-0-96)
EMPEROR-Preserved  239/1466 (16-3%)  291/1472 (19-8%) —_— 0-79 (0-67-0-94)
DAPA-HF 213/1075 (19-8%)  268/1064 (25-2%) — . 075 (0-63-0-90)
EMPEROR-Reduced  200/927 (21-6%)  265/929 (28-5%) — 072 (0-60-0-87)
Subtotal < 0-77 (0-70-0-84)
Test for overall treatment effect p<0-0001
Test for heterogeneity of effect p=0-80
No diabetes
DELIVER 227/1730 (131%)  279/1727 (16-2%) — 0-80 (0-67-0-95)
EMPEROR-Preserved  176/1531 (11:5%)  220/1519 (14-5%) S — 078 (0-64-0-95)
DAPA-HF 169/1298 (13-0%)  227/1307 (17-4%) — 073 (0-60-0-89)
EMPEROR-Reduced  161/936 (172%)  197/938 (21-0%) S 078 (0-64-0-97)
Subtotal = 0-77 (0-70-0-85)

Test for overall treatment effect p<0-0001
Test for heterogeneity of effect p=0-92

Test for treatment by subgroup interaction p=0-93

Vaduganathan et al Lancet 2022; 400: 75767

KAROLINSKA
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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

Authors/Task Force Members: Theresa A. McDenagh® (Chairperson) (United
Kingdom}, Marce Metra @ * (Chairpersen) (Italy), Marianna Adame (Task Force
Coordinator) (ltaly), Roy 8. Gardner (Task Force Coordinator) (United Kingdom),
Andreas Baumbach (United Kingdom), Michael Bdhm (Germany), Haran Burri
{Switzerland), Javed Butler (United States of America), Jelena Celutkiene
(Lithuania), Owidiu Chioncel (Romania), John G.F. Cleland (United Kingdom),
Andrew ].5. Coats (United Kingdom), Maria G. Crespo-Leiro (Spain),

Dimitrios Farmakis (Greece), Martine Gilard (France), Stephane Heymans

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

Eurapean Sociely httpsi/doi.org/10.1093/eurheartj/ehad 195
of Cardiology

ESC GUIDELINES

2023 Focused Update of the 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
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-;"{_ ICD-10-SE: 150.1: Vinsterhjartsvikt, 150.1A: Fér nedsatt cjcktionsfraktion (HFrEF), 150.1B: For latt nedsatt EF
5 (HFmrEF), 150.1C: For bevarad EF (HFpEF), 1500: Fér hogerhjirtsvik
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Publicerat: December 1996
Uppdaterat: Juni 2022
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Vardforlopp hjartsvikt nydebuterad

Har finns stddmaterial till det personcentrerade och sammanhalina
vardforloppet for nydebuterad hjartsvikt.

Vardforlopp for nydebuterad hjartsvikt hittar du under kunskapsstad for hjarta och karl pa
Nationellt kliniskt kunskapsstéd.

& Hjarta och karl, Nationellt kliniskt kunskapsstéd




ESC ESC GUIDELINES
European Heart Journal (2021) 42, 3599 —3726
European Society doi:10.1093/eurheartjlehab368
of Cardiology

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)

-

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

European Society  hetps.idoi.org/10.109/eurheartj/ehad 195
of Cardiology

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

Developed by the task force for the diaghosis and treatment of acute
and chronic heart failure of the European Society of Cardiology (ESC)

Recommendation Table 3 — Recommendation for
pre-discharge and early post-discharge follow-up of
patients hospitalized for acute heart failure

[ER— : T =
up-titration of evidence-based treatment before
discharee and durine frequent and careft oo LD
visits in the first 6 weeks following a HF
hospitalization is recommended to reduce the risk of
HF rehospitalization or death =% '

& BSC 2023




Lag folisamhet till riktlinjer -
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Years 2006-2008 Years 2016-2018

86.2

79.8

IMPROVE-Baseline CHAMP Original-Baseline
GDMT Use % GDMT Use Among Eligible
Patients (%)

W ACE inhibitor/ARB ™ BB B MRA M ARNI

~

KAROLINSKA  Ip==

100 -

percent
i

Combined use of heart failure drugs across age strata

< 70 years T70-79 years = 80 years

M Two
7 Thres




Sekventiell behandling (HFrEF)

Heart failure drug titration, discontinuation,
mortality and heart failure hospitalization risk:
a multinational observational study (US, UK
and Sweden)

Gianluigi Savarese', Johan Bodegard?, Anna Norhammar3, Peter Sartipy24,
Marcus Thuresson®, Martin R. Cowie%’, Gregg C. Fonarow?,
Muthiah Vaduganathan?, and Andrew }.S. Coats1%11.12,13

Proportion of patients (%)

100 =

100

D

4%
13%

13%
15%

N 3s%

26%

21%

9%
10%

) 24%

18%

29%

18%
12%

o 40%
o 60%

27%
21%
23%

N 30%

o 1 2 3 4 5 & 7 8 9 10 11 12
Time since treatment initiation (months)

ACEi

ARB

Beta blocker

MRA

ARNI
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Discontinued treatment

Start dose

Low dose (<50% of TD)
Intermediate dose (50-99% of TD)
Target dose (2100%)
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Tidiga effekter av basbehandling (HFrEF) Uit | amaed E

N 4 ™ 4 ™
SOLVD (Enalapril) COPERNICUS (Carvedilol) EPHESUS (Eplerenon)
50 - 100 = 40
e I P=0.008
= g R __ 3 RR=0.85 [95% CI, 0.75-0.95)
N a0 g i) g % % 15
S o S a5 Placebo
b= . o 804 = & e
S 3 s E g
P E Placebo E _W
J —_ 704 = 5 e
g 20 E = ;
& 101 £ oo 5
0
o P00 UT R SR T T STRNE T 5 18 21 24 27 30 33 36
0 6 12 18 24 30 36 42 48 oo e 8o BB '
Months Menths since Randomization
Months
Engl J Med 1991 )L N Engl J Med 2001 ) L N Engl J Med 2003 )
4 N\ 4 N\
PARADIGM-HF (Sacubitril/Valsartan) DAPA-HF (Dapaglifozin)
A Primary End Point A Primary Outcome
Ly Hazard ratio, 0.80 (95% Cl, 0.73-0.87) 1000 309 Hazard ratio, 0.74 (95% CI, 0.65-0.85)
P<0.001 s0d 254 P<0.001
% 064 £ 80
_'.; 0.5+ § 704
E 049 Enalapril % =
£ 03 s 509
3 2 404
5 0.2 LCZ696 ;gu 30
0.1+ 3 204
0.0 e ’ v ’ ’ : ! 104
0 180 360 540 720 900 1080 1260 0 . : ‘ : ‘ ; ; ;
. P} 0 3 6 9 12 15 18 21 24
By i utomisetion Months since Randomization
e E R : No. at Risk
el S e am i mb L s e Placebo 2371 2258 2163 2075 1917 l478 1036 593 210
\ ) \ Dapagliﬂozm 2373 2305 2221 2147 2002 1560 1146 612 210 )

N Engl J Med 2014 N Engl J Med 2019



criteria

AHF pt ready to
be discharged
No/sub-optimal

.

Any LVEF
Pre-discharge

High
intensity K
Main inclusion care =

NT-proBNP
>1500 pg/mi

HF therapy. combining ACEIYARB/ARNI & BB & MRA

Tidig parallell behandling (STRONG-HF) et

g
L Hospital
discharge
P Week1
Safety

Randomise
1:1; n = 1800

o

Week 2 Week 3 Week 6

Safety Safety

Up-titration

to Full Full optimal Full optimal

optimal doses of
doses of HF therapy
HF therapy
90-day
follow-

up

Follow-up and th

adjustments per ph
usual practice

Primary
endpoint

180-day

HF readmission

or all-cause
mortality

\Safety = clinical exam & biology (NT-proBNP, K, Creat, hemoglobin) Y,
4 N\
100 - Half to full optimal dose
High Intensity Care
Y —< Full optimal dose
= Full optimal dose
g
a Usual Care
% —=< Full optimal dose
mmm = Full optimal dose
Pre-Rand D90 D180 Pre-Rand D90 D180 Pre-Rand  DOQ D180
ACE/ARBs/ARNI BB MRA
. J

XA 1y,
SR g

7 Institutet UNIVERSITY RO

\_

Primary endpoint:

180-Day Readmission for HF or All-Cause Death

__ 100
#
? 95
g %0
£ 85+
o
>
@«
s 80
Z
3

75
2
]
o 70 -

High intensity care

Usual care
180-day risk difference 8.1%
(95% CI 2.9 to 13.2; p=0.0021)

0 15 30 45 60 75 90 105 120 135 150 165 180

Time since randomisation (days)

Secondary endpoints:

Change from Baseline to Day 90 in EQ-5D VAS

10.7 (0.9)

7.2 (0.9) 35(1.71052)  <0.0001

180-Day All-Cause Death

&

Probability of event-free survival (%)

70 -

=1
(=]
L

a0 -

a5 -

80

75

Usual care

180-day risk difference 1.6%
(95% CI -2.3 to 5.4; p=0.42)

0 15 30 45 60 75 90 105 120 135 150 165 180

Time since randomisation (days)

~

Mebazaa, Lancet 2022
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LOK: vagledning vid behandling av HFrEF
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Diuretika vid 6dem/stas

Elkonvertering av formaksflimmer

: : Hog
Ischfmlsk Uttalad Ne:l:lsatt Hypo- Hvper- Flimmer frekvens
hjart- njur-. : “YPEE | (normo-
. stas B tension tension (oavsett
sjukdom funktion frekvent)
rytm)
Bdrja med:
BB SGLT2h SGLT2h SGLT2h ACEh* SGLT2h BB
+ SGLT2h + ACEh* + BB + BB + ACEh* | +SGLT2h
Snart ddrefter tillagg av:
BB
* *
ACEh BB ACER* e SGLT2h BB ACEh
+ MRA + MRA S + MRA + MRA + MRA + MRA

Vid fortsatt symtomatisk hjartsvikt:

ACEh/ARB bytes till ARNI

Ovriga atgdrder att évervédga vid fortsatt symtomatisk hjartsvikt

CRT-P/CRT-D (vid breda QRS); ICD

Ivabradin; Digoxin; Vericiguat; Nitrat mm

Klaffintervention; flimmerablation; revaskularisering

Hjarttransplantation; hjartpump
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Grona falt: rekommenderas |
forsta hand. Alla bor anvandas
vid HFrEF. SGLT2 bor dvervagas
vid HFmrEF, dvriga kan
overvagas vid HFmrEF,

Gula falt:
kan ges eller dvervagas som
behandling | andra hand.
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Patientselektion, information
Valj ratt patient (ej DM typ |, LADA)
Info om nyttan, biverkningar
Sodium Glucose : . .
- Co-Transporter 2 (SGLT2) Inhibitors Info om symtom vid ketoacidos
Undersoknin
P &
P Blodtryck
Brtaniy Njurfunktion
Enabling Effect Blodsocker
p— Bakgrundsbehandling
AR el | - Bttt | | s ._.__3 = Minska diuretika?
T hcson®"™ | | hypotension ot Minska andra diabeteslakemedel?
: Undvik dehydration
Information
Potential | . o
u::';:laer:;g:t Behandlingsuppehall
LA \, & Akut sjukdom, diarré
: ' Infektion med hog feber
| MRA | MRA «+ Beta-blocker .. .
InfOr operationer
Diet med |agt kolhydratinnehall
eller fasta

Greene et al, Eur J Heart Fail 2021;23:1525-8
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Insattning: vad hander med blodtrycket?

EMPEROR-Reduced:

Placebo-corrected change in SBP
from baseline (mmHg) in patients
treated with empagliflozin

Adjusted mean change (95% ClI)

=— <110 mmHg
— 110-130 mmHg
== >130 mmHg ‘

Béhm et al, JACC 2021; 78: 1337
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| | | | | |
‘ 4 12 32 52 76 100
Baseline Study week
\ y
e R
6 1
{"'3" 2 weeks 8 weeks 16 weeks 32 weeks
® 41
3
DAPA-HF: o 2] ;
c I
Placebo-corrected change in SBP g "N i %
from baseline (mmHg) in patients € 5] ,r///i
. . . @
£ /
treated with dapagliflozin % é___________li
g 5 4 J. =a= All patients
f —— SBP <110 mmHg
-8 SBP 2110 to <120 mmHg .
~ SBP 2120 to <130 mmHg Serenelliet al, EHJ 2020; 41: 3402
—o— SBP 2130 mmHg
\ J




Insattning: vad hander med GFR?

Adjusted mean change from
randomization in eGFR

eGFR change in EMPEROR reduced

5 —e— Empagliflozin 10 mg
—e— Placebo
T 0 T
o 1
r~ | i
- 1
E -5 :
E l
J 1
£ 104 |
1
1
1
1
~15 , , . . S 1
412 32 52 76 100 124 LVOT Follow-up
Randomization Week

Zannad et al, Eur J Heart Fail 2022;24:1829
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AKI events by treatment group and baseline eGFR
following initiation in a hospital setting

<45 ! 45 to <60 ! 260 ! Overall
mUmin/1.73 m® | mL/mir1. 73 m? : mLmin/1.73 m* | populationt

__ 1004 (n=185) i (n=120) | (n=192) i (n=437)

S : : |

@ 80

= [ 1 [

_E [ 1 [

T 60 4 i I i

o | l l

© i | |

c 4 i i i

g " : : :

t i | .

e a4 i | i
s 10,3 i i

g 6.1 | 4652 | 23 48 | 38 72
J omil . ! am

B Empagiifiozin

An initial eGFR decrease with SGLT2 inhibitors
. Placebo

does not equal AKI or kidney failure

Voors et al, Eur J Heart Fail 2022; 24: 1844

~




Biverkning, komplikationer (Emperor reduced): s e E

Empagliflozin (n=1863) — N (%) Placebo (n=1863) — N (%)
Patients with any AEs 1420 (76.2) 1463 (78.5)
Serious AEs 772 (41.4) 896 (48.1)
Serious AEs of special interest
Volume depletion 197 (10.6) 184 (9.9)
Hypotension 176 (9.4) 163 (8.7)
Symptomatic hypotension 106 (5.7) 103 (5.5)
Ketoacidosis 0 (0.0) 0(0.0)
Confirmed severe hypoglycaemic events* 27 (1.4) 28 (1.5)
In patients with type 2 diabetes 201(2.2) 22 (2.4)
In patients without type 2 diabetes 7(0.7) 6 (0.6)
Urinary tract infections 91 (4.9) 83 (4.5)
Complicated urinary tract infections 19 (1.0) 15 (0.8)
Genital tract infections 31(1.7) 12 (0.6)
Complicated genital tract infections 6 (0.3) 5(0.3)
Bone fractures 45 (2.4) 42 (2.3)
Events leading to lower limb amputation 13 (0.7) 10 (0.5)
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Urogenitala infektioner =

e Kand biverkning

* Risk redan dkad hos DM typ Il patienter

e Ofta milt forlopp

» Svarar pa sedvanlig behandling

e Kraver inte nddvandigtvis avbrott i behandling
e Patientinformation!

* Genitalhygien extra betydelsefull

* (Cave KAD



SGLT2h hos de aldre ¥ i KanoLsia E

« Rekommenderade lakemedel vid HFrEF minskar symtom.
* Vanligt med HFpEF (samt hypertoni, FF, annan komorbiditet).

* Dehydrering: utsattning diuretika; overvag temporar utsattning av
ACE-h, ARB, MRA och SGLT2-h.

* Ortostatism: reducera annan trycksankande medicinering.

e Utsattning: ACE-h, ARB, SGLT2, digoxin och diuretika kan sattas ut
direkt utan nedtrappning. Betablockerare trappas ner.

KLOK LAKEMEDELSBEHANDLING
AV DE MEST SJUKA ALDRE (MSA) °

Behandlingsbegransning/brytpunktsamtal (ICD bor deaktiveras

DAPA-HF (LVEF <40%)! DELIVER (LVEF >40%)? EMPEROR-Reduced (LVEF £40%)’ EMPEROR-Preserved (LVEF >40%)>?

<55 years e 0.87 (0.60, 1.28) <55 years —_— 0.80 (0.47, 1.37) <65 years —0— 0.71 (0.57, 0.89) <65 years ——— 0.83 (0.61, 1.14)

55-64 years —e— 0.71(0.55, 0.93) 55-64 years —— 0.88 (0.65, 1.19) 65 to <75 years —e— 0.72 (0.57,0.93) 65-74 years —e— 0.86 (0.69, 1.07)

65-74 years —e—i 0.76 (0.61, 0.95) 65-74 years —e—i 0.79 (0.65, 0.96) 275 years 0.86 (0.67, 1.10) 75-79 years —e—i 0.72 (0.55, 0.95)

275 years —e— 0.68 (0.53, 0.88) 275 years —e—i 0.82 (0.69, 0.98) 280 years —e—i 0.73 (0.57, 0.95)
025 05 , ; 025 = : ; 025 05 i 2 025 05 ) 2

1: Fillipatos et al, EJHF 2022, 24:2297 1. Martinez et al, Circulation 2020; 141:100

2: B6hm et al, JACC 2022:80:1 2: Peikert et al; Circ HF, 2022:15



SGLT2-h: post MI

The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE ‘

Empagliflozin after Acute
Myocardial Infarction

J. Butler, W.S. Jones, J.A. Udell, S.D. Anker, M.C. Petrie, J. Harrington,

M. Mattheus, |. Zwiener, O. Amir, M.C. Bahit, J. Bauersachs, A. Bayes-Genis,
Y. Chen, V.K. Chopra, G. Figtree, J. Ge, S.G. Goodman, N. Gotcheva, S. Goto,
T. Gasior, W. Jamal, J.L. Januzzi, M.H. Jeong, Y. Lopatin, R.D. Lopes, B. Merkely,
P.B. Parikh, A. Parkhomenko, P. Ponikowski, X. Rossello, M. Schou, D. Simic,
P.G. Steg, J. Szachniewicz, P. van der Meer, D. Vinereanu, S. Zieroth,

M. Brueckmann, M. Sumin, D.L. Bhatt, and A.F. Hernandez
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A First Hospitalization for Heart Failure or Death from Any Cause

ORIGINAL ARTICLE

Dapagliflozin in Myocardial Infarction without
Diabetes or Heart Failure

Stefan James, M.D., Ph.D.,"? David Erlinge, M.D., Ph.D.,* Robert F. Storey, M.D., D.M.,*® Darren K. McGuire, M.D.,*’
Mark de Belder, B.A. Cantab, M.B.B.S., M.A, M.D., F.R.CP.* Niclas Eriksson, Ph.D., Kasper Andersen, M.D., Ph.D.*®
David Austin, M.D., F.R.C.P.'*"! Gabriel Arefalk, M.D., Ph.D.,**? David Carrick, M.B.Ch.B., Ph.D., FR.CP. B

Robin Hofmann, M.D., Ph.D.,"* Stephen P. Hoole, M.D., D.M.,'® Daniel A. Jones, M.D., Ph.D.,'7*

Kelvin Lee, M.R.C.P., Ph.D.,"?'x' Hans Tygesen, M.D., F’h.D.,“'22 Peter A. Johansson, M.Sc.,

Anna Maria Langkilde, M.D., Ph.D.,” Wilhelm Ridderstrale, M.D., Ph.D_** Ehsan Parvaresh Rizi, M.D., Ph.D..**

John Deanfield, C.B.E. F.Med.5ci. B.A. Hons. (Cantab), M.B., B.Chir, FR.CP, FES.C, FACC,* and

Jonas Oldgren, M.D., Ph.D.,"* for the DAPA-MI investigators*
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SGLT2-h: prevention av

flimmer?

CENTRAL ILLUSTRATION: Impact of SGLT2 Inhibitors on Recurrence of
Atrial Fibrillation After Catheter Ablation
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Metaanalays: 46 trials, 101 100 patients
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SGLT2 hammare

* rekommenderas vid hjartsvikt - oavsett LVEF, oavsett diabetes
e ger tidiga behandlingseffekter

e arrelativt enkelt att administrera

* har relativt fa biverkningar (cave ketoazidos)
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