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SGLT2i in HF regardless of LVEF.
Practical approach.

Carolina Ortiz Cortés
Cardiology Department
Alcorcdén Fundation Hospital, Madrid,Spain
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Story of SGLTZ2i. Across the whole spectrum LVEF

Type 2 diabetes Diabetes and non-diabetes

Preclinical (subclinical) Clinical stage of Detectable cardiac
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SGLT2i in heart failure

| [ saviomuen | B 530, OO DICTATE-AHF

|

] 2 48h"* from HFH to 3day post discharge Median follow-up 9.2 months HR m::.r;ﬂ:;_ss

|

: | 21 week post HFH discharge onwards | j Median follow-up 16 months E mf:g:'cmm

|

| [ 21 week post HFH discharge onwards ) Median fol 26.2 months i?:fsngmr:::
|

: [ 2 weeks post HFH discharge onwards | Wiedian followup 8 months i it

| HR 0.74; 95% Cl, 0.65-0.85

|

' [ caromumomwass [ Medanlowspiemonts ) ool
| HR 0.82; 95% Cl, 0.73-0.92
|

4
Stop
| IV therapy ﬁ

Risk of clinical events EE»

Vulnerable phase (hospitalization) Vuinerable phase {out-patient) Chronic phase (out-patient)

Academy

- T ACoruia
A CORURA HF 27-28 SEPTEMBER 2024 Eur Heart J Suppl. 2023 Apr 26:25(Suppl C):C309-C315 #ACORUNAHF2024 Cé Heart Failure
“‘



Meta-Analysis of 5

Cardiovascular death or heart failure hospitalisation

Number with event/

Hazard ratio

Heart failure hospitalisation

LCT

number of patients (%) (95%Cl)

SGLT2 inhibitors Flacebo
HFmrEF/HFpEF
DELIVER 4753131 (15:2%) 577/3132 (18-4%) 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
Test for heterogeneity of effect p=0-89
HFrEF
DAPA-HF 382/2373(161%)  495/2371(20.9%) 0.75 (0-65-0-85)
EMPEROR-Reduced 361/1863 (19-4%) 4621867 (24:7%) 075 (0-65-0-86)
Subtotal 075 (0-68-0-83)

Test for overall treatment effect p<0-0001
Test for heterogeneity of effect p=1.00

All LVEF (hospitalised patients)
SOLOIST-WHF

Overall

Test for overall treatment effect p<0-0001
Test for heterogeneity of effect p=0-87

Cardiovascular death

1

0.71(0:56-0-89)
0.77(0:72-0.82)

HFmrEF/HFpEF

DELIVER 231/3131 (7-4%)
EMPEROR-Preserved 186/2997 (6:2%)
Subtotal

Test for overall treatment effect p=0-052
Test for heterogeneity of effect p=1.00
HFrEF

DAPA-HF 227/2373(9:6%)
EMPEROR-Reduced 187/1863 (10-0%)
Subtotal

Test for overall treatment effect p=0.027
Test for heterogeneity of effect p=0-40

All LVEF (hospitalised patients)
SOLOIST-WHF 51/608 (8.4%)
Overall

Test for overall treatment effect p=0.0022
Test for heterogeneity of effect p=0-94

261/3132(83%)
213/2991 (7-1%)

273/2371(11.5%)
202/1867 (10-8%)

58/614 (9.4%)
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0.88 (0-74-1.05)
0-88 (0.73-1.07)
0-88 (0.77-1.00)

082 (0-69-0.98)
0.92(0:75-1-12)
0-86 (0-76-0-98)

084 (0.58-1-22)
0-87 (0-79-0-95)

HFmrEF/HFpEF .
DELIVER 320/3131 (105%)  418/3132 (13.3%) R 077 (0-67-0-80)
EMPEROR-Preserved 259/2997 (8-6%) 352/2991 (11-8%) PR S 0-71(0-60-0-83)
Subtotal <> 074 (0-67-0.83)
Test for overall treatment effect p<0.0001 i
Test for heterogeneity of effect p=0-46 H
HFrEF E
DAPA-HF 2312373 (9-7%) 318/2371 (13-4%) — - 070 (059-0-83)
EMPEROR-Reduced 246/1863 (13-2%) 342/1867 (183%) —— 0-69 (0-59-0-81)
Subtotal <> 069 (0.62-0.78)
Test for overall treatment effect p<0.0001 i
Test for heterogeneity of effect p=0.90 :
Overall <:> 072 (0-67-0-78)
Test for overall treatment effect p<0.0001 [
Test for heterogeneity of effect p=0-74 I L 1
All-cause death
HFmrEF/HFpEF i
DELIVER 497(3131 (15-9%) 526/3132 (16-8%) e I 0-94 (0-83-1-07)
EMPEROR-Preserved 422/2997 (14-1%) 4272991 (14-3%) + 1.00 (0-87-1-15)
Subtotal <> 0.97 (0-88-1.06)
Test for overall treatment effect p=0.48 '
Test for heterogeneity of effect p=0.52 E
HFrEF |
DAPA-HF 276/2373 (116%)  329/2371 (13-9%) — 083 (071-0-97)
EMPEROR-Reduced 249/1863 (13-4%) 266/1867 (14-2%) —-—— 092 (0-77-110)
Subtotal < = 087 (0:77-0-98)
Test for overall treatment effect p=0.018 i
Test for heterogeneity of effect p=039 i
All LVEF (hospitalised patients) |
SOLOIST-WHF 65/608 (10.7%) 76/614 (12.4%) —_— 0:82(059-114)
Overall <E> 092 (0-86-0-99)
Test for overall treatment effect p=0.025 !
Test for heterogeneity of effect p=0-46 : : : :

050 075 1.00 125

21.947
reduced:

v 23 %

ptes SGLT2i

the risk of

composite CV death or HF
hospitalization

v' 13% of CV death
v' 8% All-cause death
v' 28% HF hospitalization

Lancet. 2022 Sep 3;400(10354):757-767
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GLT2 in Functional Capacity and QoL

Figure 2. Association of SGLT2i Treatment With Peak Oxygen Consumption

nework| OPeN.

Patients, seLrai Patients, Contral Favors | Favors Weight,
Study, year Mo. Mean 5D No. Mean 5D MD (85% Cl) control | SGLT2I %
Santos-Gallego et al, 28 2021 42 16.4 4.4 42 14.0 4.2 2.40(0.56 to 4.24) & 1241 . i -
Carbene et al, 22 2020 17 169 40 19 148 39 2.10(-0.49104.69) e 12.09 Original Investigation | Cardiology
Palau et al, 31 2022 45 137 166 45 127 1.99  1.00{0.24t0 L.7G) [ ] 5671 ik H H H H
Reis et al, 32 2022 20 19.5 6.0 20 16.6 5.2 2,80 (-0.58 to 6.38) T - T SGLT2 Inhlbltors' Fun.:tlonal CapaCIty' and Quallty Of Llfe
el _ Le1ms e 240 - in Patients With Heart Failure
Heterogeneity; 12=0.33; 2=27.07%; H2=1.37 5 EI- II ‘_:‘ é. S'
Testof 820 Q)= 3.15; P37 Peak V0, m fkg/min A Systematic Review and Meta-Analysis
Test of B=0; z=3.08; P=.002
Michael Gao, MD: Kirtipal Bhatia, MD; Arjun Kapoor, MD; Juan Badimon, PhD; Sean P. Pinney, MD; Donna M. Mancini, MD;
Peak oxygen consumption (VO,) was measured as milliliters per kilogram per minute. MD indicates mean difference; SGLT2i, sodium glucose cotransporter-2 inhibitor. Carlos G. Santos-Gallego, MD; Anuradha Lala, MD

Figure 3. Association of SGLT2i Treatment With 6-Minute Walk Distance

Patients, seLrai Patients, Contral Favers | Fawvors

Study, year Ne. Mean 5D No. Mean SO MD (95% CIy control - SGLT2i Weight, % Outcome Studies, No. Atk (95% C1) Favors control - Favors SGLT2I 2
T T = oo o MamiD .

ee et al, . . . . -1.40 (-45.37 to 42, —— . .
Massif et al,27 2021 162 2620 645 162 2420 645  20.00 (595 o 34.05) s 2056 KCOD-OS Increase 210 + 1.15(1.10-1.20) 00
Santos-Gallego et al, 28 2021 42 5010 1000 42 4170 1130  84.00 (38.37 to 129.63) . 549 KLLQ-0S increase 215 4 1.16(1.11-1.21) .. oo
Abraham et al 24 2021 KCCQ-CSS increase 25 7 1.19 {1.14-1.25) 01

. 155 3031 712 153 3057 707 -2.60(-18.45t013.25 9 19.07

(EMPERIAL-REDUCED) ! ' (1saste 1.2 KCCQ-CSS increase 10 4 1.19{1.13-1.24) —— .0l

?Ehf{l'laﬁ;l;].ﬁit-:l;EﬂSégi’élﬁl) 156 2908 721 155 2766 718  14.20(-1.79t030.19) - 1895 KCCQ-CSS increase 215 4 1.13(1.08-1.18) —— .02
KCCQ-TSS increase 25 & 1.19(1.11-1.28) —§— o
Palau et al, 31 2022 45 7L 6LG 45 3562 636 14.90(-10.97 to 40.77) ® 12.19 KOS | 210 . 17 (106126 ® 01
Overall 13.09 (1.20 t0 24.97) <= Q-TS5 Increase 21 17 (1.08-1.26) .
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Testof B=0; z=2.16; P=.03 I(’ECQ'TSS, Mo fgsx C'}
The 6-minute walk distance was measured in meters. MD indicates mean difference; SGLT2i, sodium glucose cotransporter-2 inhibitor.
JAMA Netw Open. 2024 Apr 1;7(4):e245135
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Broad population benefit

Secondary analysis of SGLT2 inhibitors trials in HF
showed a clinical benefit regardless:

v age

v frailty

v’ aetiology

v body mass index(BMI)
v liver and renal function
v AF

v' Background therapy

v severity of HFH

ESC Heart Fail. 2024 May 28.
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SGLT2i in patients with HF and chronic kidney disease

Table 1 Effect of SGLT2 inhibitors on the change of renal function and kidney cutcomes

Mean baseline  Mean absolute eGFR dip Mean slope of eGFR change Between-groups difference in eGFR Renal adverse outcomes
eGFR (mL/min/ in the SGLT2 inhibitor (mL/min/1.73 m? per year) slope (95% Cl)
1.73 m?) group (mL/min/1.73 m?)
DAPA-HF 66 4.2 Dapagliflozin, —1.09 vs. placebo, —2.85 1.73 (1.10; 2.37) mL/min/1.73 m? HR 0.71 (95% CI, 0.44-1.16)*
per year; P < 0.001
EMPEROR-Reduced 62 -3.8 Empagliflozin, -0.55 vs. placebo, -2.28  1.73 (1.10; 2.37) mL/min/1.73 m? HR 0.50 (95% CI, 0.32-0.77)"
per year; P < 0.001
EMPEROR-Preserved 61 - Empagliflozin, —1.25 vs. placebo, -2.62  1.36 (1.06; 1.66) mL/min/1.73 m? HR 0.95 (95% Cl, 0.73-1.24)"
per year; P < 0.001
DELIVER 61 - 3.7 Dapagliflozin, 1.0 vs. placebo, —1.5 1.4 (1.0; 1.8) mL/min/1.73 m® per HR 1.08, (95% CI, 0.79-1.49)*
year; P < 0.001
SOLOIST-WHF 50 (median) - Sotagliflozin, —0.24 vs. placebo, -0.18 -0.16 (-1.30; 0.98) mL/min/1.73m* —
per year; P= NS
EMPULSE 52 (median) - - — Mot possible to fit a model due

to low event rater

The dash stands for not reported or not investigated data.
Abbreviations: Cl, confidence interval; eGFR, estimated glomerular filtration rate; M5, non-significant: HR, hazard ratio.

“Composite of sustained reduction of 250% in the eGFR for >28 days or sustained eGFR < 15 mL/min/1.73m? for 228 days or long-term dialysis treatment or renal transplantation or death from renal causes.

EComposite of 2405 sustained decline eGFR or end-stage renal disease {defined as: 1) chronic dialysis; 2) renal transplantation; or 3) a sustained eGFR <15 mL/min/1.73 m? [for patients with baseline eGFR 230] or
sustained eGFR < 10 mL/min/1.73m? [for patients with baseline eGFR <30 mL/min/1.73 m*]).

“Oecurrence of chronic dialysis or renal transplant or sustained reduction of =40% eGFR or sustained eGFR <15 mL/min/1.73 m? [for patients with baseline eGFR. =30] or sustained eGFR < 10 mL/min/1.73 m® [for
patients with baseline eGFR <30 mL/min/1.73 m7).

American Journal of Cardiovascular Drugs (2023) 23:609-621 .
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SGLT2 in TTR amyloid

CENTRAL ILLUSTRATION: Sodium-Glucose Cotransporter 2 Inhibitors in
Transthyretin Amyloid Cardiomyopathy

Study Design and Population
et - B
-

220 patients with ATTR-CM treated with SGLT2I

TTY

220 matched untreatod controls with ATTR-OM

inaia
P tio utkizg 16 vorsbies

Porcari A, et al. J Am Coll Cardiol. 2024;83(24):2411-2422.

FIGURE 3 Survival and HF in ATTR-CM 10 SGLT2i T
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Remodeling with iSGLT2
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SGLTi in first step in all Guidelines

Management of HFrEF

ACE-I/ARNI MRA

ST 2 z : Step 1 Step 2 Step 3 Step 4 Step 5 Step 6
To reduce HF hospltallzatlon/mortallty - for selected patients Establish diagnosis Titrate to target dosing as Consider these patient Implement additional Reassess symptoms, Refemal for HF specialty
of HFrEF tolerated, labs, health scenarios GDMT and device labs, health status, care for additional therapy
Volume overload Address congestion status, and LVEF therapy, as indicated and LVEF
- - Initiate GDMT®
Diuretics
— - HFTEF
2 s < - NYHA IV, i
SR with LBBB = 150 ms SR with LBBB |30~149 ms or non LBBB= 150 ms g ,| Afican Amercan -
CRT-P/D CRTPID ) patients
Ischaemic aetiology Non-ischaemic aetiology
} i LVEF <40% ]
ICD ICD ) Persistent HFfEF  |— NYHA ““-_ Refractory HF
(Stage C) »|  LVEF<35% (Stage D)
— S = ——— =1y survival
Atnal ﬁbnllabon Atrial fibrillation Coronary artery disease Iron deficiency

d , L‘IJE;"';% NYHA ILII; Symptoms

Aortic stenosis Mnral regurgitation  Heart rate $R> 70 bpm Black Race ACE-I/ARNI intolerance (S,agg ) A&t;l;agg%\'; improved

SAVR/TAVI TEE MV Repair ) Ivabradine ) ydralazine ARB *|  NSRand GRS
—l =150 ms with
LBBB
For selected advanced HF patients
Investigational
7 studies®
_ McswBITRIC

Eur J Heart Fail. 2022 Jan;24(1):4-131
Circulation. 2022 May 3;145(18):e1033.
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SGLTi first step

in all

HF patients. Guidelines

FIGURE 3 GDMT, Including Newer Therapies, in the ECDP for Chronic HF

A (B

If previously on ACEI, ensure 36 hours off before
initiation

Select starting dose:

See Tables 1 and 3 for dosing information
See Table 2 for indications for ARNI use

| |

If patient is taking If patient is taking
equivalent of <10 mg equivalent of >10 mg
daily of enalapril daily of enalapril
orequivalentof <160 mg  or equivalent of >160 mg
daily of valsartan: of valsartan:

24/26 mg twice daily 49/51 mg twice daily

In 1-2 weeks, assess tolerability

If possible, increase dose stepwise to target of
97/103 mg twice daily

Monitor blood pressure, electrolytes, and kidney
function after initiation and during titration

Consider in patients where
ARNI administration is not

possible

Select initial dose of ACEl or
ARB:

See Table 1 for dosing
information

l

Consider increasing dose of
ACEI/ARB every 1-2 weeks
until maximum tolerated or
target dose is achieved

Monitor blood pressure,
kidney function, and
potassium after initiation
and during titration

Mineralocorticoid
Antagonists

Select initial dose of
mineralocorticoid
antagonist:

See Table 1 for dosing
information

l

Consider increasing dose of
mineralocorticoid antagonist
at least every 2 weeks until
maximum tolerated or
target dose is achieved

Monitor electrolytes
(especially potassium) and
kidney function at 1-2 weeks
following initiation, and
then 7 days after
initiation/titration

Then, check monthly for
3 months and every 3
months for a year

Clinical status may warrant
closer monitoring

D)

elect dapagliflozin,
empaglifiozin
or sotagliflozin:
See Table 1 for dosing
information
See Table 2 for indications for
SGLT inhibitor use

Ensure

eGFR 225 mL/min/1.73 m?
for dapagliflozin or
sotagliflozin before initiation

ARNIs are the preferred renin-angiotensin system inhibitor and should be used as first-line therapy whenever possible. For patients in whom ARNI administration is not
possible, an ACE inhibitor/ARB is recommended. *Carvedilol, metoprolol succinate, or bisoprolol. ACEl = angiotensin-converting enzyme inhibitor; ARB = angiotensin
receptor blocker; ARNI = angiotensin receptor/neprilysin inhibitors; CBC = complete blood count; eGFR = estimated glomerular filtration rate; SGLT = sodium-glucose

cotransporter.
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SGLTi first step in all HF patiens. Guidelines

- )
1
¢ e v v P’
@ESC  European ournal of Hear Faure (2024) 26, 5-17 ESC GUIDELINES
E? E%RZ?;OS:VCIQW doi:10.1002/ejhf.3024

\ @) Fsc—
2023 Focused Update of the 2021 ESC ) .
Guidelines for the diagnosis and treatment
of acute and chronic heart failure :

v ! v
! (Class 1) ! ! (Class 1) , ! (Class 1) ’
\ @ESC

European Heart Journal (2023) 44, 3627-3639
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Timing for initiation of SGLT2 inhibitors.
The earlier the better.

[A] Never (n=2493) (8] >12ma (=950}
1 HR, 0.84 (95% Cl, 0.69-1.01) * HR, 0.73 (95% CI, 0.54-0.99) ARR, 4.1%
Evidence-based, the earlier the better. Very early _—
benefit.

o Ll
|

Reduction in clinical events in patients with HFrEF: I T S - s T %

. . Time, mo Time, mo
v" Dapagliflozin: at 28 days (HR 0.51
p g . y . Dapagliflozin 1243 1218 1166 1123 1038 827 613 337 133 Dapagliflozin 486 473 463 454 429 333 254 135 28
Placebo 1244 1192 1150 1110 1022 798 590 323 121 Placebe 464 445 431 413 382 296 227 133 41
v .
Empagliflozin: at 12 days (HR 0.76).
[¢] s12mo(n=1301)

Results in patients with HFmrEF/HFpEF: ;

HR, 0.64 (95% CI, 0.51-0.81)

304 -~

j Dapagllflozm. at 2 weeks (HR 0.45). "= Even more crucial in
Empagliflozin: at 18 days (HR 0.41). patients at higher risk,
such as those with a recent
:; . episode of AHF!!!
JAMA Cardiol 2021;6:499-507 Eur J Heart Fail 2022;24:245-248. oot risk Time. m
JAMA Cardiol 2022;7:1259-1263 Circulation 2021;143:326-336. e W mom en
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Timing for initiation of SGLT2 inhibitors.
The earlier the better, from the hospital

Safety, tolerability, and efficacy of up-titration of guideline-
directed medical therapies for acute heart failure
(STRONG-HF): a multinational, open-label, randomised, trial
Alexandre Mebazaa, Beth Davison, Ovidiu Chioncel, Alain Cohen-Solal, Rafael Diaz, Gerasimos Filippatos, Marco Metra, Piotr Ponikowski,

Karen Sliwg, Adriaan A Voors, Christopher Edwards, Maria Novosadova, Koji Takagi, Albertino Damasceno, Hadiza Saidu, Etienne Gayat,
Peter S Pang, Jelena Celutkiene, Gad Cotter

A B

100+ .
31 -
B ]

survival {52)

Probabilivy of event-free
k=1

| — szl care group 180-day adjusted risk difference 81% | 180-day adjusted risk difference 8-9%
— Higfintensity care group (95% €1 290 132 p=0.0021) (95%C139to 140; p=0.0005)

EEREEEEEEEEEEEEEEEEEEE N EEEE.
Wumberat sk
Uslcregop 512 454 G4 454 4 43 40 B4 B/OID N6 B MM SR A 44 K4 B0 4D 40 34 W T K6 I M
Mohintenstycregoip 06 47 4B 466 M9 M0 B0 410 415 4B 97 B4 S SO6 AT 4B 466 M9 M0 @0 49 45 408 3y B/ S

r n

European Heart Journal (2023) 44, 3627-3639
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Recommendation Table 3 — Recommendation for
pre-discharge and early post-discharge follow-up of
patients hospitalized for acute heart failure

Recommendation Class® Level®

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
cde 16

HF rehospitalization or death.
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when to start iSGLT27??

Very early benefit
Independent of LVEF
Good safety profile

—__Initiation on clinical suspicion of HF while
waiting for echocardiography???

_

Unlocking the potential of natriuretic peptide
testing in primary care: A roadmap for early
heart failure diagnosis

Antoni Bayes-Genis'*© and Giuseppe Rosano?
r_]_ A Coruna
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Quadruple therapy in HFrEF ambulatory patients

Management of HFrEF

To reduce mortality - for all patients

D G @@ D

SGLT2 inh: tolerance-facilitating drugs for others

o Sodium Glucose
Co-Transporter 2 (SGLT2) Inhibitors
—
—

Potential

v

y

Angiotensin Receptor/

Neprilysin Inhibitor (ARNI)

Enabling Effect v
og e . N + Slow progression | | Minimal to no
Initiation and sequencing of treatment: iy | mkaacion | [ Reckosong okl
. . . . . . ; hyperialemia | |+ Decreased MRA, compared
v" Individualised: according to patient profile T - 3,3":3 [ il WIRACE kit
and clinical scenario.
v" Based on different clinical variables: BP, HR, K_. K.
renal function and potasium.
Potential Impact 1 1 l
on Tolerance
of Other GDMT
\ | ARNI “ ARNI
1 MRA
! MRA - Beta-blocker
Eur J Heart Fail. 2021 Sep;23(9):1525-1528
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ISGLT 2 initiation in acute heart failure

A CORUNA HF 27-28 SEPTEMBER 2024

Table 1 A practical guide to sodium-glucose co-transporter 2
inhibitors utilization in acute heart failure patients

l. Eligibility
AHF patients, irrespective of diabetes status, LVEF, or chronic
decompensated vs. de novo AHF
Il. Exclusion
eGFR < 20 ml/min/1.73 m*
Symptomatic hypotension (caution in patients with
SBP < 100 mmHg)
Use of IV vasodilators, inotropes, or increase in IV loop diuretics
within the past 6 h
Type 1 diabetes
History of ketoacidosis
lll. Caution
Hypovolaemic patients
History of severe UTIs or urosepsis
IV. Monitoring
Blood pressure (at least daily while in-hospital)
Baseline and periodic monitoring of renal function (daily while
in-hospital)”
Monitor volume status with clinical examination (at least daily
while in-hospital)
Acute illness or major surgery”
V. Information for patients
Genital hygiene (daily)
Ensure adequate hydration and balanced diet

ESC Heart Fail. 2022 Dec;9(6):4344-4347
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Therapeutic agents for the management of heart failure

with mildly reduced and preserved ejection fraction.

Established and emergent strategies in HFpEF management

Classe |
‘\‘ Classe lla
A Palliative
\er\Q& Classe 1Ib
&

‘9 / % Level C-EO

/Eplgenet|cs HDAC |nh|b|tors4\o4° ’Q; 2
o / Antifibrotics: Pirfenidone? Dronedarone:

CardioMEMS™
° /Splacmc Nerve Ablation | Renal denervation AL vt contiol

b{b / LA decompression: Interatrial shunt

% . . 1
“,Q\C/SacubltnI/Valsartan ShitoHutabne
N

or ARB!

(&
< R 3
< Loop Diuretics - : Semaglutide/Tirzepatide
/ (Congestion) SGLT2i Finerenone (Obesity)

TELEMEDICINE- TELEMONITORING>

l 1. FDAJAHA recomendation. 2. If CAD and/or AF with high heart rate. In sinus rhythm evaluate chronotropic incompetence. 3. Phase 2 trials. 4. Phase 1 trials

AF: Atrial Fibrillation; ARB: Angiotensin Receptor Blockers; CAD: Coronary Artery Disease; CCM: Cardiac contractility modulation; CKD: Chronic Kidney Disease; COPD: Chronic
Obstructive Pulmonary Disease; CRT: Cardiac Resynchronization Therapy; CV: Cardiovascular; DM: Diabetes Mellitus; EO: Expert Opinion; HDAC: Histone Deacetylase; HFpEF: Heart
Failure with Preserved Ejection Fraction; HT: Hypertension; LA: Left Atrium; MCS: Mechanical Circulatory Support; MDHT: Multidisciplinary Heart Team; RRT: Renal Replacement
Treatment; SAS: Sleep Apnea Syndrome; SGLT2i: Sodium-glucose Cotransporter-2 Inhibitors. VHD:Valvular Heart Disease .

% e 4 e © @Dr_Manito
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Management of Concomitant Medications

Diuretics:

viSGLT2i are well tolerated and effective regardless of diuretic use
or dose.

vThe majority of patients did not change their diuretic dose
throughout follow-up (almost 75% at 18 months).

v Consider downtitrating by 50 %in patients without signs of
volume overload on >40 mg furosemide, 20 mg torsemide, or 1
mg bumetanide daily.

- r_]_ A Coruna
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Management of Concomitant Medications

Antihypertensive drugs

v SGLT2i show a modest effect on BP (-1.32 and 1.06 mmHg in S and D BP,
respectively)

v Even in patients with lower BP below 110 mmHg, they appear to have no change
or even increase.

v'Dose reduction of antihypertensives is not generally recommended but may be
considered in patients with baseline systoliC blood pressure < 100 mmHg or those
experiencing symptomatic hypotension.

Hypoglycaemic drugs

v'Reassess glucose-lowering medications when starting SGLT2 inhibitors in HF
gatlents with T2D, especially for those on insulin or secretagogues if HbAlc <

.5% or with hypoglycemia history. Generally, no dose adjustment is needed
unless high hypoglycemia risk exists.

- r_]_ A Coruna
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Safety and Prevention of Adverse Effects
Genital infections

Management and treatment

Raise awareness at the start of SGLT2 inhibitor treatment to
promote early intervention

Provide practical hygiene advice to patients and their partners to
prevent genital infections

Topical treatments or appropriate oral treatments can be used for
mild to moderate infections

Genital infections usually occur early during treatment exposure and are not serious

A CORUNA HF 27-28 SEPTEMBER 2024 #ACORUNAHF2024 Cq Hart Failure

Academy
“



Practical guide to initiation of SGLT2i in
patients with HF

Eligible patients

A CORUNA HF 27-28%8

All symptomatic HF patients, regardless of LVEF, diabetic status and care setting

Contraindications

Type 1 diabetes mellitus or history of ketoacidosis

Hypotension (caution if SBP <100 mmHg)

Severe CKD (dapagliflozin: eGFR <25 ml/min/1.73m?, empagliflozin: eGFR <20 ml/min/1.73m?)*
Pregnancy/risk of pregnancy and breastfeeding period

Caution in patients with history of recurrent genital or urinary tract infections

In AHF, use of inotropes within the last 24h or use of IV vasodilators or LD escalation within the last 6h

Dose

10 mg once daily for both dapagliflozin and empagliflozin (irrespective of food)

Monitoring

Check renal function when starting the therapy and then after 1-2 weeks*®

Blood glucose (if SGLT2 inhibitors are used in association with anti-diabetic drugs — mainly insulin and
insulin secretagogues)

Acute illness or major surgery®

Patient/caregiver counselling

Ensure adequate daily genital hygiene
Watch for symptoms of volume depletion?, uro-genital infections® and diabetic ketoacidosis’
Avoid dehydration, low carbohydrate (ketogenic) diet and excessive alcohol consumption

The Heart of the Matter

k!
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THANK YOU
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