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SPOTLIGHT REVIEW

Inflammatory pathways in heart failure with
preserved left ventricular ejection fraction:
implications for future interventions
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Nicolé De Biase', Pasquale Maffia ® **°, Tomasz J. Guzik*®, Stefano Masi',
Stefano Taddei ® ', and John G.F. Cleland®*
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Prevalence and predictors of high
inflammatory risk in heart failure subtypes:
findings from the global POSEIDON study
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STEP-HFpEF and STEP-HFpEF DM trlal g&mgn

STEP-HFpEF Trial Design®? STERH @EF -DM Trial Design®
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Primary endpoints: KCCQ-CSS and BW WLm semaglutlde

2.4 mg vs placebo at week 52
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6MWD with semaglutide 2.4 mg vs placgbg at week 52
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*Estimated mean changes from baseline to week 52 based on analysis of covariance (ANCOVA) and an imputation approach for missing data. In the left figure, error bars are + standard error of the mean. Numbers shown in the lower panel are numbers of patients contributing to the mean
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hs-CRP levels with semaglutide vs placeﬁ
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NT-proBNP levels with semaglutide vs plagebo
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Atrial Fibrillation and Semaglutide Effects
in Obesity-Related Heart Failure With
Preserved Ejection Fraction

STEP-HFpEF Program

0\ o\
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SELECT: outcomes in obese patients W|th\¢‘ﬁ= an
HFrEF & HFpEF history P

.S f&\q’
Pre-specified analysis &

MACE (A), HF composite (B), CV death (C), All- c@&%@eath (D)

by HF hystory \ro ’3\

N N
—— Placebo—heart failure —— Placebo—no heart failure C)\ \
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A semagutide24mg HR Interaction B semaglutide2.4 Interaction
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FLOW trial: 5

composite heart failure outcome in peopgeq’w?th heart failure at

baseline &0
\’0
Time to first cg@kpﬁte HF outcome by

hea@cfawure at baseline
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FLOW 35 - | R
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Pooled analysis: CV outcomes overall and by lsﬁ?al (STEP-

HFpEF trials, SELECT, FLOW) s
o
Number of Number of Incidence rate Q> - 8\\'
events.la.nalystad eventgqnalys?d (semaglutide: . (OQ @\

participants: participants: placebo) (&\ ‘ @
semaglutide placebo i N \\(b

Composite of CV death or HF events X0 8\\@ i
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HR (95% CI)

0.69 (0.53,
0.75(0.52,
0.87 (0.56,
0.08(0.00,
0.46 (0.20,

0.59(0.41,
0.58 (0.31,
0.88(0.53,
0.08(0.00,
0.40 (0.15,

0.82(0.57,
0.87 (0.56,
0.78(0.40,
0.49 (0.07,

0.89)
1.07)
1.36)
0.42)
0.98)

0.82)
1.06)
1.48)
0.42)
0.92)

1.16)
1.34)
1.51)
2.53)

p value

0.0045

0.0019
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o
1009 209 Hazard ratio, 0.62 (95% CI, 0.41-0.95) \O\O
90 P=0.026
ORIGINAL ARTICLE = 154 Placebo
{  20-
g 704 10- Tirzepatide
Tirzepatide for Heart Failure with Preserved T oo .
Ejection Fraction and Obesity g wf \\
L; | _ T T ST NT T T T | | | | | T | T T 1
Milton Packer, M.D., Michael R. Zile, M.D., Christopher M. Kramer, M.D., £ ;g_ 0 8 16@\'@ 39\.(&0 48 56 64 72 80 88 96 104 112 120 128 136
Seth J. Baum, M.D., Sheldon E. Litwin, M.D., Venu Menon, M.D., v c)\ @\
Junbo Ge, M.D., Govinda J. Weerakkody, Ph.D., Yang Ou, Ph.D., lg_ @) —
Mathijs C. Bunck, M.D., Karla C. Hurt, B.S.N., Masahiro Murakami, M.D., T T & T I T T T T T T T T T T 1
and Barry A. Borlaug, M.D., for the SUMMIT Trial Study Group* 0 3()%@54&4 240 48 56 647280 88 96 104 112 120 128 136
\(b, c}\ Weeks since Randomization
No.atRisk & ¢\ @
PI:c:bo ) @9 R 340 339 332 328 318 268 259 240 219 215 195 165 145 94 73 45
Tirzepatide o 23640859 349 344 340 338 333 284 275 251 228 220 196 167 146 105 82 46
o (G
N\ N
S
Q/é 6\Q Worsening Heart Failure Event Requiring
%) (&@ Hospitalization or Urgent Intravenous Drugs
O
@' KQ ¢ HR 0.41(0.22-0.75)
0‘2\ (@) 2 P=0.004 R
. ﬁ\ (\Q . @ Placebo ¥
ducted any efficacy analyses. A S formal £ 1o I
[amendmentjand discussions ggiau%he FDA, the |2 e
. . Q {3 . 'g f Tirzepatide
two primary end points of@g}eﬁ’lal were desig- |5 ¢ [-* y
. ) E ¥
nated as a composite of,bﬁﬁ&)@hcated death from |3 it
. - . : S
cardiovascular causes orsening heartfailure N E T T EEEEEEEEE E K

w7z event, assessed ing® time-to-first-event analysis
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voL. m.wo W, z02¢ ABLE 3 Treatment Effects of Semaglutide vs Placebo on Echocardiography Parameters from Bas‘d"&a to Week 52 in the STEP-HFpEF Program

Effect of Semaglutide on Cardiac
Structure and Function in Patients With
Obesity-Related Heart Failure

Treatment Effects of Semaglutide on

LA Volume and Other Parameters

Mean difference (95% Cl)
-6.13 (-9.85 to -2.41) mL
P =0.0013

+13.02

—_
(%21
L

—
o
[

+6.89

(%2}
1

Change (mL) Between
Baseline and 52 Weeks

(@]
1

LA volume (mL)
[ Semaglutide | Placebo

b V) /4

Azienda Ospedaliera
Papa Glovanm XX

Semaglutide (2.4 mg)

Placebo

)

Treatment Effect at 52 Weeks

(n — 253) (n— 133\;‘0\ (semaglutide vs Placebo)
Estimated Q" Estimated LS Mean
n Baseline Mean Change n Baselj . an Change Difference (95% CI) P Value
noy”
. A N >
e ncion N\
LVEDV, mL 176 75.46 + 2996 +9.81 (8,96 i&ﬁ +13.75 —3.94 (-9.98 to 2.10) 0.20
LVESV, mL 176 31.72 + 16.07 +557 1ED Q 5.69 +6.89 -1.32 (-5.00 to 2.36) 0.48
LV mass, g 187 206.5 + 6448 -5.82 + 73.88 ~0.42 ~5.40 (-14.47 to 3.68) 0.24
LVEF, % 176 58.98 + 764 -1.22 Q’GD {b\'\ 890 + 7.78 -0.91 -0.31 (-1.79 t0 1.17) 068
Stroke volume, mL 176 4375 +15.99 +4.4g é\(,b' 42711 +13.55 +6.70 -228 (-532 to 0.76) 0.4
Benefits of Semaglutide on LA TDI septaL S, cmfs 187 6.29 4+ 1.69 —D.@)\ B6.08 + 1.45 -039 +0.25 (0.00 to 0.49) 0.046
remodeling were consistent GLS, % 191 ~14.7 + 379 @3 R 183 141 + 3.48 +010 +0.03 (-0.62 to 0.68) 0.94
irrespective of age, sex, BMI, LV diastalic fundtion Q (%)
NT-proBNP, hsCRP, diabetes status, A rati 128 1.08 + 0.53 \\ @’K 106 1.1 0.53 0.02 01 0.2 0.04 0.0075
AF status, LVEF, and background E/A ratio + > -Q A4+ 0 H. 14 (-02410 -0.04) .
pharmacotherapy E-wave, cmjfs 198  84.41 4 26{@ 0\ 30 182 86.62 4+ 2821 067 5.63 (~9.42 to —1.84) 0.0037
A-wave, cmfs 129 7784 + 012 109 76.85 + 2435 0.15 +0.04 (—3.63 to 3.70) 098
Semaglutide also improved E wave € lateral, cmys 185 6.84@7.32 b 0.36 168 6.60 + 2.00 0.12 0.04 (-0.51 to 0.42) 0.86
velocity, E/A ratio, E/e' average, and & sental cmle 35 10 0.32) 092
60 to 0.01) 0.05
5 to —2.41) 0.0013
,\ h 83 to 2.40) 0.34
a lateral, \\Hﬁ) 9.03 + 2.90 +0.46 99 8734292 -0.35 +0.81 (0.2 to 1.42) 0.0086
a' se Ct;)n;‘s @ 120 7.81 + 2.56 +0.39 104 7.46 + 233 -0.40 +0.79 (0.40 to 1.17) =0.0001
na
é.'sp,é%-;g 2555 + 8.94 1.42 72 2592 4+ 838 +0.37 1.80 (—4.28 to 0.69) 0.16
(b» TA 173 2.05 £ 049 0.06 161 199 + 0.44 0.03 0.03 (-0.12 to 0.05) 0.43
\ ‘&mjs 166 .26 £ 3.35 0.46 140 10.59 + 2.63 0.37 0.09 (-0.57 to 0.39) 0N
®Q KQ RV FAC, % B4 4633 4+ 9.24 +1.10 63 47.35 4+ 739 054 }1.64 (-0.87 to 4.15) 0.20
Q & RVEDA, cm® &7 20.50 + 617 +0.65 64 18.91 + 5.62 }2.64 1.99 (-3.60 to —0.38) 0.016
\00 RVESA, cm? &4 11.28 + 449 +0.09 63 1013 + 3.79 +1.51 1.41 (-2.42 to —0.40) 0.0064

>
o

2 Q@
Q

*
Solomon SD,&m Coll Cardiol. 2024:50735-
1097(24)0819N. doi: 10.1016/j.jacc.2024.08.021.

Baseline values reported as mean + SD. Treatment effects of semaglutide versus placebo compared via analysis of covariance, stratified by body mass index (<35 and =35 ka/m? and
including terms for randomized treatment and baseline value of the parameter. Values log-tramnsformed prior o analysis, with results reported in table reflective of back-tramsformation. For
each parameter, missing values were noted for some of the study participants; n refers to the number of participants contributing o the analysis (available data for echocadiography pa-
rameters and covanates). *Prespedfied primary endpoint.

LS = least squares; ather abbreviations as in Tables 1 and 2.
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Tirzepatide Reduces LV Mass and
Paracardiac Adipose Tissue in
Obesity-Related Heart Failure
SUMMIT CMR Substudy

Christopher M. Kramer, MD,? Barry A. Borlaug, MD,® Michael R. Zile, MD,° Dustin Ruff, PuD," Joseph M. DiMaria, BA,?
Venu Menon, MD, Yang Ou, PuD,¢ Angela M. Zarante, MD,! Karla C. Hurt, BSN, MBA,® Masahiro Murakami, MD,"
Milton Packer, MD,%" the SUMMIT Trial Study Group

Relationship Between Change in Body Weight and LV Mass Over 52 Weeks in the Treated Group
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FLOW trial: )

composite heart failure outcome in peopgeq’w?th heart failure at

baseline S
@ @

Time to first cg@kpﬁte HF outcome by
hea@cfawure at baseline

N4 N\
FLOW . P 2
. - Semaglutide 1.0 m @ba%ﬂe
Ad u lts Wlth T2D da nd CKD -- Semaglutide 1. 0 H%t baseline
30
— Placebo HF K@elln%o_)

Composite heart failure
outcome

25 - o PIacebo&%basé@e
%((’ @

roportion of participants (%)
N
o
1

HR [95%Cl]: 0.73 [0.62;0.87
[95%Cl] [ ] - \2{<>" HR [95%Cl]:
INS) P 0.72 [0.58;0.89]
%5\.0 L e
Sgre
2 ¥
{b‘ \é_ _______
Q(b K@ i
Q\@ 46 0 -
RGPS 0 6 12 18 24 30 36 42 48
o <
A\
S o
- P <
Azi:n:aOspadal iiii \® =

Y
. )
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>l
x
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Perkovic V, et al. N Engl ] Med. 2024,;391:109-21 %mm%
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GLP-1 Receptor Agonists for the Prevention of New-Onset Q’() @
Heart Failure: A Systematic Review and Meta-Analysis of ‘\{b ©"o
Placebo-Controlled Randomized Clinical Trials X Q\,Q’ ‘\{b
Jodio Sérgio Neves'? | Carolina B. Lobato®* (2 | Ana Rita Leite’>(© | Catarina Vale'$ | Francisco Vasques-Névoa's | \Q' .5\\'®'
Francisca Saraiva' | Adelino Leite-Moreira'® | Jens J. Holst* | Jodo Pedro Ferreira'” ’\® ‘\6
00 )
. S 0
New-Onset Heart Fallur%@ Q@
> N
Placebo GLP{BA (}I\H per 100py Hazard ratio
n/N (%) r@}%%\"o (Plac / GLP-1) (95% CI)
%] i
LEADER 140/3833 (3.6) d%fe 29) 139/1.07 —— 0.78 (0.61, 1.00)
EXSCEL 144/6168 {@ 12 4{21) NR —- 0.88 (0.69, 1.12)
HARMONY 58/3764 RG ‘:319 776 (0.8) 10/05 ———— | 0.49 (0.31, 0.77)
REWIND 155/459 (3 158/4509 (3.5) NR + 1.01 (0.81, 1.26)
SELECT* 67 36/6647 (0.5 0.2/0.2 0.68 (0.44, 1.05
%Qo/ 674 (0.5) —I—!- ( )
FLOW \2\ SSQ@{M} 73/1424 (5.1) 23/1.6 —— : 0.68 (0.50, 0.92)
P value <0 (% = E 0.77 (0.65, 0.93)
I2= 55%/5 E% eneity 0.051) :
\(bb Aé 0.50 1.00 2.00
NI

FIGUREéQ %s of GLP-1 RA versus placebo on heart failure events (A) or composite outcome of heart failure events or cardiovascular death
(B) in ﬁlen \\lthout heart failure. Abbreviations: EXSCEL, Exenatide Study of Cardiovascular Event Lowering; FLOW, Research Study To See
HQ@em@ﬂde Works Compared to Placebo in People With Type 2 Diabetes and Chronic Kidney Disease; HARMON'Y, Effect of Albiglutide, When
X [ Standard Blood Glucose Lowering Therapies, on Major Cardiovascular Events in Subjects With Type 2 Diabetes Mellitus; IR, incidence rate;
OetE R, Liraglutide Effect and Action in Diabetes: Evaluation of Cardiovascular Outcome Results; REWIND, Researching Cardiovascular Events

) . 7/ / 4 .\09 With a Weekly Incretin in Diabetes; SELECT, Semaglutide Effects on Heart Disease and Stroke in Patients With Overweight or Obesity.
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RCTs with GLP1a in HFrEF

)

RS
O @
S k2
LIVE Trial FISHT Trial
O @
European Journal of Heart Filure (2017) 19, 69-77 RESEARCH ARTICLE JAMA | Original Investigation . \(b‘ 6{\'(0
dE e Effects of Lirag&i@@on Clinical Stability Among Patients

Effect of liraglutide, a glucagon-like peptide-1 With Advargé;igféart Failure and Reduced Ejection Fraction
analogue, on left ventricular function in stable A Rand%@é@\clm'cal Trial

chronic heart failure pati ents with and without kemene. Ma@?ﬁ. Adrian F. Hernandez, MD, MHS: Margaret M. Redfield, MD: Michael M. Givertz, MD; Guilherme H. Oliveira, MD; Robert Cole, MD;
. . . Douglas L P@hn. vid J. Whellan, MD, MHS; Michael 5. Kiernan, MD, MS; G. Michael Felker, MD, MHS; Steven E. McNulty, M5; Kevin ). Anstrom, PhD;
d |abete S (L I VE) -—ad Mmu Itl C entl"e 9 d ou b I e- bl in d, Muni@hah , M5H; Eugene Braunwald, MD; Thomas P. Cappola, MD, ScM; for the NHLBI Heart Failure Clinical Research Network
randomised, placebo-controlled trial %Q, @"o\
A
Anders Jorsall:2=, Caroline Kistorp3+4, Pernille Holmager3, \g/ \(\(b
Rasmus Stilling Tougaard’2, Roni Nielsen'2, Anja Hinselmann3, Brian Nilsson® Q/ \Q
Jacob Eifer Mgller®, Jakob Hjort?, Jon Rasmussen®4, Trine Wellgv Boesgaard"'() ()K
Morten Schou?8, Lars Videbak5, Ida Gustafssoné, Allan Flyvbjerg29.10, @\ (\6
Henrik Wiggers1:2, and Lise Tarnow?:%:11 > ‘\0
S
Jorsal A et al. EJHF 20 1&6 Aé Mergulies KB et al. JAMA 2016
N
o @
@Q N
N\R\2
. P
. A \
o <
S o
o° R
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LIVE Trial &
&
Liraglutide vs placeb 9 @
g P o LVEF <45% Follow-up 24 mo QY
241 Ch ron iC HF NYHA I-lll Lira deé;\\@n Placebo (n=119)  Delta estimates (95% Cl) P-value
o NYRAE o SO e e QT QN
Four Danish Centres BMI 29 kg/m? Cronge I socrdoguptic s > D
Stolic Tunction \\ @ .
LVEF, % [ 1.5 (5.0) —0.8(-2.1,05) 024
DM 30% Global longitudinal strain, 2N~ YX¥12.2)" 0.1 (1.8) 0.5 (=0.1, 1.1) 0.13
s/max, cmls \(b »5\(&0.03 (12) 0.17 (1.8) —02(-0.6,02) 028
_ LVESV, mL \Q \b 23(17) —03(9) 2.6 (—1.2, 6.4) 0.19
E\r;zgg(e/u)n LVEDV, mL OC) (%) 3.4 (25) 0.0 (15) 3.4(=23,92) 024
% Diastolic func
) E-wave, cays QO —45 (17) —03 (14) —42(-85,0.1) 0.056
2 A.wavsgz#s é 2.5 (25) 03 (16) 2.2 (-37,8.1) 0.46
E.de@@mis{\* —12.4 (44)* 2.4 (36) ~10.0 (=212, 1.2) 0.08
1.5 4 s@ ms_C) -02 (11) —8.1 (45) 7.9 (-9.7, 25.5) 037
60\:@ vdfne, mL —5.0 (18) 3.7 (19) —87 (-142,-3.2) 0.002
9. . OQ’ e (Ouge), cm/s 0.01 (1.4) —0.05 (1.6) 0.1 (=04, 0.5) 0.81
: ! ratio —0.7 (4.6) 0.7 (4.3) —1.4(=27,-0.1) 0.03
05 - \@ @e in clinical and laboratory data
: 6MWT, m, median (IQR) 28 (65)° 3 (89 24 (2. 47 X
(062.4) P =024 éé . Q< " MLHFQ, grade -2.(7 (:2) -£.1 )(15) —1.(6 (-5)‘3, 2.0) g.g;
0 - Mean (95% CI AN olic BP mmbe —4 (12 21 2 (6.3) oas
21,0 . . —1(10) —1(9) —02(-3,2) 0.89
05 4 6(9)" 18 7(5.9) <0.0001
LI m: —07 (1.0) 0.1 (1.1) —0.8 (=11, -0.4) <0.0001
—0.8% n . - —0.3 (0.6 =29 (62 0.1 (0.5 1.5 (5.3) 0.4 (-05,-0.3) —4.4 (—6,-3)  <0.0001
T LIn
hited population
p p Liraglutide Placebo
—1 5 = N \n] o
. Liraglutide . Placebo . Liraglutide vs. Placebo e{b b h O rt fo I I OW'u p h (A) n (%)
N - Not obese patients —
Q’b &Q\ = #e to ventricular tachycardia | 1 0
\Q 40 Ventricular tachycardia 3 1
A(D'Q .\()0 Atrial fibrillation (DC-converted) | 4] 2
"’o\;\} éﬁ Acute coronary syndrome 3 0
O Q Worsening of CHF 1 0 S
b .7/ /4 . @Q * Z 2
Apzienda C?spedane.ra \ SUthtal 1 2 (1 0) 3 (3) E z
FAL‘aVE‘)f:WGlovannlXXIII ill:lll:l:i

Jorsal A et al. EJHF 2016




Liraglutide vs placebo

300 Advanced HF

FIGHT Trial 5

LVEF <40%

recent (within 14 days) HFH F-up 6 mo
preadmission at least 40mg of furosearnide
S
Liraglutide > Blacebo Treatment Effect P
n=154) NO @N(n-= 146) (95% CI)? Value
Primary End Point (bu \\\‘
NRCH
Mean global rank score® 146 &Y <\ 156 31¢
O
N 4
] Timeco e tmetossnor i s oo il i B e pnts 1 rooy) e et
HR, 1.10 (95% Cl, 0.57-2.14); log- 10—
141 1 | [l Liraglutide [_] Placebo
5 ATIC ] B
se 107 2d pop 3 1
gﬂ ¢ obal ra e 0 3 3 Ot bee alidated =3 & H H
6 %
N patie S 52 T
prEmmmm_———— ;
24 Ot poweredad Iroup ana S L 1
0 e T T T
0 60 75 90 0.1 , , ,
Days Postran 30 90 180
> ) Days Postrandomization
R
S 0@
O Q ﬁDEGLISTULg
)7/ /4 . \(‘Q il
;?;.E’p"e;ﬁaxx“' Q Mergulies KB et al. JAMA 2016 Bleoce



Cardiovascular-Renal-Metabolic Syndrome ggKM)
O

Excess or dysfunctional CV Risk Factors CKD . (506 X Cardiovascolar Disease
adiposity Metabolic Disorders Re) @ (FA, HF, ASCVD,
(BMI >25, visceral (Hypertension, @6\. 8\\’0 stroke, PAD)
obesity, IGT) Dyslipidemia, T2DM) .\\Q}Q ©%\
Vg AT
O 9

3 -
*  GLP-1-RA: semaglutide per os,8¢ ‘glutide s.c., liraglutide

outcome data

&
@Q AQ&  SUMMIT (tirzepatide max 15 mg s.c.): | combined endpoint
A(‘}Q {\06 HF/morte CV, 1 KCCQ-CSS

Drug treatments... + GIP/GLP-1 RA: tirzepatide 2 J Weight
e Other: orlistat, fentermi pigeinato, naltrexone/bupropione No benefits on
\
= © ’ab outcomes
Y, Q2 @
S
CVOT . é{EL(EOCT (semaglutide 2.4 mg s.c.): | 20% MACE
&[g@@ > 27kg/m2, known disease CV, T2DM -]
S
HFpEF Q\\U\z\o@o STEP-HFpEF ¢ STEP-HFpEF DM (semaglutide 2.4 mg s.c.):
. , (BMI >30) é\o 1 KCCQ-CCS, 1 6MWD, | weight, | PCR
...with cardiovascular >

D * pooled analysis STEP-HFpEF e STEP-HFpEF DM: | HF and
AN\ combined endpoint HF/morte CV

HFmrEF * post-hoc analysis SELECT, STEP-HFpEF, STEP-HFpEF DM ¢
/ HFpEF FLOW (semaglutide s.c.): | HF e endpoint combinato HF/morte CV
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Semaglutide and cardiovascular outcomes in patients with ~ y (®
S

obesity and prevalent heart failure: a prespecified analysis of &O (gro’

. N\

the SELECT trial NS
‘\\Q}
John Deanfield, Subodh Verma, Benjamin M Scirica, Steven E Kahn, Scott S Emerson, Donna Ryan, lldike Lingvay, Helen M Colhoun, Jorge P&kyb\\
Mikhail N Kesiborod, G Kees Hovingh, Seren Hardt-Lindberg, Ofir Frenkel, Peter EWeeke, Seren Rasmussen, Assen Goudev, Chim C Lg%\,’b . 8\\
Miguel Urina-Triana, Mikko Pietila, A Michael Lincoff, for the SELECT Trial Investigators OQ\ >
9
>~ &

Semaglutide sc 2.4 4,286 (24.3%) Hf sibtyves Follow-up 40 mo
BMI >27 kglmz chronic HF zIFp<t- 53%
CVD (M, Stroke, PAD) HrrEF 31%
No DM Unclassified 16%
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SELECT:

Pre-specified outcome analysis by HF subtcy*p

HF composite

. (b.’
N
\OQ
\0
‘QQ
R

.

>

*

Q)
N S
. AN\
NN
All-cause death

s plaebo (95% 1) pvaks érb -
Hral'-.!n:-llr H:-llh Py 0 g 0s8-1.08 C Sermaglutide -4 mg ] \\% I i 0 Sermaglutide 2.4 mig Hit Fntersctan
ejection iraction 079 ws placeba OsnCn QY . yvakue
Heait Laibare werth pecioreadd 075 (052-107 7 '\, L F"Eh [H‘Etl' F‘“}H
epection fraction Heart fadkare wrth neduced RN LERY ()\
! i S % Heart Faikare with redued O T F [ O & =0} 0pl )
il I'_II""F"_F"- - 6 && 2y Ll 18 Erod Trac picn o565
i I-I-l:'lr:_r:a‘ul-:' -':rl h prevenved 6@ .-_l'-® 34 Heart failure with preservedd 583 (0.69-1.16)
18 e e Bpoct i Iractisn
- - °
J oo oJJol-h =
] adl1agnao ade b rarQ anad based o PAIC3 P 3 PCOrQC
. DT exp <Je E 3 E D dNA DIC o < FpEF
° a a Ate
T a T T T T T T K% -3®' T - : =) 4 . - i T . T T T T T T 1
0 6 12 1B 24 30 36 42 > o ol i AN R O 6 12 18 24 30 36 4z 48

Deanfield J, et al. Lancet. 2024;404(10454):773-786.

T hivias wiFic e & el 58w rrwaribed

The cumulative incidence rate is calculated using the Aalen—Johansen method. Cl, confidence interval; CV, cardiovascular; HF, heart failure; HR, hazard ratio; MACE, major adverse cardiovascular events.



CONCLUSIONS &

The use of GLP-1a in obese patlebﬁ‘ts W|th HFpEF seems

to have encouraging results, Iggwﬂéver we need CVOT trials.
eé O@Q
In obese HFrEF patlentgaﬁ(e need dedicated and adequately
powered trials to add;ésé this issue.
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