Kardiovaskulare Risikopravention

..... there is no glory in prevention
Lei(d)tsatz der Praventionsmedizin

Prof. Ralf Dechend
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ubergeordnete Bedeutung der Adipositas aus der Kardiologie

AHA PRESIDENTIAL ADVISORY: EXCESS/DYSFUNCIONAL ADIPOSE TISSUE IS THE
DETERMINANT OF CARDIOVASCULAR-KIDNEY-METABOLIC DERANGEMENT

Nonmetabolic
| etiologies of
/ hypertension
‘ Stage 1: Stage 2:
Excess/Dysfunctional Metabolic Risk
‘ Adipose Tissue Factors and CKD

Essentia

l8
o e Overweight/obesity
Abdominal obesity
¢ Impaired glucose
AL ]

tolerance

>
:‘:’:\‘: MITaTI viny Nonmetabolic

cardiovascular hea etiologies of CKD

Ndumele CE et al, Circulation 2023



ubergeordnete Bedeutung der Adipositas aus der Kardiologie

Proportion of patients at secondary prevention goals
one year after AMI, 2006-2023.
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Treating chronic diseases without tackling excess adiposity ~ (®
promotes multimorbidity '

Naveed Sattae, John | V McMurray, lain B Mdnnes, Vanita R Arodg MikeE | Lean
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Differences in patterns due to reasons i-iv
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5“”‘"""“’“{ erfolgreiche kardiovaskulare Pravention fuhrt zu mehr Adipositas } Sottar et al. Lancet 2022




die Probleme des Abnehmens

110«|

/

“Obesity is not a matter of choice”

... keine Frage des Willens, sondern eine Erkrankung

L FOSL ) ! 2 K} 2] ]
treatment treatment
Years after Intervention

Stalonas (1084) Olszanecka-Glinianowicz (2012) El Hensrud (1994)
Wadden (1989) Cooper (2010) B Pekkarinen (1997)
Vogels (2005) B Schwarzfuchs (2012)

....die Gewichtsabnahme durch Lebensstilveranderung / Didt

ist im Allgemeinen bescheiden und langfristig nicht nachhaltig

Nordmo et al Obes Rev 2020a nd Horn et al. Postgrad Med 2022




‘ Adipositas eine Erkrankung oder ein Risikofaktor ?

Deaths by risk factor, World, 1990 to 2019

The estimated annual number of deaths attributed to each risk factor. Estimates come with wide uncertainties,
especially for countries with poor vital registration.

High blood pressure

10 million
8 million
Smoking
———u—— Air pollutior
6 million
Obesity
High cholesterol
4 million
‘
N ’__‘ Alcohol use
2 million ___**___—--_______‘ Diet high in sodium
e — — Secondhand smoke
— = Low physical activity
— Low bone mineral density
- T ]
1990 1995 2000 2005 2010 2015 2019

NCD Risk Factor Collaboration: Lancet 2017

Adipositas ist kein kosmetisches Problem
...es totet

Nichts ist
einfacher als

in der :
Kommu 10n
Zu scheitern.




die traurige Realitat

[ <1% der Patienten bekommen ein Angebot ]

Saxon DR et al. Obesity 2019



Probleme der Adipositastherapie

Iss weniger !

lch bin nicht nur

Bundestrainer
sondern auch Streng Dich mehr an !!

Virologe

Beweg Dich mehr!

und Abnehmexperte
ey

..zudem erklare ich Dir gern die Welt =

—
4 . L

- viel zu viele nicht-evidenzbasierte Therapien - zu wenig Kommunikation zu dem Thema

- einzigartiges Chaos - Patient fiihlt sich selbstverantwortlich dafiir

- voller Frust, Trauer, Enttauschung,




‘ Adipositastherapie: eine Revolution

Anti-Obesity Medications in the Pipeline
Nutrient-Stimulated Hormone-based therapies (NuSHs)

GLP-1 Recentor Agonist

FDA-approved

Obesity 2021

GIP / GLP-1 Receptor Agonis

average weight reduction:

-16.9% (68 weeks)

AMYLIN / GLP-1 Receptor Agonist

GIP / GLUCAGON / GLP-1 Receptor Agonist

ORAL GLP-1 RA

average weight reduction:

-14.7% (36 weeks)

average weight reduction:

'17.1% (20 weeks)

FDA-approved
Obesity 2023

average weight reduction:

-22.5% (72 weeks)

5E 3

4

average weight reduction:

average weight reduction:

-24.2% (48 weeks)

DUTIDE — SYNCHRONIZE - PHASE 3

UMPH - PHASE 3

F! average weight reduction:
-17.4% (68 weeks)

%

>

Adipositas ist zwar nicht heilbar, aber es is jetzt behandelbar




Barische Chirugie: iiberzeugende Langzeitdaten
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Charakterisierung und Staging/Therapieziel bei Adipositas

| ORI
Verteilung
“Normal health” "At risk” "Established disease” | "Advanced disease”™
-
Funktion
Airways Normal Snoring Require CPAP Cor pulmonale
Body mass index <35 35-40 40-60 >60
Menge
Cardiovascular <10% risk 10-20% risk Heart disease Heart failure
Diabetes Normal Impaired fasting Type 2 diabetes Uncontrolled type
2 diabetes
Economic Normal Expensive Workplace Unemployed due
travel/clothes discrimination to obesity
Functional Can manage 3 Manages 1 or 2 Requires walking aids | House bound
flights of stairs flights of stairs or wheel chair
- -
Ad I pos'tv Gonadal Normal PCOS Infertility Sexual dysfunction
’ ‘ Health perceived Normal Low mood or Qol | Depression or poor Severe depression
Qol
Krankheit der Fettmasse Sick fat disease
body Image Normal Dislikes body Body image Eating disorder
‘ ‘ dysphoria

Verdnderte & pathologische pathologische endokrine
mechanische Krafte & Immunreaktionen Was ist das Therapieziel fiir uns Kardiologen / Nephrologen ?

Gomez-Ambrosi et al. Eur J Intern Med 2024, Friihbeck G et al. Eur Heart J 2024, Lingavy et al. Lancet 2022



Ein provokantes, aber liberzeugendes Konzept

ADIPOSITAS BEHANDELN
ODER SPATER _

THERAPIE Y FACHARZTE %



Kardiologen und Diabetologen im Spannungsfeld

American
Diabetes

Dj.abetes Care, A,Amciguon, @ESC oo ESC GUIDELINES

European Society. hespsiideiorg/t0 109 Veurheartchadi®?
of Cardiclogy st i

Management of Hyperglycemia in Type 2 Diabetes, 2022, A
Consensus Report by the American Diabetes Association (ADA)
and the European Association for the Study of Diabetes (EASD)

Holistic and patient-focused approach

2023 ESC Guidelines for the management of
cardiovascular disease in patients with diabetes

Developed by the task force on the ag of cardi
i in pati

sGLT-2 Inhibitor I

To reduce CV risk independent of glucose control®
Inkretine

(Class 1) 5 L (Class 1) : )

Independent of HbAlc
Independent of concomitant glucose-lowering medication

I

For additional glucose control

weight Optimize
management cardiovascular
risk factors

Blood sugar  cardio-renal
control Protection
Glucose-lowering agents with suggested CV benefit

Metformin
(Class lla)

»The greatest enemy of
knowledge is not
ignorance but the \ KHK

Diabetes illusion of knowledge.”

Diabesity
Adipositas

Herzinsuffizienz
Stephen Hawking




vieles hat sich geandert

das Bild der Kollegen
und der eigenen Fachrichtung

FRUHER STATISTISCHER MITTELPUNKT
WAR ALLES BESSER.

ICH BIN VON [ﬁtl]_) ‘::::: [ Si%‘i’félginz-]
FRUHER! T ;‘L] Kausalitat |

das Studiendesign

[ signifikant bedeutet nicht automatisch relevant und umgekehrt ]




die Situation in der Kardiologie

Wer sind die vulnerablen Patienten?

Niereninsuffizienz
Altere
Diabetes

4

Multiple ASCVD events, 7% —

Primary or secondary

or 1 ASCVD event +
multiple high-risk
conditions

prevention

Primary prevention

Primary prevention

6% -

MYOCARDIAL INFARCTION or

KHK
Herzinfarkt

INTERMEDIATE RISK

[ BORDFELINFRISK ]

ISCHEMIC STROKE (RISK/YEAR)

Herzinsuffizienz

NOT APPLICABLE
TO HEART
FAILURE
PATIENTS

A
Advanced HFrEF

intolerant/refractory to GDMT,
recurrent HF hospitalizations

-
A
¥

HFrEF and recent HF
hospitalization or worsening HF
- ~40%

|

Heart Failure with Preserved Ejection Fraction
— A Metabolic Disease?

x5
A%

“Stable” outpatient HFrEF, NYHA
class 11, no recent hospitalizations

- ~10%

|

»Scientific Speed Dating” in Arbeitsgruppen
Insgesamt drei ,,Dates“ pro Teilnehmer, jeweils 45 Minuten

|
T

,Date1“ Inkretine in der Kardiologie: Endpunktstudien im Fokus
Prof. Gregor Simonis

(YV3IANISIY) NOLLVZITVLIJSOH FH 40 H1V3A YVTNISVAOIQEVD




Kardiovaskulare Endpunkstudien bei Adipositas bis 202:

Gewichtsreduktion durch Lifestyle und kardiovaskulare Endpunkte

Estimated Mean (kg)

Main effect, -4 (95% C1, -5 to-3)
P<0.001

T

7% Weight |

Patients with End Point (%)

No. at Risk
Control
Intervention

20+
Control
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Look Ahead: N Engl J Med 2013



Kardiovaskulare Endpunkstudien bei Adipositas

nach 2023

Bis August 2023 hatten wir keine Beweise,

daR Gewichtsreduktion kardiovaskulare Endpunkte reduzieren kann

17605 Patienten
weiblich: 27.8 %
Alter 61.6 jahre
BMI: 33.5

EF: 245 %

LDL: 78 mg/dI
RR:131/79 mm Hg
kein Diabetes

%

3 .

MI only Stroke only PAD only
n=11.908 n=3,135 n=777
67.6% 17.8% 4.4%

=22 CV inclusion criteria: n=1,433, 8.1%

Semaglutide SC 2.4 mg
C Kl
Y Primary endpoint:
Time from randomization
to first occurrence of a
composite endpoint

Event-driven :
1225 first MACES consisting of either:
« CV death
* Non-fatal MI
Placebo 5C once * Non-fatal stroke
weekly

KHK Y
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[u
w
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Primary Cardiovascular Composite End Point

Cumulative Incidence (%)

[ 2026 Ergebnisse der SURMOUNT-MMO mit Tirzepatid }

100-
004
80+
70+
60
50
40
30
20
104

10+ Hazard ratio, 0.80 (95% Cl, 0.72-0.90)
5 P<0.001 for superiority
Placebo
6—
~ Semaglutide

4] g

y M

0~ T T T T T T T ]
0 6 12 18 24 30 36 42 48
| | | | | | | |
6 12 18 24 30 36 42 48

Months since Randomization

Lincoff et al. NEJM 2023



Friihzeitiger Nutzen auf kardiovaskulare Endpunkte

- erster statistischer signifikanter Effekt: Tag 20

- nachhaltig ab Tag 86
Outcome Period, months HR (95% Cl)

MACE 03 — 0.62 (0.41, 0.93)
0-6 —a 0.59 (0.44, 0.80)
0-9 —a— 0.70 (0.55, 0.89)
0-12 —-— 0.68 (0.56, 0.84)
cV death 0-3 = 0.55 (0.19, 1.43)
06 = 0.47 (0.24, 0.86)
HF composite* 03 - 0.53 (0.23, 1.11)
06 - — 0.41 (0.25, 0.67)
All-cause death 03 = 0.77 (0.33, 1.75)
06 _—- 0.56 (0.33, 0.93)

T | T T |

0,125 0,25 0,5 1 2

Favours semaglutide Favours placebo

Plutzky J. Early Clinical Benefit of Semaglutide in Adults with Overweight or Obesity and Cardiovascular Disease: A Secondary Analysis of the SELECT Trial. ECO 11. — 14. Mai 2025, Malaga, Spanien



Patiants with an Event (%)

KHK
‘ Kardiovaskulare Endpunkstudien bei Diabetes DS
Rationale der SURPASS-CVOT Studie : i
8 e
SURPASS-CVOT 4

Tirzepatid

VS.
Dulaglutid

LEADER! SUSTAIN-62 Harmony Outcomes?

Cumulative risk (%)

29w o087 F — Albighotide (338 events)
sz atio, 087 (95%.C1, 0T8-097) [ Hazardratio, 074 (95% €1,038-095) £ Placeb (428 events)
151 500 b svpiory P<O001 o ey facke g FDA : forcv di
o T R - - requirements for outcome studies
i e N T .
i P - for new anti-diabetic agents
O 6 12 18 24 30 36 42 48 54 i ;: m
: HEF Iy e ap an g e K Ty pomantton )
E Supesiotity p value=0.0006
[ ] B EEREEEEEEEEET] ° 4§ & % 1w a4 =
Months since Randomization Weeks since Randomization Time since randomisation (months) Guidance for Industry
Disbetes Mellitus — Evalusting
REWIND* PIONEER 65 AMPLITUDE-O® Cardioy ascular Rk in New
Antidiabetic 1herapies to
184 — Placsho 1o 0] azard ratio, 0.79 (955 €1 057-1.11) 100 15 Harard oo 073 3% €.0.31-052) Treat Type 2 Diabetes
— Dulaglutide - : Oral semaglutide, 61 events % -
12 [oryectot i F CV risk assessment on phase 2/3 data for all
§ % §]p-0u7brsperorey Placeba 3 ;: o pacebo .o marketed and pioell A
FI PR upper bound of tw 95% Cl for
g o ) oemags io estimated risk ratio
10. b § wn
HR0.88 (95% C10.79-0.99) » 5 1 » 1 45 % @ omom ¢ :; i >1.8:  the data are inadequate to support approval; a large
p=0-026 w - eeeazeooens safety trial should be conducted
o 1 2 3 4 3 © 9 18w % 6 su e 2 B o s 12 1 u 1.3-1.8: potential for CV harm might still exist: an adequately
Timesince randambsation (yesn) Weeks since Randomizstion Months sinca Randomization SR powered and designed post-marketing trial is
—— - necessary to show an upper bound <1.3
. . . N . <1.3 overall risk-benefit analysis supports approval: a
McGuire DK, et al. Cardiovasc Diabetol. 2022; Nicholls SJ, et al. Am Heart J. 2023 Zinman B. et al. N Engl J Med 2015 post-marketing trial is generally not necessary

Marso et al. N Engl J Med 2016 Marso et al. N Engl J Med. 2016 7. Gerstein HC et al. Lancet. 2019

SURPASS-CVOT miindliche Prasentation auf dem EASD-Kongress in Wien, Osterreich, am 18. September 2025



Studienaufbau

miTT Population
N=131652

TZP MTD | Dula 1.5 mg
N=6586 (100%)

N=6579 (100%)

Median follow-up: 4 Jahre

Abgeschlossene Studie, N = 6524 (99,1 %) Abgeschlossene Studie, N = 6505 (98,9 %)
Primares zusammengesetztes Ergebnis trat auf, Primares zusammengesetztes Ergebnis trat auf,
N = 801 (12,2 %) N =862 (13,1 %)
Nicht-kardiovaskularer Tod, N = 175 (2,7 %) Nicht-kardiovaskularer Tod, N = 228 (3,5 %) <
Primares zusammengesetztes Ergebnis trat nicht auf (84,2 %) Primares zusammengesetztes Ergebnis trat nicht auf (82,3 %)
NI vs dulaglutide D o e o bk

Superiority vs dulaglutide Q---I--r

0.80 090 100 1.05
Tirzepatide better  Dulaglutide better

SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025



‘ Basisparameter

TZP MTD Dula 1.5 mg

TZP MTD Dula 1.5 mg Parameter, % (N=6586) (N=6579)
Parameter (N=6586) (N=6579) Statin 86.0 85.6
Cardiovascular risk factors Antlhypertensive medications
ACE inhibitor 40.3 39.4
Weight, mean, kg2 92.6 92.5 ARB 400 109
BMI, mean, kglm 326 326 Mineralocorticoid receptor antagonist 9.7 9.3
Systolic blood pressure, mean, mmHg 135.1 135.5 Antihyperglycaemic medications
HbA1c, mean, % (mmol/mol) 8.4 (68.4) 8.4 (68.1) Metformin 81.1 81.7
LDL cholesterol, mean, mg/dL (mmol/L) 80.5 (2.1) 80.7 (2.1) :G'I';T'z :""“’“"" 3‘1’-; Zg-g
uifonylurea - 4
nglgcerldes, median, mgldl; (mmol/L) 160.3 (1.81) 159.4 (1.80) DPP-4 inhibitor 58 57
e , mean, mL/min/1.73 m 78.5 79.2 Thiazolidinedione 24 27
UACR, median, mglg 22.0 22.0 Alpha-glucosidase inhibitor 1.7 16
Insulin 49.4 48.3
100
90.1

Percentage Population

CAD MI Coronary Stroke PAD Hypertension Dyslipidemia
Revascularization
Procedure

SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025



Primare Endpunkt: kardiovaskulare Mortalitat, Herzinfarkt, Schlaganfall

\,
s,
~o,

-

MACE-3

CV death Non-Fatal Ml  Non-fatal Stroke

CLICLIOY
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S
\
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\
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1
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i
1
1
i
]
s
4
e

Hazard Ratio=0.
. 95.3% CI°: 0.83-1.01;

Cumulative Incidence (%)

15 Dulaglutide 1.5 mg___,»~~"""""""""
7 HR,0.92(95.3% Cl, 0.83-1.01) __,f"'-'
1 p=0.003 (non inferiority, 1-sided) L
4 p=0.086 (superiority, 2-sided) L
1 No. of events: Dula 862 vs. TZP 801 L Tirzepatide MTD
10
5 |
0 - . : T T
0 52 104 Weeks 156 208 260

Upper Limit of 95.3%?2 Cl of HR for

MACE-3 for TZP vs. Dulaglutide [izrenzten

Clinical Implications

TZP has more cardioprotective effects

et than dulaglutide

TZP is superior to dulaglutide

21,00 but <1.05 TZP and dulaglutide are

cardioprotective

21.05 but <1.23 TZP non-inferior to putative placebo TZP confers no increased CV risk

Tirzepatide zeigte konsistente Ergebnisse Uber alle drei Komponenten des MACE-3-Kompositeindpunkts hinweg.

SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025



Cumulative Incidence (%)

-l
(4]

-
o

wm

o

Gesamtsterblichkeit

_____ Time to all-cause
death’

T HR,0.84 (95% Cl, 0.75-0.94) H 1
7 No. of events: Dula 669 vs. TZP 566 Dulaglutide 1.5 mg R ! i
- ] 16% Risk ;
: Tirzepatide MTD i i
: | Tirzepatide vs. dulaglutide
i ] Hazard Ratio=0.84 ,:
0 52 104 16 208 260 \\\ 95.0% Cl: 0.75-0.94; p=.002 ./

Weeks

_______________________________________

[ nur hypothesengenerierend }

SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025



Anzahl der Patienten, die die Zielwerte erreichen

HbA1c Targets Gewichtsziele
100- 100-
82 85
g 80 70 g 801
60
2 60- 2 60-
5 45 3
S Q 40
‘o 40- ‘o 40- 34
= 28 B
® 20 ®
o 20- o 204 11
3 2
0 | | | O | | 1
HbA1c HbA1c HbA1c Weight Loss  Weight Loss  Weight Loss
<7.0% <6.5% <5.7% 25% >10% >15%

Target achieved at W24 (HbA1c) and W52 (body weight) : TZP MTD © Dula 1.5 mg

SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025



T e REWIND

Praspezfische Analyse: Tirzepatid gegen Placebo s | e acnam

i 2
Wortschopfung: putative (errechnet) Placebo B P
Dies ist eine Studie mit aktivem Komparator e ! ;wwn-;fwm l

Eine vorab festgelegte indirekte Vergleichsanalyse von aufeinander abgestimmten
Patientendaten
aus den Studien REWIND und SURPASS-CVOT ergab, dass TZP Folgendes reduzierte:

vlv 28% Risk i vs. errechneten Placebo i 1 39% Risk i
Hazard Ratio=0.72 i ; Hazard Ratio=0.61 ;
95.0% Cl: 0.55t0 0.94 \ 95.0%Cl:0.45t00.82

________________________________________________________________________________

SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025



renale Endpunkte

*  eGFR (CKD-EPI) 76.5 +21.3 mL/min/1.73m?
* <60 mL/min/1.73m?2 22.8%
‘”’ UACR 22 mg/g

Microalbuminuria 32%
* Macroalbuminuria 11.5%

. . Pri Overall Population
Major Kidney Outcomes Co;r::;yite P DU is R———
v ula1.5mg Hazard Ratio
EKl(;ine.yt Parameter (N=6586) (N=6579) (95% CI) p-value
ndpoin Primary composite 0.81
h d 441 (6.7 532 (8.1 <0.001
Persistent macroalbuminuria v kidney endpoint ©.7) (61) (0.71 10 0.92)
Persistent 250% reduction in eGFR v g::;:::ms 0.72
ESKD? v macroalbuminuria 258 (3.6) 322(49) 06110086  <0-001
Death from kidney disease 4 Persistent 250% 0.88
reduction in eGFR 163 (2.5) 181(2.8) (0.71 to 1.09) 0.24
ESKD 106 (1.6) 93 (1.4) (0.851 i;21 48) 0.42
Death from kidney
disease 4(0.1) 5(0.1)

SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025



Semaglutid bei HFpEF mit Adipositas:
STEP-HFpEF und STEP-HFpEF-DM

Semaglutide in Patients with Heart Failure Semaglutide in Patients with Obesity-Related
with Preserved Ejection Fraction and Obesity Heart Failure and Type 2 Diabetes

M.N. Kosiborod, S.Z. Abildstrem, B.A. Borlaug, J. Butler, S. Rasmussen, N
M. Davies, G.K. Hovingh, D.W. Kitzman, M.L. Lindegaard, D.V. Meller, S.J. Shah, ).V
M.B. Treppendahl, S. Verma, W. Abhayaratna, F.Z. Ahmed, V. Chopra, J. Ezekowitz, M.l
M. Fu, H. lto, M. Lelonek, V. Melenovsky, B. Merkely, J. Ntifiez, E. Perna, M. Schou,
M. Senni, K. Sharma, P. Van der Meer, D. von Lewinski, D. Wolf, and M.C Petrie,
for the STEP-HFpEF Trial Committees and Investigators*

et Butl

M.J. Da K.H

Change in KCCQ-CSS Change in KCCQ-CSS

| 184 '
| 16.6 i
™ 16 i ! = 164 Semaglutide '
= 14-| Semaglutide | Estimated difference, 7.8 points ‘E !
: 12+ | (95% C1, 4.8 t0 10.9) 2 14 T
=2 ﬁ‘ ! P<0.001 2 124 ! Estimated difference,
(== 10 | T 10 ! 7.3 points
2% g | ; 8.7 s - _{r ! (959 Cl, 4.1 to 10.4)
“a Placebo ! T & e———T . P<0.001
E“ 6 | & &l Placebo L i é 64
= 49 ! & b
! s 4 i
b 2 ! ] i
| T 27 !
00— T T ™ 5 P !
%* =
0 0 36 52 52 ) o 2 3 52 52%
Weeks since Randomization Change in Body Weight
Change in Body Weight 0 yo-emsee-
0 : :
N E—a—y L Placebo 3 Y
£ x L # & —& & -26 2 _s ! Estimated difference,
= _5- £ ! 6.4 percentage points
& Estimated difference, 10.7 percentage points & ! (959 Cl,-7.6t0-5.2)
52 (95% Cl, -11.9 t0 -9.4) B, ! Py P<0.001
[¥] E -104 P<0.001 E - i
Q
95 Semaglutide 133 ; Semaglutide i
a  -15 g -154 i
g g .
& ¢ :
a |
_ze ! ! : ! ' ! ! ! ! ! ! ’2c 1 T T T 1 T T U T 1 T
0 4 3 12 16 20 28 36 44 52 52% 0 4 8 12 16 20 28 36 44 52 52*
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SUMMIT: Tirzepatid bei adipositasgetriebener HFpEF .. .7

Einschlusskriterien: >40 Jahre, EF 250%, BMI >30 kg/m?

Rx: Tirzepatid (MTD: 5, 10 oder 15 mg) vs. Placebo

, NYHA 1I-IV

1: CV Tod oder Verschlechterung der Herzinsuffizienz, KCCQ-CCS
Eingeschlossen: 731 Patienten, ~ 65 Jahre, ~ BMI 38 kg/m?, ~ 30% KHK, NT-proBNP ~ 180 pg/ml,

~ 25% Vorhofflimmern, ~ 47% Diabetes
Medianes F/U 104 Wochen

“ ORIGINAL ARTICLE I

Tirzepatide for Heart Failure with Preserved
Ejection Fraction and Obesity

tudy Gro!

DOI: 10.1056/NEJMo0a2410027

Composite of Death from Cardiovascular Causes or a Worsening Heart-Failure Event. (KCCQ-CSS)
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Weeks since Randomization Week Regimen
Estimand
Tirzepatide Placebo Hazard Ratio or
End Point (N=364) (N=367) Difference (95% ClI)j P Value
Events/100 Events/100
Value patient-yr Value patient-yr Ti rze pat i d effe ktiv be i

Change at 52 weeks in 6-minute walk distance —m  26.0:3.8 — 10.1+3.9 — 18.3 (9.91t0 26.7)1 <0.001§
Percent change at 52 weeks in body weight — % -13.9:04 — -2.20.5 — -116 (-12.9t0-10.4)  <0.001 ad I pOSIta Sgetrlebener H FpE F



Ein provokantes, aber liberzeugendes Konzept




