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Obezita predstavuje klicovy faktor v patogenezi
srdecniho selhani se zachovanou ejekcni frakci
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Vyznamny ubytek hmotnosti pri lécbeée
tirzepatidem u pacientu s obezitou

B Percent Change in Body Weight by Week (efficacy estimand)
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SUMMIT: Hlavni zarazovaci kritéria

Pacienti starsi 40 let s chronickym HFpEF (NYHA tfida II-1V), ejek¢ni frakci levé
komory >50 % a BMI >30 kg/m?.

Jeden z nasledujicich: zvysSena hladina NT-proBNP (>200/600 pg/ml), zvétSeni levé
sin€ nebo zvySené plnici tlaky.

DalSi Kkritéria zahrnovala:
Vzdalenost pi1 6 minutovém testu chuze 100425 metri
Skore Kansas City Cardiomyopathy Questionnaire (KCCQ-CSS) <80

Nedavnou dekompenzaci srde¢niho selhani nebo sniZenou funkci ledvin
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Lécba a randomizace

Placebo _ Double-blind treatment
: for up to 3 years

Median duration of

3 : follow-up
creening A
104 (IQR: 66-126)
Twzepaude f weeks
starting dose 2.5 mg/Week
uptitrated by 2.5 mg/week every 4 weeks
(as tolerated) until 15 mg/week by 20 weeks '
Randomization 52 weeks

Randomizace zohlednila anamnézu dekompenzace srde¢niho selhani, pfitomnost diabetu 2. typu a BMI (=35 nebo <35).

Studie probihala do doby, nez posledni zarazeny pacient dokoncil 52 tydenni sledovani. '
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Primarni cile
Puvodné méla studie dva hlavni cile:

1. Slozeny ukazatel zahrnujici umrti z jakékoli pfi¢iny, zhorSeni srdecniho selhani, zménu
skore KCCQ-CSS a vzdalenosti v 6minutovém testu chiize po 52 tydnech.

2. Zména vzdalenosti v 6minutovém testu chiize po 52 tydnech.

Na zaklad¢ vysledkl studie STEP-HFpEF (ktera naznacila, ze GLP-1 agonisté mohou vyrazné
sniZit riziko kardiovaskularni smrti a zhorSeni srdecniho selhani) byl sloZeny primarni ukazatel
rozdélen na dvé samostatné hlavni cile:

1. Slozeny ukazatel zahrnujici umrti z kardiovaskularnich pri¢in nebo zhorseni srde¢niho
selhani.

2. Zména skore KCCQ-CSS po 52 tydnech. ,
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Schéma prubéhu studie SUMMIT
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78 (21.3%)

Discontinued study
treatment

(most commonly
due to patient withdrawal)

Screened
(n=1494)
Randomized At 129 sites
(n=731) in 9 countries
|
v
Placebo
(n=367)
—3
v >

356 (97.0%)

360 (98.9%)
followed for vital status followed for vital status

36 (9.8%)

Did not attend final
study visit

(most commonly due to death or
patient withdrawal)
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Charakteristika pacientu pri vstupu do studie

11

Characteristic

Tirzepatide (n=364) Placebo (n=367)

Age 65.5+ 105 65.0+10.9
Women 200 (54.9%) 193 (52.6%)
Race, non-white 108 (29.7%) 111 (30.2%)
Hispanic or Latino 195 (53.6%) 205 (55.9%)
Body mass index (kg/m?) 38.3+6.4 38.2+7.0
Left ventricular ejection fraction (%) 61.0+6.5 60.6 + 6.2
NT-proBNP (median, pa/mL) 196 (56, 488) 169 (64, 476)
History of type 2 diabetes 174 (47.8%) 178 (48.5%)
eGFR (ml/min/1.73 m2) 64.5+23.7 64.3 £ 23.5
KCCQ-CSS 53.9+179 53.2+19.0
6-minute walk distance (m) 305 = 80 301 =84
Heart failure decompensation within 12 months 171 (47.0%) 172 (46.9%)
High-sensitivity C-reactive protein (mg/dl) 5.8+85 5884
Systolic blood pressure (mmHg) 128 £ 13 128 + 14
Cardiovascular medications

Diuretic 267 (73.4%) 271 (73.8%)

RAS and neprilysin inhibitor 293 (80.5%) 295 (80.4%)

Beta blocker 245 (67.3%) 263 (71.7%)

Mineralocorticoid receptor antagonist
SGLT2 inhibitor

Packer M, AHA 2024, Packer M et al., N Engl J Med 2025

131 (36.0%)
69 (19.0%)

125 (34.1%)
57 (15.5%)
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SUMMIT - primarni cil: ¢as do prvni udalosti - umrti z

yF 7 n

kardiovaskularnich pricin ne

bo zhorseni srdecniho selhani

56 events (15.3%)

8.8 events per
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36 events (9.9%)

5.5 events per
100 patient-years
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Vylouceni udalosti zviadnutych pouze zvysenim
peroralnich diuretik

15
s Hazard ratio Placebo R
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0 16 32 48 64 80 96 112 128
Time From Randomization (Weeks)
Tizepatide 364 352 347 340 285 238 208 157 87
Pacebo 367 353 339 327 265 226 199 150 76
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Uginek tirzepatidu na zhorseni srdeéniho selhani vyzaduijici
hospitalizaci nebo urgentni intravenozni lécbu.
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Vliv tirzepatidu na celkovou mortalitu

Tirzepatide Placebo
30 Cardiovascular 8 )
Hazard ratio Undetermined 2 0
3 1.25 (0.63-2.45) Non-cardiovascular 9 10
D ___________________________________
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Time From Randomization (Weeks)
Tirzepatide 364 357 355 351 294 246 214 163 89
Placebo 367 360 354 350 283 244 213 161 79
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Ko-primarni cil studie SUMMIT: Uginek tirzepatidu na
zdravotni stav (KCCQ-CSS) po 52 tydnech

w
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KCCQ Clinical Summary Score
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|

Between-group median difference at 52 weeks
O« - Wi, 6.9 (3.3, 10.6), P < 0.001
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Uginky tirzepatidu na oba primarni vysledky
konzistentni napric podskupinami

Cardiovascular death

i i |
1 | |
1 - | 1
o i or worsening heart | KCCQ-CSS !
Tirzepatide acel ! - |
(n/N) (n/N i failure event i |
! . | I |
<65 years 13/158 171168 ! I o | | —— |
Age 265 years 23206 38/201 g —8— | | ) —— i
Sex Female 20/200 291193 i —— i I —— E
Male 16/164 277174 ! ‘—.—L* 1 | —_—6— i
Body mass  <as 121147 231148 i '—.—"I ! +—@— E
index 235 24/217 33/219 ! —.—I— i I _— i
History of  es 16/174 28178 ——+ i . —— i
diabetes No 201190 28/188 ! —— i | — I
! I N !
HFpEF-ABA  <so% B/133 124140 ! o i i »—I—.—‘ !
score 280% 28/231 447227 ! ——i | I —— :
] l | 1
Recent Yes 18171 e ._._I_.‘ i | —— i
worsening  nNo 171193 32195 |_._|I : — :
' | [ ] L
Ejection  <so 18147 28148 . i | I
fraction 260 18/223 28/223 i ﬂ i | —_— !
i L- | !
1 T T
NT-pro <200 111186 241187 | —— ! i I —— i
BNP 2200 250178 321170 E —e—— ! I —_— !
' p [ |
<median 20173 39/192 ! —— I ! I —_ i
KCCS-CSS  .nedian 16/181 17174 ' o . i I—.—< !
1 | N |
! ’ ! i :
<60 22/167 341168 i l v —— i
eGFR =60 147197 221199 | ﬂ i | —— |
' | |
: <130 18/185 36/189 —— I ' L . :
Systolic BP  _ 5 18/179 20178 | : .‘l i ! . E— !
Use of MRA Yes 16/131 24/125 H m i H —— E
No 20/233 32/242 : : | —— !

0 0.5 I 1.5 2 2 | 5 10 16 I\II U I\I I : F‘#IKElI{III-EI(“:INICE

Favors | Favors | Favors BRNO

Packer M, AHA 2024, Packer M et al., N Engl J Med 2025



Vzdalenost pri 6 minutové chuzi
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(9.9, 26.7)

at 52 weeks

P <0.001
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Zmena hmotnosti a CRP
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Bezpecnost leCby
]

Patients with serious adverse event 96 (26.4) 94 (25.6)

Cardiac failure 15 (4.1) 30 (8.2)
(o]

non-fatal adverse event 23(63) >(14)

Patients with at least one adverse event 313 (86.0) 279 (76.0)
Diarrhea 67 (18.4) 23 (6.3)
Nausea 62 (17.0) 24 (6.5)
Constipation 54 (14.8) 22 (6.0)
Decreased appetite 38 (10.4) 6 (1.6)
Vomiting 38 (10.4) 8 (2.2)
Urinary tract infection 36 (9.9) 22 (6.0)
COVID-19 34 (9.3) 41 (11.2)
Dizziness Gastrointestinal symptoms resulted in discontinuation of L]
Gkl Ll treatment in 4% of the tirzepatide group. REEE)
Dyspepsia roToroy 8(2.2)
Hypotension 22 (6.0) 11 (3.0)
Cardiac failure 21 (5.8) 32 (8.7)
Upper abdominal pain 20 (5.5) 7(1.9)
Anemia 19 (5.2) 18 (4.9)

Vyskyt zavaznych NU v obou skupinach podobny.
Nefatalni NU vedly k preruseni 1é¢by u 23 pac. (6,3 %) ve sk. s tirzepatidem vs u 5 pac. (1,4 %) ve skupiné s placebem.
15 pac. (4,1 %) ve sk. s tirzepatidem prerusilo 1é¢bu kviili gastrointestinalnim potizim. |\[|

UNT e
IED

Packer M, AHA 2024, Packer M et al., N Engl J Med 2025



Zaver

Studie SUMMIT je prvni studii u pacientll s HFpEF a obezitou, kde hlavnim predem
stanovenym cilem byly vysledky souvisejici se srdecnim selhanim (SS).

Tirzepatid snizil kombinaci umrti z KV pricin a zhorseni SS o 38 % (P=0,026) —
tento Ucinek byl zplisoben snizenim rizika zhorsSeni SS, které si vyzadalo hospitalizaci
nebo urgentni intravendzni terapii. Prinos byl konzistentni ve vSech predem
definovanych podskupinach.

Tirzepatid mél vyznamné ucinky na zlepseni skore KCCQ-CSS a vzdalenosti pri 6
minutové chlzi a na snizeni systémového zanétu.

Bezpecnostni profil tirzepatidu byl ve studii SUMMIT v souladu s bezpecnostnim
profilem z predchozich klinickych studii. |
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