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GLP-1 aqonistlarin mexanizm tasiri

GLP-1 AGONIST MECHANISMS OF ACTION

BRAIN

Increased Satiety,
Reduced Appetite

fi‘

GuT r‘;fcep.t:' PANCREAS
Slowed Gastric Emptying, gonis Stimulates Insulin
Increased Nutrient Secretion,
Inhibits Glucagon

Absorption Time

&
CARDIOVASCULAR
Improved Endothelial Function,

Reduced Inflammation,
Lowered Blood Pressure



SELECT TRIAL

Semaglutid 2,4 mg - Urak-damar hadisaleri riskikini ahamiyyatli deracade azaldir

@ MBQSOD: Artiq gakisi va ya plylenmasi olan, lakin diabeti olmayan ve ASCVD olan

boyuklarde semaglutidin 2,4 mg kardiovaskulyar naticelara tasirini giymatlendirmak

9SAS NaTiCa: 3-NOQTaLI MACE® 9SAS NaTice

Kardiovaskulyar olum, geyri-fatal Ml va ya geyri-fatal insult

@VR)
14 - Qy

- Plasebo
(n = 8,803) 3-noqtali MACE hadiseleri
12 :
— Semaglutid 2,4 mg a,(.)% se‘majgluud qrupun.dq plaseboya
& nisbatan shamiyyatll dereceda
10 - (n = 8,803)
az olmusdur,
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:.f 6,4% e Kardiovaskulyar olim
5 6 HR 0,81 (95% Gl 0,71-0,93)
[
x 2 RISKD® NISB| AZALMA 9 Qeyri-fatal MI
200/0 HR 0,72 (95% CI 0,61-0,86)
2 - HR 0,80 (95% CI 0,72-0,90) Qeyri-fatal insult
£x989 ¥ HR 0,83 (95% CI 0,68-1,02)
O T T T T T T 1
0 6 12 18 24 30 36 42 48 @ Umumi 8lim
iziom middati (ay) HR 0,81 (95% CI 0,71-0.83)
o9 POPULYASIYA: 245 yas, BMI 227 kalm?, artiq gakisi va ya piylanmasi olan,
(=) ASCVD olan, lakin diabeti olmayan 17,604 istirake!

izLom MODDATI: Orta 39,8 ay

2.4 mg artig | VD olan, lakin diabeli olmayar

ciddi kardion




Semaglutidin Grak-damar risk faktorlarina tasiri

Semaglutid Grak-damar risk faktorlarina coxsaxali tasir gostararak T2SD-da MACE riskinin azalmasina sabab olur'

Qliikoza metabolizmini yaxsilasdirir3

Badan gakini azaldir 3

CV, cardiovascular; GLP-1RA, GLP-1, glucagon-like peptide-1 receptor agonist; HFpEF, heart failure with preserved ejection fraction; MACE, major adverse cardiovascular events; T2D, type 2 diabetes.1. Arnett DK, et al. Circulation. 2019;140:e596—e646; 2. Wilding JPH, et al. N Engl J Med. 2021;384:989; 3. Aroda VR, et al. Diabetes Metab.
2019;45:409-18; 4. Marso SP, et al. N Engl J Med. 2016,375:1834—44; 5. Husain M, et al. N Engl J Med. 2019,;381:841-51; 6. Husain M, et al. Diabetes Obes Metab. 2020;22:442-51; 7. Knudsen LB and Lau J. Front Endocrinol (Lausanne). 2019;10:155; 8. Rakipovski G et al. JACC Basic Trans! Sci. 2018;3:844-857; 9. Marso SP et al. N Engl J
Med 2016; 375:1834—44; 10. Husain M et al. N Engl J Med 2019;381:841-51.



Ugur

Ugura nail olmaq tcun yalniz alcatan maqgsadlar goymag

lazimdir
W

kifaya'; deyil




Ugurun sizin t¢lin na demak oldugunu
daqiq muayyanlasdirmak lazimdir



HFpEF xastasi kim

Adatan...

¢ Yash xasta

Orta yas adatan 70-75 yas

HFpEF yayilmasi 65 yasdan sonra kaskin artir

on siratlo artan lrak ¢atismazligi fenotipidir

£ O9sasan gadinlar

HFpEF xastalarinin taxminan 55-70%-i gadindir

Qadinlarda HFpEF inkisaf riski kisilarlo miiqayisada daha yiksakdir
~ 1 Artiq ¢aki va ya piylanma BMI >30 kg/m?

Xususila muasir "obesity-HFpEF" fenotipinda
“n Arterial hipertenziya

HFpEF Ggln an vacib risk faktorlarindan biridir
& Tez-tez miisahida olunan yanasi xastaliklar

Atrial fibrilasiya

Sakorli diabet

Xroniki boyrak xastaliyi

Piylanma

Metabolik sindrom

d

amy

Kaur G, et al. Sex Differences in Heart Failure With Preserved Ejection Fraction. ESC Heart Fail. 2022.
https://pmc.ncbi.nlm.nih.gov/articles/PMC9720805/

Shah SJ, et al. Heart Failure With Preserved Ejection Fraction In Perspective. Circ Res. 2019.
https://www.ahajournals.org/doi/10.1161/CIRCRESAHA.119.313572

Pandey A, et al. Epidemiology and Clinical Features of HFpEF. CFR Journal. 2022.
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HFpEF THERAPEUTIC JOURNEY

FROM TWO DECADES OF TRIALS

2006 2008 2014 2019
o o O o
PEP-CHF |I-PRESERVE TOPCAT PARAGON-HF
Perindopril Irbesartan Spironolactone Sacubitril/Valsartan
" ea v

¢
o

NEUTRAL

Did not meet
primary endpoint

@ First large RCT in HFpEF.

No benefit with ACEi.

%
X

NEUTRAL

No difference in
primary composite
endpoint

ARB strategy did not
improve outcomes
in HFpEF.

BORDERLINE NEAR MISS
S Primary endpoint
@ | HF hospitalizations missed significance
(p = 0.059)

© No mortality benefit

@ Benefit mainly outside
Eastern Europe

@ Greater benefit in
women

@ EF 45-57% subgroup
benefited most

ARNI showed promise
in selected HFpEF
patients.

@ First signal for MRA
benefit in HFpEF.

NEUROHORMONAL BLOCKADE
eutral or modest results.
on with limited treatment options.

POSITIVE

21% reduction in
CV death or HF
hospitalization

Driven mainly by
reduction in HF
hospitalizations

First trial to show clear
benefit in HFpEF.
A new era begins.

2022
O

DELIVER
Dapagliflozin

POSITIVE

@ Reduced CV death or
worsening HF

@ Consistent across
HFpEF & HFmrEF

© Benefit in previously
decompensated
patients

PIVOTAL ERA: BENEFIT ACROSS THE PRESERVED AND
MILDLY REDUCED EF SPECTRUM

| INCLUDED PATIENTS

PRESERVED EF

e

EF 250%

@

POSITIVE

@ Reduced total HF
events

@ Lower HF hospital-
izations

@ New option in
mineralocorticoid
blockade

MILDLY REDUCED EF
EF 41-49%

|

TOGETHER, THEY ESTABLISH A NEW STANDARD OF CARE
ACROSS THE HFpEF-HFmrEF CONTINUUM

2024 2025/26+
O —
E STEP-HFpEF GLP-1 ERA
| Semaglutide Ongoing
| Research

GLP-1RA

O
’0@

@

POSITIVE

@ Improved KCCQ
(clinical summary
score)

@ Weight reduction

@ Better physical
function

First GLP-1 RA trial
to show meaningful
improvement in
HFpEF symptoms
and function.

? FROM TWO DECADES OF SEARCHING, WE ARE FINALLY DELIVERING HOPE AND OPTIONS TO PATIENTS WITH HFpEF.

ﬁhlblto!'s. MRASs (finerenone), ARNI in selected patients, and GLP-1 receptor agonists
represent a shift from symptomatic care to disease modification.

GLP-1RAs

Q

ONGOING

Muitiple ongoing
trials with
GLP-1RAs in
obesity-HFpEF
phenotype

A new frontier:
targeting the
cardiometabolic
phenotype.



Piylanma Sadaca Risk Faktoru Deyil

HFpEF-da sol madagiyin remodeling va disfunksiyasina tasir edan yanasi xastaliklar

Arterial Type 2 dlabetee Renal

Chronic systemic inflammation
+ IL1RL1 + CRP +GDF15 ~+IL6 +TNFa +sST2 + Pentraxin 3
Coronary endothelial microvascular inflammation |
+ ROS + VCAM + E-selectin +ONOO- + NO + TGF$

¥

ocardial remodeling and dysfunction

CRP, C-reactive protein; GDF15, growth differentiation factor 15; IL1R1, interleukin 1 receptor-like 1; IL-6, interleukin-6; NO, nitric oxide; ONOO-, peroxynitrite; ROS, reactive oxygen species; sST2, soluble ST2, TGF-a, transforming
growth factor a; TNFa, tumor necrosis factor a; VCAM, vascular cell adhesion molecule.

1. Shah Set al. Circulation. 2016;134(1):73-GO0. 2. Paulus WY, Tschope C. JAm Coll Cardiol. 2013;62(4):263-271.



Yeni baxis:

Piylanma HFpEF-in sabablarindan biridir, sadaca musayiat edan
xastalik deyil.



Paradigma dayismalidir ?

Uzun illar biz:

- Toazyigi mualica etdik
Sokarli diabeti muialica etdik
Odemlari azaltdig

- Amma xastalar yeno da:

XX Tez yorulurdu
X{ Nafas darligindan
oziyyat cokirdi

X Hoayat keyfiyyati asagl
galirdi

HFpEF xastalarinin gedisatini piylanmani hadaflayarak dayisa bilarikmi?



HFpEF Tak Bir Xastalik Deyil

HFpEF muxtalif fenotiplardan ibarat heterogen sindromdur.
on ¢ox rast galinan fenotiplar:
Obesity-HFpEF
Hipertenziv HFpEF
- Atrial fibrilyasiya ilo alagali HFpEF
- Yasliligla alagali HFpEF
- Xroniki boyrak xastaliyi ilo alagali HFpEF
Muasir yanasma:
"One size fits all" artiq islamir.
Mualica fenotipa uygun secilmalidir.



Obesity-HFpEF: Yeni Epidemiyanin Urak Uz{

- Tipik xoasta:
- 55—-75vyas
BMI 230 kg/m?
Y» Hipertoniya
& Prediabet va ya diabet
“ Obstruktiv yuxu apnesi
& Fiziki aktivliyin azalmasi



Obesity-HFpEF-da Patofiziologiya

. Piylanma - Sistemik iltihab = Urak struktur va funksiyasinin
daylsmaﬂ

« Visseral piy toxumasi

. Proinflamator sitokinlar

. Endotel disfunksiyasi

. Miokard fibrozunun artmasi
. Sol madaciyin sartlosmasi

. Diastolik disfunksiya

. lme HFpEF

- 9sas fikir:




ogar piylanma xastaliyin asas sabablarindan biridirsa...
...onda onun mualicasi xastaliyin gedisatini dayisa bilormi?
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2023-ci ilds “Science” jurnali GLP-1 reseptor agonistlarini “ilin
Elmi Nailiyyati” (Breakthrough of the Year) elan etdi.

\KTHROUGH OF THE VI



STEP-HFpEF tadqiqat dizayni

STEP-HFpEF, Asiya, Avropa, Simali va Cenubi Amerikanin 13 6lkasinde 83 sahads aparilan

tosadufi, ikigat kor, plasebo nazaratli sinaq idi

= (1]

N=529

Haftada bir dafe semaqlutid 2.4 mq + SoC

Haftada bir dafe plasebo + SoC

o Dozanin Dozanin 5 haeftelik
Skrining artirimasi saxlaniimasi izlema
ARRREEE oo T e f--mooee- .
2 0 16 Miialice muddati 52 hafta 52 57
Randomizasiya (1:1) Miialicanin sonu
Plasebo ilo miigayisads har ikisi SoC-a slave edilmis, ikili asas son néqtalar: KCCQ-CSS-doe ve badan gakisinin baglangic saviyyssinden
dayismaesi

HFpEF piyleanma fenotipi olan ve T2D olmayan insanlarda

Tasdiqglayici ikincili son nogtalar: 6MWD, iyerarxik birlesdirilmis son néqte* va

fiziki mahdudiyyati aradan gétiiriilmasi, simptomlar ve CRP-da doyisiklik

badan ¢akisi Uzra haftads bir dafe 2,4 mq derialtl
semaqlutidin tesirini tedqgiq etmak Ugun

Osas tadqiqedici son noqtalar: ilgak diuretik derman, NT-proBNP, NYHA sinfi, ilk
HF hadisesina gadar vaxt (stasionar mualice ve ya tacili ziyaret)




Xastalarin bazal xususiyyatlari

Semaglutide Placebo Total

Characteristic (N=263) (N=266) (N=529)
Female sox — no. (%) 149 (56 .7) 148 (55.6) 297 (56.0)
Median age (IQR) — yr 70 (62-75) 69 (62-75) €9 (62-75)
Ethnic graup — no. (%)t

Hispanic or Latino 15(5.7) D79 16 (6.5)

Not Hispanic or Latino 248 (943) 245 (921) 493 (93.2)
Race — no. (%)t

Black 8(30) 13 (4.9) 21 (4.0)

White 255 (97.0) 252 (%4.7) 507 (95.8)

Other 0 1(04) 1{0.2)
Median body weight (IQR) — kg 1047 (92.4-120) 105.3 (924-122.0) 1051 {92.4-120.8)
Median 8MI (IQR) 37.2 (33.9-41)) 36.9 (33.3-41.6) 570 (33711 4)
BMI stratum — no. (%)

30 to <35 89 (33.8) 9 (342) 180 {34.0)

235 174 (66.2) 175 (65 8) 349 (66.0)
Median waist circumference (IQR) — cm 1190 M0.5-1270) 1200 (110.5-129.0) 1194 110.5-128.0)
Median systolic blood pressure (IQR) — mm Hg 133 (122-145) 132 (120-142) 133 (12)-144)
Median NT-proBNP level (IQR) — pg/mi A14.4 (229 2-1014.0) 499.8 (204.7-1025.0) A50 8 {218.2-1015.0)

Kosiborod MN, Verma S, Borlaug BA, Butler J, Davies MJ, Jon Jensen T, Rasmussen S, Erlang Marstrand P, Petrie MC, Shah SJ, Ito H, Schou M, Melenovsky V, Abhayaratna W, Kitzman DW; STEP-HFpEF Trial Committees and Investigators. Effects of Semaglutide on Symptoms,
Function, and Quality of Life in Patients With Heart Failure With Preserved Ejection Fraction and Obesity: A Prespecified Analysis of the STEP-HFpEF Trial. Circulation. 2024 Jan 16;149(3):204-216. doi: 10.1161/CIRCULATIONAHA.123.067505. Epub 2023 Nov 12. PMID:
37952180; PMCID: PMC10782938.



~ Xastalarin bazal xtsusiyyatlari 2
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Characteristic {N=263) (N=266) = [Ns529)



- Mualicanin davamliligi va tadgigatin

tamamlanmasi

* Mualicanin vaxtindan avval
dayandirilmasi: Semaqlutid
qgrupunda: 42 istirakc! (16.0%)

* Plasebo qrupunda: 42 istirakcl
(15.8%)

* Toadqgigati tamamlayan istirakcilar:

Semagqlutid grupunda: 256
istirakcl (97.3%)

* Plasebo qrupunda: 254 istirakci
(95.5%)

52-ci haftada miialicoya davam edan istirakgilar
arasinda
*Semagqlutid grupunda: 221 istirak¢ci mualicani
davam etdirirdi
* Onlardan 185 nafoar (83.7%) nazards
tutulan 2.4 mq dozani gabul edirdi.
*Plasebo qrupunda: 224 istirak¢i mualicani
davam etdirirdi
* Onlardan 219 nafar (97.8%) nazarda
tutulan dozani gabul edirdi.



KCCQ-CSS nadir?

Kansas City Cardiomyopathy Questionnaire — Clinical Summary Score (KCCQ-CSS) lrak catismazligi olan xastalarda simptomlarin agirligini, fiziki
mahdudiyyatlari va hayat keyfiyyatini giymatlandiran tasdiglanmis sorgudur.

ai Qiymatlandirma skalasi: 0—-100 bal
Bal na gadar yliksakdirsa, xastanin vaziyyati bir o gadar yaxsidir.

Bal na gadar asagidirsa, simptom yiikii bir o gadsr coxdur. Klinik shamiyyat

KCCQ-CSS nayi giymatlandirir? +5 bal - klinik cashatdan shamiyyatli yaxsilagsma
(7 Tangnafaslik +10 bal - nazaragarpan yaxsilagsma

® Yorgunlug +15 bal va daha ¢ox - ¢ox ifadali yaxsilagsma

| Odemlar

. Fiziki aktivliyin mahdudlasmasi
| Gundalik faaliyyatlari yerina yetirma qabiliyyati



24

52-ci haftada plasebo iloa muigayisada 2,4 mqg semaqlutid ila orta
KCCQ-CSS-do ahamiyyatli yaxsilasma

Change in KCCQ-CSS
18- |
. 164 . W 166
£ 14- Semaglutide : Estimated difference, 7.8 points
o - i (95% Cl, 4.8 to 10.9)
& — T P<0.001
gg 109 B
S5 8] | A 8.7
o Placebo |
&~ 6 |
= |
£ Lai :
|9 9 !
0¥ 1 I —
0 20 36 52 52%
Weeks since Randomization
No. of Participants
Semaglutide 263 249 225 243 263
Placebo 266 242 217 237 266

Kosiborod MN, Verma S, Borlaug BA, Butler J, Davies MJ, Jon Jensen T, Rasmussen S, Erlang Marstrand P, Petrie MC, Shah SJ, Ito H, Schou M, Melenovsky V, Abhayaratna W, Kitzman DW; STEP-HFpEF Trial Committees and Investigators
Effects of Semaglutide on Symptoms, Function, and Quality of Life in Patients With Heart Failure With Preserved Ejection Fraction and Obesity: A Prespecified Analysis of the STEP-HFpEF Trial. Circulation. 2024 Jan 16;149(3):204-216. doi:
10.1161/CIRCULATIONAHA.123.067505. Epub 2023 Nov 12. PMID: 37952180; PMCID: PMC10782938



Plasebo il miigayisada 2,4 mq semaglutid ilo orta
badan ¢akisinda shamiyyatli daracads azalma

Change in Body Weight

0+ — Placebo

£ R iy % + A -26-
g 5
80 “ Estimated difference, 10.7 percentage points
_E - (95% Cl, -11.9 to -9.4)
UT -10- P<0.001
® = )
g"m Semaglutide 133
§  -15-
e
@
a

-20-4y——7—T1—T7T T T T T

0O 4 8 12 16 20 28 36 44 52 52¢

Weeks since Randomization

No. of Participants
Semaglutide 263 255 254 250 246 252 239 243 240 246 263
Placebo 266 259 249 250 243 246 243 239 233 242 266
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Plasebo ilo muqayisada 2,4 mq semagqlutid ilo orta
6MWD-da shamiyyatli artim

Change in 6-Minute Walk Distance
28+

24

21.5 —
204 Semaglutide

16
Estimated difference, 20.3 m

124 (95% Cl, 8.6 to 32.1)
8- Placebo P<0.001

(m)

Change from Baseline

1

0 20 52 52*
Weeks since Randomization

No. of Participants
Semaglutide 263 245 240 263
Placebo 266 232 225 266



Plasebo ilo muqayisada 2.4 mg semaqlutid ila
CRP saviyyalarinda shoamiyyatli azalma

Change in C-Reactive Protein Level
1.2+

Placebo

1.0 ' )
*\\\1 A 093 ]
0.5

Estimated treatment ratio, 0.61
(95% Cl, 0.51 to 0.72)
P<0.001

0.8+

0.6 Semaglutide

0.4

0.2+

Ratio to Baseline CRP Level

OO 1 T I |
-2 20 52 52*

Weeks since Randomization

No. of Participants
Semaglutide 263 245 240 263
Placebo 266 232 225 266



Plasebo ile muqgayisada 2,4 mq semagqlutid il daha asagi NT-
proBNP saviyyalori

Tadgigedici son nogtalari (mualica siyasatinin taxmin edilmasi)

Mualica siyasatinin taxmin edilmasi (hafta 52)

0 - -20.9 -9.3
e
£ =
X .% -5 -
~ O 52-ci haftada analiz ETR 95% CI
> @© -10-
- T
n O
nzg _(E) 154 zlzseboila muqayisada 0.84* 0.71: 0.98
2 :g 4 mqgsema
Z £ 20
:Q
o))
254
-30 . :

2.4 mg Sema

*The value is the estimated treatment ratio (i.e., the ratio [semaglutide:placebo] between the geometric mean ratios of the week 52 value to the baseline value). The ratio to baseline and the corresponding baseline value were log-transformed
before analysis. The approximate relative changes were derived from estimated ratios by subtracting 1 and multiplying by 100. The ratio of the NT-proBNP level at week 52 to the level at baseline was 0.78 in the semaglutide group and 0.95 in
the placebo group.

Cl, confidence interval; ETR, estimated treatment ratio; NT-proBNP, N-terminal pro-B-type natriuretic peptide; sema, semaglutide

Kosiborod MN et al. N Engl J Med 2023,;389:1069—-1084



STEP-HFpEF & STEP-HFpEF DM birlasdirilmis

HFpE ( +

D.a. 2.4 mq semagqlutid sol madaciyin remodellasdirilmasi prosesinin
yavaslamasi ile gostoerilan xastalik dayisdirici tasir gostare bilar

16+

14

12

10+

[}
1

Sol qulagcig hacminin ilkin
=

gOstaricidan 52-ci haftaye deyismasi

Sol qulaqciq hacmi

Orta forq [95% ClI]:
—6.13 mL [-9.85;-2.41]; p=0.0013

2.4 mqg semaqlutid Plasebo

/N Plasebo ile mugayisada semagqlutid Grayin
k arzuolunmaz remodellasdirilmasini
- yaxsilasdirdi

Semaglutidin sol madaciyin remodellasdiriimasi ile bagl
xastalik dayigdirici tasiri muxtslif parametrlardan asili
olmayaraq oxsar idi, bunlara daxildir:

& o

Diabet

jes Cill> statusu

mexanizmina tasir gostermamisdir

C’ Semaglutid sol madaciyin kutlasina ve ya

Solomon SD, Ostrominski JW, Wang X et al. ; STEP-HFpEF Trial Committees and Investigators. Effect of Semaglutide on Cardiac Structure and Function in Patients With Obesity-Related Heart Failure. J Am
Coll Cardiol. 2024 Oct 22;84(17):1587-1602. doi: 10.1016/j.jacc.2024.08.021. Epub 2024 Aug 30. Erratum in: J Am Coll Cardiol. 2025 Mar 11;85(9):967-968. doi: 10.1016/j.jacc.2025.01.010. PMID:

39217567.



Umumi natica:

STEP-HFpEF naticalari 2,4 mqg semagqlutidin HFpEF va piylanma fenotipinin mualicasinda
alverisli fayda-risk profilina malik oldugunu dastaklayir

Effektivlik

» 2,4 mqg semagqlutid baslangicdan 52-ci hafteys kimi

. . Cee * 2,4 mq semagqlutid Umumilikds yaxsi
olan dayisima gors plasebodan ustun idi:

dozumluluya malik idi, plasebo ile muqgayisade
e KCCQ-CSS SAE-larin sayi daha az, lakin AE-larla slagali
mualicani dayandirma hallari ise daha gox

« Badan ¢akisi oA
musahida olunmusdur

« B6MWD . . o
« Umumilikda, HFpEF olan pasiyentlards tahlukasizlik
° CRP profili semagqlutid ti¢iin avvalki tacruba il
«  Olumun iyerarxik birlasdirilmis son noqtesi, uygundur
HF hadisalari, KCCQ-CSS ve 6MWD

6MWD, 6-minute walk distance; AE, adverse event; CRP, C-reactive protein; HF, heart failure; HFpEF, heart failure with preserved ejection fraction; KCCQ-CSS,
Kansas City Cardiomyopathy Questionnaire Clinical Summary Score; SAE, serious adverse event
Kosiborod MN et al. N Engl J Med 2023;389:1069—-1084



Tirzepatidin tosiri

gorunmus atim fraksiyall Urak ¢atismazligi va piylenmasi olan pasiyentlerin prognozuna

£ 2 Plasebo istanilen sebebden 6lim ve ya lirek
£ ‘1) catismazhginin gedisinin pislogsmasi
g _~,’ i  — Tirzepatid HR 0.67 (0.46—0.99) P = 0.045
£ t -t s
g2l ___— ,
e N O N N e - e e - e e e

8 6 24 32 40 48 56 64 72 B0 B8 95 104 M2 120 128 136

Randomizasiyadan bir nega hafta sonra
x 2 Plasebo UC-nin pislesmasi, o climladen hospitalizasiya
kS g_) ! I va venadaxili diuretiklora ehtiyac
4= 3 o —
g 1! " Tirzepatid HR 0.41 (0.22-0.75) P = 0.004
50 e
Est B
R <, - . - . - - . . . . - . . - - o

i 6 24 32 40 48 56 64 72 80 88 96 104 M2 120 128 136

Randomizasiyadan bir nega hafta sonra

Tirzepatidle mualica plasebo il mugayisads istanilon sebabdan Olum va ya urak ¢catismazhginin gedisinin
pislesmasi riskini azaldir, hemginin QF saxlanmis (irek gatismazligi ve piylonmasi olan pasiyentlorde UC

sababindan ilk hospitalizasiyaya ve ya venadaxili diuretik terapiyaya ehtiyaca gadar olan muddati uzadir*

*Zile MR, Borlaug BA, Kramer CM, et al Effects of Tirzepatide on the Clinical Trajectory of Patients With Heart Fallure, Preserved Ejection Fraction, and Obesity Circulation 2025, 151(10) 656-668 D01 101161/
CIRCULATIONAHA124 Q72679 Epub 2024 Nov 18 PMID 39556714






Kombo Databazasi

Artiggakili ve ya piylanmadan
aziyyat ¢akan (BMI 227 kg/m?2)

Yas 245
Kegirilmig MI, insult vo PAD

ovvallar diabet anemnezinin
olmamasi

STEER TODQIQATI

Semaglutid 2,4 mq vs Tirzepatid

ASCVD ve piylanmasi olan, lakin diabeti olmayan xastalarda real-dinya tahlili (ABS)

GSAS Narlca "’ REVIZE EDILMIS 3-NOQTSLI MACE

HADISSLSRIN TEZLIYI
(1000 pasiyent-il)

o @ Urek-damar lama 10,3
nisbi risk
Revize edilmis 3-noqtali MACE

Qeyri-fatal miokard infarkt azalmasi
AR 4,4
riskinin azalmasi

HR 0,43 (95% CI 0,24-0,78) insult

p = 0,005 Semaglutid Tirzepatid
; 2,4 mq
POPULYASIYA aSAs MESAJ
v ASCVD (aterosklerotix izek-damar xostaliyi)
' Artiq coki ve y plylnime Semaglutid 2,4 mg tirzepatidle miigayisade
21250 v Sokerll disbet yoxdur revize edilmis 3-noqtali MACE riskini
pasiyem v ABS real klindk praktikas: 57 /o azaltmlsd'r

(Real-World Evidence)

STEER tadgiqat: real klinik praktikada semaglutidin kardiovaskulyar faydasini

(a¢) STEER

Luo S et . Presented ot ESC Congress X025

tasdiglemisdir va SELECT tadqigatindak: naticaleri dastaklayir.



Yadda saxlamali

* HFpEF vo piylanma tez-tez birlikda rast galinan yanasi xastaliklar deyil, bir-
biri ila six alagali patofizioloji proseslardir.

* GLP-1 reseptor aqonistlari ilk dofa olaraq obesity-HFpEF fenotipinda yalniz
badan ¢akisini azaltmaqla kifayatloanmayarak simptomlari, fiziki funksiyani,
hayat keyfiyyatini vo Urayin struktur remodellasdirilmasini
yaxsilasdirmisdir.

e SELECT tadgigati semaqlutidin tUrak-damar hadisalarini azaltdigini, STEP-
HFpEF xastalarin 6zinu daha yaxsi hiss etdiyini, SUMMIT isa tirzepatidin
urak catismazhiginin gedisatini yaxsilasdirdigini gostardi.

* Bu guin piylanmanin mualicasi artiq estetik deyil, kardioloji midaxiladir.



&) GEROPHARM

Sejaro preparatlari
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