Qs

The 5th Indonesnanv
Symposium on Heart Failureand. . -
Cardiometabolic Disease -

Cardloééscular-Kldney-
Metabolic (CKM) Syndrorﬁe'

What do We-Need to Know‘? T

Dyah Purn‘arr’lasari = ~
Division of Endocrlnélogy, Metabollsm and Dlabetes
' Department of Internal Medicine, FKUI-RSCM

June, 12-14 2025

Sheraton Grand Jakarta Gandaria City, Jakarta, Indonesia
{Q 0811-1900-8855 | =& scientific_ihefcard@inahfcarmet.org | @ina.hf | ihefcard.com




i W—— ®
5% Let Us Ponder Something... “?m @Irs .m(?."

The 5th Indonesnan
Symposium on Heart F,
Cardiometabolic Disease

Obesity Dyslipidemia

How are they related?

Chronic Kidney

Diabetes :
Disease

Q 0811-1900-8855 | & scientific_ihefcard@inahfcarmet.org | @ina.hf | ihefcard.com



5‘“H EF To Di & q9 e @ 6)
o I s c u s s \ \ { and Cardometabolc Disease e HFs s

The 5th Indonesian
aaaaaaaaaaaaaaaaaaaaaaaaa
aaaaaaaaaaaaaaaaaaaaaa

01. 02. Evidence and

Understanding CKM Pathophysiology
Syndrome of CKM Syndrome
ARL
03. Stages of o — 04. Current
CKM Syndrome '

Guidelines

Q 0811-1900-8855 | & scientific_ihefcard@inahfcarmet.org | @ina.hf | ihefcard.com



VR4, \
g Indonesian Working Group
\’) on Heart Failure
3 . and Cardiometabolic Disease

01

Understanding CKM
Syndrome




r A
) on Heart Failure
ond Cardometabolc Disease

YHEF
1§esltgnAc§nDesian C KM Syn d ro m e ‘ o o

Symposium on Heart Failure and
Cardiometabolic Disease

Evolving Understanding of B\ O\ st S
HFS

Sindrom Metabolik
¢ 1940-1950: Jean Vague mengobservasi hubungan Sindrom Kardiovaskular-Renal-Metabolik
obesitas sentral dengan abnormalitas metabolik

seperti diabetes dan penyakit kardiovaskular
« 1988: Gerald Reaven memperkenalkan "Sindrom X"
« 1998: Formalisasi istilah sindrom metabolik

» 2070-an: Memperkenalkan konsep sindrom
kardiovaskular-renal-metabolik

¢ 2020-an: Istilah semakin dikenal luas oleh klinisi
dan peneliti

e 2023: Formalisasi istilah sindrom kardiovaskular-

® renal-metabolik

2000-2004
1940-1998 2010-2023
w!} &) Sindrom Kardiorenal * Hibongen terbelbek: SR N
dislipidemia/ Meningkatkan . . kardiovaskular, renal, dan ; \
hi . trigliseridemia risiko penyakit  2000-an: Istilah sindrom kardiorenal metabolik.
Ipertenty = kardiovaskular mulai diperkenalkan « Ketika salah satu sistem I
} dan diabetes « 2004: Formalisasi istilah sindrom mengalami gangguan,
<) i kardiorenal biasanya akan
ol ek menyebabkan @ /
b ot . S X permasalahan pada = /
obesitas TesSistensi insulin/ Sisten lafunya @'
hiperglikemia !

Konsensus Sindrom Kardiovaskular-Renal-Metabolik. PAPDI 2024.
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CKM Syndrome

a systemic disorder characterized by
pathophysiological interactions among
metabolic risk factors, CKD, and the
cardiovascular system, leading to
multiorgan dysfunction and a high rate
of adverse cardiovascular outcomes.

Ndumele CE, Neeland I, Tuttle KR, Chow SL, Mathew RO, Khan S, et al; American Heart Association. A Synopsis of the Evidence for the Science and Clinical Management of Cardiovascular-Kidney-Metabolic
{CKM) Syndrome: A Scientific Statement From the American Heart Association. Circulation. 2023 Nov 14; 148{20):1636-64.
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o Top causes of death

Deaths per 100 000 population. Indonesia, 2019
) #2 Stroke (Prev: #1)

‘ Ischaemic heart disease #3 Ischemic HD (PreV: #2) ‘ Ischaemic heart disease 104 _
» -
s [
|

HEART FALURE SOCHTY
HNCAPORE

Stroke

Tuberculosis = . .
Cirrhosis of the liver

Chronic obstructive pulmonary disease :
P i Tuberculosis

Cause

Cirrhosis of the liver Chronic obstructive

. 33
pulmonary disease

Trachea, bronchus, lung cancers

Hypertensive heart disease 24

Road injury ‘ Diabetes mellitus 23

Hypertensive heart disease Diarrhoeal diseases 21
‘ Diabetes mellitus Kidney diseases 19
0 50 100 150 200 250 Lower respiratory infections 17

Deaths per 100,000 population

https://data.who.int/countries/360
https://www.who.int/data/gho/data/themes/mortality-and-global-health-estimates/ghe-leading-causes-of-death
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= lndonesia Remains High

Second worst CVD-related DALYs compared to
other ASEAN countries after Laos

Muharram FR, Multazam CECZ, Mustofa A, Socha W, Andrianto, Martini S, et al. The 30 Years of
Shifting in The Indonesian Cardiovascular Burden-Analysis of The Global Burden of Disease Study. J
Epidemiol Glob Health. 2024 Mar;14(1):193-212.

Stroke and Ischemic Heart Disease
remain as the leading cause of death (both
are ASCVDs)

More than twofold increase in all-age CVD
deaths from 292.000 in 1990 to 659.000 in
2019

120% increase in all-age CVD prevalence
from 6,968,000 in 1990 to 15,348,000 in
2019
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Cardiometabolic Disease

Conditions of the cardio-kidney-metabolic systems affect more than 1 billion people worldwide®*

~One-third of patients with T2D have
CV disease®?

~37% of adults with dia betes have
been diagnosed with CKD**

{.CVdisease is the leading cause of mortality in

' Organ'damage and patients with T2 D56

dysfunction

Diabetes and/or hypertension is the \ I
primary cause of “75% of ESKD |———
prevalent cases in the US? . //
' CV mortality accounts for 40-50% of deaths in
S— patients with advanced CKD or ESKD (compared
T to 26% in controls with normal kidney function)?

*as per MHANES 2011-2012 data.
CKD, chranic kidney di eas e; CV, cardiovascular; ESKD, end-stage kidney dizeas e; HF, heart failure; MHANES, Mational Health and Mutrition Ecamination Survey;

T2D, type 2 dizhetes

1. Murphy D et al. Ann Intern Med 2016; 165(7):473-431; 2. Saran R et al. Am J Kidney Dis 2019; $0272-6336(13)31008-X; 3. Einasan TR et al. Cardiovasc Diahetal
2033; 17{1}83; 4. International Diahetes Federation. IDF Dishetes Atlas. Sth edn. 2015, hotps 1/ fwww.diah etes atlas.ovg/ (accessed August 2020); 5. Marrsh MJ et al.
Diabetologia 2001; 44 uppl. 2):514; &. American Diab etes Association. Disbetes Care 2020; 43{81):82-8212; 7. Jankows ki J et al. Civeulation, 2021; 143:1157-1172
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Men
100% Tow Tisk PTor trend = 5.72 % 10
15 4
10 +
5 -
-‘2 ] Mid risk short P for trend =1.41x 10
10 4
54 .
T In 20 years, major
20 H
75% 15 1 . -
cardiovascular related risk
—_ 10 Low BML, high HDL P for trend = 1.60 x 10
g g factors changed, from
o
‘g E High heart rate P for trend = 3.25 x 10 H H
E S\ ] AR AT those with high blood
2 1
§ 50% g %o T e ——y ressure and cholesterol
3 1 Ilt N/ Al =T )P
8 | | ] d 0 4 e 5 1
" £ & e level 20 years ago to the
5 7.0 & 0 \__ . .
& 5.1 51 predominant obesity,
o 15 Severe obesity P for trend = 3.04 -1_0-/ - .
25% ‘ ‘ . ol — diabetic, and low eGFR
1 o
e cohort nowadays
arc 2
8.5 74
18 I oo e P o ST
10 +
5
04
0% 1990 2000 2010 1990 2000 2010 .
Year Year Lhoste VPF, Zhou B, Mishra A, Bennett JE,
Filippi S, Asaria P, Gregg EW, Danaei G, Ezzati
Clust Low risk Mid risk tall High heart rate M High blood pressure M Severe hyperglycemia M. Qa_rdiometab0|i0 _and renal phenotypes and
uster Mid risk short Low BMI, high HDL M High cholesterol M Severe obesity Low DBP, low eGFR transitions in the United States population. Nat

Cardiovasc Res. 2023 Dec 15;3(1):46-59.
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Cardiovascular risk of eGFR groups, accardingto presence ar not of baseline albuminuria

» CKD is associated with an increased

25 4 risk of CV morbidity and mortality
compared to the general population
o 20 ﬂ - the risk is even higher in peoples
i 15 . with CKD and diabetes!-?
ﬁ i
5 10 J\ / +eGFR30-59" 4~ JACR and eGFR are independently
T : :
£ associated with both CV and all-
eGFR 60-89 cause mortality34
Mo albuminuria eGFR 290

(A1) Microalbuminuria

—-_______t,'-
{A2) Macroalbuminuria

(A3)

Ko chronic Bdney disease; OV, cordiovosculor OVD, cardiovasculor disease; eGRR, estimdled glomrerulor filtration rate; UACR, uinary alburrin:orectinine rotio; T20, type 2 didhetes

1. Foley RN et of. A J Kdney Dis 1998, 32:5112-5219; 2. Alani H et of. World J Nephrol 20042 2:156-168; 3. Drury PL et ol Diab etologio 2001 54:32-43: 4. Tuttle XK et of. Gabetes Care 2014 37:28648-2883
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CardiovascularKidney-Metabolic Syndrome (CKM Syndrome)

Metabolic Risk Factors (Chronic) Kidney
= Metabolic Syndrome Disease

Diabetes Cardiorenal
Syndrome

Excess Adiposity Cardiometabolic

Syndrome Atherosclerotic
Dyslipidemia Cardiovascular
Disease

Premature death due to cardiovascular events O leading cause of mortality
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GHEr Integrated Pathophysiology
wuwes  Of the CKM Syndrome

Cardiometabolic sease

Excess/dysfunctional
adipose tissue

0200 FACY TR
00 0 20/ A \
o 0O b S
Adipokines | A
Cytokines ()5 Glomerular

hyperfiltration

Ectoic fat deposition -
MASLD = =

|

|l

Hypertension Irgﬂar_nmation
Dyslipidemia Oxidative stress
Metabolic syndrome _In
Diabetes Va

Glomerulosclerosis
Tubulointerstitial fibrosis
Chronic kidney disease

Heart—kidney interactions
(Cardiorenal

Potentiates

Albuminuria/proteinuria
Bone mineral disease

Atherosclerosis
Myocardial remodeling

\/

Fibrosis
Cardiac dysfunction

ba (Neurohormonal activation
<
kPIasma volume expansion

o @
L Indonesian Working Group
) on Heart Failure
wey L ot Dhosace HFS
3 S HEART FALURE SOCHTY
HNCAPDRE

CKM syndrome most likely
originates from excess and
dysfunctional adipose tissue

These result in insulin resistance
and hyperglycemia, propagating
inflammatory reactions, oxidative
stress, and vascular dysfunction

The central pathobiology
contribute to the development of
CKD and CVD as well as
potentiating CKD-CVD pathology

Ndumele CE, Neeland IJ, Tuttle KR, Chow SL, Mathew RO, Khan SS, et al; American Heart Association. A Synopsis of the Evidence for the Science and Clinical Management of Cardiovascular-Kidney-Metabolic (CKM)
Syndrome: A Scientific Statement From the American Heart Association. Circulation. 2023 Nov 14;148(20):1636-1664. doi: 10.1161/CIR.0000000000001186
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KCardiovascuIar disease

Ventricular hypertrophy
Fibrosis

Heart failure

& .
/ D
‘..;j =

(Chronic kidney disease

* Activation RAAS /
' SNS /

Coronary artery
disease

* Sodiumretention | 1
¢ Fluid retention
Oxidative stress

>
e Neurohormonal
activation Arrhythmlas Congestion
e Hypoperfusion Hypoperfusion
”WJW\/ /\W(\F Declining kidney function

( Volume overload

Schuett K, Marx N, Lehrke M. The Cardio-Kidney Patient: Epidemiology, Clinical Characteristics and Therapy. Circ Res. 2023 Apr 14;132(8):902-14.
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Penurunan aliran darah pada otot
skeletal

Resistensi insulin

Peningkatan lipolisis
Peningkatan asam lemak bebas
Dislipidemia

Hiperglikemia

Resistensi insulin

Aktivasi sistem saraf simpatis
Aktivasi RAAS

Integrated

Stres retikulum endoplasma

Abnormalitas penanganan Ca?* -

Disfungsi mitokondria

Pathophysiology
Inflamasi kronik

Disfungsi endotel
Peningkatan ANP/BNP

Konsensus Sindrom Kardiovaskular-

Penyakit kardiovaskular

« Gangguan miokardium Penyakit ginjal kronik RenaI'Metab0||k PAPD' 2024

= Disfungsi sistolik dan

diastolik

Kardiomiopati diabetik

Fibrosis reaktif
Mikroangiopati dan
makroangiopati

Hipertrofi ventrikel kiri

Arteriosklerosis dan
aterosklerosis
Kalsifikasi katup

Kalsifikasi vaskular intima-

media

Hiperfiltrasi glomerulus
Hipertensi glomerulus
Hipertrofi glomerulus
Gangguan umpan balik
tubuloglomerular
Akumulasi berlebih
matriks ekstraselular
Fibrosis tubulointerstitial
Glomerulosklerosis

e o 0 0
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It is important to note that the
current understanding of CKM
syndrome “ includes . those at
risk' for CVD-and ‘those with
existing CVD -> emphasizing
preventive efforts at all level

Ndumele CE, Neeland IJ, Tuttle KR, Chow 5L, Mathew RO, Khan S, et al; American Heart Association. A Synopsis of the Evidence for the Science and
Clinical Management of Cardiovascular-Kidney-Metabolic (CKM) Syndrome: A Scientific Statement From the American Heart Association. Circulation.
2023 Nov 14;148(20):1636-64.
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Cardiometabolic Disease

Menentukan Stadium

Melakukan Penapisan Risiko ég*&i‘ Sindrom Kardiovaskular-Renal-Metabolik
Kardiovaskular-Renal-Metabolik « KRM Stadium 0 : Tidak ada faktor risiko KRM

KRM Stadium 1 : Jaringan adiposa berlebih atau disfungsi

« Menilai CERDIK (cek kesehatan secara berkala, enyahkan asap rokok, rajin aktivitas KRM Stadium 2 : Faktor risiko metabolik atau PGK

fisik/olahraga, diet sehat dan seimbang dengan mengurangi gula, garam, dan lemak

. KRM Stadium 3 : PKV subklinis, PGK risiko sangat tinggi, atau prediksi risiko
istirahat yang cukup, dan kelola stres) sangat tinggi terhadap PKV berdasarkan PREVENT
KRM Stadium 4 : PKV klinis

> Stadium 4a :Tidak ada gagal ginjal
Stadium 4b : Ada gagal ginjal

« Mempertimbangkan pemeriksaan tambahan sesuai indikasi: HbA1c, UACR, dan lain-lain

Menilai Risiko Penyakit Kardiovaskular

Menurunkan Risiko -
A | Sindrom Kardiovaskular-Renal-Metabolik ¢

Di antara individu usia 30-79 tahun: . :\ggzgf?(n;&sikan kesehatan KRM, mencegah progresi KRM, memprioritaskan
» Hitung risiko absolut PKV, PKVAS, gagal jantung dengan PREVENT (10- dan 30-tahun) A : ; : .
« Personalisasi dalam setting diskusi dokter-pasien, pertimbangkan faktor risiko yang * ?giggf;ﬁ;;;aik;:;gf:: g::ur;ei:]r:j;::;tsl:rzgg:?:ﬁnsigzianp|Skg[crig>ipgit§!<1tg£)erdasarkan
mengngka}kan PKV unt.uk .P?"e‘?“?a" keputusan : . . « Melakukan penapisan dan penekanan terhadap determinan sosial kesehatan
» Klasifikasi ulang pada individu risiko sedang atau ketika terdapat ketidakpastian,

« Menilai ulang faktor KRM sesuai rentang waktu yang direkomendasikan
« Penggunaan antiplatelet disesuaikan dengan stadium KRM
Stadium 3 : dipertimbangkan pemberian antiplatelet jika risiko perdarahan
rendah dan skor kalsium arteri koroner > 100
Stadium 4 : wajib diberikan antiplatelet selama tidak ada kontraindikasi

pertimbangkan pemeriksaan berkelanjutan dengan biomarker atau pencitraan.

Konsensus Sindrom Kardiovaskular-Renal-Metabolik. PAPDI 2024.
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Symposium on Heart Failure and
Cardiometabolic Disease

Nonmetabolic
etiologies of

/ hypertension

Stage 2:

Stage 0: Stage 1:
No Risk Factors Excess/Dysfunctional Metabolic Risk
Adipose Tissue Factors and CKD

Hypertension

Essential

“ar’

primordial prevention /
and preserving Nonmetabolic

cardiovascular health etiologies of CKD

Overweight/obesity
Abdominal obesity
Impaired glucose
tolerance

&

Type 2 Moderate- to
diabetes high-risk CKD
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Stages1—3: ’) on Heart Failure
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Patient With CKM Syndrome

at Risk for CVD
The 5th Indonesian

Symposium on Heart Failure and
Cardiometabolic

isease
Promotion of cardiovascular health with an emphasis on Life's Essential 8 framework: eat better, be more active,
quit tobacco, get healthy sleep, manage weight, control cholesterol, manage blood sugar, manage blood pressure

Systematic screening for SDOH using validated tools; incorporation of community health workers and
care navigators into the care team; leveraging existing community resources and community programs

Interdisciplinary care — Use of CKM coordinator and interdisciplinary team;
targeted referrals of high-risk CKM patients to subspecialists

|
v ¢

@ Y >
Stage 1: Stage 2:
Excess or Established CKM Risk Factors SchIInlcal CVD in
oz || e B anagement o
Adiposity multif: ial risk
F nprehensiy trol of resi MetS
- 2 Hypertrigly 1yp i Moderate- to High-Risk $ubclln al Subclmi#l n
Discuss We{gh‘ '955 using « Lifestyle modification + Lifestyle modification Chronic Kidney Disease* fosis Heart F.
STOP obesity alliance toolkit « Maximize statin therapy in ~ * Follow established « With albuminuria u
intermediate or higher hypertension guidelinesto ~ (UACR >30 mg/g)—> ACEV/ARB CAC>0 EF <_4°%"
Can consider weight loss ASCVD risk achieve BP <130/80 mmHg  * CKD (with or * Favors statin use ACEI/ARB,
support via integrated team | | = o TG 2500 mg/dL—» fibrates  * In those with diabetes without diabetes) —> SGLT2i! faiobmadiateex ) ocke
to facilitate lifestyle change/ +TG: 135-499 mg/dL + and albuminuria — « DKD with residual albuminuria CAC>100 * In diabetes
navigate weight loss options diabetes +additional risk prioritize ACEVARB (>30 mg/g) on ACE/ARB — * Favors aspirin use —> SGLT2it
(obesity ider eicosa- * In those with CKD—> finerenone* (can be used on it low bleeding risk
surgery, dietician, pharmacy, pentaenoic acid (EPA) prioritize ACE/ARB background SGLT2i) « Favors considering
mental health, CHW/care other agents for
manager): ASCVD risk reduction
« Intensive lifestyle Diabetes (eg, PCSK9i, GLP-1RA,
intervention « Lifestyle modification icosapent ethyl) based
* Pharmacotherapies * Moderate-to-high intensity statin on CKM profile
(BMI 230 kg/m? * Ezetimibe for high risk
without comorbidities) Ci idity-based to antil y ic phar % = 5
 Bariatric surgery * BMI 235 kg/m?—>GLP-1RA ?\‘;: R;k:::l:vc':('on_" for Stage 3 CKM:
(BMI 240 kg/m* * HbA1c 29% or high insulin dose —=GLP-1RA e s
without comorbidities) * CKD—SGLT2it g prec SKpal
Consi or inC risk calculator
If persistent/progressive IGT 1
despite intensive lifestyle [ 1
modification —consider HbA1c >7.5% or on insulin HbA1c <7.5%

metformin

— Co-utilization of metformin* and — C;
i i il i without meﬂormln initiation (conhnue
metformin' if already using)

P! ypergly
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Symposium on Heart Failure and - N ) ) N N
Cardiometabolic Disease Promotion of cardiovascular health with an emphasis on Life's Essential 8 framework: eat better, be more active,

quit tobacco, get healthy sleep, manage weight, control cholesterol, manage blood sugar, manage blood pressure

Systematic screening for SDOH using validated tools, incorporation of community health workers and
care navigators into the care team, leveraging existing community resources and community programs

Interdisciplinary care — Use of CKM coordinator and lnterdlsmphnary team;
targeted of high-risk pati with CKM to st

v

HF: GDMT for all patients
ASCVD: Aspirin and high-intensity statin for all patients, consider addition of ezetimibe
and PCSKOi based on LDL level/goals or presence of high-risk ASCVD

.4-

Discuss weight loss using

: (UACH
STOP obesity alliance toolkit - aohleve B . j (Lo pre'erved -
Weight loss support via * Consider eicosapentaenoic acid * In diabetes or CKD— prloriuze ACEi/ARB; «In CKD
e (EPA) for TG: 135-499 mg/dL for consider steroidal MRA for (in those with/without diabetes) —> SGLT2i*

lifestyle change/navigate patients with diabetes and additional resistant hypertension « DKD with residual albuminuria

weight loss options (obesity risk factors + Avoid CCB in HFTEF (UACR >30 mg/g) on ACEI/ARB— finerenone*

medicine, metabolic surgery, * African American patients with (can be used on background SGLT2i)

dietician, 'pharmacy mental 4 HFrEF— prioritize hydralazine + isosorbide

health, CHW/care manager): dinitrate after 4 pillars of GDMT

* Intensive lifestyle
intervention

* Pharmacotherapies®

(BMI 227 kg/m?) « Lifestyle modification
« Bariatric surgery «Ci of with if HbA1c 27.5%

BMI

(EML0s k) In ASCVD In HF
If persistent/progressive IGT To reduce MACE — Either SGLT2i* or GLP1-RA To reduce HF and CV lity —>SGLT2i"
despite intensive lifestyle To reduce HF hospitalizations —»SGLT2i* Avoid—»thiazolidinediones, DPP4i
modification—» consider GLP1-RA/SGLT2i based on: SGLT2i for all patients with HF +

SR « BMI 235 kg/m? —GLP-1RA « BMI 235 kg/m? —>add GLP-1RA
= HbA1c 29% or high insulin dose —»GLP-1RA * HbA1c 29% or high insulin dose —add GLP-1RA

* CKD—>SGLT2i* . Dlabeles with multiple comorbidities —add GLP-1RA
* Concomitant HF —»SGLT2i* ider adding

Multiple comorbidities in the setting of
Diabetes and CVD —» Consider co-utilization of SGLT2i* and GLP-1RA
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The 5th Indonesian Pl EHe N E @
Sympashim on Heart Fatkare and g i e v\, ©
Cardiometabolic Disease Tempat Tinggal sehatan 3 ”‘ﬁ"'b‘ Vg i Moo Kevoheton Bias impus

th .

it iy || i
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o) P o i masa kehidupan

Masukan dari Komunitas

Penapisan/Stadium KRM
. Pencegahan berbasis risiko
Intervensi Kebijakan Intervensi Komunitas Intervensi Individu dengan pedoman terap
e e medis terarah
* Memperbaiki akses « Investasi pada  Pelatihan perilaku hidup Penilaian risiko PKV dengan PREVENT
terhadap asuransi organisasi berbasis sehat/gaya hidup
kesehatan komunitas dan  Tata laksana obat-obatan
* Memperbaiki akses komunitas . i
terhadap pendidikan pekerja sosial kesehatan di
« Intervensi kemiskinan « Kualitas perumahan fasilitas kesehatan primer
« Tata kelola kota dan + Toko makanan yang * Pelayanan yang .
investasi komunitas berkualitas koordinatif dan kolaboratif
* Memprioritaskan * Fasilitas transportasi — Navigasi pasien dan tata .
penelitian determinan « Program pendidikan laksana kasus
sosial kesehatan « Edukasi pasien .
terhadap KRM dan PKV I
Intervensi Lintas Sektor yang Berhasil
1. Ketersediaan 2. Akses yang Mudah Y Biaya yang Terjangkau
: i Rt @
i 1ial {} { ¢ Lahir* Remaja Dewasa muda Paruh baya Lanjut usia
: LAY :

Faktor yang dapat dimodifikasi dari sindrom KRM
e (sosial/perilaku/biologi)
'l "\. o

Mengurangi Peningkatan Akses ke Memperbaiki Menurunkan Luaran i i
Ketimpangan Kesehatan Fasilitas Kesehatan  Perilaku Hidup Sehat Buruk Biologis DEtermman(‘f::‘Vo??i:?kdemm KRM

Menurunkan risiko PKV

PKV subklinis/klinis pada sindrom KRM
(PKVAS, gagal jantung)
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5, | The Current Guidelines Say...

The 5th Indonesian
Symposium on Heart Failure and
Cardiometabolic Disease

Current Guidelines Highlight the Importance of Agents with Proven
Cardiovascular Benefits to Reduce the Burden of DM-ASCVDs

@ESE b b 5238042 410 ESC GUIDELINES ,':: .'. a

10. Cardiovascular Disease and =~ o suban s
2023 ESC Guidelines for the management of Risk Management: Standards of N ! KONSENSUS
cardiovascular disease in patients with diabetes |Gare int Diabétes—2024 SINDROM KARDIOVASKULAR

Developed by the task force on the f car 1. DAeecs Care 2024.6705eppt, ISI75-5218 | BQR/ A 0rg/10.2337/6c24 5030 : RENAL " ETABO LI K

disease in patients with diabetes of the European Soclety of
Cardiology (ESC)

Authors/Task Force Members: Nikotaus Marx © *, (curpmu? (Germany),
Massimo Fedarici © 47, (Chairparson) (Italy), Katharina Schate o ¥, (Task Force
Co-ordinator) (Germany), Dirk Miller-Wicland @ %, (Task Force Co-ordinator)

(G.mmy) lumn A Ajjan & (United Kingdom), Manuel J. Antunes O (Portugal), PANDUAN PREVENS!
ia), Carolyn Crawford (United Kingdom), The Amirican Disbetes Asscciation (ADA] *Standards of Care in Diabetes” includes
) (United ), Bjorn Eliasson © (Sweden), the ADA's current clnical practice recommendations and ks Intanded to provide the PENYAKIT KARDIOVASKULAR
Christine t;pmaca -Kloin (Germany), Laurent Fauchior (France), Martin Halle components of dabetes cace, general trestment gosks and guidelnes, and toch to ATEROSKLEROSIS
(Germany), Willam G. Herrington @ (United Kingdom), evaluste quality of care. Members of the ADA Professional Practice Committoe, 3n in-
Alexandra Kautzky-Willer & (Austria), Ekaterin| Lambrinou & (Cyprus), Sy pbumsionsl st comer iy sre suspasiit o wpedutog s Sl of e Perhimpunan Dokter

anunly, or more irequently a1 warmated. For & detaled description of ADA stand-

Macief Lesiak © (Poland), Maddalena Lettino  (ltaly), Darren K. McGuire ©
(United States of Amaerica), Wilfried Mullens (Belgium), Bianca Rocca @ (Italy),

Spesialis Kardiovaskular

ards, statements, and reports, a5 well 3 the evidence grading system for ADA's ciini I
ndonesia

| practice and a Al list of Practkce Comemin
\ Naveed Sattar © (United Kingdom), and ESC Scientific Document Group TR s phonss e 5o Wlradcia ad Ao o 800 whis A o S
\ Care arefmd Sabetex.org/SOC ' 3y

ESC 2023 ADA 2024 PAPDI 2024 PERKI 2022
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The 5th Indonesian
Symposium on Heart Failure and
Cardiometabolic Disease

GLP-1RA and SGLT2i Are the Agents of
Choice to Manage Co-Burden of T2DM

and CVD—ESC 2023

edormin

G 12 inhibitor -
150
= - o

iy
S
(5]
X
i
»
3
g
g

FRIR L
5§ X o
Qo o o
o & O o
0 g
e £o
"Q
¥ 6 #
‘E‘ Qg9
H S
3 <Q
o J
z3

Risk assessment for patients with type 2 diabetes based on the presence of
ASCVD/severe TOD and |0-year CVD risk estimation via SCORE2-Diabetes

55, | The Current Guidelines Say...
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To reduce CV risk independent of glucose control?

GLP-1 RAP SGLT2 inhibitor®
(Class I) 4 (Class I)
Independent of HbAlc

Independent of concomitant glucose-lowering medication

l

For additional glucose control

Glucose-lowering agents with suggested CV benefit

Metformin
(Class lla)

Pioglitazoned
(Class Ilb)

Glucose-lowering agents with proven CV safety
DPP-4 inhibitors (sitagliptin, alogliptin, linagliptin)®
Ertuglifiozin’
Sulfonylureas (glimepiride or gliclazide)
Insulin glargine or insulin degludec
Other GLP-1 RAs (lixisenatide, exenatide ER, oral semaglutide)

Glucose-lowering agents without CV safety evaluation

E.g. short-acting insulins

E.g. other sulfonylureas
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The 5th Indonesian
Symposium on Heart Failure and
Cardiometabolic Disease

Stadium 1-3
Pasien dengan Sindrom KRM
berisiko terhadap PKV

1

Promosi kesshatan kardiovaskulor dengan menekankan konsep CERDIK KEMENKES:
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Stadium 1 Stadium 2 Stadium 3
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cerdasarkan prdl KM

1303 bomooiditas) danalburinia ACEfAR -+ GLRRA || Dagal Jamumg Skl
+ Operas) bariatris (IMT 2 40 kgim (EPA) I prontasean ACEY i SR AP ACGy AR o e
ST o TG 1504gmgdL | o Posenden Sainshsn dengon « Dengan DM +SaLT2i
N 3 P prontasean ACEUARS | rwyat SGLTZ
tanpadisbetes + ER\ ;@ L ko PKV pada KR

Jiea prechabotes menstapiprogrest il Disbites Kemorkiditas Berdasarkan Pendekatan P
Lisnind + St enstas sedirghnggatnay o Cbestas = GLPIRA PRV s dpedinal
e idug yang intensit + Extmeeunt K3 PGK-SELT 55| mengyiainkan Sakubor
- pertimbangkan metfcrmin. et bdak tercan sito
acarbose, atau TZD Intensitas Ungg steu i

Pestmbangan stk Ke-Usbsis! Metforein

HbAle > 7% st sedang dengan Hbk 1z « 7% + sntihgerglkemk
insule = Koutifes metloeni kardoprotahai tarpa nisiasi
donamitipegikaris metlonmyn {mesn e
Kandborpotekdtt metformin ks teloh digunakan]

Indonesian Working Group
on Heart Failure
ond Cardometabolc Disease

GLP-1RA and SGLT2| Are the Agents
of Choice to Manage Co-Burden of

T2DM and CVD

XONSENSHS
SINDROM KARDIOYASKULAR
RENAL HETABOLIK

Diabetes Komorbiditas Berdasarkan Pendekatan
¢ Perubahan gaya hidup terhadap Farmakoterapi Antihiperglikemia
« Statin intensitas sedang hingga tinggi ¢ Obesitas = GLP-1RA
o FEzetimibe untuk risiko tinggi dan jika * PGK - SGLT2i
target tidak tercapaidengan statin
intensitas tinggi atau intolerans statin

Pertimbangan untuk Ko-Utilisasi Metformin
|
[ |
HbA1c > 7% atau sedang dengan HbA1c < 7% - antihiperglikemik
insulin = Ko-utilisasi metformin kardioprotektif tanpa inisiasi
dan antihiperglikemik metformin (melanjutkan
kardiorpotektif metformin jika telah digunakan)

™~

Recommended use of GLP-1RA and/or SGLT2i in patients with

stage 2 CRM syndrome with hyperglyvemia and obesity
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Pasien dengan Sindrom KRM
Promasi hesehotan kardiovaskular dengan menticankan konsep CERDIK KEMENKES: cek keseh:ian secare berkals. enyahkan asa
ko i skives fkiclabvag, el ehatdom seimoa dengen mengur i, g it ek, yeng ok, dn
T2DM and CVD srEsO

e sumoer daya masyaakat dan ORSENSUS
270Q"am karmuntas yang 1elah 838 SINDROM KARDIOVASKULAR
Perawatan terdisiplin menggunskan sistem koonfimator KRM dan tim terdisiplin, rujukan bagl pasien rdsiko tinggl KRM ke RENAL METABOLIK
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l l « Ko-utiliasi metformin dengan anithiperglikemia kardioprotektif jika HbATc > 7%
e Pada PKVAS Pada Gagal jantung
N q Tata Laksana Faktor Risiko KRM Lainnya t "
e T - s E | « Untuk menurinkan major adverse cardio¥asclor |+ Untuk menurunkan hospitalisasi gagal jantung
TR o 3 o event (MACE) = Gunakan SGLT2i ata GLP1-RA dan montalitas KV -+ SGLT2i
erurmesbaathadan el ang S i i » Untuk menurunkan hospitalisasi gagal jantung # Hindari - thiazolidinediones, DPP4i
e ""“‘f"";"":'z::l"""‘?;‘;: i) mess gavahicp mm i A>3 = SGLT2! (saxagliptin)
owinn Jaccharn preyeret ol Bt vt el il GLP-1 RA/SGLT2I berdasarkan: SGLT2i pada semua pasien dengan gagal jantung +
s srompop i g S el 7 * Obesitas -» GLP-1RA » Obesitas -+ tambahkan GLP-1RA
m—-—. el :é'ﬁil}g:;:["ﬁ&,‘ : . QK - SGLTd2i | — « Diabetes dengan komorbiditas yang banyak =
* s omidpimirs mk sgensa : At o « Bersamaan dengan gagal jantung - SGLT2i tambahkan GLP-1RA
« Farmakoterapi (WT 525 kyfm') |Jomm~d.s;r.4 i al-,.lﬁn_ﬂm»da}nal' : d :
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;";"r;n""’""""""'"""m + Koo et dengen it pergikersi Kardcprolki jha Mok 2 7% Pertimbangkan ko-utilisasl SGLT2i dan GLP-1RA
'-*u:vtkr:'-.mm maor m,-;r:.m:\cn;mm' P..u:lrnj::u-udun nosonalisasi jagal jantung
R AR T L e
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e — S s a1 Recommended use of GLP-1RA and/or SGLT2i in patients with
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GLP-1 RA Semaglutide

Half-life of one week allowing a convenient once-weekly dosing

* 94% homology to human GLP-11 Amino acid substitution at
position 8

protects against DPP-4

degradation3

© t1/2 ~1 week1

+ Smallest once-weekly GLP-1 RA (4.11 kDa)? H é@@@@@@ =

IHEECARD 2025 &
j 9900000000

Spacer and C-18 fatty diacid chain @

provide strong binding to albumin3
Amino acid substitution

prevents C-18 fatty diacid
binding at the wrong site®

COOH

GLP-1 RA=glucagon-like peptide-1 receptor agonist; t1/2= half-life; DPP-4=dipeptidy! peptidase-4.
References: 1. Ozempic® Prescribing Information, Indonesia 2023; 2. Dhruv UA et al. JCD. 2016;2:18-25. 3. Kapitza C et al. J Clin Pharmacol. 2015,55(5):497-504; 4. Lau J et al. J Med Chem 2015,;58:7370-80.



Semaglutide improves metabolic health and slows down disease

progression

COMMON RISK FACTORS & LINKED CHRONIC
DISEASES

oo Many people today live with a combination of risk
000  factors like inflammation, adiposity, hypertension and
[H%Jm’ insulin resistance that can trigger a decline in

metabolic health'3

5 a & |

Inflammation Adiposity Hypertension Insulin resistance

interlinked diseases within the cardiometabolic

§ This translates to an increasing risk of developing
[}
spectrum, such as:*8

T2D CKD MASH Obesity CVvD

RISK
_ FACTORS

y Se? 4
/ \

l METABOLIC
HEALTH

CHRONIC
DISEASES

MULTIFACTORIAL EFFECTS OF SEMAGLUTIDE

Brain

1§ Food intake®11

1§ Appetite®-11

Liver

1§ Glucose production2

§ Accumulation of lipids™3

Kidneys
¥ Natriuresis'#15; Diuresis'®

4 Inflammation41

Blood Vessels

§ Inflammation'415

| Platelet aggregation'”

Pancreas

¥ Insulin production8

| Glucagon secretion'®

Heart

§ Systolic blood pressure®

8 Inflammation?415



Semaglutide is recommended in guidelines and has a
well-established safety and tolerability profile

Semaglutide is a recommended treatment
across the cardiometabolic spectrum and

>43,000 patients have-been-investigated the only GLP-1 RA offering CVD

with semaglutidein clinical trials’ \

y protection in people with obesity?
Cumulative exposure of
>33 million patient-years globally’
INCLUDED IN...
E S C American i":i":fi'{\
@ European Society A:Rlsasl{gieastiom EASO ’{ A ‘;‘I'#
of Cardiology e



T2D individuals with ASCVD/indicators of high risk for
CVD, HF, CKD (ADA Standards of Care in Diabetes 2025)

Goal: Cardiovascular and Kidney Risk Reduction in High-Risk indi

+Indicators of +HF +CKD

A A Current or prior symptoms of HF with eGFR < 60 mL/min/1.73 m2 OR albuminuria (ACR 2 3.0 mg/mmol (30mg/g)). Repeat
0 . .0 mg/mmol (30mg/g)). Repeat
hl h CVD r|8k documented HFrEF or HFpEF measurement is required to confirm CKD

SGLT2IS + CKD (on maximally tolerated dose of ACEi/ARB)

. with proven HF benefit in this
SGLT2i$

GLP-1RA#

> ) population | SGLT2i$§ with primary evidence

with proven with proven of reducing CKD progression

CVD benefit CVD benefit - SGLT2i can be started with eGFR = 20 mL/min/1.73 m2
¥ Continue until initiation of dialysis or transplantation

- . -loweri icacy i oo wi in/1.73m?
If HbA,, is above goal Glucose-lowering efficacy is reduOR with eGFR <45 mL/min/1.73m’

GLP-1RA* with proven CKD benefit

If HbA,¢ is above goal, for individuals on SGLT2i, consider
incorporating a GLP-1RA or vice versa

« Forindividuals on a GLP-1RA, consider adding SGLT2i with proven CVD benefit and vice versa
* Pioglitazone?

d kidney risk red

| + mitigating risk of MASLD or MASH |

Agents with potential benefitin MASLD or MASH
GLP-1RA, dual GIP and GLP-1RA, pioglitazone, or combination of GLP-1RA with pioglitazone
Use insulin in the setting of decompensated cirrhosis

*In people with HF, CKD, established CVD or multiple risk factors for CVD, the decision to use a GLP-1RA or SGLT2i with proven benefit should be i of use of
HASCVD: Defined differently across CVOTs but all included individuals with established CVD (e.g. Mi, stroke, any revascularization procedure) and variably included conditions such as transient ischemic attack, unstable angina, ic or ic coronary artery disease. Indicators of high risk: While definitions vary, most
comprise 2 55 years of age with two or more additional risk factors (including obesity, ion, smoking, ia, or inuri

~ A strong recommendation is warranted for people with CVD and a weaker recommendation for those with indicators of high risk CVD. Moreover, a higher absolute risk reduction and thus lower numbers needed to treat are seen at higher levels of baseline risk and should be factored into shared decision-making process.

# For GLP-1RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, MI, stroke and kidney endpoints in individuals with T2D with established/high risk of CVD. One kidney outcome trial demonstrated benefit in reducing persistent eGFR reduction and CV death for a GLP-1RA in individuals with CKD and T2D;
§ For SGLT2i, CV/kidney outcomes trials demonstrate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality, Mi, HHF and kidney outcomes in individuals with T2D with established/high risk of CVD;

“Low-dose pioglitazone may be better tolerated and similarly effective as higher doses.

ASCVD, i . disease; CV, CKD, chronic kidney disease; HbA ., glycated hemoglobin; HF, heart failure; GLP-1RAs, glucagon-like peptide-1 receptor agonists; MACE, Major adverse cardiac events; MASH, metabolic dysfunction-associated steatohepatitis; MASLD, metabolic dysfunction-associated steatotic
liver disease; SGLT2i, sodium-glucose cotransporter-2 inhibitors; T2D, type 2 diabetes; TZD, thiazolidinedione. Standards of Care in Diabetes - 2025 Diabetes Care, January 2025, Vol.48, Supplement 1; Figure 9.3




Achievement and maintenance of weight
and glycemic management goals in those without established
ASCVD, CKD or HF (ADA Standards of Care in Diabetes 2025)

Goal: Achievement and Maintenance of Weight and Glycemic Goals

+ Achievement and maintenance of glycemic

+ Weight management goals

N7

2
Mettormin or other agent (including combination therapy) that provides adequate EFFICACY
Efficacy for welght loss to achieve and maintain glycemic treatment goals

Very High: Semaglutliel'ﬂeEe F ‘ - Prigritize auqi_damggj_bmgggremia in_high-risk individuals

Efficacy for glucose lowering
High: Dulaglutide, Liraglutide Very High: Dulaglutide (high dose), semaglutide, tirzepatide, insulin
Combination oral, combination injectable (GLP-1RA and insulin)

Intermediate:
GLP-1RA (not listed above), SGLT-2i High: GLP-1RA (not listed above), metformin, pioglitazone, SGLT2i, sulfonylurea
Neutral:
Metformin, DPP-4i Intermediate: DPP-4i

If HbA,. is above goal or significant hypoglycemia or hyperglycemia or barriers to care are identified

* Refer to DSMES to support self-efficacy in achievement of treatment goals
 Consider technology (e.g. diagnostic or personal CGM) to identify therapeutic gaps and tailor therapy
* |dentify and address SDOH that impact achievement of treatment goals

ASCVD, 2 KD, ; DPP4I, : HbA . heart failure; GLP-1RAS, glucagon-like peptide-1 receptor agonists; SGLT2i, sodium-glucose cotransporter-2 inhibitors; T2D, type 2 diabetes; TZD, thiazolidinedione. Standards of Care in Diabetes - 2025: Diabetes Care, January 2025, Vol.48, Supplement 1; Figure 9.3



SUMMARY

® CKM syndrome is a heatlh disorder due to connections among heart disease, kidney disease,
diabetes, and obesity leading to poor health outcomes

® CKM syndrome most likely originates from excess and dysfunctional adipose tissue [| effective
approach to address excess-adiposity-and selated,insulin resistance-provides the opportunity to
address the root cause of CKD syndrome

® CKM staging model emphasizes the progressive pathophysiology of CKM syndrome, underscore
the importance of early detection and intervention of CKM are often associated with greater clinical
benefit

® Recent evidence demonstrates the benefit of an antihyperglycemic medication such as SGLT2
inhibitor and GLP-1 RA to manage and prevent adverse CVD events and CKD progression

® GLP-1 RA therapy plays a role in various pathophysiological in CKM syndrome (brain, liver, kidney,
blood vessels, pancreas, and heart)
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