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v'Renin-angiotenzin-aldosteron sisteminin (RAAS)
aktivlosdirilmosi kardiorenal sindromun patofiziologiyasinda
asas rol oynayair.

v'Osason aldosteron torafindan aktivlasdirilon
mineralokortikoid reseptoru (MR) maye vo elektrolitlorin
tonzimlonmasing, gan tozyiqing, 1ltihaba vo fibroza boytlik
tosir gostorir.

v'Bu, bir ne¢o KV va boyrok voziyyatindo gbriinon neyro-
hormonal aktivasiyanin zorarli noticolorinin asas effekti kimi
gostorilir.



Mineralokortikoid reseptorunun aktivlosmosi naticosindo tiroyo tosir edon
muxtalif hticeyrs tiplorine vo patofizyoloji yollara asas tosirlor
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v’ Xroniki boyrok xastaliyi (XBX) diabetes mellitusun
on ¢ox gorulon agirlasmalarindan biridir vo tUrok-
damar xastaliklor1 ticiin miistoqil risk faktorudur.

v'2-ci tip diabetli xastolordo XBX-nin gostariglor
osasinda mualicosino baxmayaraq, boyrok catismazligi
vo urok-damar hadisolar1 riski halo do yiiksok olaraq
qalir.

v'Bu giino godar, XBX va tip 2 diabetes mellitus ti¢iin
movcud dormanlar boyrok vo urok xostolikloring sabab
olan yiiksok daracali 1ltithab va fibroz sababindon
xastolorda galiq riski barpa etmomisdir.



Mineralokortikoid reseptor antaqonistlori (MRA)

Karaciger Anjiyotensinojen
DO | —Nen__ Spironolakton ve eplerenon;
m% = :g:l:ﬂs:f;un reseptorlerini bloke
Anjiyotensin Ii
SRR Aty | k- 2012 ESC KY Kilavuzunda
Ve mtrSeon MRA olarak tanimland..2

Solkil referans 1'den uyarlanmestr.

ACE-L Anjiyotensin Denastarich Enzim inhibitard
ARB: Anjiyotensin Reseptor Blokeri

T. lapol A4 Sfeg A. Vasc Health Riske Manag 201 1,7:353-63
£ 2012 ESC Kilavuzu, Tirk Hardiyoloii Derm Ars Suppd 3. 2012:471-35



Mineralokortikoid reseptor antaqonistlori (MRA)

’IJ Sprinolacton

Steroidal MRA-lar
2/ Eplerenon
o

| Finerenon Non-steroid MRA



Spironolakton — Non-selektiv MRA

v'1lk steroid MRA olan spironolakton, natrium tutulmasinin garsisini
almaq vo gan hocmini azaltmaq moqsadi 1lo antihipertenziv dorman
kimi1 hazirlanmisdir.

v'Spironolakton rezistent hipertenziyasi vo toxmin edilon glomerular
filtrasiya doracasi (eGFR) >45 ml/dog/1,73 m 2 vo serum K <4,5
MEQ/L olan xastalords optimal dordiincii sira terapiya kimi tovsiya
olunur.

v'Tadqgiqatlarda steroidal MRA-larin (spironolakton vo eplerenon)
AFaUC olan xostolords xostoxanaya yerlosdirmo va {irok-damar 6liim
riskini azaltdigr miisahide edilmis vo beynolxalq rohbar tovsiyyolordo
sinif A tOovsiyasi almigdir.



AFaUC — MRA tadgigatlar

I 1999 I 2003 _ I 2011
RALES EPHESUS EMPHASIS-HF
Spironolakton pler I | I

&, Pitt 8 et al. N Engl J Med 2003; 348:1309-21.
8. Zannad Fet al. N Engl J Med 201 1:364:11-21.




lable 1 Companson of major ml of aldosterone antagonists

Study Patients,  Stant and Inclusion Baseline Mean  Exclusion  Baseline Outcomes
" end dates crileria characteristics EF medications
of enrollment All-cause CV death
miortakity or HF hosp
RALES 1663 1995.- NYHA 1V 65 years old; X% (r>25 ACELO4%); | 39% w 4% Death: RR
5] 1994 in last & mo wornen 27%: K >§ loop diuretic | RR 0.7 0.69;
(v @ ICM 55% (100, (06-082) HF hosp:
enrollment) {USA excluded) BB (10f) RR 0.65
+EF <3%
@3 199 Vlddays  Gdyearsold; D% (r:2S5  ACEVARE | M44%ws167%% 26Miw
6] 2001 post-Ml + EF  women 28%; K >5 (86%); RE (.55 s
<A4(fa + HF all post-MI; dhretic (0.75-0.96 RR 0.87,
(rales, edema  45% had (60%); [21% RRR of SCD))  P=0.002
o CXR, 83} meperfusion BB (75%)
OR DM therapy
2006~ NYHA 1 68 years old; X% GFR=3, ACEVARB J 128%vs 135%: 183% vs
2010 + EF <30% women 22%; K'>§ (94%0); HR 0.76 25,05
Bi%-38%+  ICM W% diuretic (062-093) HR 063
QRS =11 + (85%); (0.54-0.74)
HF hosp BB (86%)
in & mo —_—
OR elevated
BNP

Curr Heart Fail Rep (2011) 8:7-13.




RALES todqigat: (1999)

UC miialicasina alava edilon 25 mg/glin spironolakton,
NHYA Sinif 111-1V, EF<%35 xastalorinds shomiyyatli doracada riski azaldir.

~Genel mortalite %30 (p<0.001)
o Kardiyak mortalite 0/031(p(0'001) Kivrim Didretilc %100

ACE-|:2 %94
ijital: =
o KY hastaneye yatis %35 (p<0.001) O O

Potasyum igeren llaglar: 2 %27
Beta-Blokerler: %10

ffew York Kalp Dernegi fonksiyonel s (i veya Il WY ofan ve ejeksiyon fraksiyonu < %35 olan ve bir anfiyotensin dondstondcd enzim infrbitded,
didretik ve digoksin fe tedawf edilen 1663 hastay calismaya dahil edifmistir. 822 hasta gdnde 25 me spironolakton ve 8414 plasebo alacak sekilde
randormize edifmislerdiv, Sirincil sonfanm noktas: thm nedenlere bagh didm alarak degerfendirimis tir.

Fitt 8 Et al. M Eng _Wed, TR95.34 1 700-71 7,



Spironolakton — Non-selektiv MRA

Androgen reseptorlarimi bloklayib, progesteron reseptorlarim aktivlaosdirdiyi
ucun, progestrogenik va antiandrogenik yan tasirlors sabab olur.

Uzun sdreli kullaniminin,
J> jinekomasti ve diger endokrin yan etkiler

P meme hassasiveti, Bu olumsuz etkiler -~
> impotans, V daha lvl tnlere Edi[ebilen MHH‘Iann
}- libido kaybi | v

b menstirel dizensizlikler
ile iligkili oldugu gdsterilmistir.

e e e
Tamargo et al Semin Nephrol 2014:34(31:285-306.



Eplerenon

EplEI‘EHDn, mineralokortikoid reseptérlerine
glukokortikoid, progesteron ve androjen reseptérlerine gore

daha selektiftir.

Eplerenon,

~370 kat dah'a az

potenttir.

Garthwaite SAT Mol Cell Endocrinal. 2004 Mar 31.217(1-2827-31.



EPHESUS todqigati

Akut MI sonrasi kalp yetersizligi (LVEF<%40) hastalarda

MI: Miyokard Infarktiisi
KV : Hardiyovashkiler

Optirmal abbi tedaviye ek olarak, eplerenonbaglangicta ginde 25 mg. maksimum 50 mg s titre edilen 3312 hastalveya plaseboya (3313 hasta/randomize
edilrmigterdir.. Birincil sanlanm noktalarg herfangi bir nedenden Gllirm ve kardiyovasidiler nedenierden Sldmveys kalp yetrmesiig], abut miyolard enfarktosd,
strok veya ventrikiiler artmi nedeniyle hastaneye yatis olarak degerlendirimistir

Fitt 8 et al. A Engl_Iled 2003,348:1309-21.



Maqsaod

v'On az Spironolakton goador tosirli

v'On az gadar yan tasiri az
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Characteristics Spironolactone Eplerenone Finerenone
MR antagonist class Steroidal Non-steroidal
Structural prop.s Flat Flat Bulky
Potency , - )
Selectivity ' ,

MR IC5? (nh) 24 990 17.8

GR 1C5? (nh) 2,410 = 21,980 = 10,000

AR rec. 1C5® {niM) 77 = 21,240 = 10,000

PR EC5® {nh) 740 = 31,210 = 10,000

OR a & B IC5Y (nh)

Metabolites

Half-life

Tissue distribution
in rodents

CNS penetration
Effect on BP

Excretion (unchanged)

3,970 & 4,940

Multiple, active

w|}en:n
.

OO H|
S

+++

-+

<1%

= 30,000 & = 30,000

Mo active

<3%

= 10,000 & = 10,000

MNo active

2-30H
%, 96

+

<1%




Finerenon

Spironolakion S
Ei . |

Yapisal 6zellikler Duz (steroidal) Diiz (steroidal) Hacimii (nonsteroidal)
MR’ye karsi potens 4+ + +4+
MR igin segicilik " ++ R
MSS penetrasyonu * ; -
Cinsel yan etkiler i {+) -
Yanlanma émrii >20 saat” 4-§ zaat® 2-3 saat®
Aktif metabolitler ++ - =
KB tzerindeki etki +++ + +

Kintscher U, et al. Br /] Pharmacol 2021
e



Finerenon — kimyavi qurulus forgliliyi

Nonsteroidal ve hacimli molekiiler _5“"1“} olarak,
yapisi nedeniyle finerenon, MR'ye finerencn ve
yiiksek secicilikle baglanir ve steroidal steroidal MRAlarin ' Cinsel yan etki riski
MAA larla gdzlemlenenlerden farkli gen E"EFFEFFD"[“_
konformasyonel degisikliklere neden , paternleri,* klinik
olurt? " dncesi ozellikleri ve

klinik etkileri 4 arka

farkhidirs= %[ yonetilel

QT Kan basina lzerine etki
T‘ AN A
$ -
(N
A\
W v, y

1. Amazit L, et al. J Biol Chem 2015;290:21876-21889; 2. Barfacker L, et al. ChemMedChem 2012;7:1385-1403; 3. Grune |, et al. Hypertension 2018;71:599-608;
4. Kolkhof P, et ol. ] Cardiovasc Pharmacol 2014;64:69-78; 5. Kolkhof P, e al. Curr Opin Nephrol Hypertens 2015;24:417-424; 6. Bakris GL, et al. N Engl | Med
2020;383:2219-2229;

7.Pitt B, et ol. Eur Heart | 2013;34:2453-2463; 8. Pitt B, et al. N Engl J Med 1999;341:709-717; 9. Agarwal R, et al. Loncet 2019;394:1540-1550



Finerenon todqiqatlari
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ARTS (Miner Alocorticold Receptor antagonist
Tolerability Study) tadqiqati

v AFaUC + Yingul-orta XBC olan xastalards finerenonun tahliikasizlik vo
dozUumlultyd

vFEAZ 11
v'1-ci hissa: 65 xastads finerenon 2.5, 5 va 10 mg/gln
v'2-ci hissa: 392 xastadd finerenon vs plasebo vs spironolakton

v'Hiperkalemiya finerenon golunda 5,3%o, spironolakton golunda 12,7%,
pP=0,04

v'Finerenon albuminuriya va kardiak biomarkerlori diizaltmads
spironolakton gadoar tasirli



Finerenon — spironolakton ilo miiqayisada
daha az hiperkalemiya

ARTS Bolim B (faz 1)

KBH (eGFR 30—60 mL/dak/1.73 m?) ve dEFKY tanili hastalar
29 (£2) giin tedavi
12 - r 11,1 3,

1.8

4,5

2 1.5 1.5

. |

Plasebo 2.5 mg od S mgaod 10 mg od 5 mg bid Spironolakton
(n=65) (n=66) (n=67) e (n=67) J {n=65) {25 veya 50 mg nd1
% {n=63)

Arastirmaci tarafindan
TEAE?" bildirilen hastalar (%)
o

J

Finerenon

'
% Hiperkalemi' veya ‘kan potasyum dizeyinde arus' terimleri kullamilarak; *Spironolaktonun basglangigc dozu 25 mg od'dir; bu doz serum [K*] d

.:ﬁmm 2 Artiridmus ronolakio .-_-_-:'_;_.;-'.--_,-_ itrasvenk
Pitt B, et ol. Eur Heart J 2013;34:2453-2463

dzeyi £4.8 mmol/L ise yaklasik
falama glnlik doz 37 mg olmustur.

i LT 30 | artartmie NE calismanin Sonuna a




ARTS-HF todqigati

Assassed lor ekgibiity {n = 1286)
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FASTTRACK CLINICAL RESEARCH
Heart falureicordionmyopathy

Eurapoan Heart journat (307£) 37, T105-2114
“_.-li:leq-‘l.ah datT0 109 3 feurh eartjfohe 32
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A randomized controlled study of finerenone

vs. eplerenone in patients with worsening chronic
heart failure and diabetes mellitus and/or chronic
kidney disease
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040 1: Epleranans (n = 207)
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(HR: 0.56; 95% CI: 0.35, 0.90).
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Figure 3 Morality/morbldity cutcomes in patients with worsening chronic heart faillure with reduced ejection fraction receiving eplerenone or
different doses of finerenone. Cumulative event rates of the composite endpoint of death from any cause, cardiovascular hospitalization, or emer-
gency presentation for worsening chronic heart Gilure in the full-analysis set.
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Figure 4 Mean change in serum potassium concentration from baseline to Day 90 in patients with worsening chronic heart failure with reduced
ejection fraction receiving eplerenone or different doses of finerenone. Changes were assessed by analysis of covariance with the factors treat-
ment group, comorbidities, mineralocorticoid receptor antagonist use at emergency presentation to hospital, region, and the baseline value as
covanates,
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FIDELIO-DKD tadqgigati

v'Finerenonun XBX vo Tip-2 SD xastolorindo
XBX progresiyasini yavaslatma vo KV morbidito
vo mortaliton1 azaltma uizorindoki tosirlorini
incolomok



FIDELIO-DKD tadqigati

. 13,911 hasta . 5734 hasta Medyan takip -
-+ Galismaya dabhil - randomize edilmistir!.2 siiresi 2.6 yildir? .
. edilmistir’ ¢ Tedavi sonrasi >
. ' takip -
4-16 hafta -  Plasebo (10 veya 20 mg od* baslangi¢c dozu) -:‘:S:ﬁﬁm‘erl E

ACEVARE tedavisinin optimizasyonu

Onemli sonlanim noktalari-2

A
lﬁ.

Bobrek yetmezligi,” baslangica kiyasla
eGFR'de kalici 2%40 azalma* veya renal |
6lime kadar gecen siire |

KV 8luim, élimcil olmayan M,
olimcil olmayan inme

veya KY nedeniyle hastaneye
yatisa kadar gecen sire

=



FIDELIO-DKD tadgiqati: Tip-2 SD ila birlikdo ?iriilen XBX-
nin erkon ilo gec tazalarinda olan genis xasto qrupu

0 Dahil etme kriterleri!
Albuminuri kategorileri

= T2D ve asagidaki sekilde tanimlanan KBH: (mg alblimin/g kreatinin)
— UACR 30-<300 mg/g ve eGFR
=25-<60 mL/dak/1.73 m®** veya
— UACR =300-=5000 mg/g ve eGFR
225-<75 mlL/dak/1.73 m?*

» Maksimum tolere edilen dozda bir ACEi veya bir ARB
ile tedavi

+ [K*] <4.8 mmol/L

e Temel harig tutma kriterleri’2 L

* NYHA sinif lI-IV dEFKY £
= Diger bobrek hastaligi*

« Kontrol altina alinamayan arteriyel hipertansiyon$

- Akut bobrek yetmezligi igin diyaliz veya bobrek nakli

e



Finerenon plasebo ilo muqgayisada boyrak sonlanma
noqtasi riskini shamiyyatli soviyyads azaltmisdir.

Bdbrek yetmezligi,* baslangica kiyasla eGFR'de kalici 2%40 azalma® veya renal dliime kadar gecen siire

407 HR=0.82: %95 GA 0.73-0.93

p=0.001

3 yildan sonra ARR = %3.4
(%95 GA %0.6-6.2)
| 3 yildan sonra NNT = 29

Lad
=
1

Kiimiilatif insidans (%)
M
)

Plasebo
(600/2841, %21.1)+

Finerenon
(504/2833, %17.8)*

(%95 GA 16-166)
10
0 -r_._—-=].—'_"’ - I ] | T T | 1
0 6 12 18 24 30 36 42 48
ilk olaya kadar gecen siire (ay)

Risk altindaki hasta sayisi
Finerenon 2833 2607 1808 787 83
Plasebo 2841 2586 1758 792 82



FIGARO-DKD tadgiqati

v'Finerenonun plasebo ilo miiqayisads orta vo
ciddi XBX vo Tip-2 SD xastalorindo KV
morbidito vo mortalitoni azaltma uizorindoki
tosirlorini incolomok



FIGARO-DKD tadgiqati

. 19,381 hasta . 7437 hasta randomize 3.4 yil medyan
. Galismaya alinmistir - edilmistir takip siiresi
; Tedavi sonrasi

takip

8 EaJEBaeEER

Hazirhik Tarama

4 - 16 hafta <2 hafta
ACEi veya ARB

tedavisinin
optimizasyonu

Onemli sonlanim noktalari

takip

Plasebo (10 veya 20 mg od*” baslangi¢ dozu)

KV 6lim,* slimcul olmayan MI, Bobrek yetmezligi, § baslangica kiyasla eGFR’'de
6limcill olmayan inme veya KY nedeniyle kalici 2%40 azalma 7 veya renal 6lime kadar
hastaneye yatisa kadar gecen sire gecen sire**

Flnoranong in reductrd cAsSovacoular
moRmiRy and mCwbidty i OKD

3 FIGARO-DKD
[© :



Maksimum tolere edilon RAS miialicasing alava olaraq
Finerenon plasebo ilo muqayisads birincili KV sonlanma noqtasi
riskini 13% olaraq shomiyyatli soviyyado azaltmsdar.

KV 6lim, olumcil olmayan MI, élimcil olmayan inme veya KY nedenli hospitalizasyon’a kadar gecen siire

20 5
= 0
_ | HR=0.87 (%95 GA 0.76-0.98) Plasebo: 519/3666 (%14.2)"
= p=0.03
o 19
E 3.5 yildan sonra NNT = 47
@ 404(%95 GA 26-226)
= 3.5 yllda ARR = %2.1 Finerenon: 458/3686 (%12.4)*
80
:E 5_
3
4 e
0 ____...-~"' T T T T I T I I 1
0 6 12 18 24 30 36 42 48 54

Ik olaya kadar gecen siire (ay)

Risk altindaki hasta sayisi
Finerenon 3686 3600 3517 3427 3320 2781 2184 1712 1093 598

Plasebo 3666 3577 3479 3389 3267 2730 2125 1657 1076 585

. FIGARO-DKD
i @ memmmwll

enoRtaliny and mOrbidety i DED



Finerenonun KV éliim, UC sobabli xostoxanaya yatis
uzarindd shomiyyatli soviyyada tasiri olmusdur.

Finerenaon Plasebo HR (%95 GA)
(n=3686) (n=3666)
Primer I 0.87
birlesik KV sonuc* 458 (12.4) 3.87 519(14.2) 4.45 +i (0.76-0.98) 0.03
| 0.90
KV 8lim 194 (5.3) 156 214(5.8) 1.74 »—v—t e
. : . 0.99 _
Olimciil olmayan Mi 103 (2.8) 0.85 102(2.8) 0.85 : #ir : (0.76-1.31)
Olameal olmayan inme 108 (29) 0.89 111(3.0) 0.92 — . ?{f;" o
KY nedeniyle hastaneye yatis 117 (3.2) 0.96 163(44) 136 +—&—— (0 5%3; 90) =
D:S 1:[1 z:u
k. -
Finerenon lehine Plasebo lehine
Birlagik sonugiarnn bilesanian icin p deferied raparanmamigr
TR SRR B e e e A A eny SRR Xk ST ! @ FIGARO-DKD\#
st ot



Finerenon qrupunda plasebo ilo miigqayisads UC sababli

xastoxanaya yatis riski 29% azalmisdur,

olum insidansi say

olaraq daha azdur.

KY nedenli hospitalizasyon (ilk olaya kadar gecen

siire)

151

HR=0.71 (%95 GA 0.56—-0.90)

.
5 107
=
u
.'E Plasebo: 163/3666 (%4.4)"
8 5-
s |
e
E

0- Finerenon: 117/3686 (%3.2)"

0 6 12 18 24 30 36 42 48 54

Ik olaya kadar gecen siire (ay)

Risk altindaki hasta sayisit
3686 3640 3581 3515 3429 2887 2284
3666 3610 3538

S R

1790 1142 629
3471 3376 2840 2239 1751 1134 619

KV o6lum (ilk olaya kadar gecen siire)

154
HR=0.90 (%95 GA 0.74—1.09)

S
u
£ 10
k=
&2 Plasebo: 214/3666 (%5.8)"
8 5-
=
&
=
x

0 : | : : Fip&mngu.i%ﬂ&ﬁﬂﬁli_&&ﬁq

- iy, L
0 B 12 18 24 30 36 42 48 54
llk olaya kadar gecen siire (ay)
Risk altindaki hasta sayisi
3686 3661 3620 3581 3503 2968 2358 1858 1187 653

3666 3639 3593 3539 3468 2938 2315 1820 1177 647
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Finerenone in reducing KiDnEy kalurg Finaranone in reducinG cArdbovascitar
and disease prlgression n DKD moftality and mQrbidity in DED

Agirlikh olarak 3-4. evre KBH | ‘Agiriikli olarak 1-2. evre KBH |

m Hastalar

Primer l 9,18 - KBH 15 =Y t/.ﬂa - KV mortalite ve
sonlamm progresyonu | morbidite
noktasi I

(HR=0.87; %95 GA 0.76-0.98)

(HR=0.82; GA 0.73-0.93)

%13 - KBH

@z | ) Vi
g B N . (istatistiksel olarak anlaml dedgil)
NOEas) (HR=0.86; GA 0.75-0.99) p . (HR=0.87; %95 GA 0.76-1.01) P
A Giivenlilik Her iki ¢caligma da finerenonun genel olarak iyi tolere edildigini ve
artan hiperkalemi insidansimin minimum klinik etkiye sahip oldugunu gostermistir )

1. Bakris GL, ef &l N Engd J Med 2020;383: 22182229 2 Ruilope LM, et &l Am J Nephrol 2079:50:345-356; 3. Pt B. of & N Engl J Med 2021; doi: 10:1056NEMoa2? 10356




Iiﬁﬂl FIDELIO-DKD I 5,734 patients
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Cardiovascular and kidney outcomes with finerenone
in patients with type 2 diabetes and chronic kidney
disease: the FIDELITY pooled analysis

Rajiv Agarwal ', Gerasimos Filippatos ¢, Bertram Pitt 3, Stefan D Anker #, Peter Rossing ° ©,

Amer Joseph 7, Peter Kolkhof &, Christina Nowack ¢, Martin Gebel 19, Luis M Ruilope 11 12 13,
George L Bakris ¥; FIDELIO-DKD and FIGARO-DKD investigators

Notica: XBC vo 2-Ci tip
diabetli xastolordos finerenon
milalicasi plasebo ilo

miiqayisado XBC-nin inkisafi
va tlirak-damar hadisalori
riskinin asagi1 olmasi ilo
noticolondi.

FDA - FIDELIO-DKD

todqigatinin naticolorino asason
2021-ci ilin 1yulunda finerenonu

tosdigladi, FIGARO-DKD
todqigatinin naticoloring asason
2022-ci ilin sentyabrinda
yenilonmis etiketi tosdiglodi.
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Cardiovascular disease Type 2 diabetes mellitus

VD and
type 2 diabetes mellitus

i !

Type 2 diabetes mellitus Type 2 diabetes mellitus Type 2 diabetes mellitus
and ASCVD |
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_J and HF J/,J and CKD /J
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h T2DM and HF
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(HFpEF, HFmrEF,

All therapies are recommended independent of glucose control and
in addition to standard of care
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> Eur ) Heart Fail. 2024 May 14. doi: 10.1002/ejhf.3253. Online ahead of print.

Finerenone in patients with heart failure with mildly
reduced or preserved ejection fraction: Rationale and
design of the FINEARTS-HF trial

Muthiah Vaduganathan T, Brian L Claggett !, Carolyn S P Lam 2, Bertram Pitt 3, Michele Senni 4 2,
Sanjiv ) Shah &, Adriaan A Voors 7, Faiez Zannad 2, Akshay S Desai ', Pardeep S Jhund ?,
Prabhakar Viswanathan ', Antonieta Bomfim Wirtz ', Patrick Schloemer ', James Lay-Flurrie 12,
John J V McMurray ?, Scott D Solomon !

Send

Finerenonun UC olan xestalords UC
sobobli xostoxanaya yatislar1 vo KV
oliimlori azaltmaqda tasirli olub-
olmadigini doyarlondirildi.

Finerenon bu xesto qrupunda UC
olamatlorini vo hoyat keyfiyyatini
yaxsilagdirmaq Ucln faydali ola bilor.

&




Design of the COmbinatioN effect of FInerenone anD EmpaglifloziN in
participants with chronic kidney disease and type 2 diabetes using a
UACR Endpoint study (CONFIDENCE)

Both finerenone (nonsteroidal MRA) and CONFIDENCE (NCT05254002) investigates whether
Background empagliflozin (SGLT2i) can reduce kidney and dual therapy with finerenone and empagliflozin is
cardiovascular events in people with CKD and T2D. superior to either agent alone in reducing albuminuria.
Participants Treatment arms Primary outcomes
* 807 participants T —— + Embaaliflozin Relative change in @ l%
* 125 centres : 5 d i g e | - UACR from baseline | |
* 13 countries i ! (10 or 20 mg od) |10 mg oq) to 180 days in:
v Dy 2242 R B8 Finerenone + Placebo @% Dualth
- -I-2DIil CKD Sfﬂge 2—3 | e 1'] '1 | érlf‘ ua erapy
| i (10 or 20 mg od) =
« UACR =2 300 to Py VS.
< 5000 mg/g Lty : w Finerenone
e Q8 Empagliflozin  + Placebo
L | (10 mg od) i i . Dual thera
x e Serum K> 4.8 mmol /L ‘ 5 ) J ve PY
* Treatment with ' Rl E t'.px .
: ® > ¥ Empagliflozin
SGLT1/2i or MRA () Treatment period (days) 180 - T

Should an additive effect be shown, early and efficient intervention with dual finerenone and SGLT2i

Conclusion therapy could slow disease progression and provide long-term benefits for people with CKD and T2D.

_ERA ErROLOeY Green, J. et al. NDT (2022)
mﬂ:LiANTAﬂUN @NDTSocial



Design of the COmbinatioN effect of FInerenone anD
EmpaglifloziN in participants with chronic kidney
disease and type 2 diabetes using a UACR Endpoint
study (CONFIDENCE)

Jennifer B Green ', Amy K Mottl ¢, George Bakris 3, Hiddo J L Heerspink 4, Johannes F E Mann 2,
Janet B McGill ®, Masaomi Nangaku 7, Peter Rossing & 2, Charlie Scott 19, Alain Gay 17,

Rajiv Agarwal 12

Finerenon vo empagliflozin kombinasiyasi Bu kombinasiya xroniki boyrak
Xroniki boyrok xastaliyi vo 2-Ci tip SD xostoliyi olan tip 2 diabetli xostolordo
xostolorde boyrok funksiyasinin boyrok saglamligini yaxsilasdirmaq
yaxsilagsmasi vo proteinuriyanin azalmasinda ucun toklif edils bilar.

Umidverici naticolor gostormisdir.

Ikinci doracali son ndqtalor, hamginin kombins edilmis miialiconin olava effektivliyini vo
tohliikasizliyini qiymoatlondiracok vo naticalor 2025-c1 1lin birinci riibtinds gozlonilir.



on SIX yan tasirlor

Adverse reactions LAENDIA Placeho
% (n=6510) % (n=6489)

Hyperkalemia 14,0 (912) 6.9 (448)
Leading to hospitalization 0861} 0.2 (10}

Leading fo permanent -
ol SRR L7 (110) 06(38)
treatment discontinuation e ¥

Hypotension 4.6(302) 39 (194)

Hyponatremia 13(82) 0.7(47)




v" Finerenon 2 dozada istifado edilir — 10 mq vo 20 mq
v’ Miialicoys baslamazdan ovval serum K soviyyasi vo GFR yoxlanilmalidir vo agor
serum K > 5SmEq/] olarsa, miialicoys baslamaq tovsiyo edilmir.

eGFR (ml/min/1.73 m?) Baslangic dozasi
>60 20 mg glinda 1 dafa
>25 - <60 10 mg gunda 1 dafs

<25 Baslamaq tovsiya edilmir



Doza tonzimlonmasi

-

Finerenon dozasi

~

Serum
K saviyyasi
(mEq/L)

.

Gunda 10 mq Ginda 20 mq
<4.8 Gundalik 20 mg-a artirmaq Glindalik 20 mg-da galmaq
>4.8-5.5 Gindalik 10 mg-da galmagq Guindalik 20 mg-da galmaq
Finerenonu saxla. 9gar Serum K Finerenonu saxla. 9gar Serum K
>5§ saviyyasi <5 mEq/L olarsa 10 mg-la | saviyyasi <5 mEqg/L olarsa 10

baslamagi disin

basla

W




Xulaso...

v'Finerenon, XBX va UC miialicasinds {imid verici bir
iralilomoni tomsil etmokdadir.

v'Farqli non-steroidal qurulusu, siibut olunmus effektivliyi va
uygun tohliikosizlik profili, bu dormani bu xroniki
xastoliklorin 1dara edilmasinds guclu bir vasito halina gotirir.

v'Davam edon todqiqgatlar faydalarin1 daha da aydinlasdiracaq
vo klinik totbigini genislondiracak.
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