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ALEUKPWIOELC

*  AnAwon 20ykpouong 2ZUUPEPOVTWV
. H mtapouaciaon auth eKQPEACEL ATIOKAELOTIKA TIG ATIOWELG TOU OPIANTH.
. OL mAnpogopieg TTou TrepLEXOVTAL ival akpIBels katé T dnuloupyia TG TTOPOUCIaonG.

. H opuhia tepthapBavetal oe dopuPopPIKNA EkdAwGN NG Bayer

o OopAntig

Tnv teheutaia 2 £tio CUMUETELXQ 08 GUUBOUAEUTIKEG OUASEC TWV GAPUOKEVTIKWY ETALPELWVY 1) EAaBa TLUNTLK apoLBn
yla optAieg amo tig etaipeieg Novo Nordisk, Sanofi, DAPMAZEPB Lilly, Bl, Menarini, Medochemie, EAMNEN, AZ, BAyer




2 KEAETOC

> 10 MEPLOTATIKO

> 20 TIEPLOTATLKO

> 30 TIEPLOTATLKO

* JUUMEPACHATA
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: AoBevn ¢ pe XNN mou AapBavel petdopuivn, yAtpAolivn
: AcBevric ue XNN mou Aappavel petdoppivn

: AoBevnc pe A, XNN kat KA tou Aapfavel petdoppivn, yAtbAolivn




OMNioTIKA TTPpoCE€yyion Tou diaBNTIKOU aoBevoug pe vepikh OuCAeIToupyia

1° Neplotortiko

AcBeviig pe ZA kat XNN- Nnwpyog 62 stwv

- AcBevn¢ pe 2A T2 amno 8etiag.

» Aappavel aywyn pe petdoppivn 850 mgx2,
yAtpAolivn 10 mgx1 kat teAevutaia HbAlc 6.5%.

+ Aappavel atopPBactativn 20 mg kat £xet LDL 80
mg%.

« AapBavet yia Al pBecaptavn 300mg Kot
apAodurtivn 5mg. H nieon tou avadépetat
<135/85.

+ 0 aoBevnc Intd tnAedwvika va ypadtouv
€€ETAOELG QUAQ TIPOKELMEVOU VA TIPOYPOUUATIOTEL
VEQ CUVAVTNON UOG.

Molieg e¢eTaoelg Ba ypAWeTE

> HbAlc, Zdkyxapo.

> Kpeatwvivn, Ouptko ofU. eGFR 50 ml/min

> XoAnotepoAn, TpyAukepidia, HDL, LDL
> SGPT, SGOT, yGT

> levikn alpotoc

> K&Alo. 4,7 mg%

MpoaABouuivn ovpwv/Kpeatwvivn o0pwyv. 80 mg/g
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H oABoupivoupia PtopeL cuXVa va aVIXVEUETOL TPV THV Heiwon Tou eGFR ko
awéavel tov kivéuvo KA vooou. 13

Xpoévog amré Tnv didyvwon Tou XAT2

> eGFR <60 ml/min/1.73 m?
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UACR 30-300 mg/g UACR >300 mg/g

CV, cardiovascular; eGFR, estimated glomerular filtration rate; T2D, type 2 diabetes; UACR, urine albumin-to-creatinine ratio
1. Afkarian M. Pediatr Nephrol 2015;30:65—74; 2. Alicic RZ, et al. Clin 3 Am Soc Nephrol 2017;12:2032-2045; 3. Fox CS, et al. Lancet
2012;380:1662-1673
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H peydAn miswoPndia twv acBevwv pe XNN ko ZA apapévouy
abLayvwotol othnv npwtoBaduia nepifaiyn. !

ADD-CKD study:

Diagnosis of CKD by PCP prior to study participation among 5036 adult patients Challenges that contribute to CKD underdiagnosis:
with CKD associated with T2D (based on EHR documentation from 2011-2012)"

100 Insidious nature of CKD compared with other
90 comorbidities requires proactive screening?+#
80

70
60

50 CKD screening tests are underutilized*
40 * Overall testing rate of at-risk patients <20%
* More patients receive eGFR than UACR
30 assessments (89.6% vs 21%)
20
w -
0 — — @
Cx, Cx, Cx Cx,

Low patient awareness about their CKD
CA’O

Percentage of Diagnosed
Patients (%)

O ° status?4
S 08 Cs. Cs. Qg
‘99@ , 696 P 698 5 ege o 6\9@ s

CKD=chronic kidney disease; T2D=type 2 diabetes; HER=electronic health record; PCP=primary care provider; UACR=urine albumin-to-creatinine ratio;eGFR=estimated glomerular filtration rate

“Based on EHR data from Awareness, Detection and Drug Therapy in Type 2 Diabetes and CKD Study from 466 primary care practices across the United States from June 2011 to February 2012.

1. Szczech LA, et al. PLoS One. 2014;9:€110535. 2. Christofides EA, Desai N. J Prim Care Community Health. 2021;12:21501327211003683. 3. Nicholas SB, et al. Adv Ther. 2023;40(1):1-18. 4. Alfego D,
et al. Diabetes Care. 2021;44(9):2025-2032.
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Ma va ektynOei n vedpikn Asttoupyio Tou atopov pe A xpetalovron :

» H kpeatwivn alpatoc . Ano autiv ektipdral n kabapon kpeativivng pe to CKD-EP1 2021 eGFR.
+ O Aoyoc aABoupivng/kpeativivng oe mg/g o tuxaio Selypa olpwv.

Equation 2021 CKD-EPI Creatinine

2021 CKD-EPI Creatinine-Cystatin C
2009 CKD-EPI Creatinine
2012 CKD-EPI Cystatin C

2012 CKD-EPI Creatinine-Cystatin C

o Female “

Age
62 years

Serum creatinine
1.55 mg/dL &

50 ml/min/1.73 m* Stage Illa

Estimated GFR by 2021 CKD-EPI Creatinine CKD stage by CKD-EPI Creatinine

Copy Results @ Next Steps »
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NepBaiiov HAIKA

ZIroixeia NapangpunTmikod

* Tonog Mapaneprmios TYAIKO @

i : EEeTaaeis BIoAoyIK@Y YAk 1 (BlomaBo Aipatok A H H H H ) A H
* Katnyopia Eferdoewy  EEeTdaeg Biohoyikiv Yhwdv 1 (BlomaBohoyiag) (Auatohoy B onoq (!)\ﬁOUlJ.lVI]C/KPEGTlVlVI]C O€ tUXGlO 88lvua oupwv (Ka't(! T!pOTll.ll]O’l]
* Amohoyia Naponepnmikol | EAEyXog aTdpou pe ZA Y
P npwwvo) mg/g
%
NepinTéosi; Mndevikilg FUMUETOXAG 2]
Kwdikdg ICD-10  Aidyvaaor
Ei1 m r;:zﬂ;]?uwciwbuw oaKYapOBNG BABATNS 17y 0mr ouoyerion @ diaypogi
AvaZfjyrnon EEeTdoewv
AEEEIG - KAeiBid | olpav Mévo Mpoknnmikég EEETa0EIG Avafyrnan
Enoyi) Ohav i
Opdba EEETaong AR EEtTaon MEEEIC-KAEBIA EEttaong Moodtnra MpoAnnmikr
OIUATTIIINGZ e AT TSN £SO = o
BIOXHMIKEZ 76 NATPIO OYPQN 24QP0Y 3 0
BIOXHMIKEZ 77 MIKPOAEYKQMATINH OYPQN 5 1
BIOXHMIKEZ 78 MATNHZIO OYPON 3 0
BIOXHMIKEZ 80 AEYKQMA OYPQN 24QPOY 3 0
BIOXHMIKEZ 81 OAIKH NPQTEINH OYPQN 3 0
BIOXHMIKEZ 82 XAAKOZ OYPON (Cu) 15 0
BIOXHMIKEZ 83 Ca OYPON 3 0
BIOXHMIKES 91 Apuhdon olpav 2.26 0
BIOXHMIKEZ 95 Kpearwvivn olpwv (CREAT) 4.05 1
MpoaBikn | EmioTpogn
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+ Xpovia vedpiki vococ (CKD).

AOULKEG 1] AELTOUPYIKEC AVWHOALEC TWV VEDPWY SLAPKELAG >3 VWV, TIOU

ekbnAwvovrtal eite pe:

1. GFR <60 ml/min/1.73 m?, pe f xwpig vedppk BAGBN.

2. Nedpkn BAAPN (avegaptnta tou GFR) emiBeBatlwpévn eite pe

> lotoAoyikég BAAPEG ite pe

Asikteg vedpkig BAAPNG (amewkovion, ilnua ovpwv )

KDIGO 2012

Glomerular filtration rate

Categories, description and ranges (ml/min/1,73 m?)

Albuminuria

Categories, description and ranges

G1 Normal or increased >90
G2 Milddly decreased 60-89
G3a Milddly to moderately decreased 45-59
G3b Moderately to severely decreased 30-44
G4 Severely decreased 15-29
G5

Renal failure

<15

A1 A2 A3
Normal Moderately Severely
to milddly increased increased
increased
< 30 mg/g? 30-300 mg/g® > 300 ma/g®
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KINAYNOL EZEEAIZHL XNN, LYXNOTHTA ENIZKEWEQN, NAPAMNOMITH XE
NE®PPOAOIO

Albuminuria categories
Description and range

severely decreased 30-44

2

G4 Severely decreased 15-29 -

a5 Kidney failure 15 Treat and refer Treat and refer | Treat and refer
4+ 4+ 4+

- Low risk (if no other markers of kidney disease, no CKD) High risk

A1 A2 A3
CKD is classified based on: Normal to mildly Moderately Severely
« Cause (C) increased increased increased
* GFR (G
. AIbuminL(lri; (A) <30 mg/g 30-299 mg/g =300 mg/g
<3 mg/mmol 3-29 mg/mmol >30 mg/mmol
G1 Normal or high =90 - Tr:)al Treal a|31d refer
E Treat Treat and refer
ﬁ_ ° G2 Mildly decreased 60-89
€ = Mildly to
% g G3a moderately decreased =5
~c
0 o
= Moderately to
£E a3 ,
22
Lo
S0
1
[TH
[T]

Moderately increased risk .l Very high risk

The numbers in the boxes are a guide fo the frequency of screening or monitoring (number of times per year). Green reflects no evidence of CKD by eGFR or albuminuria, with
screening indicated once per year. For monitoring of prevalent CKD, suggested monitoring varies from once per year (yellow) to four times or more per year (i.e., every 1-3 mo ,
[deep red]) according to risks of CKD progression and CKD complications. These are general parameters only, based on expert opinion, and underlying comorbid conditions o[
disease state must be taken into account, as well as the likelihood of impacting a change in management for any individual patient. CKD, chronic kidney disease; GFR, glome
filtration rate.

lan H de Boer et al. Diabetes Care. 2022 Oct 3;dci220027. doi: 10.2337/dci22-0027. Online ahead of print.
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Etmritrtwon XNN o€ aropa pe A otnv EAAAAA

AINOTEAEZMATA- 1905 aoBeveig

ACR

GFR (ml/min/1.73m2)

Al: ducloloyikr 1 AL
auénpevn (<30 mg/g)

A2: METpLlo auEnUEVn
(30-300mg/g)

A3: ZoBapd aufnpevn

(>300 mg/g)

53.5%= KO

G1: Quaolohoywkn n uPpnAn (>=90)

22.5%

9.4%

1.2%

G2: Hmia pelwpévn (60-89)

30.9%

13.1%

G3a: Hma €wg pPETpLa Pelwpévn (45-59)

4.6%

44)

G3b: Mtpla éwg ooPapa petwpévn (30-

G4: JoBapd pewwpévn (15-29)

G5: Nedptki avendapkela (<15)

REDIT-2-DIAG study
OKEKEKREKEEEGEESESSSSSSSSSSSSSGSSSSSSSSSES

1.5%

4.5%

2.2%

22.5%= MiKpOoAgUKWHOTLVOUPLA
povo.

3.5% = MakpoAgUKwUATIVOUPLa
povo.

6.5% : eGFR <60 ml/min povo
7% : eGFR <60 + Mwkpo-

7% : eGFR <60 + Makpo-
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H MEIQMENH eGFR KAI H AY=ZHMENH AMNEKKPIZH AEYKQMATINHZ ZYNAEONTAI ME AY=HMENO KINAYNO
NEDPIKQN ENEIZOAION KAl KA GANATON.

Neppikd eTeloodia ¥

KA Odvarog

25 =
~~
nd
z o] T 207
5 o
5 % 15 «
= >
@© 3 - ()] 10 =
2 >
> 2° 2 5 eGFR <60
O 1 eGFR <60 o
- Z 04 eGFR 60-89
o 0 - eGFR 60-89 - v
e P
f") eGFR 290 Baseline X (severely A2 Baseline
o A3 (severely increased) eGFRT %) increased) (moderately Al (normal eGFRt
A2 (moderately increased) 0_: increased)  to mildly
Al (normal to mildly increased) increased)
Baseline UACR Baseline UACR

*Average time to follow-up for risk assessment was 4.3 years; TeGFR in mL/min/1.73 m?; *A kidney event was defined as death as a result of kidney disease, requirement for dialysis or transplantation, or doubling of
serum creatinine to >2.26 mg/dL. HR, hazard ratio. Figure used with permission of The American Society of Nephrology, from “Albuminuria and Kidney Function Independently Predict Cardiovascular and Renal
Outcomes in Diabetes”, Ninomiya T, et al, on behalf of the ADVANCE Collaborative Group, Journal of the American Society of Nephrology, vol 20, pages 1813-1821, copyright 2009; permission conveyed through
Copyright Clearance Center, Inc.

Ninomiya T et al. J Am Soc Nephrol 2009;20:1813
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MPOXTAXIA AMNO KA ETEIZOAIA KAl EZEAI=H THZ NEOPIKHX BAABHZ

— N\ N N

KaAn puBuion
Aptnplaxkng
nieonc.

SGLT2 AMEA,

, Pivepevovn
AvoctoAeig AllA

2Q>TH AIATPOOH, AZKH>H, PYOMIZH XOAHZTEPOAHZ, OXI KATINIZMA
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To aoteA€opata Tov acOevouc oG

- HbAlc 6.6% » Metdoppivn 850mg x2, yAudAolivn 10 mg%
« LDL: 74 mg% - AtopBaoctativn 20 mg 40 mg

« @GFR 50 ml/min

= ACR: 82 mg/g dvepevédvn 10 mg

- AN :132/82 mmHg * IpBecaptavn / apAodirtivn

» KaAwo : 4.7 mEq/I

» XNN : G3aA2
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Entionpec odnyiec (SPC dvepevavn).

ITAPAPTHMA 1

TMEPIAHYH TON XAPAKTHPIZTIKOQN TOY MTPOIONTOX

4.1 OsgpomevTiKEC evoeiEels

To Kerendia evdeikvotot Yio T1) Oepumeia TG YPOVIOS VEOPIKIC VOGO (LIE AEVK®LLOTIVOLPIN) TOV

oyetiletar te 610fNTn TOMOL 2 GE EVIAIKEC.

[0 T0 OMOTEAEGOTO TOV HEAETMOV OGOV 0QOPU GE VEQPIKA KU1 KUPAUYYEWWKA cupfavta, PA.
Topaypu@o S.1.




O aoBevi¢ pag .

« Exet XNN otaduo llla pe Aeukwpativouplia.
« Mmopet va AdBel pvepevovn.

IMivaxog 1: 'Evoapén g Oepaneiog pe pvepevovn Kot GuVIGTMLEVT ddoM

OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

¢GFR (mL/min/1,73 m?)

Adon évapdng (pio @opd
TNV Npépae)

> 60 20 me
> 25 émc < 60
<25 Agv cuviotatol

« Oyt évapén pe kaAto >5 mEq/L. Evapén o kaAlo <4.8 mEq/L. Arto 4.8 o€ 5, Evapén

e 10 mg kat EéAgyxo kaAiou o€ 4 eBdouadseg.




2Tov aoBevi po.
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« Evapén dwepevovne 10 mg kabe mpwi Kol emaveEAEYXOC o€ Eval prva KaAlou.

ITivakaeg 2: Zvvéyon g Be

pameiog e PIvEPEVOVN Kol TPOGOPLOYY| TNG 606G

Tpé&yovoa d0661 Ervepevovng (nio @opa v Muépa)

Na e€etaotel n enavévapén ota
10 mg pio opd v nuépa Otav

70 KGA10 0pov givar < 5,0 mmol/L.

10 mg 20 mg
Tpéyov <48 AvEnon og 20 mg pvepevovng Awmpnon 20 mg pio gopd v
KGAw0 pia @opd tnv nuépa® nuépa
opov > 4,8 £mg 5,5 | Atetpnon 10 mg pia popd v Awmpnon 20 mg pio opd v
(mmol/L) nueEpa nueEp
> 5,5 No otapatnost n evepevov. No GTapat)oEL 1) PIVEPEVOVT).

Enravévapén ota 10 mg pio popd
™V NUEPO OTUV TO KAALO 0pov gival
< 5,0 mmol/L.

* damnpnon 10 mg pia gopd v nuépa, £dv o eGFR £yel peimbei > 30% oe ocvykplon Le TV Tponyoduevn
Hetpnon
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ZUVEXELQ 0ONYLWV

Negpixn dvalerrovpyio.

‘Evapén g Oepomeiog

Te oo0eveig ue eGFR < 25 mL/min/1,73 m?, 1) Ogpancio e prvepevown dev mpémet va, Eekivioer Adym
TEPLOPIOUEVOV KAMVIKAOV dedopévev (BA. mapaypdpovg 4.4 ko 5.2).

Yovéyromn g Oepameiog

Y& acBeveic pe eGFR > 15 mL/min/1,73 m?, n Ogpansio. e grvepevovn pmopei va cuveyiotel pe
TPOCUpPUOYN TNG 000oM¢ e Paom To kdAlo opov. O eGFR wpémet va uetpn0ei 4 efdopddeg petd tnv
évapén vy va kaboprotei eav 1 d6om Evapéng umopei va avEnbel 6T cuVIGTOUEV NUEPTOLO dOOT
tov 20 mg (BA. «Aocoroyioy, «Xvvéyion g Bepanciocy kot mivaka 2).

A6 oTOLOTOG XpNoN

Ta. diokia pmopovv vo AapBdvoval pe éva ToThnpt vepd iat pe 1 xopic Tpoen (PA. mapdypago 5.2).
Ta diokia dev TPEMEL va AapavovTal Le YKPEMPPoUT 1 YLLO Ykpémepout (BA. mapdypago 4.5).

BOpopuotionog Tty diokiev

T'o acBeveic o1 omoiot dsv dvvavTol va katamodv ohdkAnpa diokia, ta diokia Kerendia pmopovv va
OpopuaTicTobyY Ko Vo avoue 0oty pe vepo 1 LOAAKES TPOPES, OTTMG TOVPEG UNAOV, AUECMS TTPLV TNV
a6 otopoTog ¥prion (PA. mopdypapo 5.2).




Aoon kau tithomnoinon d6on¢

OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

[ Finerenone dosing at baseline

)

[ Serum [K*] monitoring

eGFR

(mUmin/1.73 m?)

10 mg

20 mg
od

od

¢

Screening [<25—60] [ >60 ] |

y

(" Check for serum 1, B
1 month after the
- initial treatment onset

- increase in daily dose (10 mg to 20 mg) or

due to rise in serum [K+] to >5.5 mmol/L,

At month 4 : When serum [K*] <5.5 mmol/L on a
fixed-dose finerenon

-

A

- onset of treatment following temporary withdrawal

/

Dose adjustment according to serum [K*] levels (mmol/L)

First
sample

Second and
following samples

<4.8 mmol/L

>5.5 mmol/L

_L> IF the dose is 20 'mg, no change

" _Ifthe dose is 10 mg, increase to 20 mg

— Withdraw finerenone and recheck within 72 hours

>5.0 mmol/L
<5.0 mmol/L

== Continue withdrawal and monitor serum potassium

=P Resume the treatment at a 10 mg dose




OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

Moieg peleteg tng dvepevovnc adpopolv otov aoBevr oG KOt TL TOU
UTTOOXOVTOLL;

F e ——
Diabetic pU—— T
Kidney
Disease
The Future
Is Now
By Edgar V. Lerma and Michelle G.A. Lim Glﬂg::i/;ekga;ed: G:Z‘:If\:at::sid
Visual Abstracts by Michelle G.A. Lim Maximum SGLT2i

Tolerated Dose
S ) Ae———
———— ———
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FIDELIO-DKD

Figure 1. FIDELIO-DKD

Does finerenone improve outcomes in CKD with type 2 diabetes?

¢ eGFR 25 to <75
c &  (mL/min/1.73m?)
O L uACR300to 5000
E (mg/g)
h—
S ¢ eGFR 25 to <60
*r'u' ¢ (mL/min/1.73 m2)
&5 [ uACR30to <300
(V) " (mg/g)

&® Diabetic retinopathy

e

Y /. Key secondary Safety
A 2 ) composite outcome R — ey
7 Cardiovascular
oA [ &% death
e ." Nonfatal Ml and
Sy stroke A : i 1
jgl Discontinuation of trial

Hospitalization regimen due to
a_2 for heart failure hyperkalemia

REFERENCE

HR 0.86
(0.75 to 0.99)

al. Effect of finerenone on chro-v;ic‘k!‘
nglJ Med 2020; 383:2219-2229. doi: 10.




FIGARO-DKD

# eGFR 25t0 90
¢ (mL/min/1.73 m?)

 Stage 2-4 CKD

gl uACR 30 to <300
»(mglg)

¢ eGFR 260

¢  (mL/min/1.73 m?)
 Stage 1-2CKD

Stratification

- | UACR 30 to 5000
* (mglg)
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in type 2 diabetes and CKD?
[— 2
- TS

wr, Kidney failure
9

Sustained decrease
of 240% in eGFR

Discontinuation of trial
regimen due to

hyperkalemia

Death from renal
s Ccauses

0.4%

395/3666

Hazard Ratio

0.87

0.76 to 1.01

9.5%

350/3686

-
tigators. Cardiovascular events with finerenone in
ibetes. N EnglJ Med [published online ahead of print

3 ewhatsthegfr




OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

FIDELITY : Mot peydAn mpoka@opLopévn avaAuon Twv SE60HEVWV
tn¢ FIDELIO-DKD! kou tn¢ FIGARO-DKD?

' ‘ 48 countries

Key eligibility criteria

v T2

G
v CKD (n7I|:/§
@ On single RASI '3nnlqz§
W) Serum [K'] <4.8 mmol/l

® Symptomatic HFrEF

*10 mg if screening eGFR 25-<60 ml/min/1.73 m2; 20 mg if =60 ml/min/1.73 m2, up-titration encouraged from month 1 if serum [K*] <4.8 mEq/l and eGFR stable; #kidney failure defined
as either ESKD (initiation of chronic dialysis for >90 days or kidney transplant) or sustained decrease in eGFR <15 ml/min/1.73 m?
CKD, chronic kidney disease; CV, cardiovascular; eGFR, estimated glomerular filtration rate; ESKD, end-stage kidney disease; GFR, glomerular filtration rate; HHF, hospitalisation for heart
failure; HFrEF, heart failure with reduced ejection fraction; [K*], potassium concentration; MI, myocardial infarction; od, once daily; RASI, renin-angiotensin system inhibitor; T2D, type 2
diabetes; UACR, urine albumin-to-creatinine ratio
1. Bakris GB, et al. N Engl J Med 2020;383:2219-2229; 2. Pitt B et al. N Engl J Med 2021;doi:10.1056/NEJMoa2110956

13,171 patients randomised

Finerenone 10 or 20 mg od*

Placebo

UACR (mg/g)

Key outcomes

CV composite M

Time to CV death, non-fatal Ml,
non-fatal stroke, or HHF

57% eGFR kidney composite

Time to kidney failure,” sustained
>57% decrease in eGFR from

- baseline, or renal death

3 years’ median follow-up ;

FIDELITY




OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

XOapOaKTNELOTKA TV aloBeVWV otV Evapén TnG MEAETNG

Age, years 65 CV medications
RASI 13,003 (100)
Male, % 7 . ’

7 0 Statins 9399 (72)
Duration of T2D, years 154 Beta-blockers 6504 (50)
HbALC, % 77 Cglmu.m antagonists 7358 (57)

Diuretics 6710 (52)
SBP/DBP, mmHg 13776 Glucose-lowering therapies 12,720
History of CV disease, n (%) 5935 (46) Metformin (98) 7557 (58)

. Insulin 7630 (59)
History of HF, % 1007 (7.7

SToty o Al 7 (7.7) GLP-1RAS 944 (7.2)
Serum [K*], mmol/l 4.4 SGLT-2is 877 (6.7)

CV, cardiovascular; DBP, diastolic blood pressure; GLP-1RA, glucagon-like peptide-1 receptor agonist; HbA1c, glycated haemoglobin; HF, heart failure; [K*] , potassium concentration;
RASI, renin—angiotensin system inhibitor; SBP, systolic blood pressure; SGLT-2i, sodium-glucose co-transporter-2 inhibitor; T2D, type 2 diabetes
Agarwal R, et al. Eur Heart J 2021; doi:10.1093/eurheartj/ehab777 @ FI DELITY
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40% twv a.oBevwv eixav XNN pe oABoupuvoupia Kai
duololoyikr veppikn Asttovpyia (eGFR 260 ml/min/1.73 m?)
Baseline eGFR (ml/min/1.73 m2) Baseline UACR (mg/g)*

[ I
<30: 2%

Median Sedmaak
UACR 31%

515

*Data were missing for 3 patients
CKD, chronic kidney disease; eGFR, estimated glomerular filtration rate; GFR, glomerular filtration rate; KDIGO, Kidney Disease Improving Global Outcomes; UACR, urine albumin-to- @
creatinine ratio
Agarwal R, et al. Eur Heart J 2021; doi:10.1093/eurheartj/ehab777 \G_W

FIDELITY




OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

MeA€teg dvepevovng : FIDELITY

FIDELIO-DKD FIGARO-DKD
[09 proprascaisls vt by @ m&m.mr
m Patients Mainly Stage 3-4 CKD J Mainly Stage 1-2 CKD

Primary ‘,/ l 18% decrease in CKD progression /r l 13% decrease in CV mortality
\ (HR 0.82; 95% CI 0.73-0.93) ) and morbidity
@ (HR 0.87; %95 Cl 0.76-0.98)

outcome

L | %14 decrease in CV mortality and // & || %13 decrease in CKD progression
e Secondary ¢ morbidity (HR 0.87; %95 C1 0.76-1.01)
outcome Q@ (HR 0.886; 95% Cl 0.75-0.99) (not significant)

A Safety Favorable safety profile: small and manageable hyperkalemia risk with minimal clinical effect

ONFIDELITY FIDELIO-DKD plus FIGARO-DKD T2D patients with

@ S

€

moderate-to-severe good glycemic and blood on maximum tolerated
labeled doses of ACEi or
RB

Stage 14 CKD
albuminuria pressure control

Finerenon enabled y

14% reduction 23% reduction in

in the CV morbidity and ] CKD progression

mortality risk e p (HR 0.77; %95 Cl 0.67-0.88)
(HR 0.86; %95 Cl 0.78-0.95)

Finerenone is an effective treatment option in T2D patients with stage 1-4 CKD for renal and CV protection




OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

FIDELIO — DKD : 29 agBeveic mpenel va BeparmevBouv yra 36 LAVEG TIPOKEYLEVOU VoL
anodevxdei 1 vedpwko enesoodio.

0.82 (0.73-0.93) ~3.4% (6.2 to —0.6) 29 (16-166)

» Hazard ratio = 0.82 - equivalent to an 18% relative risk reduction
« Absolute risk reduction = 3.4% at 36 months
* NNT to prevent one primary outcome event was 29 at 36 months

ARR, absolute risk reduction; Cl, confidence interval; HR, hazard ratio; NNT, number needed to treat
Bakris GL, et al. N Engl J Med 2020. doi: 10.1056/NEJM0a2025845
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FIDELIO — DKD : 42 a.o9¢eveic npénel va OspoarteuBouv yia 36 LAVEC
TUPOKELUEVOU va artodeuxOei 1 kapdlayyelako enelcodio.

0.86 (0.75-0.99) —2.4% (~4.5 t0-0.3) 42 (22 to 397)

A

1

0

« Hazard ratio = 0.86 - equivalent to a 14% relative risk reduction
« Absolute risk reduction = 2.4% at 36 months

* NNT to prevent one key secondary outcome
event was 42 at 36 months

ARR, absolute risk reduction; Cl, confidence interval; CV, cardiovascular; HR, hazard ratio; NNT, number needed to treat
Bakris GL, et al. N Engl J Med 2020. doi: 10.1056/NEJM0a2025845
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Motog eiva 0 TANOUGHOC TV HEAETWV.

Persistent albuminuria

Normal to @Moderately ® Severely
mildly increased increased increased
GFR (mL/min/1.73m?) <30 mg/g 30-300 mg/g >300 mg/g
G1 Normal or high 290 +» UACR 230-<300 mg/g and eGFR 225-s90 ml/min/1.73 m?*
FIGARO-DKD + UACR 2300-<5000 mg/g) and eGFR 260 ml/min/1.73 m?

G2 Mild decrease 60-89

+ UACR 230-<300 mg/g and eGFR 225-<60 ml/min/1.73 m?
FIDELIO-DKD and history of diabetic retinopathy?$
+ UACR 2300-s5000 mg/g and eGFR 225-<75 ml/min/1.73 m?!

G3a Mild-moderate decrease 45.59

G3b Moderate-severe decrease | 30-44

G4 Severe decrease 15-29

G5 Kidney failure <15




OMNIOTIKA TTpOCEyyion Tou dIapnTIKoU aoBevoug

FIDELITY avaAuon
Outcome Finerenone (n =6519) Placebo (n = 6507) Hazard ratio Pvalue*
(95% Cl)
Numberof  Number of Numberof  Number of
patients patients with patients patients with
with event  event per 100 with event  event per 100
(%) patient-years (%) patient-years
Composite cardiovascular outcome® 825(12.7) 434 939 (14.4) 5.01 —@— 0.86 (0.78-0.95) 0.0018
Death from cardiovascular causes 322 (4.9) 161 364 (5.6) 1.84 —@— 0.88(0.76-1.02) 0.092
Nonfatal myocardial infarction 173(2.7) 0.88 189(2.9) 0.97 Ot 0.91(0.74-1.12) 0.36
Nonfatal stroke 198 (3.0) 1.01 198(3.0) 1.02 L Q i 0.99 (0.82-1.21) 0.95
Hospitalization for heart failure 256(3.9) 131 325(5.0) 1.68 —@— 0.78 (0.66-0.92) 0.0030
eGFR 257% composite kidney outcome* 360 (5.5) 1.96 465 (7.1) 2.55 —0— 0.77 (0.67-0.88) 0.0002
Kidney failure 254 (3.9) 1.38 297 (4.6) 1.62 —0— 0.84 (0.71-0.99) 0.039
End-stage kidney disease? 151(2.3) 0.76 188(2.9) 0.96 —O— 0.80 (0.64-0.99) 0.040°
Sustained decrease in eGFR to <15 ml/min/1.73 m? 195 (3.0) 1.06 237 (3.6) 1.29 —@— 0.81(0.67-0.98) 0.026°
Sustained =57% decrease in eGFR from baseline 257 (3.9) 1.40 361 (5.5) 4.03 —@— 0.70(0.60-0.83) <0.0001
Renal death 2 (<0.1) 0.01 4(<0.1) 0.02 0.53 (0.10-2.91) 0.46°
eGFR =40% composite kidney outcome' 854(13.1) 481 995(153)  5.64 —@— 0.85(0.77-0.93) 0.0004
Sustained >40% decrease in eGFR from baseline 817 (12.5) 4.60 962 (14.8) 5.45 —@— 0.84(0.76-0.92) 0.0002
Death from any cause 552 (8.5) 276 614(9.4) 3.10 —Q0— 0.89 (0.79->1.009) 0.051¢
Hospitalization for any cause 2836 (43.5) 19.04 2926 (45.0) 19.91 Ol 0.96 (0.91-1.01) 0.087¢
f 1
0.5 1.0 20
Favors finerenone Favors placebo
Eur Heart J. 2022;43:474-484



OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

FIDELIO-DKD kat FIGARO-DKD : Ztpatnykn yio To KOALo.

From month 1, serum potassium levels* guided study drug dosing and temporary treatment interruptions

Start Treat with finerenone” Temporarily stop
finerenone finerenone

Serum [K*] Serum [K*]

- <5.5 mmol/l >5.5 mmol/l

eGFR <60 eGFR =60

mimin/1.73m2 H mi/min/A 73 m? Restart treatment with 10 mg od dose
when serum [K*] <5.0 mmol/I*

Serum [K*] <5.0 mmol/I

*Serum [K*] levels were assessed by local laboratories at every study visit; #after starting finerenone, serum [K*] levels determined finerenone dosing — <4.8 mmol/l = 20 mg od, >4.8—
<5.5, maintain dose (10 mg od or 20 mg od); *re-check serum [K*] within 72 hours of sample with serum [K*] >5.5 mmol/l

eGFR, estimated glomerular filtration rate; [K*], potassium concentration @ FI DELITY

Bakris GL, et al. N Engl J Med 2020;383:2219-2229 \C9D/]




OMNioTIKA TTPpoCE€yyion Tou diaBNTIKOU aoBevoug pe vepikh OuCAeIToupyia

2° Meplotatiko

AcBeviig pe ZA kat XNN- Nnwpyog 62 stwv

» AcBevn¢ pe 2A T2 amno 8 tiac.
» Aappavel aywyn pe petdoppivn 850 mgx2, kat
televtaia HbAlc 6.7 %.

+ Aappavel atopPBactativn 20 mg kat £xel LDL 80
mg%.

« AapBavet yia Al pBecaptavn 300mg Kot
apAodormivn 5mg. H nieon tou avadepetal
<135/85.

+ 0 aoBevnc Intd tnAedwvika va ypadtouv
€€ETAOELG QUAQ TIPOKELMEVOU VA TIPOYPOUUATIOTEL
VEQ CUVAVTNON UOG.

Molieg e¢eTaoelg Ba ypAWeTE

> HbAlc, Zdkyapo.

> Kpeatwvivn, Ouptko ofV. eGFR 48 ml/min

> XoAnotepoAn, TpyAukepidia, HDL, LDL
> SGPT, SGOT, yGT

> levikn aipotog

> KaAwo. 4.5%

MikpoaABouuivn ovpwv, Kpeativivn obpwyv 155
ml/min




OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

Atopo pe 2At2 kot XNN.

+ OQa pooteBouv pali n dtadoyika n yAupAolivn ko n pvepevovn;

» AEV UTIAPXOUV «EVVLALECY» CUOTAOCELC.

» H ¢pvepevovn oto dpuAo 0dnyLwv dev avadEpel OTL xopnyeital LETA 1} TTPO N AVTL yLa
YALpAoZivn.

> Tot ATOMOL TTOU CUMHETELXOV OTIC LEAETEC eAABavay povo pappaka tou afova PAA
oTNV UEYLoTN aveKTH H00n.

« Tot Atopa TWV peAeTwY TIov eAdpfavav nén yAtpAolivn ntav Aiya. Ano tnv
urtoavaAvon opdadwv dev dpaivetal maviwe dtadopa.




OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

Mewvel to UACR ko o€ atopo rtov Aapdavouv SGLT2.

UACR reduction (compared to placebo) u‘\ ISN
O\ L

Baseline G,,..n

1 *Compared to those not treated with SGLT-2i
816 mgllg Baseline Gmean ii use characteristics at baseline*
: 630 mg/g r eGFR ‘ wi Lower UACR
I |
|

o ) placebo)
32 / 0 i Compared to
I 25 0/o - placebo, the kidney

and CV benefits
of Finerenone
25% *; were consistent

% irrespective of
2 SGLT2i use

Patients on
T-2i v SGLT-2i had fewer
hyperkalemia events
CV, cardiovascular; Gw,,v geometric mean

- . d with fi in patients with
With SGLT-2i et bassline and bensfis on kkiney and

N — 2 59 stent irrespective of SGLT-2i use.




Ou06nyiec tou KDIGO 2024

5

J®s

Other glucose-lowering
drugs if needed to
achieve individualized
glycemic target

Kidney International (2024) 105 (Suppl 4S), S117-S314

OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

@;

Lifestyle
Healthy diet Physical activity Smoking cessation Wei
SGLT2i Metformin RAS inhibitor at maximum

First-line (Initiate eGFR =20; (if eGFR =30) tolerated dose (if HTN*)
drug therapy continue until dialysis ﬁ Q‘

or transplag @ % " @
Regular reassessment
of glycemia, albuminuria,
BP, CVD risk, and lipids 1

. GLP-1RAifneededto  Nonsteroidal M'/Wif Dihydropyridine CCB
Additional achieve individualized 220md/g and/or diuretic* if
risk-based lycemic target =3 mg/mmol} needed to achieve
thera g Ig and normal potassium elas il
Py % e Q individualized
BP target

B Qe

Steroidal MRA if
needed for resistant
hypertension
if eGFR =45

N

Recommendation 3.8.1: We suggest a nonsteroidal
mineralocorticoid receptor antagonist with proven
kidney or cardiovascular benefit for adults with T2D,
an eGFR >25 ml/min per 1.73 m?2, normal serum
potassium concentration, and albuminuria (>30 mg/
g [>3 mg/mmol]) despite maximum tolerated dose
of RAS inhibitor (RASi) (2A).

Practice Point 3.8.1: Nonsteroidal MRA are most
appropriate for adults with T2D who are at high risk of
CKD progression and cardiovascular events, as
demonstrated by persistent albuminuria despite other
standard-of-care therapies.

Practice Point 3.8.2: A nonsteroidal MRA may be added
to a RASi and an SGLT2i for treatment of T2D and CKD
in adults.

Practice Point 3.8.3: To mitigate risk of hyper-
kalemia, select people with consistently normal serum
potassium concentration and monitor serum potassium
regularly after initiation of a nonsteroidal MRA
(Figure 26).

Practice Point 3.8.4: The choice of a nonsteroidal MRA
should prioritize agents with documented kidney or
cardiovascular benefits.

Practice Point 3.8.5: A steroidal MRA may be used for
treatment of heart failure, hyperaldosteronism, or re-
fractory hypertension, but may cause hyperkalemia or a
reversible decline in glomerular filtration, particularly
among people with a low GFR.




OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

TuA£ve oL 06nyiec yLa tov cuvduaouo

Beneficial effects of finerenone were similar (no significant

heterogeneity) among participants who were also treated with SGLT2i

or GLP-1 RA at baseline, and there is potentially a lower risk of

hyperkalemia when finerenone is combined with an SGLT2i.

This suggests that agents could be combined, but randomized studies
have not explicitly tested whether the benefits of these different agents

are additive.

Kidney International (2024) 105 (Suppl 4S), S117-S314
OKEKEKREKEEEGEESESSSSSSSSSSSSSGSSSSSSSSSES



OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

Asdopéva o novtikia : H cuyxopriynon $vepevovng kait SGLT2i rapdyet
UNEPAOPOLOTLKO QTTOTEAECHLOL.

C Acute experiments (n=6-10/group) )

Vehicle p.o.

Efficacious natriuresis can
be an early trigger for
beneficial effects on

Ras N 7 owosalt diet downstream signalling
72 h)—-RAAS cascades, including inhibition
“ ( > ! BRall Finerenone 1 mg/kg p.o. 9
(250-500

of ROS generation and
Combination of SGLT-2i 3 mg/kg + finerenone 1 mg/kg inflammation in the heart
Urinary parameters

: : and the kidneys
after 24 h: Volume, glucose, potassium, sodium

Finerenone + canagliflozin Finerenone + empagliflozin Finerenone + dapagliflozin
= 12, = 12 e = 1.21
g 5 (\Il 5 sk g 5 |—::|
& 107 & 1.01 —171.4% 4 1.07 =
= 0 — s O f = 0 o
5 e 5} (vs sum o o «133.9%
£ 0.71 139.6% g 0.71 monotherapies £ 0.7 (vs sum of
£ > (vs sur;n of +§’ 5 -100%) E 5 monotherap
g O'g- monotherapies 2 O'g- g 0'8 -100%)
-100%
2 0.25 - g g 0.251 2 0.257
= £ _'_ c
5 00 . . 5 00 5 0.0
0 \Y Cana Fine Combi 0 \Y Empa Fine Combi 0 \ Dapa Fine Combi
***p<0.005

Kolkhof P, et al. ESC 2023; Poster 80602
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2uvbuoaopoc pe epmoayAtdpAolivn- CONFIDENCE

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 empaglifiozin (SGLT2i} can reduce kidney and dual therapy with finerenone and empaglifiozin is

cardiovascular events in people with CKD and T2D. superior to either agent alone in reducing albuminunia,
Participants Treatment arms

Primary outcomes

s * BO7 participants " : . Relative change in @ %
S F + E alifloz
« 125 centres : m AN :i\eztinongi \ rn][‘)n”} | ov n UACR hom baw“ne
= S PR, {10 or 20 mg od) 10 d)

m 269 to 180 days in
* 2 18 years

/ * 12D, CKD stage 2-3 m,, ':'::' = m‘ Finerenone + Placebo ‘rj Dual therapy

« UACR 2300 10 110 or 20 mg od]

269 v
< 5000 mg/g m D Finerenone
x m Empaglifiozin  + Placebo
*TID y ! mey % Dual thera
x * Serum K" > 4.8 mmol /L 269 t’\' PY

Vs,
* Treotment with

[ - .
X &~ Empoglifiozin
SGLT1/2i or MRA 0 Treatmant period [days) 180 Y

Conchision Should an additive effect be shown, early and efficient intervention with dual finerenone and SGLT2i
therapy could slow disease progression and provide long-term benefits for people with CKD and T2D.

enA Green, J. et al. NDT (2022)
' I l LT — @NDTSocial
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H cuyvotnta tnc unepkoAtaupiog o atopo pe ZA kot XNN

Diabetes
Hyperkalemia

eGFR A1 A2 A3

>90 1.8% (0.5, 5.5) 3.6% (1.1, 10.5) 1.0% (0.3, 3.0)
75-89 2.8% (0.8, 8.3) 4.0% (1.2,11.6) 4.6% (1.4,13.0)
60-74 3.9%(1.2,11.2) 5.0% (1.5, 14.2) 6.6% (1.8, 17.4)
45-59 8.8% (2.7, 23.3) 9.9% (3.1, 25.5) 11.4% (3.6, 28.8)
30-44 12.8% (4.1, 31.5) 18.7% (6.3, 41.9) 87.5% (67.1, 95.6)
15-29 24.7% (8.8, 50.8) 31.5% (11.9,59.1) 34.4% (13.3,62.2)
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ADA 2024 Guidelines Recommend Reducing Very High Albuminuria Levels to
Slow CKD Progression

TREATMENT RECOMMENDATION 11.6 (Level of Evidence: C)

In people with CKD who have (y
=300 mg/g urinary albumin, 0
areduction of 30% or greater

in mg/g urinary albumin is

recommended to slow CKD

progression

ADA, American Diabetes Association; CKD, chronic kidney disease.
Diabetes Care. 2024;47(Suppl 1):S219-S230
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The ADA recommends a multifactorial approach to reduce the risk of diabetes
complications!
Recommended agents with
cardiovascular and kidney benefits
REDUCTION IN DIABETES COMPLICATIONS include:
@ @ @ @ @ @ @ @ Finerenone
N ﬂ N N ﬂ N N ﬂ N N ﬂ N SGLT-2is2 (nonsteroidal
. Blood - Aggnts with MRA)2
management | | Pressre || anagemenc | [and ey CKD and
benefit* In patients with an albuminuria are at
eGFR 220 increased risk for
ml/min/1.73 m? and cardiovascular
jUUUL JUUUL JUUUL jUUUL UACR 2200 mg/g events and CKD |
E ] C progression ‘
r|_|—r|J LIFESTYLE MODIFICATION AND DIABETES EDUGATIONLLH_Q /
*Risk reduction interventions to be applied as individually appropriate American
l}feArkneri(f:ant Diabttetes A;soci;ti(?n PrF()Jrf)les(sjionaI gragti(:(lelyCoﬂwpmi?teet. Diabetes Care 2024;47(Suppl. 1):S179-S218; A Dlabet_es_
2. American Diabetes Association Professional Practice Committee. Diabetes Care 2024;47(Suppl. 1):5219-S230 -~ Association.
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Na*/H,0 Cardiac Vascular
retention fibrosis damage

Renal

Congestion Hypertension fibrosis

Heart failure
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Dwepevovn- Mn otepoeldG AVOOTOALNG UTTOSOXEWV OAQTTOKOPTLKOELO WV

@InhiDItS TS B |  csccmmarecoe e e e e e s e 2o
' ! recruitment of
; Nonsteroidal MRA with a high g ! transcriptional short half-life, no active
i affinity for the MR and a unique ' | cofactors in the metabolites, equal distribution
. binding mode: Potency, selectivity, ! expression of (heart, kidneys)
5 and nuclear cofactor recruitment ; ! hypertrophic,

proinflammatory

{ and profibrotic K+ small and manageable risk

of hyperkalemia
J

protective effect mediated )

h
@ ’ by anti-inflammatory, antifibrotic,
and antioxidative actions

Finerenone
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@wepevovn

ligand-independent MR activation

(Rac1/oxidative stress)

@hyperglycemia = g\
Osan load ’ ' @

\

T Finerenon \
. o oxidative stress

Slows CKD progression and

ligand-dependent MR activation reduces CV risk
(aldosterone, cortisol) O MR
MR MR cofactor
MR ligand - Finerenone
: Ig::I' T v & inhibits MR overactivation
ncreased ligan @

and receptor levels

MR overactivation
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Role of MR overactivation in cardiorenal disease

4 ™

Aldosterone
- MR overactivation

Homeostasis
Salt and fluid retention

r ~ Metabolism s 3
Adipocyte differentiation,
insulin resistance

Inflammation - ;
ROS generation, P
Glomerular injury <}: NFkB activation -J|> Fibrosis

Fibrosis Cardiac remodelling

. . Vascular
Kidney failure Oxidative stress,

y stiffening ~ <

Heart failure

Pathophysiological cardiorenal interplay

Savarese et al (2023) Diabetologia DOI 10.1007/s00125-023-06031-1 Diabetologia




2UyKpLon Twv GapUAKWY

beneficial
cardiovascular
effects of MRA

| mortality and hospitalisation
in CHF and acute HF post Ml

|BNP, NTproBNP

| diastolic dysfunction
| fibrosis, arrhythmia
| oxidative stress

| atherosclerosis progression

-1 11

OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

Generation Example/ Selectivity Tissue
of MRA class distribution
kidney vs.
heart
o
Spironolactone 6 x higher
I 3 2 low e
o G steroidal in kidney
A
OF°
m o] Eplerenone medium -~ 3 x higher
’ steroidal high in kidney
1. BAY. 945002 high equal (?)

non-steroidal
(Finerenone)

&
adverse renal ""
side effects
of MRA

renal function |

creatinine 1

K* 1
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Distinct characteristics and mechanisms of finerenone vs classical
steroidal MRA

Distinct properties from steroidal MRA

Steroidal MRA

Non-steroidal MRA

Spironolactone Eplerenone Finerenone
g v
L o4 :
‘#\ H
MR selectivity + ++ 4+
MR potency +++ + +++

Partial agonist Inverse agonist

¢-G

MR cofactor recruitment Partial agonist

¢-%

Tissue distribution

t, >20 hours 4-6 hours 2-3 hours
Structure Flat Flat Bulky
Lessons from animal models Vs eplerenone:
}Cardiac remodelling
g VProteinuria
Finerenone INT-proBNP

(DOCA-challenged rats)j

vs eplerenone:
}Macrophage invasion
JCardiac fibrosis
tLongitudinal strain
(Rat model of HF)

JEndothelial dysfunctio
¥Oxidative stress

¥Renal fibrosis

¥Renal dysfunction
(Mice with kidney

ischaemia)

(Rat model of CKD)

"]

Savarese et al (2023) Diabetologia DOI 10.1007/s00125-023-06031-1

Vs spironolactone:
tBrown adipose tissue
(Obese mice)
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Key differences between steroidal MRAs and nonsteroidal finerenone

Steroidal MRAs

Nonsteroidal finerenone

Mode of MR antagonism

Tissue distribution (in rodents)

Pharmacokinetics

Effect on cofactor recruitment in
absence of aldosterone

in vitro®'¢®

Effect on cofactor recruitment in
the presence of aldosterone
in vitro

Effect on mutated (S810L) MR
in vitro®'

Effect on inflammation and fibrosis
in mouse model of cardiac
fibrosis®®

Effect on renal inflammation and fi-
brosis in a DOCA-salt rat model
of CKD®

Spironolactone Eplerenone

Potent and unselective Less potent and more

(first generation) selective than

spironolactone

(second generation)

Passive

Spironolactone Eplerenone

Kidney > heart®® Kidney > heart®*

Spironolactone: prodrug with multiple active
metabolites with long half-lives®®

Eplerenone: no active metabolites; half-life 4-6 h®*

Spironolactone and eplerenone: partial agonistic
cofactor recruitment

Spironolactone and eplerenone: inhibition of
cofactor recruitment®®

Spironolactone and eplerenone: agonists

Eplerenone (at equinatriuretic dose to finerenone):

less significant effects on inflammation and fibrosis

Eplerenone (at equinatriuretic dose to finerenone):
significant BP reduction; less efficacious proteinuria

and renal injury reduction

Finerenone
Potent and selective®”

Bulky and passive®’

Finerenone: balanced kidney—heart®

Finerenone: no active metabolites and short half-
lifeé6A67

Finerenone: inverse agonist

(inhibits cofactor binding in the absence of
aldosterone)

Finerenone: more potent and efficacious than eplere-
none in blocking MR cofactor binding and inducing
corepressor binding®®

Finerenone: antagonist

Finerenone (at equinatriuretic dose to eplerenone):

strong inhibition of inflammation and fibrosis

Finerenone (at equinatriuretic dose to eplerenone):
significant systolic BP reduction only at highest dos-
age; greater protection from cardiac and renal in-
jury and structural remodelling; stronger inhibition
of renal expression of pro-inflammatory and pro-fi-

brotic markers

BP, blood pressure; CKD, chronic kidney disease; DOCA, deoxycorticosterone acetate; MR, mineralocorticoid receptor; MRA, mineralocorticoid receptor antagonist.

Agarwal R, et al EHJ 2020
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Figure | Key studies in the history of mineralocorticoid receptor antagonists.
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: AoBevn ¢ pe XNN mou AapBavel petpopuivn, yAtpAolivn
: AcBevric ue XNN mou Aappavel petdoppivn

: AoBevng pe ZA, XNN kot KA ou AapBavel petdpopuivn, yAtbAolivn
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AcBevnc pe KA pe xapunAo KE ko XNN pe Asukwprortivoupia : Tuva eAEEw;

Steroidal MRA are standard of care for treatment of heart
failure (particularly with reduced ejection fraction) and pri-
mary hyperaldosteronism.'”>"?” Steroidal MRA are also use-
ful for reducing blood pressure in the setting of refractory
hypertension.'”” When a steroidal MRA is already used for
one of these indications, there is no evidence that switching to
a nonsteroidal MRA will improve outcome, and adding a
nonsteroidal MRA is likely to increase adverse effects and
should not be done. When a patient is treated with neither a
steroidal MRA nor a nonsteroidal MRA but has indications
for both (e.g., T2D with heart failure and albuminuria on
first-line therapies), the most clinically pressing indication
should drive the selection of MRA. Currently, a nonsteroidal
MRA cannot be a replacement for steroidal MRA for the
indications of heart failure and hyperaldosteronism.

Kidney International (2024) 105 (Suppl 4S), S117-S314
OKEKEKREKEEEGEESESSSSSSSSSSSSSGSSSSSSSSSES
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[v FINEHEART

FINE-HEART: An Integrated Pooled Analysis of Finerenone across 3 Phase lll Trials of Heart Failure and
Chronic Kidney Disease and Type 2 Diabetes

HF and CKD shared

Common mechanistic
pathways?
neurchormonal _
activation U
Inflammation / ﬁ
Chronic
Endothelial heart and kidney
dysfunction \ disease /

Fibrosis

Overlapping clinical
presentations?

epidemiology’2

HF affects 64 million

people globally, of
whom 42-53% also
have CKD?

,\Oxidative stress / CKD

*Size of lines for (llustration purposes only
CKD, chronic kidney disease; VD, cardiovascular disease; HF, heart fallure; LVEF, laft ventncular sjection fraction.
1. Koveady CP. Kidney Int Suppd 2022,12:57-811; 2. Vijay K, et al. Cardiorensl Med 2022;12:1-10; 3. Zannad F & Reasignol F. Circulation 2018;138:020-944
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FINE-HEART is an integrated pooled analysis of finerenone in 19,000 patients across 3 Phase lll
trials of HF & CKD!

Finerenone has been studied in RCTs of patients with T2D and CKD and separately in patients with HF (+ T2D, + kidney
disease). Individually, these trials were not powered to evaluate treatment effects on CV death or efficacy in key subgroups?

[o FINEARTS HF  [G9]FIDELIO-DKD @FIGARO—DKD

[@ FINEHEART

FINE-HEART was able to more robustly assess the safety profile and efficacy of finerenone on CV death and other
heart and kidney outcomes compared to the individual trials alone?

Finerenone is indicated for the treatment of chronic kidney disease (with albuminuria) associated with T2D in adults.2 For prescribing information please
refer to the SmPC of the product applicable in your country. Finerenone is not indicated for the treatment of heart failure.
CKD, chronic kidney disease; CV, cardiovascular; HF, heart failure; RCT, randomized controlled trial; T2D, type 2 diabetes.
1. Vaduganathan M, et al. Nat Med 2024 [in press]; 2. Bayer AG. KERENDIA® (finerenone) Summary of Product Characteristics. 2023.
https://www.ema.europa.eu/documents/product-information/kerendia-epar-product-information_en.pdf [accessed August 2024].



https://www.ema.europa.eu/documents/product-information/kerendia-epar-product-information_en.pdf
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~90% of patients enrolled in FINE-HEART had
overlapping CKM conditions

1 CKM condition
(n=1974; 10.4%)

3 CKM conditions
(n=2307; 12.1%)

B HF only (n=1974)
HF+CKD (n=1588)

M HF+DM (n=1139)

W CKD+DM (n=11983)

M HF+CKD+DM (n=2307)

2 CKM conditions
(n=14710; 77.5%)

The baseline characteristics of patients enrolled in FINE-HEART were representative

of patients seen in real-world clinical settings

CHD, chronéc kldney diseasa; CKM, cardiovascular-kidney-metabalic, DM, diabates mallibes; aGFR, estimatad glomearular filtration rate; HF, haart tailure; LACR, urina

alburmn-creatnine ratio.
Vaduganathan M, et &l. Nat Med 2024 [in press]
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H dvepevovn £6eiée onpaviikd opEAN o€ OXECN LLE TO ELKOVIKO PAPHLOKO.

Finerenone Placebo
(n=9501) (n=9490)
Outcome HR (95% ClI)
n (%) n (%)
1
Kidney composite endpoint* ‘\(’ 557 (5.9) 685 (7.2) ""' : © 7%?8 90) <0.001
HHF ﬁ 705 (7.4) 839 (8.8) P 0.83 <0.001
! (0.75-0.92)
1
CV death or HHF & 1009 (10.6) 1168 (12.3) P ! o 7%?5‘ 03) <0.001
o i 0.83
New onset atrial fibrillation 'M" 286 (3.0 345 (3.6 0.018
8.0 (3.6) —@ ' (0.71-0.97)
¥ 1
Major adverse CV events f‘,) 1428 (15.0) 1554 (16.4) "': © 8%—901 98) 0.010
All-cause death @ 1042 (11.0) 1136 (12.0) Qi 0-91 0.027
! (0.84-0.99)
1
All-cause hospitalization fsmm 4261 (44.8) 4401 (46.4) ¢ o g(if’g 00) 0.025
All-cause death or all-cause ! 0.94
Noepiialzation m 4467 (47.0) 4653 (49.0) ‘. 091-0.98) 0.007
0.5 1 2

P [
< »

Favours finerenone Favours placebo

*Kidney composite endpoint defined as a sustained decline in eGFR to 250% from baseline, sustained decrease in eGFR to <15 mL/min/1.73m?, end-
stage kidney disease, and death due to kidney causes.
; eGFR, estimated glomerular filtration rate; ... Vaduganathan M, et al. Nat Med 2024 [in press].




OMNIOTIKA TTpOCEyyIon Tou dIaBNTIKOU aoBEevOUG PE VEQPIKT DUCAEITOUpYia

There is a need for additional therapies among patients with chronic heart and
kidney disease

Finerenone clinical
trial programme

o MOONRAKER

Including HFrEF*,
HFmrEF and

HFpEF

An unmet medical need

remains for patients with

CKD, T1D, HFmrEF and
HFpEF

Finerenone eGFR <60 ml/min/1.73 m?

indicated § Finerenone
investigated

Figure adapted from Schechter M, et al. 2022

*An MRA, e.g. spironolactone, is recommended in all patients with HFrEF to reduce the risk of HF; hospitalisation and death (Class IA recommendation)3; *ongoing trials; frepresentative of 1264 subjects with T1D excluded
from the analysis?; $finerenone is indicated for the treatment of CKD (with albuminuria) associated with T2D in adults*
1. Schechter M, et al. Cardiovasc Diabetol 2022;21:104; 2. Schechter M, et al. Cardiovasc Diabetol 2022;21:104 (supplementary appendix); 3. McDonagh TA, et al. Eur Heart J 2021;42:3599-3726; 4. Bayer AG.
KERENDIA® (finerenone) Summary of Product Characteristics. 2023. https://www.ema.europa.eu/documents/product-information/kerendia-epar-product-information_en.pdf [accessed 28 February 2024]
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2YMMNEPAZMATA

* H pappakeuTikn aywyn tTou atopou He XA kot XNN pe Asukwpotivoupio €XeL
oAAQEEL.

& OAa Ta Atopa pe ZA odpeilovpe va eAEyxoupe TNV vedplkni Asttoupyia pe to eGFR
(eKTLpATAL ATTO TNV KPEATIVIVN 0poU) Kal LE TNV HETPNON Tou Adyou aAPoupivng /
KpeaTwivng ota oupa (mg/g).

* H avaotoAn tou aéova (AMEA n AllA) tpEmel vo. cuvodeVETAL LLE TNV XOPYNOoN
YALpAolivne (avesaptnta Tou YAUKALULKOU EAEYXOU) Kol PLVEPEVOVNC.
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