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Unadjusted Adjusted
Mortality (1,000
Factor Deaths, n/N Y% Person-Years) Hazard Ratio (95% Confidence Interval) P-Value
HbA1c, % (mmol/mol)
<6.0 (<42) 301/1,387 21.7 134.9 1.21 (1.03-1.42) .02 1.04 (0.88-1.23) .67
6.0-6.4 (42-47) 506/2,976 17.0 102.1 0.92 (0.80-1.05) .21 0.91 (0.79-1.05) .19
6.5-6.9 (43-52) 1,081/7,463 145 85.6 0.77 (0.68-0.87) <.001 0.84 (0.74-0.96) .009
7.0-7.4 (53-57) 648/4,700 13.8 80.9 0.72 (0.63-0.83) <.001 0.80 (0.70-0.91) .001
7.5-79 (58-63) 453/2,777 16.3 98.6 0.88 (0.77-1.02) .09 0.90 (0.79-1.04) 15
8.0-8.4 (64-68) 324,780 18.2 111.5 Reference Reference
>8.5 (>69) 641/3,006 21.3 133.1 1.20 (1.05-1.37) .009 1.04 (0.91-1.19) .55
Missing 536/1,877 28.6 195.9 1.76 (1.53-2.02) <.001 1.01 (0.86-1.19) .88
1.1 1.04 1.04
| (]
1
/\ 0.91 0.9
T 09 0.84
| 0.8
K 08
0.7
0.6
<6.0 6.0-6.4 6.5-6.9 7.0-74 7.5-8.9 8.0-8.4 =8.5

HbA1c (%)
J Am Geriatr Soc. 2016 Jul;64(7):1425-31
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I
1

1.04 (0.78 to 1.39) p=0.79
1.14 (0.94 t0 1.38) p=0.18
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| ERR (95% ClI) p value
ONWARDS 1 l—— 1.71 (1.06 to 2.76)
ONWARDS 2 r:—o—¢ 1.98 (0.95t04.12)
ONWARDS 3 {—o—q 2.09 (0.99to 4.41)
ONWARDS 4 —0— 0.99 (0.73 to 1.34)
ONWARDS 5 »-—]I—o—c 1.23(0.77 to 1.98)
Insulin-naive (1, 3, 5) pooled 1.61(1.18to 2.19) p=0.0024

ine
Insulin-experienced (2, 4) pooled —0—i
Pooled T2D I oy

1.29 (0.98 t0 1.71) p=0.07
1.51 (1.24t0 1.85) p = 0.0001

0.1 1 10

S HREFHRAL

In favour of icodec

EYE(RMAE LAIL3

[EMm#EFEER

OR (95% Cl)

Insulin-naive (1, 3, 5) pooled +——0—— 0.08 (0.01 to 0.63)

Insulin-experienced (2, 4) pooled ,—P—q 1.22 (0.27 to 5.54)
Pooled T2D ~l 0.33 (0.12 to 0.90)
I T T T T
0.001  0.01 0.1 1 10

—_— L —_—
13T U@AL

In favour of comparator

{KMAESAE

ERR (95% Cl)

Insulin-naive (1, 3, 5) pooled +—0——

|
|
|
: 0.07 (0.01 to 0.56)

Insulin-experienced (2, 4) pooled —H— 1.16 (0.18 to 7.54)
Pooled T2D —e— 0.27 (0.08 to 0.91)
I T T T T
0.001 0.01 041 1 10

—_— L
1T OB

In favour of comparator
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"1 TAR (>13.9 mmol/L)
TARGET: <5% TARGET: <25%*

TAR (10.1-13.9 mmol/L) B TIR (3.9-10.0 mmol/L) #% TBR (3.0-3.8 mmol/L) Bl TBR (<3.0 mmol/L)
TARGET: >70% TARGET: <4%! TARGET: <1%

A ONWARDS 2
Basal switch

100

co
o
1

ONWARD 2

B
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1 1

Percentage
of time (%)

Switch End of treatment Follow-up Switch End of treatment Follow-up

1377 TIIWTD

B ONWARDS 4
Basal-bolus switch

100 ~
80
60 -
40 -
20

ONWARD 4

Percentage
of time (%)

End of treatment Follow-up

Switch End of treatment Follow-up Switch
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2 M Exenatide 10mcg BID
0.2 I Exenatide 2mg QW
o4 I Liraglutide 0.9mg
il M Liraglutide 1.2mg
06
%2 Liraglutide 1.8mg
0.8 :
N M Dulaglutide 0.75mg
o
o ? \J M Dulaglutide 1.5mg
o) ' it :
T 1.2 T B Lixisenatide 20mcg
il J I_I M Semaglutide 0.5mg
i = - =
' |_| M Semaglutide 1.0mg
=16 +
J Tl Tl % *J M Oral semaglutide 7mg
i ¥ J —*I * * M Oral semaglutide 14mg
-2 * * _*I

® p=0.05, + p<0.05 for a pre-defined non-inferiority margin

Ther Adv Endocrinol Metab 2021,vol.12:1-15
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M Semaglutide 1.0mg

M Oral semaglutide 7mg
M Oral semaglutide 14mg

MEEE(ICHEZ T M REMREIZLL P BEZZULRVSEHAEICX ) YESY



B cem UTL2

@ 8EFEIC EDRAF v U HAE

o 198IVT7IVEL LT IVA—-R{EZIELET
(RF+/FE),

"'/, BluetoothHENLGIZELET — 2 HBUNTIRIZ.
8 - z*ruTBTLTBESEEMSID

]

‘1) W ;_QEE%LE?o

12BICHESNRBETAD
FIvaA—-R{EZITIVEALLIC
HERTATEDTEET,

<B RiEPAHEE) I LLinkUpZ&ELT

@ E-BJILI—RET7Z>—k

COFIA ATrreeStyle ) L2t —%
EBLCBEEDH, 79— NEBATEE
7.

ﬁd)b:l—lﬁﬁ??— I\ ESILIA—REP 5 — b
f Ay 60~100mg/dLOGEEIT
RIENTIRETY, B A—REP Tk

ZEBA7 5—

120~400mg/dLOFEET
STENPIRET Y,

& =mINI—-RE7S—b

BEBENT5— b
N oY —-D7 VL2055 UTIVAA L

(SBEL TVBVSEICEXRILES .




N Y JLAE

70l L

50.1%

E=10)

=it

Ve

Eﬁ%%”é (2025FFE)

) JULinkFIBE

70 L

2'7.6%

2101

=AU T UEREEMULZH
LinkFIAIXEEL LY



N S5 8E A D SGLT2i, GLP-TRAD DI E A A 2 MM %1 R

65l DIERRFEZ (T DMACE (0S5, JEREEE O EHEE. IFREE e

Treaimenl  Placeba k]
triginama {ewanis, n)  (evants, n) HA [35% CI) Waight
i
GLP-1 AN |
i
f ELIXA ral| 003 nal 1040 —:+— 0596073, .27 436
LEADER d6EBAT SFAMAGAE —— 080 (0.78,1.02) 18.05
SUSTAIN-6 EETa) TEBOS —0—;— 0,72 (0.81,1.02) 242
-7 'a —= i
G LP - 1 xl"""‘l{e\.{ds 1’]5%2] )?i EXSCEL 426G 51202075 —— 0.80 (0.71.0.61)  20.08
HARKOMY 20472046 2352403 ——r 0.80[0.73,1.07) 418
|
AEWIND anfzng 30472350 ———— 086 0,74, 1.00)  14.08
1
\ PIONEER-B 42/8M 4HDSE — 1.04 (0.6, 1.58) 1.89
\
Sublotal (l-squared = 0.00%, @ = 0.633) O 0.86 [0.80, 0.92) 7147 H R O . 8 6
I
|
i
|
SELT-2
|
EMPA-REG QUTCOME 23852091 1611036 —-'l-—:' 0.71 [0.6B, 0.86) &.72
E — :
SGLT?2 BH — % < GANVAS na na — 0,80 [0.67.0.5) 10,67
1
DECLARE FH0,3851 41853856 :—0— 0.85(0.78, 1.15) 2.14 H R O 8 1
.
Sublolal {|-squared = 55.5%, p = 0,108} O 081 0,68, 0.58) 2883
Onerall (-squarad = 484, p = 0.388) ‘@ 0.85 (0.80, 0.80) 100,00
MNOTE: Weights are from random effects analysis
I I ]

Favars Exp Favors Canlrel
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EDUCATION AND SUPPORT; SOCIAL DETERMINANTS OF HEALTH

Goal: Cardiovascular and Kidney Risk Reduction in
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SGLT2REZREDNZ17)L(DKD)

Primary or Secondary

Trial Year Published Treatment (s) End-Point

Composite Kidney Outcome Hazard Ratio (95% CI)

Doubling of serum creatinine, initiation of
EMPA-REG OUTCOME [24] 2015 Empagliflozin vs. placebo Secondary kidney replacement therapy or death from 0.54 (0.40-0.75)
renal disease

Sustained 40% reduction in eGFR, need for
CANVAS [25] 2017 Canagliflozin vs. placebo Secondary kidney replacement therapy, or death from 0.6 (0.47-0.77)
renal cause

End-stage kidney disease, doubling of the
CREDENCE [26] 2019 Canagliflozin vs. placebo Primary serum creatinine level, or death from renal or 0.70 (0.59-0.82)
cardiovascular causes

Sustained >40% reduction in eGFR to
DECLARE-TIMI [27] 2019 Dapagliflozin vs. placebo Secondary <60 mL/min/1.73 m?, new end-stage kidney 0.53 (0.43-0.66)

disease or death from renal cause

Sustained >50% reduction in eGFR, end-stage
DAPA-CKD [28] 2020 Dapagliflozin vs. placebo Primary kidney disease, or death from renal or 0.61 (0.51-0.72)
cardiovascular cause

Sustained =40% reduction in eGFR, chronic
EMPEROR-Reduced [29] 2020 Empagliflozin vs. placebo Secondary dialysis, renal transplant or sustained 0.50 (0.32-0.77)
eGFR < 10-15 mL/min/1.73 m?

End-stage kidney disease, a sustained reduction
EMPA-KIDNEY 2022 Empagliflozin vs. placebo Primary in eGFR to <10 mL/min/1.73 m?, renal death, Ongoing
or a sustained decline of >40% in eGFR

Sawaf H, et al. J. Clin. Med. 11, 378, 2022
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DAPA-CKD vs EMPA-Kidney

DAPA-CKD EMPA-Kidney

eGFR 25~75 +UACR 200~5,000mg D E& eGFR 20~45 or eGFR 45~90 +UACR200mglA £ D EH
A INT1) 70T 10mgBE(215200) vs TS EREE(2152651)  IT/NT1) 70O 2 10mg(3304%1) vs TS MEF(330545)

EEMMIEHE eGFR D 506 EDE T OFFS:, REIBER  EEFHMAIEHE  BIETROEIT GRIIET2L, crr10 FBADET,
2 (ESkD), Bl zX OMERNRERDFET DRSS baselin eGFR 40%LL DK T, BEAREDECOLTNH), KTzl
DMNEREICKDIETCDES

A Primary Composite Outcome 30+
24- ,
Hazard ratio, 0.61 (95% Cl, 0.51-0.72) Placebo
1004 50 P<0.001
100+
90+ 16- Placebo & 20
X 80 ;o0
b . w i
§ 70 12 r 80
S 604 &7 HE 10 .
S Dapagliflozin £ 60+ e liflozi
£ 504 41 H mpagliflozin
© E50-
= 404 0 T T T T T T T 1 3'5 404 -
S 304 0 4 8 12 16 20 24 28 32 o O T T T 1
£ % 30+ 0 05 10 15 20 25 .
S 204 T
. 10 //J_/ $ 207 Hazard ratio, 0.72 (95% Cl, 0.64-0.82) :
T [
e & 104 P<0.001 - .
0 : | : : : : ; | . D - Empagliflozin
o 4 &8 12 16 20 24 22 32 0 05 10 1s 20 25
Months since Randomization Years of Follow-up
No. at Risk No. at Risk
Placebo 2152 1993 1936 1858 1791 1664 1232 774 270 Placebo 3305 3250 3129 2243 1496 592
Dapaglifiozin 2152 2001 1955 1898 1841 1701 1288 831 309 Empagliflozin 3304 3252 3163 2275 1538 624




DAPA-CKD vs EMPA-Kidney

DAPA-CKD

Zﬂ*ﬁﬁﬁ % L) 2906A Subgroup Dapagliflozin Placebo Hazard Ratio (95% Cl)
7(.’: LJ 1 3 98A no. of participants/total no. ‘

Type 2 diabetes

(32.4%) Yes 152/1455 229/1451 —— 0.64 (0.52-0.79)
No 45/697 83/701 —_— 0.50 (0.35-0.72)
T T T T | L | 1
0.1 0.5 1.0 2.0
-¢ ——
Dapagliflozin Better Placebo Better

EMPA-Kidney

Hazard Ratio for Progression of Kidney Disease

*%,7?3’% 5 (') 3 O4OA Subgroup Empagliflozin Placebo or Death from Cardiovascular Causes (95% Cl)

no. of patients with event/total no.

1 ﬂ 68A Diabetes mellitus ‘

Present 218/1525  306/1515 ——

Zﬁg 2936A Absent 214/1779  252/1790 __._ |
ti:b 3569A 05 1.0 15 zf—o

(54.0%) Empagliflozin Better Placebo Better

0.64 (0.54-0.77)
0.82 (0.68-0.99)
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Beatriz Fernandez-Fernandez et al, Clin Kidney J. 2023 Jun 16;16(8):1187-1198
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Finerenone

Spironolactone Eplerenone
Ae0/202 7L/ Ja4xRb/ 2 Tt/

SR Flat (steroidal) Flat (steroidal) Bulky (non-steroidal)
MRADFEE . vre
MRADZEIRE + ++ - -
AR EIR A DIRE + + _
peg kW + (+) - -
S e >20 h** 4-6 h** 2-3h* 30h
S - : : +
R ELhEE e + . -

Ulrich Kintscher et al. Br J Pharmacol. 2022 Jul;179(13):3220-3234
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1) Palmer SC, et al. Lancet. 2015; 385(9982): 2047-2056.. 2) Thomopoulos C, et al. J Hypertens. 2017; 35(5): 922-944.. 3) Staessen J, et al. J Endocrinol. 1981: 91(3): 457-465..

4) Bomback AS, et al. Nat Clin Pract Nephrol. 2007: 3(9): 486-492.. 5) Schjoedt KJ, et al. Diabetologia. 2004: 47(11): 1936-1939..
6) Bauersachs J, et al. Hypertension. 2015: 65(2): 257-263..  7) Nishiyama A, Hypertens Res. 2019; 42(3) : 293-300.
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MRZE1L
MR mRNADZEAL (Tis11bDiE)
A1 F+F 1t
|) Bg4L (PKCB)
O-GIlcNACc1L

& ERIE

RIEEMY A S A4 2 IME (EGF, angiotensin I, leptin etc.)
= A

= M

FDMDEFIC L BDMREMEL

Racl [CKDBMRDXIZITD(EHE
MRDJEH{EE R

MR (S810L) [CLBEMHLEE

RIEEFIEER
YR I FE T {5 A

SUMO : small ubiquitin-like modifier, CKD : chronic kidney disease, EGF : epidermal growth factor

Shibata H, Itoh H, Mineralocorticoid receptor-associated hypertension and its organ damage: clinical relevance for resistant hypertension, Am J Hypertens. 2012;25(5):514-523, doi:10.1038/ajh.2011.245.
Translated and reproduced by permission of Oxford University Press. Translation Disclaimer: OUP is not responsible or in any way liable for the accuracy of the translation. The Licensee is solely responsible for the translation in this

publication/reprint.



MRISIMEE(T1 R/ DBIREMNRE FIDELIO-DKD

CKDZ D 2BUMERIREE 5,674 T4 XL/ RS ETSUREIC1IIT Y LML
I #p65.6i%, HbA1c 7.7%, HEFRIRTEREAR16.65F, eGFR 44.3, UACR852mg/gCr

—RIVRIRADE

KREABTE(ENEA - BIZHE - eGFR<15)
baseline eGFRD40% LA EDEFHEHUE T FRAA7Z IV T Z2/gCr
BlgSENES

1.4+

. o
=
100— 40- ; 9 & T 124 5 .
Eaza(;glratlo, 0.82 (95% Cl, 0.73-0.93) § FStiR
_ 90+ 304 o TS5tk g 105
2 ~ =
% 80 £ 08
<
< 60- B . TARLIY
5] o
£ 50— 10+ % 049" Geometric mean albumin-to-creatinine ratio at baseline:
) v Finerenone, 798.79 (geometric SD, 2.65)
2 404 'Q 0.2 Placebo, 814.73 (geometric SD, 2.67)
s 0 4
_3 30" 0 0.0 T T T T T T T T 1
g 20 0 4 8 12 16 20 24 28 32 36
) Months since Randomization
10+ No. of Patients
0 . ; I : T I ] I Finerenone 2831 2725 2582 1841 856
Placebo 2840 2726 2598 1825 834
0 6 12 18 24 30 36 42 48
Mean Change
Months to First Event from Baseline
(percent)
No. at Risk Finerenone Ref. -34.7 -41.3 -39.9 -29.3
Placebo Ref. -4.7 -3.0 -2.0 4.1

Placebo 2841 2724 2586 2379 1758 1248 792 453 82
Finerenone 2833 2705 2607 2397 1808 1274 787 441 83
N Engl J Med 2020;383:2219-2229



FIDELIO-DKD & FIGARO-DKD

9] FIDELIO-DKD [®) FIGARO-DKD

i x% ¥ (ZStage 3-4HAODCKD J F(ZStage 1-2HADCKD
—R /'/ : CKDEAT 18% ¥ <\ DB, BEE 13%
TONNL (HR 0.82 ; 95% Cl 0.73-0.93) (HR 0.87 ; 95% Cl 0.76-0.98)

=R <\ DIMESE. BER 14% 9 @ CKDETT 13% ¥
TINAL @ (HR 0.86 ; 95% Cl 0.75- 099) (HR 0.87 ; 95% Cl 0.76-1.01)

-




GFR categories

FIDELIO-DKD& FIGARO-DKD X EE DCKD stage

Albuminuria categories

(mg/g)
A1 A2 A3
Normal-mildly ~ Moderately Severely
increased increased increased
<30 30-299 =300
G1 Normal or high 290
G2 Mildly decreased 60-89 FIGARS DKL > %ﬁéﬁg$ FI'
= Mildly to FIDELITY
£ G3a 45-59
@ moderately decreased sy :
™~ verlapping
= Moderately to 0ias Population HERECIO DY
E ” A Y
% severely decreased 140001§|J,L/LJ:
- G4 Severely decreased 15-29 TEDHFEL\%DZT_VGD
MEPRIREHCKDERE

G5 Kidney failure <15




FIDELITY (FIDELIO-DKD+FIGARO-DKD# S BR4T)

2RMBERIREHMDCKDESE eGFR225, K£4.8mEg/L. RATMAEDRASSRIFEHIZ HH
T4k /B 65196, TSthEE 65074l

DMET7 I LA

EX
D5, JERBERE D IRk A
3;3515551@5‘"1‘%% DA 2)\55‘13 AL, eGFR57% L FDIET 23% §
APZAS — N

3 X Ny EX AR & 5

1007 257 Hazard ratio 0,86 (95% CI 0.78-0.95) 1007 259 Mazard ratio 0,77 (95% C1 0.67-0,88)

9] 9] P=00018 904 20J P=0.0002
z 804 15 4 FSt7R 3 W g 804 154
8 1 404 = 8 70{ 0. TS5t
$ &0l el & SV § o
% 54 ,—_‘_';."-' % 60 + 54 - ’-_ el N
£ 50 o £s0{ — Ja9xb/ 2
540* 0 6 12 18 24 30 36 42 48 §4°< 0 6 12 18 24 30 36 42 48
3 3.
g % g 30+
o 20 O 20+

104 — B 10+

o 0 e

0 6 12 18 24 N I 442 48 0 6 12 18 24 30 38 42 48
Time to first event (months)

No. at riak
Placebo 6507 &3 6125 5933 S134 4147 2969 2135 1082
Fineeenone 6519 6380 G202 6009 4273 4207 X8 &y oWy

Time to first event (months)
No. ot risk

Placedo 6507 6202 €07Y 585 4349 3032 2798 1968 962
Finerenone 8510 €290 6107 5848 5027 73 2815 204 9%

Rajiv Agarwal et al, European Heart Journal,2022; 43(6),474—484
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1.8 1 LS mean treatment ratio at month 4; o o
@ 16 { | 067;95% Cl,0.64-0.70; p <0.0001 ToTM 1w
= 44 1.233
(7]
8 121
[°)
o 1.0;L
T 0.8 A
0.860
c 2
g 06 0663 0o1a 0.629 0.715
04 A ’ =~
H J4RU/2
- 02 4
0.0 T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48
Months since randomization
No. of patients
Finerenone 1,388 1,348 1,131 668 218
Placebo 1,411 1,358 1,136 680 212
1.2 LS mean treatment ratio at month 4;

0.8

0.6 -

04 A

0.2 1

LS mean ratio to baseline

0.68; 95% Cl, 0.66-0.71; p <0.0001

0 — W
77tl \ 0924
0.917

0617 0.684

PREN

0.629 0556 0.575

0.0
0

4 8 12 16 20 24 28 32 36 40 44 48
Months since randomization

No. of patients

Finerenone
Placebo

4,846 4,621 3,717 2,061 672
4,813 4,600 3,679 2,015 650

eGFR

0 4 8 12 16 20 24 28 32 36 40 44 48

-14 { Mean (SD)eGFR at baseline:
Finerenone: 55.0 (19.7)
-16 4 Placebo: 55.8 (20.7)

LS mean change from baseline
&

-18 4
Months since randomization

No. of patients

Finerenone 1,387 1,353 1,141 662 217

Placebo 1,413 1,366 1,146 680 215

0 4 8 12 16 20 24 28 32 36 40 44 48

Chronic eGFR slope (mL/min/1.73 m? [95% Cl]):
Finerenone: -2.60 [-2.99 to -2.21)

Placebo: -3.67 [-4.06 to -3.28]

p =0.0002

Jaxb/2

-4 70512/ \

21 Tarb/Y

Mean (SD) eGFR at baseline:
-16 4 Finerenone: 58.2 (22.0)
Placebo: 58.2 (22.0)

LS mean change from baseline
&

Months since randomization

No. of patients
Finerenone 4,854 4,643 3,763 2,089 685
Placebo 4,816 4,610 3,712 2,036 655

Kidney Dis (Basel). 2025 May 22;11(1):402-415.

Chronic eGFR slope (mL/min/1.73 m? [95% Cl)):
Finerenone: —2.46 [-2.77 to -2.15]

Placebo: -3.71 [-4.03 to -3.40]

p <0.0001
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ffffffffffff =7

+ Cardiac remodeling
Improved diastolic function
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¥ Muscle strain

Improved contractility
and efficiency

{ Hepatic steatosis ¥

Ketogenesis 4
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CONFIDENCE:RER SGLT2FHEZR + MRADHEE

ZEFE_EERS VY METOT4 T3 NO-IIVER(BAEE)

PRUFEERSE (HbA1c11%55%) +eGFR 30-90 mi/min/1.72m2+UACR 100-5000mg/gCr
ARB/ACEiZA[gERRYU R ABEZ V< EH1HB AR
SGLT2FEZESE or KEETEIZ X V) —=2F 5iD 8B IERIRA AT

2OV )—=—24 T AHARE] J40—7v >
Day1 Day180 Day 210
5 JaxL/+TINF) 70T (N=269)
Y,
4" JaxL /2 + TSR (N=264)
I
1, T80V 0+ FS5ER (N=267)

—X7orAL 180HBEDERFZIVIZIMEOZTLE

N Engl J Med 2025;393:533-543



CONFIDENCE:ERER SGLT2FHEZE + MRAD

RSERDEAL
R7IVIZ

1.2
)
=
e
G
© ¢ 1.0
o £
" O
& g
cm (0.8
S g
S0
mb
L) _
(L‘ go 0.6
S ©
9 =
uo
17 0.4
3
' Y
0.0

\\- .

T

|
Base- 14 30 60 90
line

Days
No. of Patients
Finerenone 258 247 248 237,
Empagliflozin 261 254 252 246
Empagliflozin+ 265 248 253 248
finerenone

|
120

150

180

236
238
240

|
210

227
232
238

eGFR

E

o

=

% E

c o

25

[Ulag

< £

g£

4

s & -6

S =

3 9

%@

§ ¢

—

I | I
Base- 14 30
line

No. of Patients
Finerenone 262 250 251
Empagliflozin 265 258 255
Empagliflozin+ 269 253 261

finerenone

60

90
Days

243
249
254

T T T
120 150 180

239
242
243

210

234
243
253



CONFIDENCE:®E® SGLT2FEZ=EER + MRADFHAHR

K{E

0.40-
0.35
0.30+
0.254
0.204
0.15+
0.104
0.05+
0.00+
-0.05

Change from Baseline
(mmol/liter)

No. of Patients
Finerenone
Empagliflozin
Empagliflozin+
finerenone

I Empagliflozin T ¥

I | I I | I I I -IL
Base- 14 30 60 90 120 150 180 210
line Days
264 250 252 242 240 235
266 260 254 250 244 245
267 253 261 254 244 253

R#mEHA I

4_
2_
e
= OF-——fr——S=———mmmmm - =/
/)] ==
© _
| b -2 i A
gL ¥
L E 4] — Empagliflozin |
= 12
o0 aB i
s 6
O
_8
_10 T T I T T T T I 1
Base- 14 30 60 90 120 150 180 210
line Days
No. of Patients
Finerenone 264 257 256 248 244 243
Empagliflozin 266 261 259 253 247 248
Empagliflozin+ 268 255 262 256 247 253
finerenone



CONFIDENCE:®E® SGLT2FEZ=EER + MRADFHAHR

BEZFREZEE

BRESNIZEEER

=70 LIMIE
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MiEKiE

Table 3. Adverse Events and Safety Assessments after Treatment Initiation (Safety Analysis Population).*

Ja4xL/2+ - <~ e ~ue
LOIEZE S DaRLIY IURTUTOTIY g
Event or Assessment (N=264) (N=266) (N=798)
(N=268)
number (percent)
Investigator-reported adverse
eventsy
Any adverse event 144 (53.7) 136 (51.5) 135 (50.8) 415 (52.0)
Adverse event leading to treatment 12 (4.5) 9 (3.4) 9 (3.4) 30 (3.8)
discontinuation
Any serious adverse event 19 (7.1) 16 (6.1) 17 (6.4) 52 (6.5)
Serious adverse event leading to 3 (1.1) 3(1.1) 2 (0.8) 8 (1.0
treatment discontinuation
Adverse event with death as the 3(1.1) 0 3 (1.1) 6 (0.8)
outcome
Hyperkalemiaz: 25 (9.3) 30 (11.4) 10 (3.8) 65 (8.1)
Safety assessments
>30% Decline in eGFR from base- 17 (6.3) 10 (3.8) 3 (1.1) 30 (3.8)
line to 30 days§
Serum potassium level — no./total
no.(%)9
>5.5 mmol/liter 40/262 (15.3) 48/258 (18.6) 25/257 (9.7) 113/777 (14.5)
>5.5 to <6.0 mmol/liter 34/262 (13.0) 43/258 (16.7) 21/257 (8.2) 98/777 (12.6)

>6.0 mmol/liter 12/263 (4.6) 12/262 (4.6) 7/262 (2.7) 31/787 (3.9)




CONFIDENCE:®E® SGLT2FEZ=EER + MRADFHAHR

Empagliflozin+Finerenone Empagliflozin
CONFIDENCE EMPA-REG N I\
£ 354 —~—u
1 —m_

::1 ' i —~ -.\ X Empagliflozin
g ® E 304 Placeb;-+
S o
ENE -2 o 2 %
) HE £ liflozi 5 5
.‘:“ :i 4 mpagiiviozin .E. Difference
) ? u Empagliflozin  Placebo (95% CI)
§ I -4 Total -2.16:0.08 -2.92:0.08 0.75 (0.54-0.96)
s = 20 Long-Term —-1.37:0.08 -2.75:0.08 1.37 (1.16-1.59)
4 £l ° 02 6 12 18 24 30 36
§ g -6 Months after First Dose of Empagliflozin or Placebo
T O
§ -8 F Inerenone a Overall population

< : L A 4

Base- 14 30 60 90 120 150 180 210 (FIDELITY) LR o v
line Y el e,
Days s e
£ R =
E 8 &
\ f— \ “~ Y 2 ';:‘:45” -
T AHENREL . eGFRDERETEZ LESY 1D e <y
& CIIHEER T TLVRLY 3 ] i e 3t o
18 Nonths since randomization
ch. of s{a_ﬂonls =

TVRPINALDMERAPIVI I AEERDTHY.
BN MG DFMRETIIRIE TSR

N Engl J Med 2023;388:117-127
Kidney Int. 2023 Jan;103(1):196-206
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GLP- 1SRRI (BT ILTFR)DBRENER FLOWERER

W BHEE R T 2D 28ERFEE  (eGFR 50-75 UACR 300-5000 £ U<IZ eGFR 25-50 UACR 100-5000)
YT ILTFR1mg BDIRS

FEFMEEE BERIBAINRUL
FEIBLRL (BT E AN, BHE. eGFR15LLITAKT). basaline eGFRDMS50%IE T B« i(MERE(IC L DT

A First Major Kidney Disease Event D Total eGFR Slo
pe
15 357 Hazard ratio, 0.76 (95% CI, 0.66-0.88 48 eGFROET/F HHHEIZ 1.16
o 3l oo pato 40 o761y D80SUEE) 1& Y IILFR 219 vs TSR -3.36
0 %0 254 ' 46;
f - ol 20_ 70_'t—|_“ &
« j 71\ E RN} R
S 701 15 X . M 44 Y IIVFR
.g 60— 104 t??)b?l\ -
o 5+ E a3
(o] 504 0 - £ o—_E_I_\\
T T T T T T T T ~
&  40- 0 6 12 18 24 30 36 42 48 € 40- Eal
&’Tv 20 ? Difference in annual slope, 1.16 ml/min/1.73 m?/yr
10 36|  (95%C1,0.86-147)
7 P<0.001
0 T T T T T T T T 0 T T T T T
0 6 12 18 24 30 36 42 48 0 12 52 104 156 208
Months since Randomization Weeks since Randomization
No. at Risk No. at Risk
Placebo 1766 1736 1682 1605 1516 1408 1048 660 354 Placebo 17661663 15731609 1490 1441 1284 876 609 199

Semaglutide 1767 1738 1693 1640 1572 1489 1131 742 392 Semaglutide 17661665 15901606 1521 1468 1345 952 651 218
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2.00

»

>

Subgroup Semaglutide Placebo Hazard Ratio (95% Cl)
no. of participants with event/no. of participants in analysis
Estimated GFR
260 ml/min/1.73 m? 41/366 59/353 @ N
245 t0 <60 ml/min/1.73 m2 80/515 103/540 ——
230 to <45 ml/min/1.73 m?2 137/667 181/691 ——
<30 ml/min/1.73 m?2 73/218 67/182 ———
Urinary albumin-to-creatinine ratio .
<300 55/561 62/552 ———
=300 276/1205 348/1214 ——
SGLT2 inhibitor use E
No 290/1490 372/1493 —o— |
Yes 41/277 38/273 | @
0.|25 0.|50 1.60 l
Semaglutide Better Placebo Better

0.64 (0.43-0.96)
0.78 (0.58-1.04)
0.74 (0.59-0.92)
0.81 (0.58-1.13)

0.86 (0.60-1.23)
0.74 (0.63-0.87)

0.73 (0.63-0.85)
1.07 (0.69-1.67)




SGLT2i. GLP-1RA. MRAD A%

TIVIT I URZHD 2BIMERIRICHR & U X T #EMT

7|

(CANVAS,CREDENCE,FIDELIO-DKD,FIGARO-DKD,8{El (D GLP- 1RAM study)
RASSHREA XA

BTAEET crDER B2 FREABT2ICKDET

Outcome HR (95% CI)
CKD progression
SGLT2i —— 0.63 (0.53, 0.77)
GLP-1 RA —— 0.86 (0.72, 1.02)
ns-MRA —— 0.77 (0.67, 0.88)
GLP-1 RA + ns-MRA —— 0.66 (0.53, 0.83)
SGLT2i + GLP-1 RA —— 0.54 (0.42, 0.70)
SGLT2i + ns-MRA —— 0.49 (0.38, 0.61)
SGLT2i + GLP-1 RA + ns-MRA —— 0.42 (0.31, 0.56)
All-cause mortality
SGLT2i —— 0.85 (0.75, 0.96)
GLP-1 RA = 0.88 (0.82, 0.94)
ns-MRA —i 0.89 (0.79, 1.00)
GLP-1 RA + ns-MRA —— 0.78 (0.68, 0.90)
SGLT2i + GLP-1 RA —— 0.75 (0.65, 0.86)
SGLT2i + ns-MRA —i— 0.76 (0.64, 0.90)
SGLT2i + GLP-1 RA + ns-MRA —i— 0.67 (0.55, 0.80)
[ | I 1
0.25 0.5 075 1 1.25

Favors combination therapy

Favors conventional care

S50 EN—R T D EUIEBAREEITDEAND MR

A

Kidney event-free survival (%)

1007

807

607

401

201,
50 55

______

WD

Projected mean event-free survival
Combination therapy: 24.9 years (23.4-26.1)
Conventional care: 19.4 years (17.5-20.8)
Difference: 5.5 years (4.0-6.7)

60 75 80 75 80
A
FHp

Brendon L Neuen et al. Circulation. 2024 Feb 6,;149(6):450-462
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PLLLAR4: GLP-1ZZ{A{FEIER PILLAR1: RASPHEZR

= s AAEIATILER BFEEENE
EERTENE ARz iaERE =4 =
BAER L RIET DTS D>
R RZ HaERE =4

PILLAR3: 71 %L/~ 8% PILLAR2: SLGT2PRESE
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Sandra C et al, Diabetes Care 2023;46(9):1574-1586



2RIFEPRIR P KU CKDEHADZE!) R VHFF DN

WETTAV)T—IRZINS40~79%D2RMERFEE EFMHAR 65EfE]
cm%%n 431 AN (eGFR 15-59 mL/min/1.73 m2) . IJECKDZE#E 36,429 A (eGFR 260 mL/min/1.73 mZ)
JZOBREF DHbA1c<7.0% Q@IME<140/90 mm Hg Q%8I ZX70O—J)U<116 mmol/L @ZESE

CKD JECKD
?[l]ﬁgu th_: U Z 7%& Number of Observation Rate Adjusted HR/SHR j;[l]l_fﬁu L/E |J Z 7?& Number of Observation Rate Adjusted HR/SHR

N events (1,000 py) (per 1,000 py) (95% ClI) P value N events (1,000 py) (per 1,000 py) (95% CI) P value
[ All participants ] [ All participants ]
4 1,464 388 8.1 481 - 0.60 (0.53t0 0.69) <0.001 4 4,306 515 233 221 - 0.62(0.55100.69) <0.001
3 4,240 1,301 232 56.0 - 0.70 (06310 0.77) <0.001 3 12,657 1670 69.7 239 - 069 (06310 0.74) <0.001
2 4,162 1,393 226 615 s 0.77 (0.70 to 0.85) <0.001 2 13,288 1,928 734 263 - 0.77(0.7110 0.83) <0.001
0+1 1,565 598 82 725 s Reference 0+1 6,178 935 333 281 . Reference
T faray T faray
IMNESE MNESE
4 1,464 236 8.1 293 - 0.60 (0.50t0 0.70) <0.001 4 4,306 266 233 14 - 0.55(0.47 10 0.64) <0.001
3 4,240 821 232 353 --- 0.71(0.6210 0.80) <0.001 3 12,657 912 69.7 131 - 063 (0.57100.70) <0.001
2 4,162 893 226 394 - 0.79(0.70t0 0.90) <0.001 2 13,288 1,015 734 138 - 068 (061100.75) <0.001
0+1 1,565 372 82 451 . Reference 0+1 6,178 545 333 16.4 = Reference
[ Participants without previous CHD/stroke ] [ Participants without previous CHD/stroke ]
] =
4 851 143 45 320 —— 0.73(0.59t0 0.91) 0.004 4 3,164 305 166 184 - 0.54 (04710 0.62) <0.001
3 2537 510 133 384 . 0.86 (0.73t0 1.00) 0.053 3 9,528 1,130 504 224 - 065 (0.59t00.71) <0.001
2 2635 558 134 416 - 0.88(0.75t0 1.03) 0.114 2 10,446 1,343 548 245 - 0.70(064t00.77) <0.001
0+1 1,025 232 5.1 455 s Reference 0+1 5010 808 254 318 - Reference
NS WAV
fZErh e
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