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Plasma renin activity (ng/mL/hr)

0-59

p=0.0002
Before After
diuretic

(n=11) (n=10)

Mean, 95%/s
confidence
interval

4y = 0=0.0007
Before After
diuretic
(n=11) (n=10)

Bayliss J. et al. Br. Heart. J. 1987; 57; 17-22
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Hazard ratio, 0.55 (95% Cl, 0.32 to 0.95), P=0.03
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Hazard ratio, 0.60 (95% Cl, 0.36 to 0.99), P=0.048
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Azosemide
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Cardiovascular Death or
Hospitalization for Heart Failure
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Hospitalization or Modification
of Treatment for Heart Failure

0 1 2 3 a 0 1 2 3 H
No. at Risk Years since Randomization No. at Risk Years since Randomization
Furosemide 160 148 133 61 Furosemide 160 148 133 61
Azosemide 160 142 131 64 Azosemide 160 142 131 64
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How to prescribe loop diuretics in oedema

Steven D Anisman invasive cardiologist', Stephen B Erickson clinical nephrologist’, Nancy E Morden
primary care physician®
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Fig 2 Dose-response curve (logarithmic) for loop diuretics. For a given individual, any dose above the therapeutic threshold
will result in maximal diuresis. Adapted from Brater 1998' and Brater 2011
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Eshaghian et al. Am Heart J. 2006; 97:1759-64
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Cre 1.23 mg/dL BNP  1360.8 pg/mL Lac 28.6
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USTHIURE BEE S BT, MCP-1/CCL2 : aﬂmmmu 1. NF-kB : AETF-kB, RAAS : L= PUsAT IS 7)bb/(;l]/’f~ ROCK Rho¥+ ti ROS : ,s-mazm SGLT2 :
FRUGLDIA - R3EHEA-2, TGF- [z NSY AT A== SRR T - [3 TNF-a | MUBIEFERIT -, VEGF : IMEARMRISSERT

Wang J, et al. B/omed Pharmacot/‘er 2021; 141 111918. aSIs:
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FIDELITY (FIDELIO DKD FIGARO DKDﬁ“ﬁﬁ)
Ziﬁﬁﬁ"‘{#CKD n=13,026.

Finerenone Placebo Finerenone Placebo

niN (%) n per 100 PY HR (95% CI) Pinarscion
Analysis for outcomes in patients receiving/not receiving an SGLT2i at baseline
Cardiovascular composite :
SGLT2i at baseline 39/438 (8.9) 52/439 (11.8) 2.95 4.08 —a— 0.67 (0.42-1.07)* 0.461

No SGLT2i at baseline 786/6,081 (12.9) 887/6,068 (14.6) 4.44 5.08 - 0.87 (0.79-0.96)"

Kidney composite

SGLT2i at baseline 9/438 (2.1) 17/439 (3.9) 0.70 1.37 | = 0.42 (0.16-1.08)* 0.29¢
No SGLT2i at baseline 351/6,081 (5.8) 448/6,068 (7.4) 2.06 2.64 HH 0.80 (0.69-0.92)"
Hospitalization for heart failure
SGLT2i at baseline 10/438 (2.3) 22/439 (5.0) 0.74 1.68 —— 0.44 (0.19-0.99)" 0.18f
No SGLT2i at baseline 246/6,081 (4.0) 303/6,068 (5.0) 1.35 1.68 l-I-ii 0.80 (0.68-0.95)"
All-cause death i
SGLT2i at baseline 20/438 (4.6) 30/439 (6.8) 1.46 2.23 : 0.58 (0.30-1.10)" 0.241
No SGLT2i at baseline 532/6,081 (8.7) 584/6,068 (9.6) 2.86 3.16 +l~:| 0.90 (0.80-1.02)*

TR IOBBRYF . JSEih BT

se LTzllﬂiﬁﬁm..b‘b\DB?}r*l/J,/(at:l..t-%@ﬁﬁUZﬂt‘FHéﬁﬁhb‘ﬁ%

Ruaaluq P el dj' D.'dbr:‘!ea. Care. 2022; 45{12] 2991- 2998



MY¥Y4 1 MR vS SGLT?2

Both finerenone and canagliflozin reduce There are key differences in trial inclusion/
Background h cardiovascular and renal risk in patients with ¢ exclusion criteria and endpoint definitions

type 2 diabetes and CKD with albuminuria in CREDENCE and FIDELIO-DKD
Methods Results

Treatment effects of canagliflozin and finerenone
assessed and compared in CREDENCE and
‘CREDENCE-LIKE’ FIDELIO-DKD subgroup

FIDELIO-DKD
‘CREDENCE-LIKE’ CREDENCE

Participants in two RCTs:
* CREDENCE (canagliflozin)

* FIDELIO-DKD (finerenone) N = 4619 met

Restricted to participants who met CREDENCEHKE

inclusion criteria for CREDENCE: grifetia a Composite HR 0.74 HR 0.70
; cardiorenal (95%C10.63-0.87)  (95%C10.59-0.82)

* UACR >300-5000 mg/g
* eGFR 30-<90 ml/min/1.73 m?

Finerenone:

Endpoints: 2291/4619 (49.6%)
* Composite cardiorenal Placebo:
* Kidney-specific 2328/4619 (50.4%) Cox regression: hozord ratio (HR) and (95% Cl)

After accounting for trial differences, both the SGLT-2i canagliflozin and the nonsteroidal MRA fineenone
Conclusion are similarly effective in patients with type 2 diabetes and CKD with very high albuminuria in reducing the
risk of cardiorenal outcomes.

Agamal R, et al. Nephrol Dial Transplant 2022; 37(7) 1261-1269..
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MR T RCT/

s K| HSREE Risk reduction for
- the primary outcome
2T
0
RALES (1999)* Spironolactone (ll;I\<($-IFA<I3I Islf;) HR 0.70
; (95% Cl: 0.60-0.82)
> DIMEFE/ DA AR
EMPHASIS-HF (2012)* Eplerenone Lxs(f—i;isllﬁ HR 0.63
( 1) (95% Cl: 0.54-0.74)
OIMESE/DARE AR
TOPCAT (2014) Spironolactone LVEF 245% HR 0.89
(95% Cl: 0.77-1.04)
DINESE/20RNEARR
FINEARTS-HF (2024) Finerenone LVEF 240% RR 0.84

(95% Cl: 0.74-0.95)

B. Pitt, et al. NEJM 1999; F. Zannad, et al. NEJM 2011; B. Pitt, et al. NEJM 2014; SD. Solomon, et al. NEJM 2024.



* —HROiE22  non-rEF
5] [EER]
AE Bx (REEHRaERUT>Y— @BEE3RAH)
A% T (FRREEUEEAFERFETS—)
2025/10/11 14:10~15:40 F8 =8 XF A2 3 H— 55 FoEE

s [022-1] [ﬁﬁ] AH flsE (kiﬂﬂiﬁﬁﬁ ﬁ%&sl’qﬂ)

[022-2] [RHE] itz Sk (MSAEAEER ESTRATRN BEEAND)
s EHUCZUEFU I ORENEEORE

[022-3] [BE] R&)l =3 (Fﬁﬂﬂqﬂﬁﬁ*ﬁﬁkﬂﬂ)
5 RIS HEIEE DEE R HFpEFT IS M (CHEIRIS AR :

[022-4] [H&] AfRH &8 (WFK-‘:’-E?“FFHE%E ﬁ%ﬁsﬁﬂ)
HFpEFRHEICHI ; EIbE:

B
[022-5] [##&] & FHE (Division of Cardiovascular Medicine, Department of Internal Medicine, Toho University Faculty of Medicine,
B Tokyo, Japan./British Heart Foundation Cardiovascular Research Centre, University of Glasgow, Glasgow, United Kingdom )
Finerenone in patients with HFmrEF/HFpEF with and without atrial fibrillation: a prespecified analysis of FINEARTS-HF
[022-6] [H#&] AW £ (Division of Cardiovascular Medicine, Department of Internal Medicine, Toho University Faculty of Medicine,
5 Tokyo, Japan)
Finerenone reduces new-onset atrial fibrillation across the spectrum of cardio-kidney-metabolism: Thgd FINE-HEARTpooled
analysis
o [022-7] [##&] itH B— (Department of Cardiovascular Medicine, Graduate School of Medical Science, Kumamoto University,
5 Kumamoto, Japan)
Effect of finerenone on NT-proBNP in heart failure with mildly reduced or preserved ejection fraction: TheEINEARTS-HF triall
[022-8] [®#&] iEiEk M (Department of Cardiology, Nagoya University Graduate School of Medicine, Nagoya, Japan../British Heart
5 Foundation Cardiovascular Research Centre, University of Glasgow, Glasgow, United Kingdom)
The efficacy and tolerability of finerenone related to the use and dosage of diuretics at baseline irl FINEARTS-HFI
[022-9] [##&] &% 51 (Department of Cardiovascular Medicine, Kawaguchi Cardiovascular and Respiratory Hospital, Kawaguchi,
5 Japan)

Geographic Variation in Heart Failure with Mildly Reduced or Preserved Ejection Fraction: Thq FINEARTS-HF Trial
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Fallick C et al. Circ Heart Fail 2011;4:669-675
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A% £ (stressed volume)vsESN % £ (unstressed volume)

Bk E = A3 K E (stressed volume) + EX MR E (unstressed volume)

R RNR& HRa s+ &
fRfER

APMEE SHMES 60 mLkg
REMIEORE W ME TR ER OFEGERE B ENDEEOHL

¥

HIGERMBEOL A ED @ TUHREXHIOEN 4@ 5HimEE
8.7 mL/kg 2 E1E N

Shoukas A et al: Circ Res 1982; 51: 95-101
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Sp0O2 73%(RA) z 92% (N N n~d n 12L)
BP 172/102mmHg

Cre 5.97mg/dL

AY N NYM 100mg+ J  45ml div
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AY N NM 100mg iv
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smgiday & 19N 2mih
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Angiotensin receptor Neprilysin
Inhibitor (ARNI)

Cumulative Probability

Angiotensin—Neprilysin Inhibition versus Enalapril

in Heart Failure

1.0+
’ Hazard ratio, 0.80 (95% Cl, 0.73-0.87)
4 P<0.001
0.6
0.5
0.4
Enalapril
0.3
0.2 LCZ696
0.1
0.0 T T T T T I 1
0 180 360 540 720 900 1080 1260

Days since Randomization

Table 3, Adverse Events during Randomized Treatment.®

Ewvent

Hypotension
Symiptomatic
Symptomatic with systolic blood pressure <30 mm Hg
Elevated serum creatinine
=15 mg/dl
z3.0 mg/dl
Elevated serum potassium
»5.5 mmol fliter
=6.0 mmaol fliter
Cough
Angioedemat
Mo treatment or use of antihistamines anly

Use of catecholamines
haspitalization

or glucocorticoids without

Hospitalization without ainsay compromise

Airway compromise

LCZ696
[N =4187)

588 [14.0)
112 (2.7)

139 (3.3)
63 (1.5)

674 [16.1)
181 [4.3)
474 (11.3)

10 (0.2)
6 [0.1)

101
0

Enalapril
(N=4212)

ma, (%)

388 (9.2)
59 (L4)

158 [4.5)
83 (2.0)

727 (17.3)
236 (5.6)
601 (14.3)

5 (0.)
4(0.0)

1 (<01
0

P Value

<0.001
<0.001

0.007
0.10

0.15
0.007
<0,001

0.19
0.52

0.31

v ACE-l, BIEMELEDIEZEEMDAREAEESAT2THNTULVSLVEF<40%D
BREDTE

v BNPZEHRT HEEE THANeprilysinZBHEJ B Sacbitril& . Valsaltan D & |
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1) Langenickel TH, et al. Drug Discov Today Ther Strateg. 2012; 9(4): €131 -e139, .
2) Volpe M, et al. Clin Sci(Lond). 2016; 130(2): 57-77.
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