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size

Allisartan Isoproxil: 240 mg once daily | Losartan: 50 mg once daily ALA2; AG; A7 8 Weeks
YL 205 | 137 | 138 17/158 None 542 554 | Allisartan Isoproxil: 240 mg once daily | placebo AlL; A2 A6; A7 8 Weeks
YM Zhao 2015 45 4 45/45 CHD - - Allisartan Isoproxil: 80 mg once daily Irbesartan:150 mg once daily AG; AT; 6 Weeks
1Q Zhang 2019 40 40 52128 None 6517 | 6498 | Alisartan Isoproxil: 240 mg once daily | nifedipine i therapeutic ALy A% A3 A% A5 | 6 Months

System:30 mg once daily

GX Zhang | 2020 34 34 35/33 No 27 412 | Allisartan Isoproxil: 240 mg once daily | placebo AL A% A3 30 days
1Q Xie 2021 59 53 67/45 CHD 5301 | 5289 | Allsartan Isoproxil: 240 mg once daily | Irbesartan:150 mg once daily Or 300 mg | Ad; A5; AG; A7 8 Weeks

AL: SBP, systolic blood pressure; A2: DBP, diastolic blood pressure; A3: baPWV, Brachial-Ankle Pulse wave velocity, A4: NO, nitric oxide; A5: ET, endothelin; A6: AE, adverse even; A7: The rate of effective blood pressure control; EC
Experimental Group: CG, Control Group.
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Treatment methods

Advantages

Disadvantages

Traditional | f-blockers | Reduce LVOTO (3, 7); | May cause bradycardia,
drugs improve patient hypotension and other
symptoms (3, 7) adverse reactions (17, 18)
Verapamil
Disopyramide | Delay the need for | Adverse effects such as
invasive treatments | dry mouth and
(19, 20) constipation (21, 22); may
cause significant QT
interval prolongation (19)
Myosin Mavacamien | Reduce LVOTO (23); | Significantly lower EF
inhibitors increase exercise (4-26)
capacity (23); improve
patient symptoms (23)
Aficamten | Shorter half-life (27); | Ongoing clinical trials
wider therapeutic
window (27)
Invasive | Septal Eliminate LVOTO | More traumatic; long
treatments | myectomy | permanently (28); | hospital stays
reverse left atrial
remodeling (1)
PTSMA Short hospital stays | Limited by the structure
(29, 30); quick of the septal coronary (31)
recovery (29)
PIMSRA Protect the Lack of long-term follow-
subendocardial up data

conduction system (32)

LVOTO, left ventricular outflow tract obstruction; EF, ejection fraction; PTSMA
percutancous transluminal septal myocardial ablation; PIMSRA, percutaneous
RN D R T i e
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Gene Method N SNPs

GLPIR | MR Egger 113 0115 | 1120 0.204
Weighted median 113 0077 | 1079 0.000%
vw 113 0061 | 1.063 0.000%
Simple mode 113 0078 | 1.081 0.014*
Weighted mode 113 0078 | 1.081 0.015*
SLC5A2 | Wald ratio 1 0208 | 1232 0.077
DPP4 MR Egger 13 —0026 | 0975 0.694
Weighted median 13 —0064 | 0938 0.046*
ww 13 —0068 | 0934 0.003*
Simple mode 13 0027 | 0974 0.605
Weighted mode 13 0064 | 0938 0.135

N SNPs represents the number of SNPs; OR, odds ratio; IVW, inverse variance weighted, MR,
mendelian randomization.
*P value meets the significance threshold.
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Pitt et al
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Acronym

Drugs
compared/
dose protocol

Finerenone
25-10 mg daily
or Spironolactone
25-50 mg daily

Total
participants

Population

HErEF (LVEF <
40%) +eGFR 30~
60 ml/min

Primary
endpoints

Part A

The effects on serum
potassium concentration,
€GER, and albuminuria
were assessed

Part B

The change in serum
potassium concentration
after treatment

Findings

| 1. Compared with

spironolactone, BAY 94-8862
resulted in a significantly
smaller increase in serum
‘potassium concentration
(0.04-0.30 mmol/L vs

0.45 mmol/L,
P<0.0001-0.0107).

2. The incidence of
hyperkalemia was lower in
the BAY 94-8862 group
(5.3%) compared to the
spironolactone group
(12.7%, P=0.048).

3. BAY 94-8862 reduced
levels of BNP, NT-ProBNP,
and albuminuria, at least as
much as spironolactone.

4. Adverse events associated
with BAY 948862 were
infrequent and mostly mild.

Follow-

up
duration

Filippatos
etal, (24)

ARTS-HF
(NCT01807221)

Finerenone
2.5-20 mg daily
or eplerenone

25-50 mg daily

HEFrEF (LVEF <
40%) + DM and/or
CKD

Percentage of patients
with a >30% decrease in
NT-ProBNP from
baseline to day 90

| 1. In the 10 to 20 mg orally

once daily, there was a
nominal benefit (HR: 0.56;
95% CI, 0.35-0.90; P=0.02).
2. Hyperkalemia (>5.6%):
43% in finerenone group.

Bakris
etal, (25)

ARTS-DN
(NCT1874431)

Finerenone
1.25-20 mg daily

DM + eGFR >
30 mi/min
+albuminuria >
30 mg/g

Urine albumin creatinine
ratio at day 90 vs. at
baseline

1. Urine albumin creatinine
ratio reduction:

O Finerenone: 7.5 mg/day,
(0.79; 90% CI 0.68-0.91; P
=.004); for 10 mg/day (0.76;
90% CI 0.65-0.88; P = 001);
for 15 mg/day,(0.67; 90% CI
0.58-0.77;P <.001); for

20 mg/day (0.62; 90% CI
054-0.72; P<.001)

2. Hyperkalemia: incidences
in the finerenone 7.5, 15, and
20-mg/day groups were 2.1%,
3.2%, and 1.7%, respectively.

Pitt et al,
@

FIGARO-DKD
(NCT02545049)

Finerenone 10 or
20 mg daily
Matching placebo
daily

DM + eGER > 25~
90 ml/min and
albuminuria
30-300 mg/g

or

€GER > 60 ml/min
and albuminuria
300-5,000 mg/g

Number of participants
with the first occurrence
of the primary CV
composite outcome, CV/
death, non-fatal MI, non-
fatal stroke, or HHF

1. Finerenone therapy
improved cardiovascular
outcomes.

Finerenone vs. Placebo:
12.4% vs. 14.2% (HR, 0.87;
95% CI, 076 ~0.98; P = 0.03)
2. Composite endpoints for
renal outcomes

Finerenone vs. Placebo 9.5%
vs. 10.8% (HR 0.87; 95% CI,
0.76-1.01)

3.The incidence of
hyperkalemia was higher.
Finerenone vs. Placebo 10.8%
VS 53%

Bakris
etal, (20)

FIDELIO-DKD
(NCT02540993)

Finerenone 10 or
20 mg daily
Matching placebo
daily

DM + eGFR
25-60 ml/min
and albuminuria
30-300 mg/g

or

€GFR 25-75 ml/
min and
albuminuria
300-5,000 mg/g

Count of participants and
time from randomization
to the first occurrence of
the primary renal
composite outcome,
onset of kidney failure, a
sustained decrease of
€GFR 240% from
baseline over at least 4
weeks, or renal death
were evaluated

1. Finerenone treatment
resulted in lower risks of
CKD progression than
placebo

Finerenone v. Placebo 17.8%
vs. 21.1%, (HRO.82, 95% CI
0.73-0.93, P=0.001)

2 Cardiovascular events
Finerenone vs. Placebo 13.0%
vs. 14.8%, (HR, 086; 95% CI,
0.75-0.9% P=0.03)

3. Incidence of
discontinuation of the trial
protocol due to hyperkalemia
(23% vs. 0.9%)

Filippatos
etal, (49)

FIDELITY
substudy:
FIDELIO +
FIGARO

Finerenone 10 or
20 mg daily
Matching placebo.
daily

DM + eGER >
25-90 ml/min and
albuminuria
30-300 mg/g

or

€GER > 25 ml/min
and albuminuria
300-5,000 mg/g

The effects of finerenone
on cardiovascular and
Kidney outcomes in
patients with T2DM and
CKD

Finerenone reduced the risk
of dlinically important
cardiovascular and kidney
outcomes vs. placebo across
the spectrum of CKD in
patients with type 2 diabetes
1. Cardiovascular outcomes
Finerenone vs. Placebo 12.7%
vs. 14.4%, (HRO86, 95% CI
0.78-095, P=0.0018)
2Kidney outcomes
Finerenone vs. Placebo 5.5%
vs. 7.1%, (HR0.77, 95% CI
0.67-0.88, P=00002)
Incidence of discontinuation
of the trial protocol due to
hyperkalemia (1.7% vs 0.6%)

FINEARETS-HF
(NCT04435626)

Finerenone
10-40 mg daily
Matching placebo.
daily

NYHA class IV
and LVEF > 40%

Number of cardiovascular
deaths and heart failure
events

Finerenone reduced the
composite endpoint of
cardiovascular death and
total heart failure events (first
and recurrent) compared to
placebo.
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Baseline characteristics

Age, years

Mean (+SD)

or % (N)
635 (+135)

Gender,% Female

64.0% (32)

Body mass index, kg/m” 285 (£5.4) =
Beta-blocker or calcium channel 820% (41) =
blocker therapy

Beta-blocker therapy 50 68.0% (34) -

Calcium-channel blocker therapy

16.0% (8)

Both medication classes

2.0% (1)

Clinical outcomes with mavacamte

N

Time in Mavacamten REMS, weeks

n treatment
Mean (+SD)
or % (N)
359 (£17.5)

Mavacamen temporarily held %

10.0% (5)

Mavacamten stopped,% | 6.0% (3) =
New atrial fibrillation,% [ 40% (2) N
New ventricular tachycardia,% 2.0% (1) =

glg|8 |88

Death, MCS, or transplant,%

Baseline,
% (N)

NYHA symptom classification 49

6.0% (3)

Post-
mavacamten,
% (N)

43

1 - no limitations of activity 0% (0) 44.2% (19)
11 - slight limitations of activity | 30.6% (15) 51.2% (22)
11T - marked limitations of | 69.4% (34) 46% (2)
activity
IV - symptoms at rest 0% (0) 0% (0)
dose at follow-up 47 45 -
2.5mg o 20.0% (9) -
5mg | = 37.8% (17) -

10 mg

28.9% (13)

15 mg

13.3% (6)

Change in echocardiographic data with mavacamten

treatment

LVOTr, mmHg

Mean
absolute delta
(95% Cl)*
331 (-453,
-21.0)

prx

LVOTy, mmHg 32 —50.1 (=685, | <0.001
-317)

LVEF 2 —3.1 (=54, —0.83) | 0.0088

LV interventricular septum, cm 2 —022 (030, | <0.001
-0.13)

e’ 19 —40(-97,17) | 015

Lateral €, cm/s 18 053 (-19,087) | 043

Medial €, cm/s

RVSP, mmHg

Baseline,
% (N)

mavacamten,

% (N)
MR Severity 47 39
None/Trace 14.9% (7) 33.3% (13)
Mild | 21.3% (10) 51.3% (20)
Moderate | aa% @) 128% (5)
Moderately Severe 106% (5) 26% (1)
Severe | 85% @) 0% (0)

<0.001

LV, left ventricle; LVEF, left ventricular ejection fraction; LVOTY, left ventricular outflow trac
obstructive gradient with Valsalva maneuver; LVOTr, left ventricular outflow tract obstructive
gradient at res; MCS, mechanical circulatory support; MR, mitral regurgitation; NYHA

New York Heart Assocation; RVSP, right ventricular sy
“McNemar-Bowker test used for calculation of P-value.

ic pressure; SD,

**Paired sample t-test used for calculation of P-value and 95% confidence intervals.
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Baseline characteristics

Age, years

Mean (+SD) or % (N)
70.6 (£6.4)

Gender,% Female

60% (3)

Body mass index, kg/m*

322 (#352)

Beta-blocker or calcium
channel blocker therapy

80% (4)

Beta-blocker therapy

Calcium-channel blocker
therapy

Both medication classes

ges since referral for mavacamten

NYHA symptom classification

Baseline, %

Post-mavacamten
referral, % (N)

1- no limitations of activity

11 - slight limitations of
activity

TII - marked limitations of
activity

IV - symptoms at rest

Change in echocardiographic data with mavacamten

treatment

LVOTr, mmHg

Mean absolute delta

LVOTv, mmHg

LVEF

LV interventricular septum,

Lateral ¢, cm/s

Medial €, cm/s

RVSP, mmHg

Baseline,%

Post-mavacamten
referral, % (N)
5

MR severity
None/Trace 40% )
Mild 40% ()
Moderate 20% (1)
Moderately-severe 0
Severe 0

LV, left ventricle; LVEF, left ventricular ejection fraction; LVOTY, left ventricular outflow
tract obstructive gradient with Valsalva maneuver; LVOTr, left ventricular outflow tract
bstructive gradient at rest MR, mitral regurgitation; NYHA, New York Heart
Association; RVSP, right ventricular systolic pressure; SD, standard deviation.
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