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( Angiotensin Converting Enzyme Inhibitor » ACEl) B~ ZfafiHi] ( Angiotensin [T Receptor
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P im 4 T 10 Z 5 fEAKEE / Kerendia 10 mg film-coated tablets
A FHEE 20 Z e fEACHE / Kerendia 20 mg film-coated tablets
24 Finerenone
TNEE R EA S —AERRE (T2D) MRS R (CKD) BFmA » /]

PR ERr M B R ERIETER (eGFR) IR ~ KEAEHH (ESKD) ~ LliE3E
C ~ JER AR O VR ZE LU IR O i (e e

HZEHE | 192 eGFR H%E Kerendia HYEERLIATIE

- % eGFR > 60 mL/min/1.73m’ » K 1 XX 20 Z5¢

- %5 eGFR > 25 £< 60 mL/min/1.73m’ » HX 1 K 10 =575 ;
- % eGFR < 25 mL/min/1.73m’ » REEZHEEA -

Kerendia HiFE4&:HEE R 20 Z5¢ -

eGFR (mL/min/1.73m") Starting Dose

> 60 20 mg once daily
>25t0< 60 10 mg once daily
<25 Not recommended
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TIEBEAE > SEEEREINEE - IER B MRS o Finerenone /ZIEYIMEFFE 228 (MR) 7Y
IR R B MEE DUR - FE B R (BN R FIFE R (Bl grime ) 4Hak$PH

)




BT MR oMY ST O] MR 285G o AR A M S B iR ) 8 i R 2 RSl
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Finerenone [IiRT& & 522 UY > EHEEAHTE - EEHERETTHZEE 44% ° Finerenone £
LEBEIEIY 0.5 2 1.25 /NI EF] Cmax °

paxii

Finerenone {2 EHAR /- figafs (Vss) £ 52.6 L fERSSMNIIMATE 45 &R 5 92%
FTEEZHMEHERLES -
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Finerenone EZH CYP3A4 1GaH (90% ) > /DE5rHE CYP2C8 (10% ) U Fydy &AL
EAEZIE

HEPR

Finerenone M4 0m-F = HAZ B 2 2 3 /NI » 2B IMURERREE B 25 L -

B PR e 22 ek
DT 1 4P W e s B A8 e 22 2 M s B 3R
F—RI1]

— e FyHH 48 ([ B VBB - ® 5 Phase 3 55% » LL#I(EH Finerenone BAZZEIHIAE
CKD #0565 2 BRI R (T2D) - BHEE CKD e fE A4z e S e
Wk iR Ry B A T2D M1 CKD HIRK A (=18 3% ) » $#52 ACEI B¢ ARB JEHF - Hi 5l
HAY - CKD MRBRAHIEE T TE S - S5 —4HEFNRIK O &0 BIEEETEE# (urinary
albumin-to-creatinine ratio > UACR ) £y 30-300 mg/g » B /NERIJE % (estimated glomerular
filtration rate » eGFR) %y 25-60 ml/min/1.73m’ - A MEPRAEMEGRAERORER S © 85 —4HE
FHIPRR H 2 S IEERTLER (UACR) £ 300-5000 me/g » BF/NEKIEAEA (eGFR) £y
25-75 ml/min/1.73m’ = & - FERRHEERF & 1Y M EF R H < 4.8 mmol/L -




DL 1:1 BYELBIRER& ST 5734 44 CKD Al T2D #2372 Finerenone SXZZRIFIAHE - 1
SEPREE AR R S AT SRS Y primary composite outcome & B EEME ~ eGFR FHELH? baseline
FrE NEZE/D 40% ~ SURIE R ESET  Secondary composite outcome &/ U E R RISE
T~ FEEen e OHUEZE ~ JERan i b e L RS (b -

o HRIISETERGER - SIS RATUIR

Finerenone Placebo Finerenone Placebo

Outcome (N=2833) (N=2841) (N=2833) (N=2841) Hazard Ratio (95% Cl) P Value
no. of patients with no. of patients with event
event (%) per 100 patient-yr

I Primary composite outcome 504 (17.8) 600 (21.1) Z59 9.08 —— 0.82 (0.73-0.93) __0.001 l

Kidney failure 208 (7.3) 235 (8.3) 2.99 3.39 ——+ 0.87 (0.72-1.05) s
End-stage kidney disease 119 (4.2) 139 (4.9) 1.60 1.37 i e 0.86 (0.67-1.10) —_
Sustained decrease in eGFR 167 (5.9) 199 (7.0) 2.40 2.87 —l— 0.82 (0.67-1.01) —

to <15 ml/min/1.73 m?

Sustained decrease of 240% in eGFR 479 (16.9) 577 (20.3) T2 8.73 —l— 0.81 (0.72-0.92) —
from baseline

Death from renal causes 2 (<0.1) 2 (<0.1) — — — —

I Key secondary composite outcome 367 (13.0) 420 (14.8) 5.11 5.92 —— 0.86 (0.75-0.99)  0.03 l
Death from cardiovascular causes 128 (4.5) 150 (5.3) 1.69 1.99 —— 0.86 (0.68-1.08) =
Nonfatal myocardial infarction 70 (2.5) 87 (3.1) 0.94 117 —— 0.80 (0.58-1.09) -
Nonfatal stroke 90 (3.2) 87 (3.1) 121 118 — 1.03 (0.76-1.38) —
Hospitalization for heart failure 139 (49) 162 (5.7) 1.89 221 —a— 0.86 (0.68-1.08) —

Death from any cause 219 (7.7) 244 (8.6) 2.90 323 —— 0.90 (0.75-1.07) =
Hospitalization for any cause 1263 (44.6) 1321 (46.5) 22.56 23.87 il 0.95 (0.88-1.02) —
Secondary composite kidney outcome 252 (8.9) 326 (11.5) 3.64 4.74 —a— 0.76 (0.65-0.90) -

Sustained decrease of =57% in eGFR 167 (5.9) 245 (8.6) 2.41 354 —H— 0.68 (0.55-0.82) 7

from baseline
O,ISU 1.00 2.60

Finerenone Better ~ Placebo Better

FE i iat 2.6 FEHAR > Finerenone 4H 2833 B EH A 504 LEHE (17.8%) 4
primary outcome event * ZZEIH4H 2841 ZEBE A 600 ZHEE (21.1%) &4 primary
outcome event (hazard ratio : 0.82 : 95% {SFRIEH[CI]  0.73 £ 0.93 : P=0.001) (&

—) o ZHHTHE 367 AEE (13.0%) 1420 ZEHE (14.8%) 54 key secondary
outcome event (hazard ratio : 0.86 : 95% CI : 0.75 % 0.99 : P=0.03) (F—) - HILH

A1 > $#5Z Finerenone ;&Y CKD A1 T2D £ HY primary outcome event ( B iEIE ~ eGFR
MHELHY baseline 748 N >40% SCEF IR ASE LT ) HYER LEREZ ZERIBIHIAH B - 1E
4N > Finerenone 483 &% E key secondary outcome event (/I RRFEL ~ JEE ML
AILAEZE ~ JREan i R B OIS ) AYEPR R - EaEREUR - B CKD M
T2D &% - Finerenone AJRE/E (el B AL LE AV A RBUEE T -

AN > fEZEEMEEET () > Finerenone 4HAY & MRS RE N2 R4H > B
Finerenone 4H Al #1451 FafBmi g A= St s 2R EIsH (oAl K 2.3% 1 09% ) -
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Table 2. Safety Outcomes.*

Finerenone Placebo
Event (N=2827) (N=2831)

no. of patients (%)

Any adverse event 2468 (87.3) 2478 (87.5)
Adverse event related to trial regimen 646 (22.9) 449 (15.9)
Adverse event leading to discontinuation of trial regimen 207 (7.3) 168 (5.9)
Any serious adverse event{ 902 (31.9) 971 (34.3)
Serious adverse event related to trial regimeny 48 (1.7) 34 (1.2)
Serious adverse event leading to discontinuation of trial regiment 75:(2.7) 78 (2.8)
Investigator-reported hyperkalemiai: 516 (18.3) 255 (9.0)
Hyperkalemia related to trial regimen 333 (11.8) 135 (4.8)
Serious hyperkalemiaf 44 (1.6) 12 (0.4)
Hospitalization due to hyperkalemia 40 (1.4) 8(0.3)
Permanent discontinuation of trial regimen due to hyperkalemia 64 (2.3) 25 (0.9)
Investigator-reported hypokalemia 28 (1.0) 61 (2.2)
Investigator-reported renal-related adverse events
Acute kidney injury§ 129 (4.6) 136 (4.8)
Hospitalization due to acute kidney injury§ 53 (1.9) 47 (1.7)
Discontinuation of trial regimen due to acute kidney injury{ 5(0.2) 7(0.2)
Hospitalization due to acute renal failureq 70 (2.5) 71 (2.5)
Discontinuation of trial regimen due to acute renal failure 31 (1.1) 36 (1.3)

Adverse events affecting =5% of patients in either group§

Hyperkalemia 446 (15.8) 221 (7.8)
Nasopharyngitis 241 (8.5) 250 (8.8)
Hypertension 212 (7.5) 273 (9.6)
Anemia 209 (7.4) 191 (6.7)
Peripheral edema 186 (6.6) 304 (10.7)
Diarrhea 184 (6.5) 189 (6.7)
Upper respiratory tract infection 181 (6.4) 189 (6.7)
Glomerular filtration rate decreased 179 (6.3) 133 (4.7)
Urinary tract infection 179 (6.3) 192 (6.8)
Back pain 175 (6.2) 175 (6.2)
Hypoglycemia 151.(5.3) 194 (6.9)
Dizziness 146 (5.2) 153 (5.4)
Arthralgia 142 (5.0) 149 (5.3)
Bronchitis 134 (4.7) 151 (5.3)
Constipation 131 (4.6) 163 (5.8)
Pneumonia 128 (4.5) 181 (6.4)

* Shown are adverse events that occurred during the treatment period, defined as those that started or worsened during
finerenone or placebo intake or up to 3 days after any temporary or permanent interruption. A causal relationship be-
tween any adverse event and administration of finerenone or placebo was based on the opinion of the reporting investi-
gator.

1 An adverse event was considered to be a serious adverse event if it resulted in death, was life-threatening, resulted in
inpatient hospitalization (or prolongation of existing hospitalization), caused persistent or clinically significant disability
or incapacity, was a congenital abnormality or birth defect, or was judged by the investigator to be a serious or impor-
tant medical event.

1 Shown are adverse events that were reported by investigators with the use of the Medical Dictionary for Regulatory
Activities (MedDRA) preferred terms “hyperkalemia” and “blood potassium increased.”

§ These events were classified according to the MedDRA preferred term.

9 These events were classified according to the standardized MedDRA Query term.




FRI2

— = R 54 ERYPERE - #5 Phase 3 58 > LL#EEEA Finerenone BLZZR{HIE CKD
F1T2D BEFHVLMES: - Wk REA T2D 71 CKD B A (=18 %) - ##Z
ACEI 8¢ ARB J&H < tHitatla BV - CKD HUBEMAHEEEETESR - B —HEERIRR
& H EHIEEETEE®R (UACR) A 30-300 me/g » B/NERIE#ER (eGFR) A 25-90
ml/min/1.73m’ » (CKD stage 2 2] 4 #1) 5 5 “4HEFHAIRIR O & H B EERFELR

(UACR) A 300-5000 mg/g > B/NERIE#E# (eGFR) =60 ml/min/1.73m” (CKD stage 1

82 81) o IhAh o TEEREERG B ENY MR 2/H =4.8 mmol/L -

DA 1:1 BB BB B 7352 44 CKD #1 T2D & 257 Finerenone SXZZRIF AR -
A EE A AR IS R AT R A Y primary composite outcome s/ O TRASET ~ FEEERTEL
AIVAEZE ~ FEE et o O IS (e A& & 455 © Secondary composite outcome 2 &
T ~ eGFR AHELTY baseline FF4 T2 /) 40% BB MR RSE IR G4ERE -

-

£ SRS ETERIGER - OIS RATUIRT

Finerenone  Placebo Finerenone  Placebo
Outcome (N=3686) (N=3666) (N=3686) (N=3666) Hazard Ratio (95% Cl) P Value
no. of patients with event
no.of patientswith event () 262100 patient:yr
I Primary composite outcome 458 (124) 519 (14.2) 387 4.45 —.— 0.87 (0.76-0.98) 0.03 l

Death from cardiovascular causes 194 (5.3) 214 (5.8) 156 1.74 ——— 0.90 (0.74-1.09) —_

Nonfatal myocardial infarction 103 (2.8) 102 (2.8) 0385 0.85 — 0.99 (0.76-1.31) —

Nonfatal stroke 108 (2.9 111(3.0) 0.8 0.92 >—!'—o 0.97 (0.74—1.26) =

Hospitalization for heart failure 117 (3.2) 163 (4.4) 0.96 136 — ! 0.71 (0.56-0.90) - l

KIdTey COMPOSTE GUICOME with IS0 o5 TS 0.8 £ ) 58 Il 87 {0.76- 1.0 =
=40% decrease in eGFR '

Kidney failure 46 (1.2) 62 (1.7) 0.40 0.54 — . 0.72 (0.49-1.05) =
End-stage kidney disease 32 (0.9) 49 (1.3) 0.26 0.40 —_— 0.64 (0.41-0.995) —
Sustained decrease in éGFR of 28 (0.8) 38 (1.0) 0.24 033 — . 0.71 (0.43-1.16) =

<15 mlfmin/1.73 m? 5

Sustained =40% decrease in eGFR 338 (9.2) 385 (10.5) 3.04 3.49 e 0.87 (0.75-1.00) —
from baseline H

Death from renal causes 0 2(0.) = — ' — =

Hospitalization for any cause 1573 (42.7) 1605 (43.8) 16.9 17.5 X 2 0.97 (0.90-1.04) —

Death from any cause 333(9.0) 370 (10.1) 2.68 3.01 [ 0.89 (0.77-1.04) —

Kidney composite outcome with 108 (2.9) 139 (3.8) 095 1.23 room 0.77 (0.60-0.99) —_
=57% decrease in eGFR H

Sustained 257% decrease in eGFR 90 (2.4) 116 (3.2) 0.79 1.02 l—l—i 0.76 {0.58-1.00) =
from baseline :

0.‘40 i.:)D 2.‘00
Finerenone Better Placebo Better

FEHArZERE 3.4 FFHART > Finerenone 4H 3686 B E A 458 ZEH (12.4%)
#%/F primary composite outcome * ZZRIHIAH 3666 ZEETH 519 LEE (14.2%) 34
primary composite outcome ( hazard ratio * 0.87 5 95% {SFEEH[CI] : 0.76 £ 0.98 ;
P=0.03) > EFHFAZ BT CBEE LB A RE K (hazard ratio * 0.71 5 95% {544
BER[CT] < 0.56 22 0.90) ° Finerenone 444 350 #4EE (9.5% ) Hi3A secondary composite



outcome ° ZREIFHI4HA 395 ZEE (10.8% ) H¥ secondary composite outcome ( hazard
ratio © 0.87 ; 95% {E¥EEE[CI] : 0.76 £ 1.01) (F=)
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Table 2. Safety Outcomes.*
Finerenone Placebo
Event (N=3683) (N=3658)
Investigator-reported adverse events — no. (%)
Any adverse event 3134 (85.1) 3129 (85.5)
Adverse event related to finerenone or placebo 560 (15.2) 413 (11.3)
Adverse event leading to discontinuation of trial regimen 207 (5.6) 183 (5.0)
Any serious adverse event 1158 (31 4) 1215:(33.2)
Serious adverse event related to finerenone or placebo 5 (1.0) 27 (0.7)
Serious adverse event leading to discontinuation of trial regimen 70 (1.9) 76 (2.1)
Adverse event with outcome of death 79 (2.1) 100 (2.7)
Hyperkalemiaf 396 (10.8) 1931(5:3)
Hyperkalemia related to finerenone or placebo 240 (6.5) 114 (3.1)
Serious hyperkalemia 25 (0.7) 4 (0.1)
Hospitalization due to hyperkalemia 21 (0.6) 2 (0.1)
Permanent discontinuation of trial regimen due to 46 (1.2) 13 (0.4)
hyperkalemia
Hypokalemia 42 (1.1) 88 (2.4)
Renal-related adverse events
Acute kidney injuryi 91 (2.5) 98 (2.7)
Hospitalization due to acute kidney injury: 32 (0.9) 39 (1.1)
Discontinuation of trial regimen due to acute kidney injuryi: 9(0.2) 3(0.1)
Hospitalization due to acute renal failure§ 45 (1.2) 49 (1.3)
Discontinuation of trial regimen due to acute renal failure§ 26 (0.7) 12 (0.3)
Covid-19-related adverse event
Any adverse event 84 (2.3) 116 (3.2)
Serious adverse event 38 (1.0) 63 (1.7)
Central laboratory assessments — no./total no. (%)|
Serum potassium level
5.5 mmol/liter 495/3677 (13.5) 233/3655 (6.4)
>6.0 mmol/liter 86/3677 (2.3) 43/3655 (1.2)

* Shown are adverse events that occurred during the treatment period, defined as those that started or worsened dur-
ing finerenone or placebo intake or up to 3 days after any temporary or permanent interruption. An adverse event was
considered to be serious if it resulted in death, was life-threatening, led to inpatient hospitalization (or prolongation of
existing hospitalization), caused persistent or clinically significant disability or incapacity, was a congenital abnormal-
ity or birth defect, or was judged by the investigator to be a serious or important medical event. The safety analysis set
included all the patients who had undergone randomization, were without critical Good Clinical Practice violations, and
had received at least one dose of finerenone or placebo.

1 Shown are adverse events that were reported by investigators with the use of the Medical Dictionary for Regulatory
Activities (MedDRA) preferred terms “hyperkalemia” and “blood potassium increased.”

I These events were classified according to the MedDRA preferred term.

§ These events were classified according to the standardized MedDRA query term.

9 Shown are any adverse events related to coronavirus disease 2019 (Covid-19), including adverse events that occurred
during the treatment period (as defined above) as well as those that occurred after randomization.

| Central laboratory assessments after the initiation of the trial regimen were missing for six patients who received finere-
none and for three who received placebo.
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= %% Dravet syndrome

PLHE SEAT

HIE

Dravet fitgE+(Dravet syndrome, DS) » 3 f# &y severe myoclonic epilepsy of infancy
(SMEI) » #i7E 3 Fs— T EE R MR 8 22— T %= R/ NS s A MR (2 - HRF L
EAL—RRATA MRS - 2 BB - SR M eR B PSR MR 2 F -
HEAMRIRIEE - —pe AR - RS i Sl B 2 (F - B S
B S S B AR SR HITHRE PR R /e G YR B 38 SCNIA L5
5o HEEER SRR DIAE R O - TIREE T B A ERY o -1 DTS (Sodium voltage-
gated channel alpha-1 subunit, NaVi) Al T > NaVia i@ il % e b BRI SR A St 148
i > (% GABA HIHIMEMHETT » 35 NaVi AR A Z I8 G Bl T4 B L
5 [

aFRILE VRN AT S - B T S EIIRRHER S F - NI O S
UEBRZEY) - BEEIERH AR EEYISS A AR - SHAN R 2 R A R S A A TH
bU o S ST R R DU R A S I SR SRR A R A R R
PUEREZ B4 T E S aHE -

B
— ~ JEEEYEHRE

Dravet syndrome Jp A bb—f BTN A B HELLaA S R B MURL - s s 48
BRI H R RN —E ) - SRR A TR RNFEREL — » BT
HRERREVCHBUEBERE EEI LU iR TS o SR 145 T O IREGEAL
F9ZE7] acetaminophen ¢ ibuprofen SFFEGHRA - (H2M02 A TR 4GSRV EES -
T~ EEYERR (TEMAE S r4E B AT ERTRYEEY))

fe# valproate Fy55—4REEY) - W] R A MR 2 B MEER A EAY - EdE TR B
8 WILPHEE ~ SRECRIS MRS o M EL valproate A FERIRY - Br T SERI - A CIRRK
PSR » #E4ATE 10-15 me/ke/day » 77 2-3 KIEEL - FEFTIHIE 5-10me/ke/day » %
PRER PRI 12 ek FE R & 22 25mg/kg/day > B AHIE 60mg/kg/day © Dravet syndrome jp5 A
So B A (o FH B — R ISR A #E > T stiripentol (Diacomit”),

10
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topiramate (Topamax"), clobazam (Frisium®) 58 —43Z&%7) - Clobazam #/E = FH A Ea/RTEEEN
VAR » ARELS HA benzodiazepine (BZD)H /D HYSARF R DL ST HYIMN A2 PR Bl 2 4

M - 1F Dravet syndrome J75 A% & valproate B clobazam #0555 —4#(# FJ - Clobazam
FEIERIE 0.2mg/kg/day » 73 2 TA%EL » MR FIETE 2 0.3-1mg/ke/day @ FeARKIE
2mg/kg/day - FHF? clobazam BLEMEHYIHRE 5 £ 9 RZFFRERE » HILHIEREA
R — o Stiripentol ZEERFHFY valproate £ clobazam fif AR FAE T
stiripentol FE5258>6 {E H ~ 85 >Tke: FE & S0mg/ke/day » 43 RIRIEE § 458> Tkg 77 By
>7 % <10 kg FI& £ S0mg/kg/day > 3R RILEL 5 > 10kg: S0mg/ke/day » 43 2 & 3 WH&
B> R KTHIE 3g/day © R AFELETIE 10-15me/ke/day » 2 & 4 HZFFESAHIEE
S0mg/kg/day » FATE 3 g/day  (FFHEEVIIG 7R 6 — 4R EEY)TIE » & stiripentol
Fivalproate * Zs% %A valproate ZE¥7H & - 2 stiripentol ff Fclobazam » RIJZEZEF(K
clobazam 25% ° Topiramate AJ > F it 26 (B £V 120 v AR Hlis 4 T VBB G 9%
AEAETE 1-2me/ke/day » 77 2 KEET » AR ERPR S B XT3 71 & 22 5-10mg/ke/day -
Clobazam, stiripentol, topiramate SRR 2 mELL /NZ -

OEHEEYIRR TR BRI 2 FHEAME - A5 REEY) < MIACEER - Valproate
ST S REAT el 2R - AR s B A DU SRR BB SRS R Y
0 AR E R EIEHIE A valproate BLIEMLEUEEFTZEY) - (7] valproate % RAVEI{E &L
S EEN AN E - S - )7 > iR - BV RNEIFRAREE 25
SEVERFEEME - BINFROFH ZAEDUEERIZEYIN 2 BRLL N /INMZ - KI4R#S DNA Polymerase r
(POLGYEERIZEEHE A DL B AR A > valproate t, i SEEEUEE M I HE 2
o UGS RIILE (hyperammonaemia) - (EFIAT ~ 25 6 48 ~ 55 3 {# 5 556 6 i HH 7R
SIFFHE#S ~ blood count, ammonia © fff topiramate i valproate 283 % P RE & &UMIE LKL
FF-14: B 97% 528 (encephalopathy) £ stiripentol £ clobazam AJREZEZHERE » HfFH stiripentol
B valproate A] AR & EIG S A HE -

SRS S [thHE% fenfluramine, high purified cannabidiol #AZ AR B A% > (HEE
HATEH 5 (EEEY) - HMHiEEfIgEEHE levetiracetam, brivaracetam, zonisamide FJ/E By
BB GUAREE o (EE R o SRR AR F S s [HET A Carbamazepine, oxcarbazepine,
lamotrigine, lacosamide, phenytoin, SR AEFTE GABA HYZE97) » 401 gabapentin, pregabalin,

vigabatrin °
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Dravet syndrome 5 A\ & A 0] BE 28 4 Ea i EE & IR BB (status epilepticus, SE) » 78 B[IHF#E
TEEY) » (22O ES BZD - ¥ TIE BZD SRV TEAREE - 40 valproate 2K
levetiracetam ° f& & Eax220545F DS 9% A fosphenytoin {575 Fi# -

2
4B

Dravet syndrome J&— /e i B2 A 25 FE P BRE AR R PR R 888 FURHBUZ 38 - Iz
FERE SRR S OPE - EFEES) - FRA - 17 R AR s - FE 2 EiE (E2n s -
HRMERZ BB E ] DREEE R T A6 SCNIA B M EERI AN ZE8E © Dravet
syndrome HYR2ET LR PRESEEEE Ryfps INEER2 T - 2R AL A B R TR A A BRI PR TR
HAHE - Dravet syndrome H Fi{HR B2 S aZEERT - 2290 6By 8 ARSI 28
15 (BEFEEHR AR IR - eV DUEREEY) BB E AV A RIREE - AH(E % Dravet
syndrome HYTRIE KA RRHILE
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