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Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio
patient-years patient-years (95% ClI)
EMPA-REG OUTCOME 374 439 [ 0.86 (0.74-0.99)
CANVAS Program 26.9 35 —— 0.86 (0.75-0.97)
DECLARE-TIMI 58 2286 242 & 10 0.93 (0.84-1.03)
CREDENCE 387 487 —e— 0.80 (0.67-0.95)
VERTIS Cv* 40.0 40.3 . & 0.99 (0.88-1.12)
Pooled estimate S 0.90 (0.85-0.95)
(Q statistic P = 0.27; |* = 23.4%)
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Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio
patient-years patient-years {95% CI)
EMPA-REG CUTCOME 9.4 14.5 . | 0.65 (0.50-0.85)
CANVAS Program 5.5 87 e 0.67 (0.52-0.87)
DECLARE-TIMI 58 6.2 8.5 —e— 0.73 (0.61-0.88)
CREDENCE 15.7 253 e 0.61 (0.47-0.80)
VERTIS CV 7.3 10.5 —e—I 0.70 (0.54-0.80)
Pooled estimate - 0.68 (0.61-0.76)
(Q statistic P = 0.85; I°>=0.0%)
025 05 10 20

(C) BN~

Favors ;realment Favors Pacebo

Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio
patient-years patient-years {95% CI)
EMPA-REG OUTCOME 8.3 1.5 i 0.54 (0.40-0.75)
CANVAS Program 5.5 9.0 —e— 0.60 (0.47-0.77)
DECLARE-TIMI 58 37 7.0 —e— 0.53 (0.43-0.66)
CREDENCE 27.0 40.4 —ea—t 0.66 (0.53-0.81)
VERTIS CV 9.3 1.5 —e— 0.81 (0.64-1.03)
Pooled estimate . 0.62 (0.56-0.70)
(Q statistic P = 0.09; I*= 49.7%)
[ T 1
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(DIMESE or LDAEARE
Numberwith event/number of patients (%)
HR(35% 1)
SGLT2 inhibitor Placebo
EMPEROR-Reduced 361/1863 (19-4%) 46211867 (24-7%) —m— | 075 (0-65-0-86)
DAPA-HF 386/2373 (16:3%) 502/2371(21:2%) —,— | 074 (0-65-0-85)
Total . } 074 (0-68-0-82)
i
Test for overall treatment effect p<0-0001 r - - i
Test for heterogeneity of effect p=0-89 025 050 075 1-00 125
L [
i 3]
Age b years Men H
EMPERDS: Reduced — OT10E-085) EMPEROR. B A —.— 080048053
[ —— 078 (063-095) DAPA-HF — ! 073 (DE3-0-55)
Sebtotal L 0T5(0-64-087) Substotal <P 076 (BES-0.85
Test for overall reatment effect =0 0002 s b sromeal Lmtrent effet
Test foe heterogenesty of effect p S5 o b htmrgoenty ol off
Mg bl pras Waomen :
LMPLRCR Reduced — 078 066093} EMPEROR: Reduced L i 0450 (0-44-080)
TP HF —: 072 (060-085) DA —— 079 (0.53-108)
sebtotal 075 (0-66-0-85) subtotal q‘- ' 068 (0560848
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AP Brcuced — - ORIEESI00]  EMPEROR-e dard ] 070055085
DAPAIE —. i 072 (050-086) [ — 078 (066-052)
subtotal < 077 (068058 Subsdotal <D O74(0E6-B.EY)
Tt for overall reatment effect pu 0 0001 : Test for overal treatment effect pe0.0001
Tt For heterogeneity of effect =0 29 : Test fou heterageneity of effect pet 7
R ) i e 173 B30 kgl
LMPLROR Reduced [ ] ! 067 [055-083) EMPEROR- Reduced -» 085 (0 £7-1.08)
DA 1 —— 076 [063.097) DAPA-HF (] 065 [B55-088)
subtatal ‘ i 072(062-0-82) Subtotal ‘ 076 (D-45-090)
Test for overall reatment effect p- 0.0001 Test for overall treatment effect pe0-001
Test for heterogeneity of effect pes 38 ! Test for heterogeneity of efiect pe0 21
Tt foe treatment by subgroup inderadtion pel 44 ! Test for treatment by Subqrove inberaction e 79
P T B T
i f TEE
HEPRIR oy BAEE
With distetes NYHA el
LIRS Hedwed —— 072 (BE0-087) LMPLROR Reduced L G050 84)
DAPAHE t 075 {063-050) AR 1 1 ] 043 (052-075)
Subitotal t : 074 [065.0Rp Susbtatal . O (050-0-76)
“Test for overall treatment effect p-0.0001 i Test for owerall treatment effect p= 0.0001
Test for heterogeneity of effect p- 076 i Test e heterogensty of effect peio 36
Without diabetes : NYHA e 18
EMPERDS-Reduced " 078 [084-0.57) EMPEROR: Bedhced L ) BEIDEE-104)
073 (DEODEE) D R0 - 0901074108
075 (0:65-0.87) subtotal L OB (075-201)
rm' all treatment effect pm 0064
fioe hetesogensity of effect p=0.60
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Hazard ratio, 0.79 (95% Cl, 0.69-0.90)
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FERE IR B B 30 7= BHRE (K T E B 2 K 51T,
FINTV) 70D > OEREE S DINERBENOREE
Biat L 7= DHDAPA-CKD#RE TH 5%, w5ITHe
BRERMAIEER (eGFR) £325~T75 mL/min/1. 73
MMMORPETIVT I /7 LT FZ 2 HN200~
5,000 mg/gCrT, RASPHEZKZ AR L TWW7=JEH
Tha (B4A)., EFEFMEEIZ. eGFRD50%
PLEDKT. KEBAZANOBIT. BREXR ST
WDMEEDES T RiRA > N TH DM, F)NT
7oy oH5I2L039% L (K4B),
Z OENRIL A, PER BEIRIE DOF HE, B H¥AE (eGFR
45 mL/min/1. T3mi A& & ZN LA L) 1Tk < 53R
HHENTm, NNTY TnY  iEABDeGFROK T
HWEZESNTHD (B4C), 2ETEHEEICH
HXN7- (B4D), CKDICHT 2 ERNRIGHHRE
U CIIRASIHERELRO®ETH D, HiliREE
ELTKBRENDITES =,

—5 T, CKDIZIZREHREMETeGFRMBEK T L
EFEHL VA, DAPA-CKDitE O 412135 %
NTWT, ZN5 DEZFICSGLT2MERENE R
SN TIEARW, TRy oY ERnE
EMPA-KIDNEYit#rid, REABEEOCKDEE D
SO TN, 20224 (HF44E) 3 HICER
HERTHREEZZT TR TLTHD, ZOH
RREENLEEN S,

4. (A) M DAPA-CKDitBk, =1 EMPA-
KIDNEY &t 0 S #E R, CKDEH
WL TNy oY oM (B) eGFR
D50% LA DK, REIEAENDBEIT,
BB S N OMESE,. (C) eGFR
DOHEFS. (D) BT, ITRIFTHER.
Bk 8 B B 5 NTEFHER)

(A) BEEIRE%E

EHRXSD Al A2 A3
FIVIZBR N N N
(mg/B or mg/gCr) 30K7 30~299 300k
EER N N N
(o/B oy | O-15FM | 0.15~0.49 | 0.50ME
G1 =90
G2 60~89 AR
GFREX% G3a 45~59
(mL/min/
1.73m?) G3b 30~44
G4 15~29
G5 <15
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= Hazard ratio, 0.61 (95% Cl, 0.51-0.72)
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Hazard ratio, 0.69 (95% CI, 0.53-0.88)
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