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2.5% vs 0.0%: HDL ZYAHE 6.0% vs 2.7%: LDL ZAHE 2.9% vs ~1.0%: SR -2.7%
vs ~0.7%.

‘m@zte] 2% ol ol BREn], of o 10mgg Folgt oA glerzol va) Hoiw 3% of B
< TFRAA 1% ol H =2 dlez HuE.

TR o3 AT HO2(AWEH O] YL P50l Yt A T BuEglon], AR 0.2%
oj/golAl BuEQglon, o] oF 10mga Foish oA ko] vlsto] Aojw 37 ¢ w2 oAt

AM 0.1% ol o ke Wes ¥uEoch

3) 54 olurgol ohat 4

D 9eRad, AEd U B Y] 2

Qg 137102 REY A S ARl mEW oeRAd, ARY U ©A YA Zde of
oF 10mg U 9IoFS Foldt w@Re] 27t 5.5%2t 0.6%0]A BRESIch chEol Fue AF YA
F5EQL, NARSL AE0) EE AR WSRO, of o Fol FUS op|F AL E2Y
o}, ol2lat ZASe ofold o Esteioni(o] oF U lokTolA 27t 8.4%, 1.2%), A Welo] 9l
L fPRse ALy ZEe Uerd shsaol o ot

DECLARE Q4AI@olA AA17] 2ol Foig olgatelt oj molon] nas wxsteickchn2

: )
DAPA-HF AJAIFoA A7) o) Soiet oAkt dotze]E24] folMs EnHA] Efe
o Yool 1% BEaEdct. A7) ZFY ol A HEdd Alas %E}éi rte doe el
woll 7% (0.3%)0] AU %’4‘%*%01]% it DELIVER AGAIGolA A7) 23
A7) 4hel oAt ‘Iﬂl‘oﬂ Azs 59
e AAH.

1,
R 4

DAPA-CKD 4/gAIFollA 2§24 7]
HAL HoFdtolls AT AAT] FEe oAt W%Oﬂ A=s ’:DJ%J AP g 2 2R 1
3% (0.1%)01AL YHofwtolls AT FrTol v TAtIM AA7IFFe] Soigh ol dAr] % A=
THOoR ool oAt BaEA] ¢
@ ~EF
Feg FA] it JGAGoNM MEFY Wk 2 Aldo] AREE 714 299 SR T2t £HeH
ot.
o] ofe] &x Fof, HERZ=2R 2 A HH(WEZEY
A ot AEg omarso] RlEs FoF 102477}“ %’49?
o] of} A= HHe ¥EaYS FUtet 1 d
A AT TS0l U (RE oM =1
BE AlFSoA, Fact AR i
2ot 271 ¥ A 3 ded 2 ¥E ﬁ?oﬂ/\i Kﬁé% SIS0l ©
o= 271 ¥8& AolA 24 F9F 48 FApof|, Aol AET Oﬂlﬂ
oo s ¥8 Fo(A7Z 6.0%, 7.9%)°1A #F 3 o= |
H13H = ““ﬂﬁ}ﬂl LRI P

Aadd F7F ¥8& AqoA Fast AEF ooass
7\}01]/\1 2479t 104537t Zk2F 0.5%, 1.0% B e i, <l
A 2450 1045At0] 0.5% B & dct, ot AET o]
ofst StxtofA 24F9F 1045 R0l 2H2F 40.3%, 53.1% Yl
SHXToll A 34.0%, 41.6% B 1% Qi

(o3}

2] =2 X170 3H(0.1%)0] A1 JoF
N Al 7 7EI
7

_
o
©
ol
1
O
_,d
)
ox.
o
127
fuju

opy ok
ol

—|rr1

4m njo
Q
r°“
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P A, W ARG W Rk Ueo], A% 2Rdy % o |
AL A 2 UL AVl REUTL g ozt dotEI 37 L AF Fast nad

u o
N,
ofr
i)
Jo

)

)
£

b
i
u
ga
o
o)
e
[d
)
2
)
2
Jo
19
oXx.
rlo
ek
o
o
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o
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of agpolgr o &ske 20| ofo} Y
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al AlS a

= =7 T .

AZE SojzbA g gAlEle, A2717 5 Al&Hct o] J)Ag S AgelA AARE nedo
¥& U5 LY HE o GFRO) ojzslolet olo] w2, ofatelt LEYL 1 o] A2 SGLTI 4
84 % NUEIA fe SGLTZ Agaslos w U 5/EE oGFRol W& AN chif

ol Tyt Ag/g% {_\AM]?];:] ok}, qmlazgxq KP%% £9 Bu] 4 xgqt
224 44 AFolA wEH AE(HOMA WlEF A=) 7]%50] thst g4 vl

WliLA] SGLT20] T3l 14008) ol4} Aleiaiolct
2) GESIA AR @ §4 C}IeZeAe AT Bol ¥ Aish] 49 @35 oui2ezed
A1 58 (Couds QUACER 22 A Soj3S 1 2403F o|Uo] EZECt Coudt AUCE CHip2
ejZ2s g s or Eoh 10 mg AT o] A chZel 5240 AA0|8E-L 78%0|%
3, nAAolet @ Bolgle ) chut2elZ22A10] Conl £ Al O8] Ho) 50% ZAEL, T
£ oF 1217 AAE|0] AUCE ®atx] 9ith o] Afole QAMAl oluls} gl Zoe merErt

@ 2= : tf2elzese] uw AYELS oF 9%l AL A (o AR EE WA S ©
o} getx|x| i)

® GA: A ERAL AL Al NYINAY 2B 2T 3-0- 3R RS
e YHEC onZelZed 3-0-23FzUc EE 02 gAAISS 89 244 fib] 7]daA]
Srech. ol ZelEen 3-0-3292UCE WAss AL 29 ARdA ¥ 4 b e

UGT1A90]0], CYPZ oj7j2 3t of }% o1A] U ThAF A2oA "o u] o x}R| 5t}
@ w4 chpZelEele] Wk AAl WII|(t1/2)% 12.9 AIZIol9T, h2elEes =o & A4l
H48& 207mL/min o|ch. wga—iw e I RS 4& wg EaiA BdE, o 3
ChAtElA] ore chmEelEexle 2% ulglolch 14C-ChEeZe4l 50 mgd SOl W kzuE
75%, OO RYE 21% S & 96%7} 23E|Qct tiviolA, Sofako] of 15%7} chatelA] ore A
oAt

- O

U

>
>
2
=2

)

LA (20 mg 12 18], 2Rl Zed 797 Sol)olq chZelzexel BE AU
152 Ml A2E Gustatol ulal, A2d Wwt dowA AE, FEE Tt

A AAL7E EAX)2 7R A|HPAIRIE oA ZH2E 32%, 60%, 87% T T

59w EEY HjAES Ao)5 AEjo] of o] E&ojojd A4 AVl

L ES Aol AldTiARel A Zh7t 85, 52, 18, 1lg (REW/Y) olgit. thni2el a4l

o] gdare geix|x| ol ATorsst nelz Arls Nstrt Al wEof o]A

: Aot duHA Y AVls ARG gAY FAtA o] mEio)
AUCZE 9 =7 Ugtal, Az 8ol AU e WA EAtolA fojulstA tha2x] o

oX
o
rz o
olr

ofr rlo
)
=2
E
ro
2
-
JE

W oo LL Ny
opi 0%
ojn ox
op oX
u)
15
0
o~
S =
F—Ti

mo
E
ek
)
4m

o -

ol
N
N
ol
ok
4%
i _IZ',
N
rp
[

oo

N J‘:‘ At o,

ol - A5 v 5529 oli(Child-Pugh Class A, B)7t U= AlGigAtolA chupze] &

= 7H Aol Atel vls Zb2b 12%2} 36% ¢ ioH:} ole ¢
Ato]7t obd Zlo g mtEich £%9] 7HAtof(Child-Pugh Class C)7F Qe Al TiA
AtollA chupZe]E2x10] P Cmaxet AUCE A4 7S 7H AlddiidAtell vls 2zt 40%<t

=

f@@;gérlrwoﬁizrzkr@
5
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a o
o ofe] ¥ep o} AN ML WoIeHY] AT 6,362 M2F FuY HASL Chgo= 13
A9 olFWA, PR, U YPAFol 2FHUAL, o] F 4.273%0] o L Fof Wkl 127
o] AT5L ol s|7lo] 45HT o] F 8X0lA 24-8050] ol JIHE 27 (Ah 104%)F A
Agos dgudct 1212 525 Al@olglon] 52%, 10452 AFHch F71M02 854%9] A|23
Gy 2} 93 o] ofo] g Fofo iRt GENW YL W] Yt

A% (DECLARE)o] %8s ik,

HEQy

o] 83 AR ot M2y Gy BASS OOz of ool GEave ot gay o
A4S Woisr] Aol 245 (015 Z1AR) o FWA, LAY, Y ox A7 2L of
o 19 18] Sof Al PREMA(HbALL 9ok Fof oyl SAMo=z QoS FaHUT (p

<0.0001)(® 2 &XxR).

F7b A% A@olA, HbAle Zat 102504 % SAEct (Z141x] ol BF 24 B : o o
10 mgat §JeF 242t -0.61%, -0.17%).

%2 @Y REOl FESIA %L AN o] o BEewel ot i AToIH, 24F NS At
(LOCF?)

tE QY
0l 2 10 mg Pl oF
S5N T A
N = 70° N = 75°
HbAlc (%)
I 8.01 7.79
IR (BA)
JIMX CHH| XHOl© -0.89 -0.23
22k CHH| XtOl° -0.66"
(95% ClI) (-0.96, —0.36)
HoATc <7%01 T2t AEUALNS tIs (%) N
_ } 50.8 31.6
JIMXI0 CHolf 2 A

@ LOCF: Last observation carried forward, #A|X]|& A A&

P A F 18] o] o]5WH RS W, LE FAY vy AlATAAL

¢ 7IAR O Tet BAH A4 Als Bt (adjusted LS mean)

* p-value <0.0001

T AR woAdo]l BIEA] 2 (o] Al FrrH Aol dist GAA AlY ZAF ti=oll)
& g9 stAl=el HEas

HEZ=2RINe] £7] P&y

ofE A= Fdol fle H2¥ T BAtES TR of ofnt Ay wERE2RIY £7] ¥E oo
tiet a4yt WS BUtsty] sl 2719 24% AR A7 2E Ut o] oF 10 mgyt HE
229 B8 7o Al 449 @ Tocl el HbAle7b fofstAl ARl (& 3 AX)

£ 3 %2 AR FEo] Sl res o= o] oy Ay HEZ=2D 7] ¥88W &Y tx
AolIA, 2470f|Af2] A3t (LOCF?)

o] o 10 mg + WEZ=7llo] <oF 10 E & = 9l
XR mg XR
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N = 208"
9.03
-1.44

N = 219°
9.03
-1.45

N = 211°
9.10

-1.98
-0.53"

(-0.74, -0.32)

-0.54"
(-0.75,

HbAlc (%)
VAR ()
71AA] o8] &fol°
o] of FE QW] Ao[°

(95% CI)
1& éﬂ
CI)
7TAA] HbAle =9% & A@AtgAe] 7IAA]
cjju] xfol°
HbAlc <7%0l =2t AlAT/gAte] vla (%)
71X Ao ths ¥7
@ LOCF: Last observation carried forward, MR8 A A&
P A F 18] o] o]5WH XBRE W, e 2AY iy AlATYAL
¢ Z1A Ao whef BAE A4 Al Ht (adjusted LS mean)
* p-value <0.0001
ColEx=q oju) vl

** p-value <0.05

HEZ=2F|I0Z &

-0.018
(-0.22,
0.20)

-2.14

Ex=gl SEQHItol xfol¢ (95%

-0.33)

-9 59** -2.05

46.6™ 31.7 35.2

Al

=N
oo

)

haol

= T
HbAlc 6.5% %31} 10% O]9 A|2% G X
I (F0R =) 27 F7F Y&t 49E vl
SEOZ 5273004 7]XAX] thE] HbAlc A4S UEHY H
oA 7]X %] tj¥] HbAlc ZtAL o] oF -0.32%, 22X = -0.14%
AMEe Zeuxe Fo#(52%F, 104F Z7F 40.8%,
3.5%, 4.3%)0|A #X]5] Q).
B 4 fEx=27lo8 Y xHo| FEoHA] &2 eAfoA o] ofuf Hxd
Z7F 382 vlust iz AollA, 525049 Aut (LOCF?)
o] of + lEx=27] JEMK]C + HE
= 400° = 401°

7.69 7.74
-0.52

7

ruE-INWé

o

AN

47.0%) B} o] Oﬁ*

J¥

7y 7+
|

oaopZamA£) Zziel

=273

Kd

fay Bpas

HbAlc (%)
71HA] ()
7R A| o8] Aol
Ze AL + fER2Y ~0.00°

(95% CI) (-0.11, 0.11)
@ LOCF: Last observation carried forward

" Rate] g R AlRWL A} F 18] o] o
1Al ot R N A B
| @A - oEz Ry EHHI LSS

-0.52

oiu] Apol®
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doalor (& 9 AA), Em gt A (& 10 &%), JoZeletE (& 11 Za)o] 571 B8
5HZ o, 24F0A YoF tjb] A Cc =z {O5HA HbAle ZFAE YUEU T (p <0.0001).
o] otg wlEZ25l0] £} HE3 AlRA HbAle Pa aibe 102504 SAHIc 2ejujm
ol b WaE AlFL 48%, AU A7t W& AWS 1045704 AT HbAle 24 @it
7t SAEl 9.
n 5 vEZeN gEeyos ¥y RA0l FEoMA ¢S TAOIA o] o £7} Wge vad go
iz AFLolA, 245042 AIHLOCF?)
HE=z=209
fay s ol %10 mg  [A1°F
N =135 N =137°
fibAlc (%) 7.92 8.11
1A A (B+t) ' '
71X A] gj¥] Apo]° -0.84 -0.30
oJoF tju] xfol° -0.54
(95% CI) (-0.74, -0.34)
HbAlc <7%9 =23t AJfArATe] H]& (%
‘c 0‘01] = 1FddAre] vl& (%) 0.6 95 9
71" A9 EH6H LERS|
HEX=209]1>1500mg/day
% LOCF: Last observation carried forward, +A|X|& A X}&
b7l AF F 18] o]Ato] o] 5 X|gE wre, RE TARQ] ujA A THAIAL
© J|Axlo] wtet BAE 24 AlE P (adjusted LS mean)
* p-value <0.0001
" p-value <0.05
B 6 dmdoeo} (MY c) BEeWoR ¥Y AW FRAA % A of o 27} YE
< vlust Yof gix AFoA, 24F04 2] ZAIHLOCF?)
dzdedo} (Fyoajc)
a4 W ol % 10mg |19
N =151° N =145°
HbAle (%) 8.07 8.15
1A A (B+t) ' '
71X X] tjv] A}ol°® -0.82 -0.13
oJoF thu| x}ol° -0.68"
(95% CI) (-0.86, -0.51)
HbAlc <7%09] ==t AJFNAATY] H]S (%
_c _Oﬂ = |2AdAre] vl& (%) 317" 13.0
71A &0l sl ¥

=dum = 4mg/day

LOCF: Last observation carried forward, FtA|X|& A A&

P A F 18] o] o5 XRE W, e 2AY uiy AlATYAL
¢ 71MAof met BAE A4 A5 P+t (adjusted LS mean)

* p-value <0.0001

7 a3 (U= o ﬂ;L Ageta] WR)oe ddAMo] FHatA] 4 b o ofo] 7}
989 @k 9joF thE AolA, 2450142 At (LOCF?)

A7
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o] of 10 mg $lof
= 194° N 193¢
HbAlc (%
le (%) 8.58 8.46
71X A (Hat)
71X R] tjy] Rpol? -0.90 -0.30
oJoF tfju] xjold -0.60"
(95% CI) (-0.74, -0.45)
1Y g+ A=sd 85 (IU)°
= ov vE ¢ (1) 77.96 73.96
71X A (H+t)
71R %] ojy] xjo]d -1.16 5.08
ook jju] x}old -6.23"
(95% CI) (-8.84, -3.63)
e 19 82 10% ol daet ATt vl&(%) |19.77 11.0
@ LOCF: Last observation carried forward
P AR 15%E Qe THEQW; 50%= Qladvt 1259 H318& FGISHAIS HEste
Ack: Sxpo] HFL, 80%= WEZ=TITE 8ot Qo 12%+= HERZ=T dxdleots ¥
Sotal AT, T o] AR e S/ 18 FGUoHAlE W&ot Qi
C 7] A F 13] o]ife] o]FWE REE W2, B FAY uiy AlFAGAL
4 71X R0 Wt BAY AA Alg Ho (adjusted LS mean
‘el (58, FUFE, 71A ded 2T & 37 A AFE FPG 71&0] W= Al @TEAT
tho A ot o] 8=
* p-value <0.0001
** p-value <0.05
B 8 AHZHH(EE =2 HERZ=Y Y8)oz A £A0] FE6HA] B2 &AMoA o] oFe] FI}
W8S vwsh YoF thx HLoA], 2450429 At (LOCF?)
AEtZHE! + ERZ=209]”
Fad Botes o] of 10mg %’4%
N=223° N=224P
HbAlc (%
Lo (%) 7.90 7.97
71AM A (EH+t)
71X A]_tjy] Apo]° -0.45 0.04
oJoF tju] xfo] © -0.48"
(95% CI) (-0.62, -0.34)
AlEtZ22 8 100mg/day, 2 HEX 29> 1500mg/day

a

b

C

*

59 WEZ=Un HEdoolz ¥Y &0l

LOCF: Last observation carried forward

W] A7 F 12 ol¥el olFW xag we,

1R R0 w2t BAHH &4 Al B (adjusted LS mean)
p-value <0.0001

=

S 5oA

9ot iz ATolA], 245040 A}

ore gatolA ol

DE 29 By A"chgAt

o) %7} Y82 vl

=
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drdeeor + EZ=T
o&d HrtHa olef 10mg ¢ oF
N= 108° N=108°
HbAlc (%)
(LRM)P 8.08 8.24
7|MA] (Fat)
IR EERE -0.86 -0.17
oJoF thy| x}ol° -0.69°
(95% CI) (-0.89, -0.49)
HbAlc <7%0l =23t AlFtidAte] v]& (%) (LOCF)* .
] _ 31.8 11.1
ZIM Ao dhsh 2
1L Al "R A7 ol Ao 85-5¢h HERZ=T 1Y 1500 mg odyt dade-2fore] 2o U
°Fd &7 (12 Ao &3] Z2RE o]golofof &)

Tl A B 18] ol o5 A gE W, e FAY HIA AIAGSA
b AAA ®wrE =74 (LRM; Longitudinal repeated measures)

¢ 71X R0 met BgH &4 Al B4t (adjusted LS mean)

4 LOCF: Last observation carried forward, ZLA|X|& & A=

* p-value <0.0001

=10 4A2RNY fEZ2oE ¥y £do|

HoF iz Ao, 2450149 At

WahA e @RLA o] o] F7} W8S wlugh

op

AALZRE! + ER 20)°

a2 grrds °] of 10mg $1ef
N=160% N=160?

HbAlc (%)

(LRM)P 8.24 8.16

71X A (8+t)

71X x| tjd] Afo]¢ -0.82 -0.10

QJoF CjjH] x}o]° -0.72°

(95% CI) (-0.91, -0.53)

HbAlc <7%°] =&t A~ H|& (%):7]X Ao tholl B4 [38.0 12.4

AAE2HE bmg/day, 2 HERXZZ29>1500mg/day

A i R X2 A F 18] o] olF fadd 40l JANUE A

b AR 8r2 &4 (LRM; Longitudinal repeated measures), 2AIX| & A A&

C 7IAR O wet BAH A4 Als Bt (adjusted LS mean)

* p-value <0.0001

# 11 gegegEor & 20| FESHA] A2 FAA o] ofe] 7t &2 vl
AFollM, 2450149 At (LOCFE?)

Z
1
2
£
A

ey Frotes o] Q FaJEFE
°] of 10 mg Fet
= 140° N = 139°
HbAlc (%)
o 8.37
71X R (G+t)
‘ - -0.97 8.34
71X A] 8] A}o]
_ -0.55* -0.42
Qjorthu] A}ol©
(-0.78, -0.31)

(95% CI)
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HbAlc <7%0 =23 AIFT/dA] & (%)

SR ALl chal A J8.8e

22.4

& LOCF: Last observation carried forward

bRl Wiy W ARLE A F 18] olge olF §a4 F7o AW

¢ 71/ X0 el BAE FA AS HH4 (adjusted LS mean)
*p-value <0.0001
*p-value <0.05
=2 AlAFof 3A7] (eGFR 45~60 mL/min/1.73m?) &}

eGFRO| 45~60 mL/min/1.73m? ©1 @ txjo]| A5 A RLoA], 7]|& Qo2 &

Al ere Aol chtZelEEAl A7t Rolo] 9a4e Wt
HbAlco] 2145 Uepoint.

H 12 eGFR 45~60 mL/min/1.73m* Q1 Q& $HAIS Cjato 2 o] oFo] FutE &It 9Jof thx o

TolA, 245014 9] At

At

rl'

a9 x| FHot
gt o] oke 9loF oyl E 129} Ze

] o] 2f* 10 mg flet @
05X HIIHS
TEY Bras - 159 N - 161
TbAlc (%)
Y 8.35
1R A (F+t) .
" ] -0.37 8.03
71X x] tjy] x}o]® "
olor eyl o] ° 0.3 -0.03
(-0.53. -0.15)
(95% CI)

CUIE QY B HEX EJ
b 7R Alo] wet WA A
* p-value <0.001
32 A A

o] oF 10 mg% G550, £ 0
a

Sof g gloFr 9 o] o Fojw
A Al "+ (adjusted LS mean)

‘41141 %NH%E}.
eGFR 45~60 mL/min/1.73 m’Q Tk TALS o2 ShAsh AP0 Tol 245 AF 2= dY
W HF Fol -0.27 mmol/L (-4.87 mg/dL) ® tozE248 F£of -1.19 mmol/L
(-21.46mg/dL) T}t
S d9
o] °F 10 mgg UYL E= AEHIHUYH (F5 = HEZ=2T F&)of] 271 F83S o Ae
2AF Y] ATt 245014 ERIEIon 485K RAIEH AT
AEEA A Aol it 9

DECLARE 9+l t=7h O7]d, FALQu, o584, fof tix dgAgdezA, 71E Ag oy
of o] ok F7tetles W AIEA L Aol digt f1of div] dupZejE 2419 e =] 9
off +EAT e SRt AM2Y Frol F7HHoR FHA 27FR] o]l ABUA HF AR (9
55M] o] 'E7d E+= T 60A ol oA, olAEEE, LY £ FA 5A F stu old)7E AA

U A A Agko] goict
17,1609 & @A Dol AU A= 6,974% (40
oo o = o

10,1869 (59.4%)o]%ict. 8,582 2 otz 2% 10 mgs,

2¥7F 64.0% 2 69.4%

6%), A 2ol YUH
o

=) 1S
L |y
85782 9ot RALY HIWSYT
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FAZIY] Y2 4.240]
Aol Fofst Acre] W AL 63.94], o] F ofde 37.4%Act MA| Ao Y@ {9 v|e
11.9doIgin 22.4%E Qi §E7I00] 59 olsfirt. W@ HbAle: 83% T ALY e
32.1kg/m20] it

wo]Aakolo Al 10.0%°] FHAF= AlHExo] walo] 9J9it}. WA eGFRS 85.2 mlL/min/l1.73m?2
7.4%9] SAF= eGFR7} 60 ml/min/1.73m2 0]5to]2l 1, 30.3%°] A= DA LRU LS [5 ofE
9l of 3gotEly H] (UACR)7F 30 meg/g ©]Ab ~ 300 mg/g ©|5}] T #rjetHoly = (UACRO|
300 mg/g &7H)o] Iich.

SHA} CHELE (98%)2 Bjo]A2}olofA] 15 o]Ato] TH. |22 ojah OFF|2 =of ury 9Joirh 82%=
MEZ20] 41%% ol&al, 43%= Axdoajolz x|a Zo|gr}.

stxto] oF 81.3%% OMA|QENAl MaEAs ASHA] E= R QEIARA|, 75.0%% AEME, 61.1%%=
FE2WA|, 55.5%L otAmA, 52.6%= WERIUA], 34.9%L ZEAGRITA|, 22.0%% E|ox| =7
oA, 10.5%= 22X o] A7} Eojgqict.

Za AJEUA BA A

htZelZedl 10 mg AEEA A AW, A2AM ®l s|d4 HUEFos AolHE JEIA
Pl APAMACE)S] 28 B7hizo] thgh 9joF fy] a5 e YBstATHES p<0.001)
AuRoz Qs YU Ei AGT Ast Alg

Chit2el 224l 10mge YA BY WrHES ANHoR Qs UY i ARBA L Aol ofy

of oSl glor ojul ST auws Ueric)
2 a0 g FAE BAHOA YRHOR 913 YU WSS Qo3 @At A2 auel xfold
Zlofstgon], ARUA Lsk Aol ML geIat Rtol7} glolc

o ool glor cfu] A2 fole wlo|AetelolH ABTA W] 38 9 s ARHY S5
Aol WAHAT, AY, HE, 4715 (eGFR) L Al 5 Y st F Aul)A QYL Wt
07 1L ARACR 98 94U E AR A A AR A LAY 171

Apd M B
L2

WY deo=gHERET
HR (W85 C1) OEN D TE 08

p & W W M W W 42 4 M m®
PER T R 7T TR

A ciB e 8 85T anE AiIR ads D10 TETG TR G448 1438

ETE R OET RIS MYFT B0 YRR TIT MR 1F

SR} 40 2 B AIE AoA i EAF 4~ (patients at risk)

AT AT YIRS G S5 02 BUlEolc
o ore EQUIE A&A eGFR 2, T7] AAE, A Bt AEWA A 5o SR AR Wy
$2 AN A4H eGFR 24, 7] AR U A BA AY 5 AT 899 ARIo] Zastd
A AEZ 7o) Atol7h Uepdet

FYS(KI4H eGFR W4, T7] WA Ex AUF B ARY) AR AZt] cigt gjorce) o}
o222 2%19] Y&H](HR)= 0.53 [95% CI 0.43, 0.66]0] .
BeLZE) Yol gE #Al] ffs] i E2AL A4N RS (UACR 30 me/g AT
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Oozol M= WS o tu] TA(HFH|(HR) 0.79 [95% CI 0.72, 0.87DAIZL, AR =Z9]
Ho] E SRMJA Y] AYRU RS TAaEs Yo oy dugZ24070A o A HERYT
(9JE8H](HR) 1.82 [95% CI 1.51, 2.20]).

g ARA

DAPA-HF UMAIE: 2H]A 9r&E& 40% ©]sHLVEF<40%) A%

DAPA-HF= #tAAl AZ7])=0] x51E(FAIA 8t& 8 [LVEF] 40% o]sh) A4 (NYHA functional
class II~V)o] 9l AL T2 BE A8 Q9o FI7151S of A3 Ag AlY 2 AR o
gh Ao oist 9foF oju] oz 22519 Fats FURsE oh=rt o7, AU, o] 38, ¥
oF iz A+

4,744 o] gx} = 2,373 Ho| tfupF2]=Z2% 10 mge, 2,371H0] YokFoz A9 viAE Qo
0 SYwe= 18 714 It A2ttt Al AT P AP 66 MIL, 77% = F/dold.
1A A Ef Ol A EHRFe] 67.5%= NYHA class II, 31.6%%= class IlI, 0.9%% class IV@ oD, LVEF &
Fu2 32%, AEH 56%= 5187, 36%= HIS|E/Y. 8% D= Heloldoh. ZF AEd ALY
42%+ A 2 F T=go] o] QlJlon, xytE ZF F &AIe] 3% 7t AlAUIAA 55 ¥ FARY
vl Al A8% HbAlc > 6.5%2] 7|F0=2+ A2 Tyl Qe A= EREHAT. A 94%
+ ACE A&fiAl. ARB E+ QA EIASEA-U 2|4l AsiA] (ARNL 11%), 96%7F ®e} AFA],
71%7} F713 28|50l 28A] APA|, 93%7F o] wAl2 X&whi Qllon, 26%7t AAlE7] 7150l
Ae oA FRE 7HAAL AT

% AFoM eGFR 30 mL/min/1.73 m”o]golQld &AL Ao It Hd eGFRS 66
mL/min/1.73 m%0]9i1, &Ate] 41%= eGFR 60 mL/min/1.73 m?0]%, 15%%= eGFR & 45
mL/min/1.73 m?0]9to| it}

AEUA Ak AAga AR ofst

Uxt B YhEL AEWA A AY, RFOR Y YY EE AndoR

pisl

-~

i)

ol
T
]
o
~
I~
‘©
(@)
X
Q
o
()]
o
o
(o]
Al
T
VAN
(@)
o
o
(@)
—_

p

LEQIT (29 2).
03 2 AREA A% AP, A¥Hoz Jd 99U Bk ARdoz Qa3 WY Weo =y A
A wria ] 7171

30

28 91

26+ - 1

24 - 'J,.-’

22 o ci2eiE2 T

ARZd s B} (%)

Sl ol cint@2 B2 T
HR (85% CI) Q.74 (0.65, 0.85), p-value < 0.0001

T T L] |l r 1 T 1 T

0 3 L] ] 12 15 18 21 24
FEHH T £ 71T (Y
g xp
Cut@el@ 2T 2373 2005 221 2147 2002 1560 1148 812 210
et 27 2258 2183 2075 1917 W4TB 0RE 588 210

_24_




Aoz st 713 HY W gsty, olFdE o] QA dgton, & QJAf (o S5Al) w
AT olAle] ©a 5 olQlo ARA osts 9] st X 5UF HRSI=A] so& AJofHr
StRE 40 & AIRF A|FO|A T AT 4~ (patients at risk)
UAL Bt HIMHSE Aot Al 7HA] 84 7ol % A= FiHE UERD ARdo=z QI
= B¢ Yol gAY (IE 3).
O 3 A& 7 W 2 e Al BE Qo) ofst Ao tist X &)

XE HE (95% CI) Appd gl B o HR [95% CI) P-value

(AP )
gngElE&=a  §

14 BT WIPH (N=2373)  (N=2371)

Al BT Ag MR HOoR pIs

SN ES AMHOZ AN TS WHN 386 (11.6) 502(156 0.74(0.650.85  <0.0001
wRo| S8 Hrjpde

uEnozs ot U R 231(69) 318(9.8) 0.70(0.59,0.83)  <0.0001

MEHoZ olEh 713 EEH UE ———— 10 (0.3) 23(0.n  0.43(0.20,0.20) 0.0212

HESA IR AR —a— 227(6.5) 273(79) 0.82(069,098  0.0294

24 MM

2E Ml o Ay —— 276(7.9) 329(85 0.83(0.71,097) 0.0217

i ) | | L
05 D8 1 125 )
cimp@cl@z ol §2 | flgtol w2l

Aoz st 713 WY W gsty, oldwEo] X Qkoron, & oA (of: SgA)9] T
AT olAle] ©a 5 olQlo ARA osts 9] st R 5F HR3I=A] so& AJofHr
ZF Fdaes d AE AY e AAR WA daad A 25 UEUY, 58 FHotHsE
A e THEER] b=t
AP HAEL A HA 100 A-d I Aol wHASH @A &5 LERATE
2V 4 eAal) e ERlo) oJst Attdo] st p-values H=Ae] groltt
gpZe| =2 A8 E5F AEH (A gy 9 xjEho 2 Qsh APy AFUA Azt Al & A &5
HAAZG gapZe]Z 280 FoflA 5677, YedatoA 74271013tk (W]2H] (RR) 0.75 [95% CI 0.65,

0.88]: p = 0.0002).

2 ERAY A2 Sode A2Y FrPol Yt ARF A Fuol gt ARF #a 25

AN Uebget
it Zelzese Ui SYHslHLd OE BAES Yol At
0.90], @7} g+ SFxtoflA] HR 0.73 [95% CI 0.60, 0.88]= ZrAA|ZiTH.

E HRA ¥8 AlaY, A 715 (eGFR), 93, 42 H A9 5 F2 stewoll A LA Brhd
S0l et §fof o] itz E2Al9] Xlg {9/l A UEHEH.
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DELIVER JA1@: H44d & 8(LVEF)o] 40%8 Zajols A%A

DELIVER+ LVEF7} 40%S Z1tst= AEA (NYHA functional class II~IV)DELIVER UAFA|E: %}
A 25 40% ZIHLVEF>40%) AEA

DELIVER: LVEF7} 40%2 Au}st= A% (NYHA functional class II~IV)o] QJi= 404 o]4to] &
g ggos EFE AR oyl £710e W ABWI AT A U ARA ofs} we] ot 9o
iyl el Eene avg Boke chavlh IR, SRR, ol3%A, 9o dx A97%

]

Zopzrog 28 /Y 7+ x| 2uoith AP 654H(10%)] ofgA ARA SRHARMOoZ JUste=
U E= EY $ 309 ojyof FAHuiEH AR Fold)E 2
Al AT FHat A2 72MIAL, 56%= 2730l ot 71%= "Rl 3%+ 591 £ ofz2|7HA 0]
=01, J2]1 20%= ofA]oflo] it
ZI1AATERO| Al &FXTS] 75%+= NYHA class II, 24%= class IlI, 0.3%+= class IV¥ oW, LVEF &7F
2 54%0|r}. 34%9] $txF= LVEF 49% o|st¥l1, 36%°] #tAH= LVEF 50~59%% o0, 30%%=
LVEF 60% o]’doltt. ZF Rleaol|lA], 45%+= Al 2 § Fxe] o] o). ¥8ofE2 ACE A
oAl /ARB/ARNI(77%), ®lEF AFA|(83%), ©]w=Al(98%) X F7|Z=2E|Fole L8A AYA|(43%)=
23t
o4 Al"oA eGFR 25 mL/min/1.73 m?o]doldE $A7p Ao mFE QI B eGFRY 61
mL/min/1.73 m?0|Q 1, A}l 49%= eGFR 60 mL/min/1.73 m?0]gt, 23%%= eGFR & 45
mL/min/1.73 m?0]9t, 3%% eGFR 30 mL/min/1.73 m’0]gto]Qict.
AEUA Ak AAga AEA ot
AAF S FrPHRQd AEUA Ae AY, ARAo=z Qg Y E= ARACR st 15 B
w9 EAE TAoA ouFZEi2 HgHct skt (HR 0.82 [95% CI 0.73, 0.92],
p=0.0008). At WA A2 gupg2E 2413 ofo] dis) £7]828 tAo] HojR i Feld A
Al 71%F AAst A=A (2 4).

of

rlr

T 4 AR A AR, EACR Q3 9Y E YRA0R Q3 1F WY $ed =y AR
A EAER ) 713
254 sl
—
~—

20+

Chot e 2= T

A 2X} (%) |

]

al
A 10 -
r
=<
3 1 —— —
{12 | Ciof =222 T
HR (95% CI): 0.82(0.73,092) P-value: 0.0008+
u-'l L L T L] L] L] L} L T L] T L
0 3 [} 9 12 15 18 21 24 27 30 i3 W
a —_— =3
x4 FE2 ™ = 71 ZH7HE)
= T
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e Aoz Ao, CV ANY £ A o AMY 9A8ES 25+ O Qo] §1oF Hiv] o] of9] &
S F4ske oIt o] Ao HJIMNAl &4 £ B4 tdd Y A, FFA2 UG Ee
T2 A ZEIANANCA) A SEFo] QU= &AL} ol 671 ojylo] MES4 Rlg, HFAA
Fe W9 24 a¥s U2 g }% A= AT
SR} & 4,304Yo] 19413] o] oF 10mg (N=2,152) = 9JoF (N=2,152)0] FArY] v el 28.57]
49 Fgu ¢ FAEUG. xlﬁ% g Ald 59t eGFRo] 25mL/min/1.73m”0]5t2 ZHAgt ¢
o= X &3t
wlo]Agtel A]l, M eGFRE 43.1mL/min/1.73m*% 17 UACR 43S 949.3mg/golQl o, At &
44.1%= eGFRo] 30mL/min/1.73m”Jx]  45mL/min/1.73m?0]9to|Qi 1 14.5%=  eGFRO]
30mL/min/1.73m”0]gto] it} i $AL & 67.5% & A28 Fgol ATt

Ate BEQHS T Qden: &AL F 97.0%w AR A Ak g4 AAA|(ACE]) £ AR
HAl £8A] AIGA(ARB)Z Alga s WTh oF 44%= FIATAE F8&ot QIUY, 65%= AEE

=3
AlY AT Bt Yolx 61.8AI%1L 66.9% = 'F/d0l0 ] 53.2%= WQl, 4.4%= 591 Ei= otz
7HAl tl=Ql, Z2]al 34.1%& otAloflol Qi
o] oF2 Ui} =g I 50% ooz A|&H eGFRO T4, ESKDO] ol2= 71, CV AW =
AR A eSS 5= o o] ffEn SHSHTHHR 0.61[95% CI 0.51, 0.72],
p<0.0001). 277F¥"d =@ A8 FA = 19Y(95% CI 15, 27)0]9ct.  7h=2h-oto]of
(Kaplan-Meier) =85 742 & ©, o] of 3 jofof tiet AR =412 Z=7]|(47FER)oll L 7] Al
AL s A1 71RE Bt A% HoHtH(Id 6)
I 6 AR 5 G 50% ooz A|&H eGFRO T4, ESKD, CV A Ee AA
Atol A5 WA 7ER| o] AlRE
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= 144
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s HR (85%CI1}: 060 (051, 072y P-value: <0 000)

U= I | 1 | ] I I ] I

0 4 8 12 16 20 24 = 32 36
SEY WE £ I (HY)

Y}

Cloj@elE 28 2152 2000 1955 1898 1841 1701 1288 &3] 38 31

Pier 2152 1993 1936 1858 1791 1664 1232 TT4 270 2

SHA} 40 7 8 AR AJAo A OjAF g AF 4~ (patients at risk)

Ul B WA 47HA] THRA BE oleldt AR &) fEN R s|ejstcay 7). of oFf

2 Ba HItHLR0l 50% o]0 g X|&H eGFRQ 744, ESKD E+= Al & AFHHR 0.56[95% CI

0.45, 0.68], p<0.0001), S H7IHSLQ CV AFY W ABEFo=z Qlgt AH(HR 0.71[95% CI 0.55,
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0.92], p=0.0089), 72]11 &= dolo 95t AFHHR 0.69[95% CI 0.53, 0.88], p=0.0035)9] YAE=
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a9 7 QA9 olab B WIS, o9 i pHes, J2la RE A0 o Algat wAH A
2 a3t
» J\&Zﬂ ulu E}II";‘ s
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= HIR (5% C1) i HR (95 CTh
dogdelg=%
(W=2152)  [(N=2152)
Bt WS s0% 0M2E Xed eGFRE H4 ¥
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Mg WL o] o2 ARE W WA -41%HT UFO2 ARS W AN -20%%0
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131uH(71) 5L 186HH(LZ) R

@ EAo|YY: 22 S2A S Ames EUHOIY AFolA 240l in vitro BMA oY &
49 Ao A= Aol oLt o] S9 A RAA 100 mg/mLojAr =rd o 135tgitt. E75],
ttotEe]E 2402 MRHDOIA 9] QIA k=go] 21008f o dd sigstes =goA HAES TIfoz A
g 28 £ DNA 57 Al@SolA in vivo 279 QA ool oISl S4olsitt. of Al@ESe
HE F 0pes TP AlFOM G 230 gloks FoA, doedE2ado] JAdl it A =

gt A5 L £7] Hjor WG AJFollA], 15, 75, = 300/210 mg/kg/L 2]
R1(300 mg/kg/Y ST 49 § 210 mg/kgd=2 UF). 3, 15,
E= 75 mg/kg/ A7007 Fosttt. oz 2252 Foist ojH 3301]&15 27 T
v G7oA wol, A T £7] gjot wEo] JFS UlX]A| °*°*q (

MRHD®] 1708 Hf o] st @ 998 uf). 519t 300/210 mg/kg/L
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dapagliflozin

25mg/kg/ Y (MRHDO[[A 9] QA w=%9] 346 vl o]/4d)olste] &2 o 6714t 4+ Foistal

2 7HofAl 120 mg/kg/L(MRHDOA Q1A =%9] 3200 vl ©o]4}) o|ste] &Fo=z 2|0 127143t 7
T Edstge o Yekdol gsstgict. ®3t ciufZelZaxlo] oE] Eof AlF At PEQ} o =
d Al ETOﬂ/\i, MRHDOA  ttopz2jZ=2%19]  Fof & o= <IA] dapagliflozin
3-O-glucuronide Y23 SS3AY 2 oA L& 2F(AUQC)A]
3-O-glucuronide WAFRZ} F/dEQTh SHEONA 7P Fmdetst vy =4 24 sidEs 57t
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1.6 AEo| ¥
QLA fEA 3B AE
7 ZE WA
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HeH Sz} 2023.05.15. 2023.05.15. 2023.05.15.
FHFAEdA 2023.06.16. 2023.06.14. 2023.06.15
[EY 1] 272 2 71 € A138HE AA 279
[EY 2] H31A8 #He A8 89
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1,718 EE g 2 HeHol

1.1.

1.2.

< T ARAZ sk ofofF ‘EAZFY5mg, 10mg(thytE ] S 2R) e M2 He-E3% F71 89

1:1[0
ot

SHANIARE vAEHAOY, & 74 A7RASZTUG wel RN ARE 2
A& 199 87 3% YA F(D169CC00001; DELIVER)S NYHA class 1I~1VQl ¥&ao] HEH ARA
?}Z}(LVEF > 40%, HFpEF)9] /]\jlgj_ /\]_u]- /\llﬂxqoi o]} ol 9] n] A]\ﬂ;dog o]} Z_]T"jh Heol UE 938
dgsty] fls) FEA T tste] 19 138 FoFate] ¢ vl I 10mgd] &3 B/t o=
7t B2 #, AR 719, ARSI, olFE b, BT, Atz dAE.

A ARE QES A9, 13 EFH/PEAS(CV AME B HFZ I8 99 T& HFZ A% 3989 3
Z BA7EA L] AZH7E Aok ol tdabZe SR 3ol YT HR 082, 95% CI (0.73, 0.92), p=0.0008]%, F& 2
A HARSECV AP 2 A HE ARAY 2 E)e disidE YRR 077, 95% CI (0.67, 0.89),

13 %f%}ﬁéﬂt‘ﬂéron s} 7l?<if<l S8, 9%, Ik R, ARAY okFH o, GIR $)E 3924
Caan mestue A4E dud A4 9B dega, AEE 9l AR oldwse salss
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A _ Fo g% Fq -
o} 2 A | A 3]
i (81%) NEEF | dAd | oy A by | A BNEE

2%

& 97y A IS4, olFwstd, FANWMA, sAok-t= A3 dRAY

An International, Double-blind, Randomized, Placebo-controlled Phase I study to Evaluate the effect of
dapagliflozin on reducing cardiovascular death or worsening heart failure in patients with heart failure with
preserved ejection fraction(HFpEF)

34 |D169CCO |CV Abat x=|=A"  |HFpEF 14 13], |1# cFEA Az HrrEED
0001 |HF Abde] B gz} AT |53t 1A oS - BEAFCV AP e HRAR
B gad [9FE - (LVEF del |- A4 A, A WA 27 ) A7)
(1o, PRI Do) |- Agek (A | LVERCGO% G912 | - AAE: HR=DS2
woa A% BRAE LT 162638 |thekEe L7 | mFlAY $-94 (95% Cl 0.73, 0.92),
gz (AR ARE |gaye BT (E2d |34 | 2@us p=0.0008
x93 wi A 31314 |10mg, QD |=% (CV A, HF AR | - LVEF<60% 3F1: HR=0.83
g AR - flok A7 & A7) (95% CI 0.73, 0.95),
712k 15T 9 oF 31329 |- ek (A p=0.0085
2018 |gyn) ook QD |HEA
B aEeEe AT Fa 2t WANs KFa 2% %he
% 121 10mgel S | s CHP @R 3 AN ¥
o leay uz T wa@Ez w | oV AR E 4 RROTT
paCD7IA | AL B CV AR | (95% CI 0.67, 0.89), p=0.0003
o Ny | B E S - 870 €A KCCQ-TSS] 714 %)
712k - 87 EA oy W3} WR=1.11
TdH* KCCQ-TSSel 714 | (95% CI 1.03, 1.21), p=0.0086
28.07M4) | 2 i) W3}
L AA>
- SAE - A Z2do] o] Azd
- ok os Q% | dAANTEI dAHA vERE
Aot s
- AN AR
- Qg g s
R ik
ARTAL>
Dapagliflozin 10 mg
Background therapy
Placebo
Background therapy
Visit 1 2 3 4 5 6 7 8 PACD sev
I L | | I | —
Day 21 1 120 40 360 450 600 <6 weeks
Months 1 4 & 12 16 20
After randomisation. in-person visits were at 30 days. 4 months, and thereafter every 4 months.
E. enrolment: R. randomisation: PACD, primary analysis censoring date: SCV. study closure visit.
- 23849 3 AoF 29471 3F - A=IAE ok + duEd &2 10mg £ HeD
> 6% oy FA#2

- Al@71Z: PACD(IAF 7 24 AP 2= L1TA)7HA o Ag 713 S48k 28.0 714,
npA e BE7RA O A Sdak 285 71

=
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2%
QPHA | HEpEF SAfoll A f1oat wlas)] talaejEsxe] ¢y 9 SAE, DAE, At Htto g o]ojz= AE ¥
e 37k sl G2 mIAs Al tie 24
3l A AE
AAR7IE

LA A gl A st
2. 40 o1% A B
3. T8 Avisit Doll 8 AFANYHA I-IV) 0.2 #4135} 9 o] 3,
o5 A Hrell that A@2Ql S35 ¥Ho] 65 l o|al, Aol olAl A7} ¥ os Hag &
4. 55 Avisit 1) 1270€ ol A% 25 :’-Eb_/“:t A7) FHoE gl9 LVEF > 40% 2 724 Agds 7, A4 v

& NT-proBNP
7} Q= 32k > 300 pg/mL

6. $ak= oY == AUT s TF A Holk 12ARE S 3 TR A 2443 5% Ao s HE AR(0)kA] E3H7E flelok o

G2 AY7E

1 T2 A 45 ool SGLT2 JAIAIZ A ZEAY o)A SGLT29 W] = Ak

2. TIDM

3. Visit 19 eGFR<25mL/min/1.73m* (CKD-EPI formula)

4, Visit 1 T Visit 290 5% 7HH0=2 2% 402 ZHA] SBK95 mmHg

5. Visit 1 =& Visit 20 5% 7HH02 26 &0 ZAA), SBP=160 mmHe(37] olde] y7dst XSS WA &S 49 e SBP=180

AR 420D
6 5% 1 125 o 422, $04 $4%, 4 5 SR AARD B 060, 4 ABEel e Bt SR 55 0
i DAL ALF Aol 17 O AEES) TATES A% MRE AN g SR B
7ok By mAlgol o3l Bt

FAte] ool weh Bake] ARA FY AFE HRNT U ABD ook B B AL, N, B 75 A5
10. BMI > 50 keg/m? 5

6.5.2. AA YA A (Pivotal studies)
[D169CC00001] (DELIVER) ut&&°] HEH ARH(HFpEF) #AAM A48# AW == ARA 43
d3 g2 E239 ERE Brsy] A% FAF, oFErHd, FAANMA, AS-d= A3 dFAE

it
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dollA Ao fF4-fslde Ul Aoz34H e a2 Ad & 9 W &3 10mge =2
ANEe A

- izok A3 A B LVEF-40%9) AR Al Bl $U8 HEaWol YUOEE, hROR 9oL

- e AR ARE S 9 N 2] dis) dA AR AF i 8o ARE WE (W, SGLT2 9AA
4 SGLT2 AAA 2F 1A &% EFAE FA)

o A& A7 ;<4§j— #AE oz Z23 10mg T 9o T2DM Aol wel ASsbste] F2he A (1:1)

1779 1 H7bdas7E BAs ASR o Z5S& #(PACD; Primary analysis censoring

date) N3= %‘ﬁi‘}‘ﬂ%. oF 67%2 12k Aol AAHAE wi(oF 7487) mlE] AgH FHEA S FH3 ok

/—\
=
=

oy g S22 $94S Hrkelga, Ade S 24 3 AU E A&SHAY.
- FAYEWA: A EEY ST = 171, T2DMJ) w}ﬂ} =34,
T 488 93] LVEF &, T2DM, NYHA &5, ofg4 A=, Ag2d 99 2 AuAs s

%
FAFSHAl B
- Sample size: 6,100% (1,117 Akz1)
. %74]51_/\4131-1{;
- &5 A" Ak 1A g 2a FrbEsTr ASA SME AR E
)

% FEAA, o=5%

A BA: 5% - 02%(FHEA]) = 48% (HF oTF)

o

o 12 FEA WG 24 CV A T HF ARHFRZ ¢ 49 = g ¥d 48)9 2 " A7t
Ao Ak
- CV A% LVEF>40%<1 A5 gt = Aoz Algo g ojoja= tF Fikdyo] gloenz ‘A ¢
3 WL non-CV deathZ £F3.

- HF AHd: HERE QI3 Y9 v U5 A87F a3 AYHA %2 HF ¥#(CDISC definitiondl] wzh #43h

AR A
- 1A B Wt FA 84 5924 CEA A 93loA #A
- A4 DKA(diabetic ketoacidosis) AFl: =582 DKA $|¥3]o] <3l <t Ao 2 #A

o« 78274 FEY WhES

SOV A R ADBA HE A Bgus wa e

<rE4 B7P>
o Mol BEH AN SAHHFpEF) 6263W S o= 199 57 &5 AP A, sofre T
o= st 12 B9 HI7PAFCV A e HF AR A |Al ARAZEA 9 Azhell thste] AA Al
LVEF<60% oA SAd 32223 10mg F979 448 AF3h
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A

3 3,516 (56.1%), 4 2,747 (43.9%)
91 709%, okA ool 203% 5 (el ] EFH

F 7174, <65M 1,504 (24.0%), 65-754 2,412 (38.5%), >754 2,347 (37.5%)
_"

S AR ohFY BAME YU F EE B9 F 302 ol FAAMY B FA): 6549 (10.4%)

Dapa 10mg Placebo Total
(N=3,131) (N=3,132) (N=6,263)
Demographic characteristic
n 3,131 3,132 6,263
Age (years) Mean;SD 71.8+9.6 71.5+9.5 71.7+9.6
Median 73.0 72.0 72.0
Min, Max 40 99 40 99 40 99
<50 85 (2.1 74 Q2.7 159 (2.5
Age group (years) 250 3,046 (97.3) 3,058  (97.6) 6,104 (97.5)
) <65 743 (23.7) 761 (24.3) 1,504  (24.0)
265-75 1,184 (37.8) 1,228  (39.2) 2,412 (38.5)
>75 1,204  (38.5) 1,143 (36.5) 2,347 (37.5)
Sex Male 1,767 (56.4) 1,749 (55.8) 3,516  (56.1)
n(%) Female 1,364 (43.6) 1,383  (44.2) 2,747 (43.9)
White 2,214 (70.7) 2,225 (71.0) 4,439 (70.9)
Race Black or African American 81 (2.6) 78 (2.5 159 (2.5
) Asian 630 (20.1) 644  (20.6) 1,274 (20.3)
American Indian or Alaska Native 93 (3.0 9% 3D 189 (3.0
Other 113 (3.6) 89 (2.8 202 (3.2)
Ethinic group Hispanic or Latino 632 (20.2) 598 (19.1) 1,230  (19.6)
n(%) Not Hispanic or Latino 2,499  (79.8) 2,534 (80.9) 5,033 (80.4)
Asia 607 (19.4) 619 (19.8) 1,226 (19.6)
Region Europe and Saudi Arabia 1,494  (47.7) 1,511 (48.2) 3,005 (48.0)
n(%) North America 428 (13.7) 423 (13.5) 851 (13.6)
Latin America 602 (19.2) 579 (18.5) 1,181 (18.9)
Subject characteristic
. n 3,131 3,132 6,263
(Snyqj]tq‘;{l; blood - pressure Median 128.0 1280 1280
Min, Max 91 207 90 179 90 207
Pulse rate n 3,131 3,132 6,263
(Beats/min)? Medlan 70.5 70.5 70.5
Min, Max 37 131 40 138 37 138
0-3 Months 284 (9.1 284 (9.1 568 (9.1
>3-6 Months 290 (9.3 302 (9.6) 592 (9.5)
Time from diagnosis HF >6-12 Months 415 (13.3) 427  (13.6) 842 (13.5)
to enrolment >1-2 Years 507 (16.2) 488  (15.6) 995 (15.9)
>2-5 Years 769  (24.6) 800 (25.6) 1,569  (25.1)
>5 Years 863 (27.6) 829 (26.5) 1,692 (27.0)
Prior HF hospitalisation Yes 1,270 (40.6) 1,269  (40.5) 2,539 (40.5)
Subacute ° Yes 328 (10.5) 326 (10.4) 654 (10.4)
 The last value on or prior to date of first dose of IP
® Subacute defined as enrolled and randomised during hospitalisation for HF or within 30 days of discharge from hospitalisation for HF
o Hlojzgkel AHH SA(FAS)
- NYHA class: 1I (75.3%) > III (24.4%) > IV (0.3%) > 1 (0.1%)
- LVEF: %% 54.0%
Dapa 10mg Placebo Total
(N=3,131) (N=3,132) (N=6,263)
Subject characteristic
NYHA class at enrolment * n 3,131 3,132 6,263
n (%) I 0 1 0.0 1 0.0
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Dapa 10mg Placebo Total
(N=3,131) (N=3,132) (N=6,263)
Il 2,314 (73.9) 2,399  (76.6) 4,713 (75.3)
il 807 (25.8) 724 (23.1) 1531 (24.4)
I\% 10 (0.3 8 (0.3 18 (0.3
n 3,131 3,132 6,263
LVEF Q1 46.0 47.0 47.0
(%) Median 54.0 54.0 54.0
Q3 60.0 60.0 60.0
n 3,131 3,132 6,263
. <40 3 0.1 1 0.0 4 (0.D
EV(E/}j group (%) >41-49 1064 (340) 1048 (335) 2112 (337)
>50-59 1,133 (36.2) 1,123 (35.9) 2,256 (36.0)
=60 931 (29.7) 960  (30.7) 1,891 (30.2)
Left ventricular hypertrophy 0 3,130 3,130 6,260
Yes 2,103 (67.2) 2,080  (66.5) 4,183 (66.8)
Left atrial enlargement L 3,128 3,128 6,256
Yes 2,792 (89.3) 2,797  (89.4) 5589  (89.3)
Atrial fibrillation or flutter at enrolment n 3,130 3,131 6,261
ECG Yes 1,327 (42.4) 1,317 (42.1) 2,644 (42.2)
n 3,131 3,131 6,262
a Q1 625.0 620.0 623.0
NT-proBNP (pg/mL) Median 10210 1005.0 10110
Q3 1777.0 1735.0 1751.0

 The

ast value on or prior to date of first dose of IP
]

1
e ©

o Al

o T2DM &A}: ¢F 45%2] T2DMEHA7) 3}

Ll

o HOFEZE(SAS): 0% olFe HefesEs

MEH 9 CV A EA(FAS): HF 57 2 58 23 A5E 93 ¥8 oA

7 Bo] B4R A= o]wAl, WEFATA, ACEi/ARB/ARNI(77.2%),

f
rO
it
_>|i
N
)
O
S
3R
o
ox
o
32
dlo

- =
< &

A A ARl 719k wo] ~ekl EA(FAS): eGFR: <60 (3,070, 49.0%), >60(3,192%, 51.0%)
S R B = e b

o 13} WhAS AuEFe] BED AR BA(HFPEF) 62635 RO, YL YEFOR Hol 14 2
FHAFCY A e AR ADARAOR AT U, ARAOR AT AF B2y A2 BYAA
AlZH S Foled ol dREEEER 10mg Folwo] 43t =g E2Z0E g 4 A
A 18%(95% CI 8%-27%, p=0.0008) 31Tt

Dapa 10mg Placebo Hazard
Time to first occurrence Event Event . 95% CI p-value
n %) n %) ratio
rate rate

<Full population> (n=3,13D) (n=3,132)

Composite of CV death, HHF or urgent HF visit 512 16.4) | 7.8 | 610 (19.5) | 9.6 0.82 | (0.73, 0.92) | 0.0008
CV death 231 (7.4) 3.3 261 (8.3) 3.8 0.88 0.74, 1.05) | 0.1678
HF event ® 368 (11.8) | 5.6 455 (14.5) | 7.2 0.79 0.69, 0.9D | 0.0007
Hospitalisation for HF (HHF) 329 (105 | 5.0 418 (13.3) | 6.5 0.77 0.67, 0.89) | 0.0004

Urgent HF visit 60 (1.9) 0.9 78 (2.5) 1.1 0.76 0.55, 1.07) 0.1159

% An HF event includes hospitalisations for HF and urgent HF visits.
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.
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Charactenistics HR (95% CI) Subjects with event (event rate) HR (95% CI) p-value
Dapa 10 mg Placebo
(N=3131) (N=3132)
Composite of CV death,
hospitalisation for HF or —_— S1247.8) 610(9.4) 0.82(0.73,0.92) 0.0008
urgent HF visit
CV death ——. 23143.3) 261(3%) 0.BB (0.74, 1.05) 0.1678
HEF event —— 36815.6) 455072 0.79 (062, 091) 0.0007
Hospitalisation for HF — 3204{50) 418(6,5) 0.77 (0.67, 0.89) 0.0004
Urgent HF wisit —_— 60 (0.9) 7R 0.76(0.55, 1.07) 0.1159
r T T 1
0.5 0.8 L 125 2
Favours Dapa 10 mg Favours Placebo
: a7 [o =} [e) S = =] & o fe)
- Kaplan-Meier 5412 291wy § 2710 &e5%0aL, A@ Wi &347F A H%0.
75 events/’N  Event rate
i Dapa 10 mg 5123131 7.8
- — = - Flacebo 610/3132 9.6 =T
204
=
v
3
=
E 104
=
5-
HR (95% 1) p-value
~ DvP (.82 (0.73, 0.92) 0.0008
"_I T T T T T T T T T T T
0 3 G 9 12 15 18 21 24 27 30 33 36
Months from randomisation
N at nsk
D 3131 3040 26449 2885 2716 240 2147 1982 1603 1181 BO1 380
P 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383
B, 5 o , 31 = T 2~ TS
s 4 &34 Ao Ao fg" Aol CV Ao HFEo HrhHe Adoem ZgEAY,
= S = =
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Charactenstics

The composite of the primary endpoint
Owerall
Age (years)
= median (72.0)
> median
Sex
Male
Female
Face
White
Black or African
Asian
Other -

HR (95% CI)

Geographic region
Asia
Europe and Sandi Arabia
North America
Latin America
NYHA class
i
lor IV
LVEF (%)
=49
50-59
=60
NT-proBNP (pg/mL)
< median (1011 .0)
- median
Subacute®
Yes
No
T2DM at enrolment”
Yes
No
Atrial fibrillation or futter al enrolmemt ECG
Yes
No
BMI (kg/m)
< 30
=30
Baseline eGFR (mL/min/1.73m"}
=60
=60
SEF at randomization (mmHg)
< median (128.00)
= merhian
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Favours Dapa 10 mg

T T
08 1

T 1
125 2

Favours Placebo

wN#

Dapa 10 mg Placebo
(N=3131)  (N=3132)
512/3131 610/3132
24771545 306/ 1604
265/1586 304/1528
3TNT6T 367/1749
195/1364 2431383
3722214 461/2225

21781 19/78

97630 106/644

22206 241185
92607 103/619
261/1494 309/1511
89/424 111423

To/e02 B7/579
331/2314 411/2359
181/817 198732
207/1067 220/1049
174/1133 21111123
131/931 1707960
173/1555 208/1578
339/15%6 402/1553
93/328 113/326
419/2803 497/ 2806
270/1401 317/1405
24201730 29371727
22711327 2711317
RE1803 F30R14
2751734 30271736
236/1395 308/1392
2891516 355/1554
223/1615 255/1577
2B0/1568 30001550
232/1563 310/1542

HR (95% CI}  p-value
interaction

0.82(0.73,0.92)
09283

0.82(0.69, 0.97)

0.81 (0,69, 0.%6)
0.8510

0.82(0.71, 0.96)

0.81 (0.67, 0.97)
6454

0,79 (0.69, 0.90)

1.08 (0.58, 2.01)

0.91 (0.69, 1.21)

0.83(0.46, 1.48)
08510

0.89 (0.67, 1.18)

0.83 (0.70, 0.98)

0.75(0.57, 1.00)

0.78(0.57, 1.07)
0.9213

0.81 (0.70, 0.54)

0.80 (0.65, 0.98)
0.7240

0.87 (0.72, 1.04)

0.79 (0,65, 0.97)

0.78 (0,62, 0,98)
0.6623

0,84 (0.68, 1.02)

0.79 (0.69, 0.92)
0.7091

0.78 (0.60, 1.03)

0.82(0.72, 0.54)
08606

0.83(0.70, 0.97)

0.81 (0.68, 0.96)
0.9168

.81 (0.68, 0.97)

OR2{070,0 9R)
0.1435

0.89 (0.75, 1.04)

0.74 (0.63,0.88)
0.7564

0.81 (0.69, 0,94)

084 (0,70, 1.00)
0.0278

0.93(0.79, 1.10)

0,71 (0.60, 0.85)

2 Defined as randomised during hospitalisation for HF or within 30 days of discharge

b

Defined as history of T2DM. This analysis does not include T2DM as a stratification factor

Hazard ratio for Dapa 10 mg vs placebo. CIs. and 2-sided p-value are calculated from Cox proportional hazards
model (Wald statistic) stratified by T2DM status at randomisation with factor for treatment group. and when
calculating the interaction p-value also including factor for subgroup variable and subgroup by treatment
interaction. Hazard ratio estimates are not presented for subgroups with less than 15 events in total. both

treatment groups combined.

o 32 2% Wrpa%

- CV AR 8L A HE Al 53 34 CV AR 8L A HE AR 53 24 o 9lojA gaad

Z230] Sekunt $4agith

Dapa 10mg Placebo Rate/
Total number of HF events and CV events no. of Event no. of Event | Hazard 95% CI p-value
events rate events rate | ratio®
<Full population) (n=3,131) (n=3,132)
Composite of CV death and recurrent HF events 815 11.8 1,057 153 | 0.77 | (0.67, 0.89) | 0.0003
Recurrent HF events” 584 8.4 796 115 | 0.73 | (0.62, 0.87) | 0.0003
CV death® 231 3.3 261 3.8 0.88 | (0.74, 1.05 | 0.1678

® Hazard ration for CV death as an individual component is derived from Cox proportional hazards regression.
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® An HF event includes hospitalisations for HF and urgent HF visits.

at randomisation with a factor for treatment group as a covariate.
If HF event and CV death occurred on the same day, then only CV death is counted in this table.

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.
Rate ratio for Dapa 10 mg vs placebo, CI and 2-sided p-value are calculated from the LWYY proportional rates model stratified by T2DM status

o wE7 ok tdukt 269709, YT 270 Y= #3F FA
o O]AHHS: A :

AFgE ot

T % fgTolA AiA o)y, A, FUR oldiks, U= F
_PI_

op71% o]

Number of Subjects with AEs in Any Category (SAS)

Number (%) of subjects *

AE Category On treatment On and off treatment

Dapa 10mg Placebo Dapa 10mg Placebo

(n=3,126) (n=3,127) (n=3,126) (n=3,127)

Any AE with outcome = death 401 (12.8) 421 (13.5) 507 (16.2) 529 (16.9)
Any SAE (including events with outcome = death) 1,361 (43.5) 1,423 (45.5) 1,454 (46.5) 1,508 (48.2)
Any AE leading to discontinuation of IP 182 (5.8 181 (5.8 183 (5.9 181 (5.8)
Any AE leading to interruption of IP 436 (13.9) 494 (15.8) 436 (13.9) 494 (15.8)
Any AE possibly related to IP ° 273 (8.7 235 (7.5) 276 (8.8) 240 (1.7
Any SAE or DAE suggestive of volume depletion © 42 (13) 32 (10) 49 (1.6) 37 (1.2
Any renal SAE or DAE © 73 Q3 79 (2.5) 84 (2.7 91 @9
Any definite or probable DKA ¢ 2 0.1 0 2 0.1 0
Any major hypoglycaemic event © 6 0.2 7 0.2 8 (0.3 7 (0.2)
Any amputation 19 (0.6) 25 (0.8) 19 (0.6) 26 (0.8)

® Subjects with multiple events in the same category are counted only once in that category.
category are counted once in each of those categories.

Y Possibly related to IP, as assessed by the Investigator.

¢ Based on predefined list of preferred terms.

¢ Events adjudicated as definite or probable DKA.

f Surgical or spontaneous/non-surgical amputation, excluding amputation due to trauma

up to and including 30 days following last dose of IP (on treatment).

Subjects with events in more than one

¢ AE with the following criteria confirmed by the Investigator: 2) symptoms of severe impairment in consciousness or behaviour ii) need of
external assistance iii) intervention to treat hypoglycaemia iv) prompt recovery of acute symptoms following the intervention.

This table includes AEs with an onset date on or after date of first dose of IP (on and off treatment), and on or after the first dose and

1
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6.5.3. H1 3 A 44 A ¥ (Non-pivotal studies) (A1F5t 32

o el

6.5.4. 71E+9/&A @ (Supportive studies) (21<F5t 33
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8. TUHTAM EZe] H{RHE H Zall oAdESe| Mo & X2

o 7S 7HEE(FARE )T ST Bl

qE a2y A E2Z

5 ZA 7R At 43 10mg

37} | T2DM(2013.11.26.), T2DM(2014.08.12.),

947 | HFrEF(2020.12.22.), CKD(2021.08.12.), HFpEF(317} A E%) | HFrEF(2021.11.23.), HFpEF(2022.05.24.)
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