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of oke 27 B MARD St Arld JFL Foh BAELS 53] of kS AmdSeob
e g BT W 2A EE AT 2844 AGYe 957] g8 Folstelo} s}

= SGLTZ Asfle] Z7]3t %‘*JOL?LOHH A Ak (5
AbEl7E AR Aol AR HeAe <
2 o] dhste] gabel Aest
11) 354 A GF=Y e 24)

SGLT2 AsiAlE H5&3 T Aol =871+ ’GPUr A& Fa4 TAS TR ok, A
= gt A4 A5 AV Rudsit dEF A=
I

_\‘i

o] Qlgk ]1¢, o] a9 & 4 Ao EEH“EP

o] k& Fo EL}L oA i g BRHSI Y S A7) e SR FHY F5, AFE, 2t
T FFo] YEvs 49 g5 IA Oﬂ%-‘% gelsfjol sttt 3SF HAZF gAEHE B5, SA
FH9 FAAA AEE AFety Fast A i AAES AlFgsteof sttt o] ko] FolgE F
@Geta g x5 W] EHH%—S}%H g%&@—;— At Ads A A =mE APt of shr}
5. Az g

1) okt Jsag

@ oAl : AFFYZTEAL EopA =9 F2A oA ol a¥E FUIAZA £ 9loH, g4
2 AEete] S F7MAA U

@ ol&d W ol By 1A : odad 9 Axdogolel e <y By FAAE A
do 4 St wtA, dFE E23 Y HEA AP 93 Fo)7] f3l, AdEd T AFE
g By FAAY &35S ZooF & 5 Qv

D}E °E‘34 Ao EEle] e JF
AA L (in vitro) AEE QA U dgZFeZ2AY Fo A} A= $9d 5 -yEA
2rAEAAHSA UGT1AS3, UGTIAS, @ UGT1A9 @ UGT2B7°] 93 FFF 243198 A
gith, A ZFEZERL A EFSF 44 (human uptake transporters) OAT3, OATPIB1 ¥
OATP1B3¢ 7]&olt}, OAT1Y O0OCT29 7d=2E z#Zgar Seth A9FPZ3e
P—glycoprotein @ BCRP (breast cancer resistance protein) 2 7]& o]t}
QutFelZ23 9 Z2HA = (UGT axA8iAl, OAT3 AsA) &} g4 FoJA guZe 223 8
s (Cmax) 9 sX=-A1ZF A8 (AUC) 7} 242 26%, 53% S 7FskSith. ot Mgt ddd o=
guie Foz hFE A ek}
dutFElEZ371 UGT % 932 ATHA AUtk fFarel 44T ¢
21 UGT &49 fEAete] ¥E2 Fsjof gt}
An) 222 (OAT39 A (in vitro) AiA, OATP1B1/1B3 o= F5A AsfA) e 52§
Toll A WA ARZFYZERN Cmaxt AUCTF 2442 15%, 59% Z7}stgith. olelst Wal= O‘%
o7 uiQlE Ao7 FEH A okokT),
@y alate] o 9% OATPIBI/IB3 ¢k 5419 Adles AuZZzX
27y 75%, 35% S 7FAFTE o83t Wishs AR ougle ASRE HFHA ok
daIYEEF =E5v P-gp AsfiARl wigtsbd el ¥ Eofifel #Aglel FAREH, ole

H:l

J—
=

org, o &

oo

o]

) r&




P—gp A7} go=gfE23e sl ddde= Fo3 9ol flae vehdh

BdEAg A Ay Qg ERAY ofFste AT vl WEXER, S E, Je
=k, Ale=HE, duEsE, ehabd, Wk d, epe) e, dupserele] os) wehx] okgrow
Aow G BRI BEAVE, S|E2 IR EE oA 2o sl WekA] efkth

@ JA=ERAY v ozl e IF

s ERS AR g5 ds 7A€ dF s 442 g ol €3 gHE s =
= du=yERAe Fol 9 & WA Foll A5 dEEojor . dH YF vk #ES
9 =

3 gEe AWt SatelA A I8 E o F S

AA ) (in vitro) AT-olA AuZFEZ 23S CYP450 isoformsS AsistAr A 3IA 71 A
LA ek dyaEeZ 23S UGT1AL, UGT1A3, UGT1AS8, UGT1A9 %+ UGT2B7E A3l
shA ¢keth webA, dgFEEERY ols &40 VA FES A FARES o T2 CYP450
4 UGT isoforms®] #HH FEZ 5282 gl Aoz oer),

I EEZL A5 EFNA P-gpE AdMskA gevh BA L (n vitro) A ARE 2AE,
AulFg] Z 2L P—gp 7|4 53 A35ALIA S Ao qadET. A9y Z233 P-gp
714 tFaAls HEFAAS w tlxale] AUC ¥ Cmax?t 242 6%, 14% Z7Fek3ich. o] 23k
Ashs Ao gugle Aow FFEA A

AAS (in vitro) oM @AFEERAES dgAow FoAF FAFkold OAT3, OATPIBL ¥
OATP1B3¢t 2 1Al F5 %A (human uptake transporters) S A 8stA] efi=th. wepr o]
S FF FEA VA s AeAES g FoE dgH

o

AAE FPAE gow ANE A5G AT A3 AHFYBAL WEEEY, s,
deFeehE, ABEUY, dUEUY, g9k, STy, O34, olmA % ATE YA o
Stel Ao FAW FFS ERIA B3k

RS o o) Aol A ARE ARl YARAN 2 sk Bl AT
Ao FAT FFE wolx @tk e, FEADNA 24 F ddel U KA IS
GEIT. QRN ol Sk ol o o) g Gdel A of ohel TolE B
ok gt
2) FH

otz E230] Ab EfE F8l ZHlE A tiet ARs vk sEAIRCA fvad IR
A

o BHE B RulEgdth Agel/fotel i A9 WA & vk Wb o] ko Ams
t EQlE £ Fown
3) 4%
o ko] QIzke] WA el tiE JFE ATH v Yk FRAGAA FeiSo BAdA 40HH0
2 fad 9 wolq gk
7. zotel tj@ Fof
o ok k1841 m]uke] sofo] vhd QbAA W faAel SHo] X g}
7}

o rlo
£
>,
1o
2l

3 Fo,
A 100 mg 74A) -Eroaa}aia 9, olm @ FAL e s ol ore i
A £0FS FANAG. 2WF Fhe §F JEH o Qgor], YU
o Abgel A 800 mgE Zdste] Fold AYe stk

-

f-
rlo
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D A28 G

AR

o] of WEeel FEAN HANL AR AFo] g A2 %h%}%l%“ﬁiﬁ*ﬂZLﬂa
20 319 9 Y G Al AR, 429 A o] o (10mg L 2me) &

A L3 e A el Ao AL S19F v BANOE FA TEAATCED). 1

Y 437 WM EAROR RO Ba) dehton, PRGN 940w feud vt
2ol 5 gick

ARl gejsl wlo]~ekel HbAle 7F 8.5% ©%, 10% olatel &atel i shg)EA] oA
(N=201) Hlo]xgkl thH] HbAlc 4= ©] ¢F 10mgellA -1.44%, ©] °F 25mgelA -1.43%, 9]
ofol A +0.01% 2 Alet=d ol -1.04% %0

24F A Eol gl HbAlc, A%, ¢ (SBP) Ay AdA AN 767714 #1455 Qlth

%3 FEARAY e A2y A g o] ok wE WS o W ook nlwdt

245 A8 43 (LOCF)!

rax Hrhds eF o] oF o] oF Alet=HE
10 mg 25 mg 100 mg

N 228 224 224 223 |

[HbAlc (%) |

[Fl o] 2kl () 791  7.87 7.86 7.85 |

sl o] 2~2kQl Tin] #}o)? 0.08 -0.66 -0.78 -0.66 |

9ok tjn] x}o)? -0.74x* -0.85% -0.73

(97.5% CI) (-0.90,-0.57 (-1.01,-0.6 (-0.88,-0.59)
) 9) 3

IN 208 204 202 200 |

H o] 2~ g}l 12.0 35.3 43.6 37.5

HbAlc 7% ©]7 32} o)’ HbAlc 7% w|¥k &

A HE (w)!

1w e #AS3 (G #4 FA4 ") A3 diA (LOCF)

2 wojxepel 9 Zsle] ois] HAgE ot

3 95% CI

4 TAA el uist BrF <k #s o)Ak FrERISe uist &AF A4 AApe] Fito] ofd
*p—4£<0.0001

HEQ

HExEY @sae dish o] ko] FrhE &

HEXEY oo s 93] 2R S A2Y FuAE ddoz o] oFf FrH L f
AT HAAE BUEsH7] s olF Tk, 245 Sokdlx A FHHAATH ©] °oF (10mg E&
25mg)s 149 13] Fof Al Z42F f1oF ] BAIF 2 {2d HbAlc 7Aool YeEbTH(E4). 9ok
oy SAIA o ® Folst AFgtart g1 o FPGoA Ao x fondt s KAt
247 VAl gl x

g ol okel F7hY S glokat vl

FEg e HExEn
9] ok o] ¢ 10 mg o] °F 25 mg
N 207 217 213
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[HbAlc (%) |
ERESEIE: ) 7.90 7.94 7.86 |
[ o] <2}l thu] Afol? -0.13 -0.70 -0.77 |
9ok tjn] x}o)? -0.57* ~0.64*

(97.5% CI) (-0.72, -0.42) (-0.79, -0.48)

N 184 199 191

Hlo]~g}el HbAlc 7% oA gxF diA 125 37.7 38.7

HbAlc 7% W5 &4 v]§& (9%)°

1 LOCF; Last observation carried forward, @9 7#|X & d A5

2 wlolAekel 9l Fstho tfs] BAE Hat

3 EAA Fedel gk BrF o g olx} HIbH o] st =k HA AAfe] Fo] oy
-4t <0.0001

= 2

£ fFady S %ﬂrﬂMﬂE(ﬂﬂl 4mg F7p8 &9 g rtsty] 98l olFwrte, 104

T @z A7 FAHAT o] oF 26mgs 1Y 13] Fof Al

(Hd 4mg) vl3] o Ll om (E5) YFHORE gu|glE
1 o]et7] detelA ZEivlve|= din] HAHC 7}

& % A28 FaA dig o] oF 25mg FUHE LS =4

>1!:1

AF, +57

¥5 MELEWOo R dugxdo] FHFIx
Wy g = F71 89 vwst 10457 Add3 (LOCF)!
TEAB I HEXET
o] ¢F 256 mg =PI =
(HY 4 mg)
N 765 780
HbAlc (%)
H o] 2~ 2} (F 1) 7.92 7.92
W o] 2gkel thn] zjo)? -0.66 -0.55
=gy g = gy -0.11=
2}012(97.5% CI) (-0.20, -0.01)

1 LOCF; Last observation carried forward, 89 FAX 5 A 27
2 "ol 9 Fslef dis] HAHE H

= HlG5A el gk p—3k <0.0001 9 LAl tigk p—%k = 0.0153

HEx =} o] ok 271§

ol oz Am Aol v A2¥ FuIAE ddow o] ok HEXx=EY 27EE] FaA Y
SHAA-S H7VE] Yl o]F w7, 2247 (Factorial design) 245 AdAdo] 3w}, o
g=gE23Y ExX=27 27|98 (5/500mg, 5/1000mg, 12.5/500mg,12.5/1000mg, 149 23]
Fol) Zt7te] w=9 din] FAIFCE Fo5tAl HbAlcEsE FHAaAIZ o, wlo]~e2kQl HbAlc
7% ©17 oAl F3EQ] HbAle 7% v|wt @73 ¥&L 247+ ©dA] w5 ol vls] 3ok (E

6). FPGIIME B5e ol o 2 7a% Rt (a2 7).
E6. FEARAYC] 9 B4 oY AFYBAN ETEN 2/WE WS BEes v

aid 7 (A= E=23 dusg 23 dAisgEs dusgE YWExEY vEx=nl
4= 10 mg® 25 mg? 27 =y 1000 mg 2000 mg
+ E +9E +9E +9E 10 mg 25 mg L T e s A
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¥y 2y ¥2v ¥27 (qd) 95 F (qd) ¢E5F

1000 2000 1000 2000 ] o

mg® mg® mg* mg*
N 161 167 165 169 169 164 168 164
HbAlc (%)
H o] 2~} ¢l 868 865 884 866 862 8.86 8.69 8.55
(H+)
o] ~gkel o -1.98 -2.07 -1.93 -2.08 -1.35 -1.36 -1.18 -1.75
W] x}o]*

e R -0.63.x -0.72% -0.57% -0.72%
7 10mg %= (-0.86, (-0.95, (-0.81, (-0.95,
25mg 958 -0.40)° -0.49)° -0.34)° -0.48)°
W otiH] Zpo]

(95% CI)?

HEZ=u & -0.79% -0.33* -0.75% -0.33x

=ow oiv]  (-1.03, (-0.56, (-0.98, (-0.56,
Z}o] -0.56)" -0.09)®> -0.51)> -0.10)"

(95% CI)?
N 153 161 159 163 159 158 166 159
H o] 2~ 221 63 70 57 68 43 32 38 58

HbAlc 7% ©]
g B o
HbAlc 7% W]
Eyl_

g9 vE
(%)°

a3t & FogHoR 19 23] FdEFow BT Fo¢)

b MMRM (Mixed Model Repeated Measures) & AR dA] 4 o (#zd F&). MMRM &
ol A7, AF s, A, B, AR Fazed U 9 wo]A2kel HbAlcrl E94

1 242 #zwE =9 (observed case, OC) HZHS AFE3te] AA 4 A (full analysis
set, FAS) o] ol HAl#

2 "o ekl Ao el A E Hat
3 AR fredel g FoF e o]

WEX =R Hxdegol HE& e tst o] ko] FrH &

HEx=dd dyxdedol WEeyorw AHs] xAHA e A2¥ duIAES dFor o

oko] Z7 W49 SaAY AL Frely) Y o) FE ), 24F Yotz Atst FaH Y
Zb 9ok vl FAIA R Fe% HbAle 7HAe]

o] ¢F(10 mg T+ 25mg)S 1Y 13 Fo A

& Skt vl 245 APAALOCE) (A 24 i)
[fadg7pu s MEXER + dxd P}




ek o] oF o] oF
10 mg 25 mg

N 225 225 216
|HbAlc (%)
B 0] 222191 (H 1) 8.15 8.07 8.10
[l o] 222}l tjn] =}o)? -0.17 -0.82 -0.77
ek thu] Xfol® -0.64%* -0.59%
(97.5% CI) (-0.79, -0.49) (-0.74, -0.44)
IN 216 209 202
o] 22kl HbAlc 7% °]7 Ak Wi HbAlc 7% ®vF & 9.3  26.3 32.2
A g (%)

1 LOCF; Last observation carried forward, 8% FAXE A A&
2 wolAaekel X 9 F3tof| tfs) RAYE Bt

3 EAA el g FrF < olxk B
sp—%k <0.0001

)

& w3 47y AR Fiol obd

HEY 20y v el HEH gt o] ko] FrHE
HEZ2Z93 v ZgelE WEaHoz AAE3] HHA % A28 IdRIAES UdoRE o
okol FrIW g0 faAY HdAdL olFT e, 247 YR AFE T3 HUrEHAG o] oF
(10mg ¥+ 25mg)<S 1Y 13 Fosidls u 247k foF o] TAASZ Fost HbAlc 7l4l9]
EFSTH(ES). f1¢F tin] AR {o3 AT A4 U FPG #4a7t EAx S
%8 WEX=EYY e e HEeyow dgxdo]l FTEA &2 A2y FudAdA vt
2P ZT RN F/PE LS goky) nlwd 245 AFAF(LOCH) 1 (AA 24 i)
FaAdH7pAS HEZ=Z9 + 30 Fa|ehE

(=30mg)

Aok o] & 10 mg ©] <F 25 mg |
N 124 125 127 |
[HbAlc (%) |
H o] 2~} (F 1) 8.15 8.07 8.10
W o] 22kel thu] zjo)? -0.11 -0.55 -0.70
9ok tjn] =}o)? -0.45% -0.60%
(97.5% CI) (-0.69, -0.21) (-0.83, -0.36)
N 118 116 123
o] 22}l HbAlc 7% ©]% Ak Wl HbAlc 7% w¥F & 85 224 29.3
A g (%)

1 LOCF; Last observation carried forward, 89 TFAX& A A=
2 wolaepl W F3lof el RAYE Ht
3 BAA fFedel sk Frb kg ok BrbH S oig Ak A AApe] Fto] ofd
*p—%k <0.0001
HEX=29¥ guage HE&awel st o] oFo] F7hy &
ExEny guayd HEaeglor AHs] 2duA e A28 dadeEs ddoRE o] oF
J

ZEZ7 (10mg T+ 25mg) $oF uiv] TAIF S 2 /23 HbAlc #4AE B3O HbAlc H
ol Agkelo] 7% o]AFel Fkxto] sl EEel HbAlc 7% Wwhe ©A3 Bl &o] 9okol| Bls] o =9k
TH(3E9). FPG % AFol el ® SAHCE §o3 vt vebyt
Hlo]~2kQl HbAlce 8.5% o4l ZAte] gt Abdel] HoE 9w Ao Ag=gE=23
10mg T+ 25mg Fo Al 91¢F dib] wojAagloz BAE HbAle frave -1.3%(1¢F iy
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39 HﬂEJE“Wr dUuEdHE BEor ddxdo]l TR &2 A2¥ dui kAt duae

EwA0) 7 eS gk vad 245 NPA

R MEx=n + 2uadd 5 mg
e A ZF TRy AFFYZ2I

10 mg® 25 mg®

N 106 109 110 |

[HbAlc (%) |

|5l o] 2~ 221 (F +F) 7.96 7.97 7.97 |

[#l o] 222}l tin] A}o)? 0.14 -0.65 -0.56 |

9ok tin] x}o)? -0.79x -0.70%

(97.5% CI) (-1.02, -0.55) (-0.93, -0.46)

N 100 100 107

wlo]2=2kel HbAlc 7% ©17F 32+ o4 HbAlc 7% =%k & 17.0 37.0 32.7

A g (R’

1 FASOO) | o3k MMRM E3ol&= #o]~gkel HbAlc, #Wlo]Aeke!l eGFR(MDRD, Modification

model of Diet in Renal Disease), A 2]82] ]9, "W X8 W X5 F528H Wio] 23,

2 Wol ekl 9 F3te] ois] BAFE HLt

3 AR fredel g Jop < 9; oz} F7pA T tigt &
4 okl 2 vl E ﬂx} S HEXER WAy

5. A= El E2% 10mg & 25mg Al@To] F2uA

NG FE A ZA %‘ﬂ%ﬂgiﬁ/ﬂ‘%%%% 10/5mg %3+ 25/5mgs Foj ks

* p—3£<0.0001

Aded(QleEd s e wES

ok 718§

t3s] &Y Fof (Multiple daily insulin, MDD QW (+/-dHEXZ2n)e] tfd o] (10mg T+

25mg) %ﬂ%%fﬂ Fradd AGE Brretr] flel olswrbe, 525 fekdix A 3 E

o x7] 185 9 wpAlE 125 Fot gyl 82 Ao r FAstl o, 19F Aol 4054}

Abole]l A d9 4% 100 mg/dl(5.5 mmol/L) % @ 2% g9 =32 140mg/dl(7.8 mmol/L)

gk FES GAE] 8 el &5Fo] =AU

o] °f(10mg *i= 26mg)S 19 13 18F FoA3t3l& o HbAlcY FAZCR {3 o] 1

ERth(GE10). 7o) viA e (dled o5 e Qlav ﬂﬂEJEL Wg) el digt skt A

M= flok thH] FAACE 23 HbAlc T2k ZlH Ut

5252kl o] °F(10mg E+= 25mg) 1ok iw] SA4 #Fost HbAle, AF 9 14 AgAFAZ

71/\2 Eoﬂ‘ﬂr

e

=2u

R

W e MEX=v Axdedol HE) e g o

rE

%10 MDI 1&g’ QW (+/-HEX=R) of tfs] o ofe] F7F & thsh flofuiz A[F e 18F,
525 /‘]fﬁéﬂr(LOCF)l
TR B MDI Sl&d +/- HEX=7

$19F o] ¢ 10 mg ©] ¢ 25 mg |
N 188 186 189 |
|185=21¢] HbAlc(%)? |
|l o] 2~} 21 (3 7F) 8.33 8.39 8.29 |
[l o] 2~2kQl win] sl -0.50 -0.94 -1.02 |
9 oF in] zpe]? -0.44x -0.52x
(97.5% CI) (-0.61, -0.27) (-0.69, -0.35)
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N 115 119 118
525FFe] HbAlc (%)>*

|l o] 2~ 2} o1 (3 ) 8.25 8.40 8.37 |
[#l o] 2~2}el win] sl -0.81 -1.18 -1.27 |
9ok diu] zpe]? -0.38#x -0.46%

(97.5% CI) (-0.62, -0.13) (-0.70, -0.22)
IN 113 118 118 |
#lo]2=2kel HbAlc 7% o]’ #k4} ti%d HbAlc 7% wWIRvhS 26.5 39.8 45.8

SA S A} B &0

1 LOCF; Last observation carried forward, 8% FAXE A A&

2 Wojxgkel W Fslof s RAE o

3 18Fx}: FAS; 5254k PPS—¢+8x-52

4. 19 ~ 4053 7] A9 vt Fx (A 42 100 mg/dl(5.5 mmol/l) gy} A3

2 140 mg/dl(7.8 mmol/l) vt FooleEd 89 2o did HuAg X

(treat—to—target) 29

5 5252 PPS—¢tEx-52; TAA #Fodel tidt H7F kg olxk Frhdagel st &2 1y 4

zpe] o] o

* p—% <0.0001

#+ p—3£=0.0005

ZIA ey 9X(+/- WEXEY +/- Axde-dob el tigh o] 2F(10 mg %=+ 25 mg) F7HE

£ fFady ke FALuA, olF wrbY, 78F fok-ulx Aol FUhE AT 7] 18
FREY & AR FAHJAO Y, o] 60F w2t 110 mg/dL W] FPGE #A

37 98 .

] °F(10 mg ¥ 25 mg)= 1Y 13] 1851 Foiatals wf 9ok thy] HbAlc 7} TAIACE /9

SHA 7ASFE om (E11) HWlolA2kel HbAlc 7F 7% o)<l skxlollA ko] g w2 H|S=E

7% vle] HbAlcEs @A 22+ wigd erlel tidt s8] A3 ey fEx=q 9 9l

¥ MEx=EY W Axd ol FALCE £ HbAle a7t #l= Sl

785 A ol ¢k tin] EAA fols HbAlc W 714 &EW Fol=k a7l ey glth

E11 714 dEdoy (+/-HEXEY +/— dxdedgop o] dis] o] oFe] F7pH 8-S $oky vl

gk 9ok o AlFeA ] 185 9 785 A}

o g

o

&5 AP A AED (+/- MEZZW +/- AEd5 a0
<1 o °] °F 10 mg °] °F 25 mg

N 125 132 117

185F3F2] HbA1lc(%)

[l o] =2}l 8.10 8.26 8.34

[#lo]2~gkel vin] wWsH -0.01 -0.57 -0.71

2ok thu] Aol -0.56% -0.70%

(97.5% CI) (-0.78,-0.33) (-0.93, -0.47)

N 112 127 110

|7852+¢] HbAlc (%)

[#l o] =2kl H 8.09 8.27 8.29

[0l kel wim] Wak -0.02 -0.48 -0.64

Q1 oF thu] AJol! -0.46% -0.62+

(97.5% CI) (-0.73, -0.19) (-0.90, -0.34)

1 Hlo]~gkel = 2 F3lel thal] g Hat

*p—%k <0.0001
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Ad#A 9% (Cardiovascular outcome)

olFw7td, 91k tix Ald<l EMPA-REG OUTCOME A &elA &ld S std A4
A Aol Qe Al 28 T B oA BmFE A" F7F Fo% o] oF(10 mg ¥ 25 mg €HS
)W SRS vt & 7,020 #xk(o] °F 10 mg: 2,3457, ©] °F 25 mg: 2,342,
ook 2.3339) 7} Fo] wely 3.1W(ESEh) Bk FAET Hit AHS 634, Fit HbAlct

8.1%°1 3L, 71.5%7}F HA oIt} wolAeklo A HEXZ=Y Fof 3tat= AA 2] 74%, <
o] #AAE 48%, AxdgEol Fol A= 43%ClUth AFFAl o] H& (eGFR)©] 60-90
ml/min/1.73 m2¢! A= 52.2%, 45—-60 ml/min/1.73 m2 A= 17.8%, 30—-45 ml/min/1.73
m2 $2t= 7.7%0] Tk

Hlo] Agfelo A BAAFMAZ(76%), HEF(23%), HRENAS(21%) 0] &A=, AA 19
18%NA 270 ole] FbsmMA s dddaA Asto] FRly it wo]~epleA AP ohdxte] oF
81%7F dld—bA L 'AA A A, 65%7F Wet—2ptA]|, 43%7F o|=Al, 77%7F ~EE, 86%7t
G FAN A (- ok AT ) S HEeka ST

125 Al ZoA wo]Aztel tu] HbAlco BAH FHF(EF2xH) 7/lAE (adjusted mean (SE)
improvement) < Y2 0.11%(0.02), ©] 2F 10 mg 0.65%(0.02), ©] ¢k 25 mg 0.71%(0.02) &
2 #FEQAY 7] 12F o|F 9 AL FojTto] #AGe] HAsHENY 1 A, 945 A H
A HbAlc BAW FAH(EF=2x) MAEL 9ok 0.08%(0.02), o] 2 10 mg 0.50%(0.02), °]
°kF 25 mg 0.55% (0.02) & 1 &3= ok3}¥ gl
EMPA—REG OUTCOME 94A &9 Az H7F HEsE FQo
A7FA o] AzEolQltl, MACEE A8 #A Ag A, njxny
ogE et A AL o] ¢ 10mg¥ 25mge EdsE Ao
MACES] sjgnjel fgt nd5A a4 (1.3)°] thald ndsds #sst
+E9s AFshed T2 vE Y 2ol AFEH

AZAM YA HEZzog A
Abel Ags gk Al 2
H|dEAo] ol=g

3)
<l
al

)

=
of ok gletat MuAE W X B F/PAFEARA A# AL, mMAYH AR, 0P
=) E Aar7lE dHel et (O 1). AE @ AdaA A3 Ao fost A
A 7103 Ao R (1Y 2), HXHA AEAN U HHgE HEF = Fosk HalrF itk
a9 1. MACES] 449 w4 2 E
=
A Erepag®ornn
o

7 -

3 -~

E i il

i -

__/
L J,f"r
§ /.--
—
-
By
L
i = i ¥ i d an

Subjects i Gk Manth
iz mbo 333 358 4154 4114 187S 1380 T181 Tl ]

Al Empagifiarn aar 4580 A5 4124 L LY 28 2358 1534 g

a9 2. 4EWA 2B A FHE FA TAE
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Pt b

A Empagdarn

Pabeats wilk evenl (%)
~ o =

-
'___,,—-’
— f.
_— 73
T ) ) ]
[« [2 18 4 i 11 48

Sebjecis 2l risk baath
[ R pLER] 2303 2280 J243 2013 1503 128 s
Al Erpacg &5RT i85t 408 A558 d 28 0T F. 1] ira !
¥ 12 9= 53 [ Wy, 7 FAdL_ A e Yis AR 5y

212k o] of A8 vs fleF

(95% CI)

Al gidA 42 2333 4687
MACE(AXE#A A3k A, v X4 4242 282 490 0.86
A H A ¥ ZEF) AF N (%) (12.1) (10.5) (0.74, 0.99)"
AEBA A3 A N (%) 137 172 0.62

(5.9) (3.7) (0.49, 0.77)
H X2 AZAM N (%) 121 213 0.87

(5.2) (4.5) (0.70, 1.09)
HI X H 4 ¥ EF N (%) 60 150 1.24

(2.6) (3.2) (0.92, 1.67)
BE HA AMGE N (%) 194 269 0.68

(8.3) (5.7) (0.57, 0.82)
H-Ad 37 AHEE N (%) 57 97 (2.1) 0.84

(2.4) (0.60, 1.16)
a A 5T (Treated set, TS), & A@eES 13] oA Fof v+ A}
b o] ¢ 10 mg¥ 25 mg &%
* MACE®S] ¢1&lulof that n|dS5A 3= 1.30%8 A, vds5A T 9 s HASs
+dl Cox Hld 93 Rdo] A&tk & Al Ay7F o3k 246 XdH 7] wel, 24
(significance) S 918k p#k(0.0498 mluh el 3T+ = 95.02% &= A= F3ko] 285 Tt

AR o7 ¢l 9] (Heart failure requiring hospitalization)
AF-HoR Qs q]del #e Frivlgs &4 BARow FrhE o
EMPA—-REG OUTCOME Al3elA digtgelE22S 91k vusls b AFdoes Qg §1d
o S TAAATY (A= EEA 2.7 % A 4.1 %, ¥V (HR) 0.65, 95 % CI 0.50,
0.85).

A1 Z (Nephropathy)

A Fo| At FUIHFES G HHow PIhE T

EMPA—-REG OUTCOME AlgelA, Hg37biel Ayt = ofste A%
A, 3 AdeotEde] 2w Sk A A8 9 (T4 Al 9 A

kuor
o, Mk




ool A 7R 2] Alzrel tigk f1¥H] (HR)+= 0.61(95% CI 0.53, 0.70)°]
22 12.7%, 919 18.8%).
T ST RRTE Qe Ao A A2 Q] FAAEF R e uASE RS AES 9ok
Aot Ex23eA o =4 dEwd (AF=EdE2 49.7%, $1¢F 28.8%, 91388 (HR) 1.82,
95 % CI 1.40, 2.37).
@ = AR
FE750] Fa® AFddateAe] duFeEz2A

%F Aol dal F7te AR EZ2A 10 mg 19 13 F99 F84 2 AdAHS 3
7Fsh7] S8l AurEEo] TFAE(LVEF < 40 %) WA A3 32 (New York Heart Association
[NYHA] II-1V) 37305 wide= 729 #d, olx—w7Hd, fk-ux= 9 AE
(EMPEROR-reduced) o] F3 =3t} Uzt F7HAFE AdAA A3 (CV) AHY £ AFHe=
A 9 (HHF) & #+49 Hx Abdo] BAS 7448 Alzteol gtk w4 ¥ HHF (Hx 9 A4
) o] Ago] A HAC EshEQITE Wo| Akl Al AFH X5 QW= ACE 9AA/HA
LEA A AdA/A L'l FEA - = el AAA (88.3%), HIERAFGAl (94.7%), -7
AF2E F0lE &4 A (71.3%) U o)Al (95.0%) 7} E3HE Aok,
T 1863%W e A7 o] oF 10 mgwel F2IMIAAE A (f1ok 18677) 15.770E (%% &<t
FAAZEUTH AlY A FH A% 66.84 (A9 25-944D, HA 76.1% E o1 23.9%,
754 olato]l 26.8%% TAHEAT AlY AT 70.5%7F WSl 18.0%7F okrletel, 1e]lal 6.9%7}F
SR/t Al m=lollnk. FALIuY Al A} F 75.1%7F NYHA II SHolal, 24.4%7}
I 55, 0.5%7F IV S3olqth. ¢ LVEFE 27.5% %tk Wo]AgkelolA, HiE eGFRS 62.0
ml/min/ 1.73 m?°]ar, AW dFw-—Fgoleld v (UACR) 43k 22 mg/goldth. oF #wk
(51.7%) 2] 3A}50] eGFR =60 ml/min/1.73 m?°1 1, 24.1%7} 45 ~ <60 ml/min/1.73 m?
18.6%7F 30 ~ <45 ml/min/1.73 m? ¥ 1 5.3%7} 20 ~ <30 ml/min/ 1.73 m?°] 31t}
o] oF 10mg YA H3 H7iegl AddA A3 Abg e Ay dor Qs Y AFs A

¥2
£
2
&
l
)
|

Ean

>
4T >

=]
A7) dl o] flekel] wvlE] €T FrHR R, A= E 2 HHF (Hx 2 Add) 24
APE FostAl AaAFT (8 13 Fx2).
¥®13 Ao HAlE g54 g 23E Ak 53 HUbWS, Sld A 24 W FQ ol W
of tist X5 a3}
fler o= == 1dn] vs 9fef p-value
10 mg (95% CID)

N 1867 1863
CV A == HHF x| 462 (24.7) 361 (19.4) 0.75 (0.65, 0.86) <0.0001
WA AJA MR 9] AIZE, N
(%)

CV A N (%) 202 (10.8) 187 (10.0) 0.92 (0.75, 1.12)

HHF(#Hzx= 24, NI 342 (18.3) 246 (13.2) 0.69 (0.59, 0.81)

(%)
HHF (Hz= %2 A4, 553 388 0.70 (0.58, 0.85) 0.0003
ALd
CV = 287 (cardiovascular), HHF = Al % 2 o3t Y <Y (hospitalization for heart failure)

R
8 3 CV AMY = HHEZF H& 2 9-Ast A&7k e A 7F
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Facebo (N=186T)
Empagifiozin 10 mg (M=1863)

Patbents ai sk

Placehbao
Fampag il lorem 10 g

15
1t

%9 4 HHE(Hx 2 A9 9) 7 st A& 74 <

T T T T T T T
1] (1] ] ] 150 L] (%)
Siudy day
6T 1715 1612 1345 1103 K54 ol 411
i3 I 73 1677 1424 I i 643 423
ks

LA

104
oy

B 54

045~

N =

035

b Uih -

.25 =

1 M

Sewn mumbsr of evenis

ﬂ.li_

i ] =

0 =

Placcho (B 136T)
mmmma Eppagldboin 10 mg (X 1863 )

Pationts ai sk

FMacha
Fmpaghilozn 10 mg

VA =3 Frpasel

bAoA

i ) 150 2T Ll B30 440 B30
Study duy
1867 1520 1762 1320 1285 1017 732 47
LU 186 1T6R 1532 1283 1003 732 105
st A= Al2d o] AAY Al2d Frgol
19 st S Ax Avtdow Ad#sA Vet (2" 5
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> 5 W = =) = = = =]
a8 5 9a 5§ FIPASE(CV AFY T HHF7F H22 2483 Ad70X9 A1zh el gt sh9l+
H
4
Subgroup N with event / N analyssd Hazad ratio [ntemction Favars Empaghifozin Fuvors Plceho
Catepory Empa [0mg vs Placebo (938 CD pvalus ¢ ) i
Orveral 361/1863 21887 0.75(0.65,0.86) b
Cnabetes ol baseline 05690
Dhabdic 27 26: 0.72 (0.60,0.87) u|
Mon-Diabetic 0.78 (0.64,097) |_._|
Age 04909
<65 128/ 675 /7L 0.71 (0.57,0.89) fm—]
] 2I/1LER (.78 (0.66,0.9%) |—-—|
Sex 0.0837
Male /1426 3531411 080 (0.68,0.9%) |—l—|
Fanals 67 437 10 456 0.59 (0.44,0,80) F—=—
R 00082
White 264/1325 IRGI304
Black! Afican- Amenicn 2411 8B 134
Astan 62 337 o0 335 ; F—
Other including mixesd mes 5/ 51 I a2 0.AL {015,114 e
BEMI O.1e9q
=] 23671263 1300 0.70 (059,083 -
=30 135/ 600 14y 567 0.85 (0.67,1.08) =
~GFR af basslne 02915
200 31 1% s 120 (0.5 (0.33,0.80) f—a—
50 to <01 128' 740 t60' 740 0.73 {0.58,0.92) ':—{_
i 80/ 433 108" 467 76 (0.57,1.02 1
87 345 96 349 R =
<30 39 118 £ x 0,68 (0,42,1.09) ——
NYHA at basaline u27a
1 nOAMO 2091400 0,71 {0.50,0.80) f=
IV 141/ 454 163 466 0,83 (0.66,1.04) =
Head failies plysiology 0.0420
LVEF = 30% and NTproBNP < median gO GO0 1S T4 0,70 (0.53.0.97)
LVEF = 3(®% and NTproBNP > median 169/ &31 TR 61 (.65 {0.53,0.79)
LVEF > 3{% W 536 o 475 0.00 (0,76, 1.31) —=—
Busdine use of MRA 00345
No LR 557 13Y 812 0.7 (0.50.0.97) =
Yes UIIE IS 0,75 {0.63.0.88) e
Basdine use of ARNi 03101
N_” ZL0/1523 35071480 077 (0.66,0.90)
Yes 51/ 340 93 387 0.64 {0.45,0.80) }—'l-:‘
T T T T T T
0125 0x5 ] 1 2 4 8
. o] = =] = 3T E = > =). =
LVEF >30%: NTproBNP &% #ta Z¥dhe 799 viwkel A9 &5 £ Ald Fojel 2 ¢ste
5 = o o = [e) =
W, LVEF >30%%! 452 A 1270€ ojujel HHF W #eo] F7h4 oz SIdd A-97F ofd g
= = o O =z = <
LVEF =30%< A58t B %2 NTproBNP 7|&S F5aof 3

#HFAA FFH7)50] BEE AFASR A oI EEX
AR EF 5o ] F7tE J92EE227 10 mg 1Y 13 Fo99 Fa34 2 s 3
7bet7] f8l AutEEo]l HER(LVEF>40%) W A% 2 (New York Heart Association
[NYHA] 1I-1V) 5988%< uidoez  FFulg, olFwrd, Ad-dzxz 44 AE
(EMPEROR—Preserved)©] =3 ¥ vt A} Frhiss AEAA(CV) AP e AR 9%
3] € (hospitalisation for heart failure, HHF) & g% 3 WA AMA7bx 9] A3 A|7to]ie),
4¥ HHF(H= 2 A o] FF24 Aol 23 UTh wlojeiloA o] AmaWel=
ACE 9 AA/QA el =84 2A/bA e elal =g -vlZzdalal A (80.7%), HWHE 2
A (86.3%), F71AFZZE]Zol= F&A AIA (37.5%) D o] =A] (86.2%) 7} 3 At

& 299799 A7 o] oF 10 mgwrell FALMAEAL (19F 2991%) 26.2 MY (T4 F
ob 4 #AFHAT. A Awe HE A 71.94 (Y 22-1004), A 55.3% = oA
44.7%, T5M ol’de]l 43.0%= TAAHAT. AE JEe] 75.9%7F Wl 13.8%7F okAlokrl, 17
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A 4.3%7F SR/ FHA ml=lol et ALY Al 4 F 81.5%7F NYHA 1T T3l
i, 18.1%7F 11 S+, 283 0.3%7F S+ 1Volelth. EMPEROR—Preserved A3 Fthols=
LVEF7} <50% (33.1%), LVEF7} 50 ~ <60% (34.4%) Z1¥]al LVEF7} >=60% (32.5%)¢1 g+
A7 E8rE ek wo]Aekelo A, HiE eGFRE 60.6 ml/min/1.73 m2 o] AW Hvl—=7
otEld H](UACR) 9 Fd#t2 21 mg/g oItk ¢F HRE(G0.1%) 8 #A=°] eGFR =60
ml/min/1.73 m2 ©|13, 26.1%7} 45 ~ <60 ml/min/1.73 m2, 18.6%7} 30 ~ <45 ml/min/1.73
m2, 1231 4.9% 7} 20 ~ <30 ml/min/1.73 m2°] i t}.
o] oF 10mg< Yk HFF 7RG AdaA A3 APY e AFdoRE Qs 9 13
4

7l=d Qo] fleke] wlE] LT FrrHoR, A EEAS HHF (Hx 2 A
S FYFA HAANATG(E 14 FF).
B 14 Aol PAE 258 A 2dhE A B3 U, dld A 94 2 FQ ol A
Hyo] et X5 a3
212k AutZg =24 10 Y] vs Yk p-value
mg (95% CI)
N 2991 2997
CV A} = HHFe % H 0.79 (0.69, 0.90) | 0.0003
A ALAZMA] 742 AIZE N 511 (17.1) 415 (13.8)
(%)
ICV A, N (%) 244 (8.2) 219 (7.3) 0.91 (0.76, 1.09)
[HHF (H% 24, N (%) 352 (11.8) 259 (8.6) 0.71 (0.60, 0.83)
HHF (% 2 A4, Ak 541 407 0.73 (0.61, 0.88) | 0.0009
z,:

{0

CV = A8+ (cardiovascular), HHF = AFd o2 <3t ¢4
I8 6 CV A == HHF7} %2 93 A A7Ex 2 A 7F

(hospitalization for heart failure)

p

254

Placebo (N=2991)

----- Empagliflozin 10 mg (N=2997)

20 1

10

Estimated cumulative incidence function [%]

0 = T T T T T T T T T T T T T
0 90 180 270 360 450 540 630 720 810 900 990 1080 1170
Patients at risk Study day
Placebo 2991 2888 2786 2706 2627 2424 2066 1821 1534 1278 961 681 400 187
Empagliflozin 10 mg 2997 2928 2843 2780 2708 2491 2134 1858 1578 1332 1005 709 402 192

IO9 7 HHF(H X 2 A )7 wAst Al d7pA 9] AzE
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0.20 1

0.15

Mean number of events

0.10 -

0.05

Placebo (N=2991)
Empagliflozin 10 mg (N=2997)

0.00 L—

Patients at risk
Placebo
Empagliflozin 10 mg

2991
2997

2945
2962

180 270 360 450 540 630
Study day

2901 2855 2816 2618 2258 1998

2913 2869 2817 2604 2247 1977

720 810 900
1695 1414 1061
1684 1429 1081

990 1080
T4T 448
765 446

T
1170

213
216

o] % H 3 = 2= o) Y= 5 L o) S . = AlB S =
A4 53 Brbdgel g A= A28 dedo] v Al2d dere] e AR s
S =L o = = oly 1} 2
el Abdol Al sl A A¥bHor dAEHA vEE T (" 8 Fx).
olz} E3F = 2= o} = 2] = =PRSS o 5 §le
a9 8 U 53 F7hAS(CV AP B HHF7E Hx2 2% A[-7422 Algh e tigh &9
H X
U 'jv
Subgroup N with event / N analysed Hazard ratio  Interaction Favors Empagliflozin Bavors Blacsha
Category Empagliflozin 10mg s Placebo (95% CI) p-value ; N ) 3
Overall 4152997 511/2991 0.79 (0.69,0.90) [EH]
Diabetes at baseline 0.9224
Diabistie 239/1466 291/1472 079 (0.67,0.94) =
Non-Diabetic 176/1531 220/1519 0.78 (0.64,0.95) —=—]
Age 02548
<70 134/1066 152/1084 0.88(0.70,1.11) ——]
>70 281/1931 359/1907 0.75(0.64,0.87) =
Sex 05360
Male 253/1659 297/1653 0.81 (0.69,0.96) =
Female 162/1338 214/1338 0.75(0.61,0.92) =]
Race 05783
White 310/2286 370/2256 0.81 (0.69,0.94) =
Black/ African-American 24/ 133 28/ 125 0.73(0.42,1.25) ]
Asian 54/ 413 77/ 411 0.65 (0.46,0.92) | —
Other including mixed race 27/ 164 36/ 198 0.95(0.58,1.57) P
BMI 03208
<30 292/1642 0.74 (0.62.0.88) ——
>30 219/1349 0.85(0.70,1,03) ==
eGFR at baseline 0.9406*
290 22/ 231 28/ 237 0.83 (0.48,1.46) P
60 to <90 1301262 161/1268 0.80(0.64,1.01) =
4510 <60 112/ 792 143 773 0.73(0.57,093) —
30t0 <45 106/ 564 123/ 550 0.82(0.64,1.07) F——
<30 45/ 148 55/ 161 0.81(0.55.121) P
NYHA at baseline 0.3081
1 2752435 361/2452 0.75(0.64,0.87) =
1LV 140/ 562 150/ 539 0.86 (0.68,1.09) —
LVEF at baseline 0.2098*
<50% 145/ 995 193/ 988 0.71(0.57.0.88) =
50% to <60% 138/1028 173/1030 0.80 (0.64,0.99) —=—
>60% 132/ 974 145/ 973 0.87(0.69,1.10) —=
NT-proBNP 0.8887
< median 126/1477 168/1508 0.76 (0.61,0.96) =
> median WYI516 341476 0.78(0.67.0.91) =
Baseline use of MRA 02169
No 233/1878 306/1866 073 (0.62,0.87) =
Yes 182/1119 205/1125 0.87(0.71,1.06) =
r T T 1
025 0.5 1 2 4

Hazard ratio
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~479 9] NYHA class I x}+= NYHA class II st 2 AALE 3tk

*EdE HAE

@ = Al

B ABeqed gt mxARA duFeZ27 10 mg 19 13 Fojof thst 29 wjA, o]F—
7, Yok-tix A8 (EMPA KIDNEY)©] 6,609 2 w4 Add x5 oz 3w},
% 948 eGFR =20 — <45 ml/min/1.73m%%EE AW g3ul 4 d H]&[UACR] =
200 mg/gS EWHeE eGFR =45 — <90 ml/min/1.73m?*$AtS thao 2 S35 o

Az HrAAFE AW Ay EFES A bl 40% ol ewE AHHE eGFR A, 10
ml/min/1.73m?P| ¥k & A &% eGFR, ©7] AW, T A% #d A £ Ad3(CV) A
o] Hx WAy 7kA 9 Alztolgith. RE Hglow Q3 A (HE W AYY), AFHdor 3k
JdY T CV AR HEx A, J8la BE 907 QI3 Abgo] &5 Ao AL M
o]A~gkel A HiE RAS-JAAY AAd AFES EEATH(B5.2% A L8N dea4 JAA =
© AL EA A AekA)]).

% 3,304 9] #A7F o= EE A 10 mg ol T2 wiAg Elan(9lek 3,305%), Fdak 24.3
MNE Fet 374 #ZEHAT A1E HAeke Pt A=o] 63.34(HH: 18-944) <! P4 66.8% 7 o
4 33.2%0.% FAENL, 23.0%7F 754 odoldth Al¥ Fwke] 58.4%7F W1, 36.2%7F oA
ool 123l 4.0%7F S/oFLE]FHAl vl =rQlo] Tk

Hol Agtelol A, Hi eGFRE 37.3 ml/min/1.73m%0]glow, 229 21.2%+= eGFRo] =45
ml/min/1.73m?%  44.3%7F 30 — <45 ml/min/1.73m?% 2831  34.5%7} eGFR9]
<30ml/min/1.73m%e]91 2™, o] eGFR <20 ml/min/1.73m?21 25492 = Z3Fato ).
UACRY 472 329 mg/gellom, 2419 20.1%7F UACR <30 mg/g, 28.2%7F UACR 30 —
<300 mg/g, 183 51.7%7F UACR >300 mg/golith; 22k 41.1%+= UACR <200 mg/ge] %l
oh T3 Ao Ak Al FuA Al W/ AW (31%), AFAl AE(25%), 18t/
NG HA A3(22%), 183 7EHL F UL (22%) )Tt

Az 2L A3 53 HrypHe Aol Ha s CV A A8 ael o] §oF o
H] At Abde] PAlE BAoA, du=gZ23 Aas 27 AF4Y £ CV AMY 982 ¢
ok thH] 28%7}A 7+ A F T,
¥ 15 Ao HMAE gEA A4 9 g AL E3E AxF B3 HrypHs W FQ o)z Hu)
Hyo] et A8 a3}
Ak | do=EEERA 10
mg
N 3305 3304
Axelo] e (F2Fe] wl g o] 40% ol o.2 A &®E eGFR 7H 558 432 (13.1)
2, 10 ml/min/1.73m?m|to 2 &% eGFR, 7] 2&H| (16.9)
(ESKD)", =& 214 & Abd) == CV Ao Hx w714 9
A ZF N (%)
218 1] vs $12F99.83% CI) 0.72 (0.59, 0.89)
Q-2 Ao st p-value <0.0001
2ol A tiH] 40% o)A o2 A&H eGFR 74, N (%) 474 359 (10.9)
(14.3)
A3 vs $12F095% CD 0.70 (0.61, 0.81)
p-value <0.0001
ESKD'®+ 10 ml/min/1.73m "o 2 A £¥ eGFR, N (%) 221 (6.7) 157 (4.8)
34 vs $12F095% CD 0.69 (0.56, 0.84)
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p-value 0.0003
A #d A, N (%) 4 (0.1 4 (0.1)
Yn] vs ¢2F95% CD

p-value

CV A%, N (%) 69 (2.1) 59 (1.8)
2181l vs $12H95% CI) 0.84 (0.60, 1.19)
p-value 0.3366
e dRlos sk i HAHE E AYY), AIe] N 1895 1611
A vs $12FH99.03% CI) 0.86 (0.75, 0.98)
p-value 0.0025
HHF = CV AFge] Hx 7129 AlZE N (%) 152 (4.6) 131 (4.0)
AeH vs $1°FH98.55% CI) 0.84 (0.63, 1.13)
p-value 0.1530
HHF (H% 24), N (%) 107 (3.2) 88 (2.7)
2181 vs $12H95% CI) 0.80 (0.60, 1.06)
p-value 0.1263

BE ddo s sk A7 o] AIZE N (%) 167 (5.1) 148 (4.5)
A8 vs $1°F97.1% CD 0.87 (0.68, 1.11)
p-value 0.2137

CV = 8% (cardiovascular), HHF = AF 7o = 3 ¥ (Hospitalization for heart failure),
eGFR = 3% AF-A] o & (estimated glomerular filtration rate)
#7] AN (ESKD) > A F249 7A] s Al o]2l & wh= Ao HolHt)

w2 F) 8 wal o) n|E AAbslr] o] A A AV Aol YR Ak
O™ 9 A A e A" CV Age] Hx BAs] 7k Azt 4 v 2 g

30 1

Placebo (N=3305)
----- Empagliflozin 10 mg (N=3304)

20 4

10

Estimated cumulative incidence function | %]

0 T 4_'{’_1 T T T T T T T T T T
0 90 180 270 360 450 540 630 720 810 S00 990
Patients at risk Study day
Placebo 3305 3290 3256 3220 3l46 2885 2361 1804 1562 1203 681 283
Empagliflozin 10 mg 3304 3289 3256 3220 3176 2926 2398 1851 1610 1255 726 295

Ak = W7l dybs eGFR W, A A&e) 714 A<l T AH, £ RAS 9
of Wi AREE EIF ARl AR S kel AA AR etk A8 oo g
S R Bl v M B o s A B
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Aot F2ZE A HAE 22 WEFEH HE F4 A BEbA 49 BEE eGFR 33
o st BA ) ZASFe], 9k thH] eGFRY A7 #AES 1.37 ml/min/1.73m?%/year (95%
Cl 1.16, 1.59)7k4 =3k ##2E a¥i= 450, eGFR T G e o @Al s A
Uelstth o] 3 A8 o] ofo] & HAF 2 = = A E g d Folghs AR
& F7lAH o w s s},

2
-z
rlj
il
o
o
g
;

O AT 8l ARS7IZE

71887], AL (1~300) R, Axd=z2E 36701

1.3 Y59 %ESF(DMF) A3

O e Z27(515-8-ND, 4:2807-5-ND)

14 3| 71=4A
O (AIAADH 43 (%)
"ORAPH ) AZ2E W TolokE To] obde #3E 3] ARZzAG ogk QAN G

O (A8 &IAY) oFFe] F5387F A AA 18 A7z Ald

15 MRS A A8

o NFAT UL

1.6 TYIAA Y3 AE 2

O HIAHY e
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1.8 AEo|¥

9_;@}-1.0‘/\ ol -17_ 74‘
T = £52 W} it AERAL
A4 A= #d A5
AlA L=} 2023.04.20. 2023.01.16. 2023.01.16.
2023.06.22. 2023.06.20. 2023.06.21.
BnAgygdUdxt
2023.09.26. 2023.09.22. 2023.09.25.
2023.09.06. 2023.09.06. 2023.09.06.
RAHSFLIA
2023.10.06. 2023.10.06. 2023.10.06.
FHFA 2 dA 2023.10.19. 2023.10.16. 2023.10.17.
[EY 1] ¢HAAZ-FEA 2 7|E 2 AFSH AA 239
[E4 2] 21818 #8] A8 goF
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el SAZ 37k AFF ‘AYYA10mg(PH S Z2R) Y 2 5 53
71 WEF 9 ARSFIAT WA A 14
St vAEHNoY, 5 A A7RA U nel JFAEEARE Ty
AEd 199 254 &% A4 YEMPAKIDNEY)S TH4 A3 345 gidoz ZFEXFd st 1Y
Hl 22227 10mge] E3E H7hsk g7t o7, Akl 710, B9, oF

[2Fo] H F2l] (HE|lI)

ACEI1 Angiotensin—converting enzyme inhibitor
AESI Adverse event of special interest

ARB Angiotensin receptor blocker

CKD Chronic kidney disease

CV Cardiovascular

DBP Diastolic blood pressure

eGFR Estimated glomerular filtration rate

EQ-5D EuroQol 5 dimensions

ESKD End-stage kidney disease

HbAlc Haemoglobin Alc

HHF Hospitalisation for heart failure

KDIGO Kidney Disease Improving Global Outcomes
MI Myocardial infarction

NT-proBNP N-terminal prohormone of brain natriuretic peptide
RAS-inhibitors Renin—angiotensin system inhibitors

RS Randomised Set

SBP Systolic blood pressure

SGLT Sodium-glucose co-transporter

SSAR Suspected serious adverse reaction

SUSAR Suspected unexpected serious adverse reactions
T2DM Type 2 diabetes mellitus

TS Treated Set

UACR Urine albumin-to-creatinine ratio

ULN Upper limit of normal
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11. AFAR
o AFHW: AUYHE 10mg
o oFg| A& mE £ (Pharmacological class): 41812 Ql SGLT2 A3 A
o 2R VAW AR =T AFTFE e T2 FFARY] SGLT2(sodium-glucose co- transporter 2)°l i

sto] AgHolw, Zed2el AalA

12. 714 2 AL

o AFEZAYDYA 10mg)e A28 B BAe T 2dS PAT] A8) HAed 2 £EaHe Bz
A2 20140812, Ak &7hE E2ol

* A4 Abdl A}, 2014.08.12.~2020.08.11.(6'4)

* %A F WA AR o A AR 2021.11.23.~2025.11.22.(4)

® SGLT2 (Sodium-Glucose Cotransporter 2) AAIAE A= W SGLT2E HYHoE AAFo=
o WEdHe 2Edo] F U2 AFTHe AL Addte 71Ade Foll dde AP o9 7
A A SGLT2 845 Adate] AFAATA =M (Tubuloglomerular feedback)s 3|5AIA Ab-A| 2o 2
(Glomerular hyperfiltration)2 13 &FR %o F74E JAste] AF BE G347 dval 434 A+

- 53] AHFAIA S (eGFR) 30 ml/min/1.73m20]/¢9] &F¥=7 FHtE 23 dy SAE o= AgAd
A A g AE RS SIS FAaAI g E SGLT2 dAIAS LA RS T3l SGLT2 JAA ] A% B2
T E7h A, 28 BaR AN dFRwTE IAY AAl o] At e AR o] ¢

=5 SGLT2 AAAE Z33F A 75E $A0 2 1EFIEE Husta US>

13. A4 #3F M8 2 A5Y

1) ¥+ A1 (Chronic Kidney disease, CKD)

-8 2 e oY dol 2A AR Vsl Ao AAHE AP ARASoR, F8 ddS GBI 1
gotoz A Yl 70% AEE A

&AM, A7 AL AR AL st AL A T MRleE Aded, 1 5 AVE AL M 8%

2) ¥4 A1 (Chronic Kidney disease, CKD)oll A 9] FEA &
A A e] YAk ABAE A LA ARTAGAA(ACE]) S FALEHA F&A AdA o]H,
T AW AR EA R A SGLT2 AAA = F7hE 0] YA Ba
3) CKD$} SGLT2 A9] o] &3 27
A gz e G ade AAA nEsh 9 AR @9 i 8 AREA vidiek 2
ARz EEA tﬂEi]r g dgHow tﬂf’ﬂ 7}°H ]% Ei". 2 Ag-ggo] Frtetel A4

o
SGLT2 o1sl A B8 FolgelE ol ARBAA Nt AT BoISE Aol 2ol glon), ol A
- AR QA9 oAl WET ATA FRATS HEP

A, FE7F B8 AS ofdealid 2o 9 £ EAS

o, BT AN E FdAEHe] dHe T, ATAY Aesh 2 AA AodF BREE Eole
Ao AHA H2elo] EYo] S (Cherney et al 2014, Heerspink et al 2018). Ab7-A] A gto] WolAH
AbTAl] td o] st a Aoz dRE o3} gl wjdo] Folew HEFTAH A= 24 9
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64. Y3FIAH

o FR=
65 FES 2 ¢AA
651 &4 - FAZANY AL
Al 2 [E | E
o [P I EE PR Il Rl B I P A3}
(43%) 2z | 9wy | Az
[1245.137] (EMPA-KIDNEY)
Wy AW #AE d4oR JnEEER 10mg 19 13 Foo A% B A% IFL 9ok mmse] Bt
st A3 FAANA, 0Tt YAAE
34 124513 |CKD 29 eGFR [1¥ 18], |¥x |- #EA <1z HrpH s>
7 37}l A o) FE7} |20~45mLiA7E AT |13 FrpEE - EEHSCV A Ee ARES
/‘\J‘;g_ 7‘%]-3::]—_ ]a]j /Hlll’l/l }\]'Zjol /,\_]_%]'7‘5:]_%9] ;1(_].83/ 9] ;3.83)
20221 | o e o 73m gop 9904 | CV AR A Y| - 9dA AT
028, AR EEAHAR gl AR Ly g e A . HR=0.72 99.83% CI(0.59, 0.89),
waA OV AR AT gsgomL|BHEE (=g |z 04 BbaSs p<0.0001
g48) (918 e (R | /min/1 |[E2ZF (@7 ZE L 9
el A 73m |10mg, QD |%F d LAAA A <>
N7 |lagza=ze (g7 ool | mzor [TUE | Y AT, HE H |- SAE, ARl ®WAE FUeA &
&y JL)E ﬂelm ;fj HERIE %1 ”:') ¢ | wE 5Y e AE IP 392 2AF AE A
2019.02. = UM 1= zwuac| " L g, 92 ABE F 2olA W%
on. [ 3771 Rol wE | EA - AR AR FojetA e AE:
20220 (&3 B7F 1 A= 200mg/g TUE |- SAE A @ 438%, 91°F 46.0%
7.05.) = o<l oF - o] ur-g o2 23 |- SAE : A8 32.9%, A 353%
A, i 2784y | AP T - Aok A o w4 BiE ADR:
=q) AR - AN AE A A (A P 0.8%, 1k 0.4%)
o &7 - Qs g
B8, | 66009 w4 wg
ojgelol, | Ag
gE 33049
22 - IR
ol | 308
o}
<A ARRl>
Run-in Follow-up visits at 2 & 6 months,
= then 6-monthly until there is a minimum NUMbe M-
8-12 weeks ; ;
of primary outcome endpoints
s E mMpagliflozin 10 mg i
Screening Confirmation of appropriate | Randomization
Visit RAS blockade Visit I
Matching placebo S
Figure 9.1: 1 Outline of 1:1 randomisation and follow-up schedule
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4 W | FoleE| Fo
X

A=A A9 7} 3 2 by
1d oz s | @y | Az 371 A3}
- N7 BRI TS o 4NLEAN P 2437708, $9F 243370 €),

G =E U o 20N P 219270 €, HoF 215770 €)

<FHEA>

o] NgL A FE(event-driven)ol R oF 1070 A2 I Az} Aol AT wj7hx] A&HAY E A
A dab 2] oF 60%7F BT Aoz ddHUAY ARA H4 150 Ao A WA ESKD ARzdo] B $of,
TAHoE QA AR T 75 ZAs] fdl =834 A5 ZUHT AL (DMC)7F Al FAE 3429
1 B AEFEE 39

T B4 wik Aol 624 74 (1070 A9 58%)S EAb A Aol BASATHFIE HolE Mol g 2022
d 2422 ). GA HUbES 9 ESKD v CV APRS] oA H7bHa o tis) Abdel Aod FH 71El
Bagd 3 Aol wal, DMC £ 2022 @ 3 € 7 ¥ol fHoz A Ag TS daskoh HF3<

ANY T A4E 2022 @ 3 €9 ¥l Bl vl =33 H3 993 (Executive Committee)oll <J3f Wiz %t}
Addz, HF FARZ WEAM A e  FY ﬂﬁﬂo}ﬂ"‘ =48 €98 =33 F7F A5V FHEHAT
HE FHVE N0 20229 4 €1 Goll AFH 2022 7 4 5 Lol FRAUT HF dolHuo|=E o]
g 37 A5E e 3AA T AR S HF 310151‘31]°]é0ﬂ thal <3 = At

Empagliflozin 10 mg qd
+ standard of care

Interim

— analysis: e
Screening Randomisation il 2}«‘-211121‘;({1 61:_(1,\1412‘:&1 6-Monthly Trial Fill;?vii-
N = 8266 N = 6609 , Follow-up stopped : :
Placebo qd up up o up
8- to 12-week Placebo Run-in: + standard of care benefit
Confirmed appropriate background N = 3305

therapy, including RAS inhibitors

Event-driven Follow-up:
990 patients with primary endpoint events at final analysis; median observation time about 24 months
Trial medication start was planned on the day of randomisation

<AA71=>

1. 184 o]¢ B¢

2. A% Ag 3ol 9go] Sl=
- 20<eGFR<45mL/min/1.73m" X
- 45<eGFR<90mL/min/1.73m’ ©]

[UACR(&ZF &FH:AgolEd H&) 200mg/g ol (FEe @A A olEd HE& 300mg/g ©l)]
*geol Sle @A gle @AY 7 47 1/3 ool HES AE

* eGFR 45mL/min/1.73m' 2381 3o & 9F 1/302 A

6.5.2. A YA (Pivotal studies)
[1245137] (EMPA-KIDNEY)) #H4 AAW @245 tdoz da=8 223 10mg 1€ 13 Fofof A% 2 A% 4
ol e G At nlwste] Grists A FAAMA, olFwrtd YFAE

o 8.2 T MY
- T2DM ©] 902 CV d&S F7 e 342 o= F 124525(EMPA-REG OUTCOME®)A & 9] Aste 9l
2 Z 20| 3-point F8& HEHA AIBP-MACE)9| 1S FstA ZdaAZem CV AP Tt o8 F
EPLe BT A J92UZEE7 10 mg 2 25 mg 1 ¥ 1 3 &N dBAol AT

o2 F—\‘i
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g E27lo| ﬂaﬂohﬂ‘dﬂ BH =7h A
SH MY B84 e Y B }\]'c} ol f
S o] gkl AlY] MRl EIN HEE |(ACEi) =& AL 84 X P&Xﬂ(ARB) OI%PJr s
SHAl Lol ATk =¥ 1ZEEF =5 34 A &4 A8 S @ FAE JAATHP16-06807].

- ol At wigo s, AR Y9 Aol = FHATL CKD FA M AFHEE Y Ee CV AR
A7 2ol oA A2 EEA 10mg 19 12 g A4 At AY
(1245137, EMPA-KIDNEY)°] 7} A 5| 91t}

=
e
oZ
i
o

o do my
o
ol
X,
1
[
>,
by
l:l[o
o
2
1
8
o

Yo
S
N
fol
%
2
a4
ﬁO_A‘
N
ES
o
2
(€8]
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<ATFFATH 54>
o AAEL FHBE 7|17 FE AMA FAANAH QGNP kES FFAR(EA/TA Ttol =2kl
Ayl F7hste] Fof
o By AFL 633 A(SD 13.9)°1H, F 66.8%2] tdATE FAoIN AL, 584%7F W, 36.2%7F oFAlokel, 4.0%7}
Bl/otz g7 A w=do| ek Alg wo]2ekel AlHol, 852%2] thAdA7F ACEi/ARCE Fof whokt)
o eGFRE KDOQI 7tolEgfelel wel &738tAS o, 3bTA o} 49A &A7F oF 80% #elgh
o ANAAZ ] dap ANLE TR ELI%)OIAIL, AATA AEH253%) 2 1S/ A ERA AF219%)0l 1 HE
olAdTh. °F 1749 A4 o]d CV Aol AN (26.7%) 10.0%4 ©]H HF 7} A

o U} BAPES AR A, OV AR R BARA B AT

7

* A Agel e @] A AJHESKD], eGFR <10 mL/min/ 1.73 m2 29| A&A 7Ha
d AT = TR Al BlE] >40%9] A4H eGFR 4R A9

- GAb HrhAss AR Hod alpha-EH] ol wEp E4 (AR AFR 1,070 58%%) 6240102 FEE

o] NFE dak Hrhiso] thaf FF a 0.05 oA A Ao 18% Ao FAE AT HAAHe] 0%7 HE
= AAEAoH, T we} oF 1070 A9 I Ax} Abde] 2FEH AT

3 B AT 24 FS 0 <00017 A UG A DA BT K] W, FF
a 0.0290 2 AlAste] Al AA A1F 27FE&S EESHHA Hochberg A5 3l F8 ol Hriwse &
22 BA AAE AN FoFES DMC 1 4 Add #2E I3 A A9 Fofl 2A3 o
2l el et Aol AAH A

Olr

17 Sl e ¥ p-gt <0.0017 ©] &75
BT didAdA O e BlEE By
T CV AFS S dollA 28%<] fog 7+

- opAEE HlolHuo] 2wzl Al A A P $E8E TR
Atk Al A3 AP == CV AL AL ISR =g
Aok %k vwste duEE|EER Fo] Al A% 23 78
&7F YERZTHHR 0.72; 99.83% CI 0.59, 0.89, p<0.0001).

G

O-

1) BAE EE AJo= A AR 208 AR

- BE AUoR IR AME 9 OFET ARt a5 ° ¥ HlEY ArhAeA 2y BE 9
Aoz g A AL A%t wwste] du2 e 2N ARdAM FoT WA FaHA FYTHHR 0.87;
97.10% CI 0.68, 1.11, p=0.2137).

(2) HHF(Hospitalisation for heart failure) A =& CV AB7HA 4289 ARt
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"I HEF 5 CV A0l 1% 1390 43AT2 259 BIAdA o e MG WIIAT, 1
£V A 94 A ER0NA Aok namste] 9@ WA BAaHA WATHHR 084 9855%
CI 0.63, 1.13, p=0.1530).

ZAA o zﬂ,am. BE Uolo] o AUl AL Sl
1075

ﬂH 1*4 ARt g ERd 5 FhAA O v HeE AT AR A
dutzE] E2 A At ZAHATHHR 0.71; 95% CI 0.62, 0.81, p<0.0001).

@G) #4" cv A}

- CV A% EE ESKD & 9328 E2d 159 Z7HAeA A% 159 %%EE} A ke HEE T CV
A B ESKD 9o f194e gzl E2A ARM SF vl AAHATHHR 0.73; 95% CI 059, 0.89,
p=0.0023).

(1) A% FHLAEE BB 37 BAhAS

q
- AR FAeadA BEE F7F AL-UAR FrbEse f34L dusdERd ARCAA Ao el FasA,
o
=1

Hazard ratio

Time to renal outcomes (95% ClI) p-value

Participants with ESKD, a sus’gained eGFR decline to <10 mL/min/1.73 m2 069 (0.56, 0.85) 0.0004
or adjudicated renal death

Participants with a sustained eGFR decline >40% 0.70 (0.61, 0.81) <0.0001

Participants with ESKD or adjudicated all-cause death 0.80 (0.67, 0.94) 0.0079

Participants with kidney disease progression or adjudicated all-cause death 0.75 (0.67, 0.84) <0.0001

Participants with kidney disease progression or adjudicated CV death using
cut-off of>50% eGFR decline 068 (0.58, 0.79) <0.0001

Participants with kidney disease progression using cut-off of >50% eGFR 064 (0.54, 0.76) <0.0001

decline
Participants with ESKD or a sustained decline in eGFR to <10 0.69 (0.56, 0.84) 0.0003
mL/min/1.73m2
Participants with ESKD 0.67 (0.52, 0.85) 0.0012
Participants with a sustained decline in eGFR to <10 mL/min/1.73m2 0.69 (0.54, 0.87) 0.0021
@ At 580l wWE eGFR W3} (MMRM #4)

- A9 2R 25 1 %7)°l eGFR 3dt2te] Ut AgZe)Z22 1FA 27§€e) eGFR [mL/min/1.73
B |3k (MMRM £4)& 276 (95 % CI -2.95, -2.58)%1 §HAH, 9o dFA =

=i
5
©
=
o
[
k)
o
=
=
oZi
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-0.64 (95 % CI 082, - 045tk =7] & o F, 4 & 3 7}
AUk AZEe] Bl e o2l iyl B WSt oid BAE HAol glo] AR IF Aole 031
(95 % CI -0.60, -0.01)°] AT},

<¢tAA A>
o Y PPN doEE ] B AAT =F VIR FAS AT (A E
- 7R 91%E FHA 1, M4% (MNP 444%, HF 437%) = HA2d T =

2192704, #1¢F 215770 €).
=%

e -L‘?-
I:I[o

o Hjojxzele] W& QW2 AF IF Abold d@HCI+E

- % 852 %9 F7HA7L wlo] el A Renin-angiotensin system inhibitors(ACElIs, ARBs )& F
o WA FHL R F R LHE wFton, BE Fo| tFAKTS, Treated set)E ZFEAG. AW A5
THUsHA ¥ AE'S ‘SAE'W s3I

<AZAM BAIE A FALE>

2.3.2.1 Safety assessments
(i) SAEs due to:

(a) Urinary tract infection, overall and separately by sex;

(b) Genital infection, overall and separately by sex;

(c) Hyperkalaemia;

(d) Acute kidney injury;

(e) Dehydration;

(ii) AEs of Special Interest (AESIs):

(a) Serious liver disease, both overall and separately by cause (defined as ALT or AST
>5x Upper Limit of Normal [ULN] or the combination of ALT or AST =3x ULN with
bilirubin =2x ULN; measured in the same blood sample at study follow—up or early
recall visits; see Section 3.5.2);

(b) Ketoacidosis, both overall and, separately, by baseline diabetes status;

(c¢) Lower limb amputations (overall and by level);

(iii) Other AEs relevant to the study question:

(a) Bone fractures, both overall and separately by site and aetiology (i.e. distinguishing

those resulting from high and low impact trauma);

(b) Severe hypoglycaemia (defined as low blood sugar causing severe cognitive
impairment which requires assistance from another person for recovery);

(c) Symptomatic dehydration (defined as whether or not a participant has experienced
symptoms they attribute to dehydration, such as feeling faint or fainting);

(iv) Hospitalization by specific causest;

(v) SAEs both overall and, separately, by categoryt;

(vi) Discontinuation of study treatment overall and by various causes (including SAEsT,
non-serious adverse eventst, and other reasons);

T based on Medical Dictionary for Drug Regulatory Activities (MedDRA) System Organ

Class classification
(vii) Changes in weight and systolic and diastolic blood pressure from baseline.

2.3.2.2 Biochemical assessments

* Urine albumin:creatinine ratio

e HbAlc.

» Potassium

« ALT/AST (including elevations of ALT/AST in various categories)
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» Sodium, corrected calcium and phosphate (in a subset of about 20%)
» Haematocrit and haemoglobin (in a subset of about 20%).
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