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Secular trends in cardio-renal disease
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Table 1| Approach to preventive strategies in CKD {0*\'.\\(00)
Approach Main  Additional Alarming Risk factors to target lotery A ons
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goal _targets signs 9" 9
=
Primary Avert  Manage risk Glomerular Diabetes; (g\ Q)@uppnrt lifestyle modifications with moderate physical
prevention kidney factorsforkidney  hyperfiltration hypertension; @t i activity; provide dietary advice including avoidance of high
disease disease; educate solitary kidney, erwgéc sodium and excessive protein intake; prevent and manage
on primordial risks; mherd&’k fadtors  obesity; improve glycaemic and blood pressure control;
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Glomerular hyperfiltration &°
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Normal Hyperfiltration Norg @9\ Hypofiltration
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ml/min/1.73m2 or mg/24-hours

NEPHROLOGY DIALYSIS TRANSPLANTATION, VOLUME 27, ISSUE 5; MAY 2012
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Glomerular Hyperfiltration Predicts Kidney Function Decline and Q\(b X
Mortality in Type 1 and Type 2 Diabetes: A 21-Year Longitudinal 6\ . @5
Study (\(b s\{&\
Diego Moriconi, Luca Sacchetta, Martina Chiriaco, Lorenzo Nesti, Giovanna Forotti, Andrea Natali, Anna Salini ®‘\\® é\b

R
PROGNOSTlc%Ig&@%F GLOMERULAR HYPERFILTRATION
In 314 nl@@th type 1 or type 2 diabetes followed up for 21 years,
glomerular ﬁ@%rhéte (GFR) was measured at baseline by dynamic renal scintigraphy

Diabetes Care 2023;46(4).845-853 | htips.://doi.org/10.2337/dc22-2003
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Glomerular hyperfiltration, similar to
hypofiltration, increased the combined

risk of worsening kidney function and
mortality from cardiovascular or ren
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The origin of glomerular hyperfiltration &
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Dapaglifiozin in hyperfiltering T2D &
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A randomized controlled trial &
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60 T2D pts w/wo hyperfiltration were randomized to f&\\(b B\
- Dapagliflozin @*\(Z}\@@
- Metformin / Glipizide oé}g‘&
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Risk of adverse kidney outcomes with SGL752| by

ba SEI I n e EG F R Renal composite outcome Q\,&O
- HR (9% C1) e}\whk\

= 90 mlimind1, 73m*
EMPA REG OUTOOME < o 0.21 {0 ]
VERTIS CV —_— o 41 11 as
CANVAS TRIAL — e 2502
DEGLARE TIMI 58 —_— - o 52.54
Subtotal (I-squared = 3.8%, P = 373) - 57% ,%% 58)  100.00
60 10 < 50 mimin/1, 73 0
DAPA HF —_— @s{om 1.08) 520
EMPEROR REDUCED — 1 \(0'6 0.52 (0.26, 1.04) 615
DECLARE TIMI 58 —— 0.54 (0.40, 0.73) 3311
CANVAS TRIAL —— 4 %(& @ 0 0.58 (0.41, 0.83) 232
EMPA REG OUTOOME . com— - Q\' . 0.81 (0.37, 1.01) 11.85
VERTIS CV —_——r \} Q\A 0.81 {0.28, 1.72) 530
CREDENGE ——t 6 (@) 0.81(0.52, 1.28)  15.30
Sublotal (l-squared = 0.0%, F= T67) <> 0@ 6\% 0.60 {0.51, 0.71)  100.00
45 to < B0 mil'min/1. 73m® \2) >
CREDENCE 0.47 [0.31, 0.72) 15.79
DAPA CKD KQ)Q 0.48 (0.34, 0.70) 2238
DECLARE TIMI 58 - 0.60 [0.35, 1.02)  6.80
EMPA KIDNEY _39(y 0.64 (0.44, 0.893) 20.01
EMPA REG OUTCOME O — (Y 0.68 (0.36, 1.28)  6.97
VERTIS GV d@‘—— 0.77(0.34, 1.73)  4.30
CANVAS TRIAL N/ Ol 0.78 (0.46, 1.32)  10.23
EMPEROR REDUCED O P‘-— 0.88(0.37, 210)  3.70
DAPA HF v ’\Q 0.94 (0.50, 1.78) .83
Sublotal (I-squared = 0.0%, P =Sg67 OK <> 0.61 (0.62, 0.72) 100.00
30 to <45 mi/min/1.73m? ?\ Q
EMPEROR HEDLEEDO\ § = 0.33(0.12, 0.80)  1.68
DAPA CKD —— 0.63 (0.51, 0.78)  37.78
EMPA REG DW —_— _3 1% 0.53 (0.30, 1.31)  3.20
CANVAS TRIAL —_— 0.65 (0.29, 1.47) 2.57
CREDE — 0.71(0.53, 0.85)  20.78
EHPA K — 0.78 [0.62, 0.98) 34.03
u 0%, P =0.545) <> 0.60 (0.60, 0.78)  100.00
‘g && - o \/ 0.73(0.62, 0.86)  100.00
@Q Suuw{}l {l-squared = .%, P=) <> -27 A) 0.73 (0.62, 0.86)  100.00
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v Dapagliflozin counters one of the key mechanisms driving DKD [:g@gggé%smn

v' Early initiation of SGLT2i (primary prevention) grants the be@t ,@’atlve risk
reduction of adverse kidney outcomes @ 2 >




The presence of albuminuria worsens all gitcomes
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« 19,025 Chinese adults with T2D ‘ ro“(b‘ N
9,312 with eGFR>30: low GFR only (11%), albuminuria only (59%), low GFR+aIbumin@ %)
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Effects of dapaglifiozin on albuminuria ¢
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KM Gﬁfn b\ Hazard Ratio Cox
N(%)  EventRate "N (%) 5%?nt«3ate (95% CI) p-value
Endpoints Q}
. \3@ R
Improvement from baseline 6 0
Micro to Normo 774/2017 (38.4) 38.90% 576/&’@ 2808 29.0% HEH 1.46 (1.31, 1.62) <0.0001
Macro to Normo/Micro 282/594 (47.5) 48.10% 1@57@&0 4) 31.7% —i— 1.82(1.51,2.2) <0.0001
Macro to Normo/Micro or Micro to Normo 1056/2611 (40.4) 41 00‘700%%2588 29.0) 29.5% HlH 1.54 (1.4, 1.69) <0.0001
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Mosenzon O et al, Diabetes Care, 2021



v Dapagliflozin counters one of the key mechanisms driving DKD %gg@e’%smn

v' Early initiation of SGLT2i (primary prevention) grants the be@t ,@Tatlve risk

reduction of adverse kidney outcomes @ 6@\
O
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Early use of dapaglifiozin under routine cagce

DARWIN-Renal study

Q\QP
— Demonstrate the long-term efficacy of dapagllflougpqgﬁ%ultlple renal outcomes
Objective and albuminuria in patients with type Z\ s and low renal risk
N\
NG
.
% &
Multicenter N @ 4 > Patients started on dapagliflozin
retrospective From January 201 8 © » Patients started on any other glucose-
comparative study of September 2022 é}h\h@} lowering medication (GLM)
efficacy, conducted by data were extragted¥rom The compara-tor.d.rugs included: metformin
the Italian Society of electronic me@l‘cgd,%cords (5.8%), DPP-4 inhibitors (40%), GLP-1 receptor

agonists (22.3%), sulfonylureas/glinides

Diabetology in 50 (16.1%), pioglitazone (8%), and acarbose (4%)

centers specialized in
diabetes care in Italy.

population

Fadini et al. The Lancet Regional Health —Europe 2024



Early use of dapagliflozin under routine cage’

DARWIN-Renal study

Key patient characteristics
Matched cohorts n=6197 / group

Age

Sex

Diabetes duration

BMI

Systolic blood pressure
Diastolic blood pressure
Fasting glucose

HbAlc

eGFR

CKD
Micro-/macroalbuminuria
Microangiopathy
Macroangiopathy

Largely a primary rernil
prevention psyeulation
6% XD
15% a:bumiinuria

2
61 years Backgrgﬁn@‘\herapy Comparators
61% males @oe’ &
10 years M&Xfosfin 84% DPP-4i
31 kg/m? «WasgPinsulin 29% GLP-1RA
137 mm Hg \/O B8lus insulin 9% Sulphonylureas
79 mm Hg Q?*O i\q\QSquhonyIurea 10% Pioglitazone
169 mg/dl & Q@O GLP-1RA 3.2% Metformin
8.2% o &P Pioglitazone 2.4% Acarbose
87.5 ml/mi%&7 2 DPP-4i 1.7%
6.4% & o°
34%° (&

Fadini et al. The Lancet Regional Health —Europe 2024

38.9%
31.0%
16.2%
7.0%
5.1%
3.9%



Early use of dapagliflozin under routine cage’

DARWIN-Renal study 2P
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01-\90— 250. N\ ,\\(&
£ ES é\b Comparators
o
N =\ o Difference
= 851 o %~i§b- -44,3+11,5mg/g
£ Dapagliflozin 6\{}’? ' 0<0.001
';E- Difference F 4 100+ D iflozi
£ 80- : apagliflozin
£ 80 1.8120.34 mI/mln/1.7§q% P2
E p<0.0001 QN Q@ S 501
0] Comparators (<?~ 2) 0-
® 75- O ¥
| T T T | | O i \Q I T T T T |
0 12 24 36 48 60 Q% OK\Q 0 12 24 36 48 60
Months after index date \?ﬁ o°® y Months after index date
@O @@\ 2660 695 467 358 382  264*
,@b\@“ 2577 739 520 400 545  437*
(0{0' \Q) *54
Q
Q,Q )
\ .()Q)
QL &
N
& R
O
o

Fadini et al. The Lancet Regional Health —Europe 2024



Early use of dapagliflozin under routine cage’

DARWIN-Renal study e
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A) Dapagliflozin Eru;lé?g\l;&’?ﬁl]l]l] PYE Adjusted
Endpoint In 5 years... gﬁ\‘PEﬁ} Controls h?gz;;déalt;n p-value
Q> > % C.I.

Composite renal ——] ENNT 22 fb&\ Q}QIE_H 255 0.70(0.56 -087) 0.002

Sustained =40% eGFR reduction or 6\’\,\ 0*\4

End-stage kidney disease or i 0@ .\%

Dialysis i @ @6
New-onset CKD e— INNT 1@@, Q@Q 28.3 39 4 0.76 (066 -089)  =0.001
Worsening CKD class e 2375 2504  093(0.87-099) 0037

: (%
Sustained =40% eGFR reduction ——i #O\/{\’\Q 16.2 25.5 069 (056 -087)  0.002
Sustained =57% eGFR reduction — ?§?§<\@° 4.9 8.9 065(0.44-096)  0.035
End-stage kidney disease — v} @\i\ ! 0.2 0.9 0.32(006-163) 0169
Dialysis ! ,@&\ ~ . 02 0.3 065(011-370) 0658
00 #8852 10 15 20
Q@Q, PHazard ratio (95% C1)
178 <
e
o

Fadini et al. The Lancet Regional Health —Europe 2024



Early use of SGLT2i under routine care &
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DARWIN-Renal study 2
O
> @
({b S\{b
10,918 new users of SGLT2i* \(@]@,918 new users of comparators
\. \\
B) All SGLT2 inhibitors @uc\é?atesﬂﬂl]ﬂ PYE Adjusted
Endpeoint fb% Qj..‘:ﬂ_Tﬂl Controls hazard ratio p-value
N 2 (95% C.1.)
Enmpnsi’ge renal | ——| 6\’3@ 6\4 16.4 252 0.71 (0.60 - 0.84) =(0.001
Sustained =40% eGFR reduction or Q.9
End-stage kidney disease or : ®C) O
Dialysis : N\ Q;b
: Q\é 4
New-onset CKD 2 o BRI o o 28 4 396 0.76 (0.68 - 0.85)  <0.001
Worsening CKD class H \/O Qe&@ 297 0 954 1 092 (0.88 -0.96)  <0.001
Sustained =40% eGFR reduction H—jz?g?o(\@\ 16.5 95 9 0.72(061-084) <0001
Sustained =57% eGFR reduction '—QTY? ¢ 4.4 g5 058 (043-078) =0.001
»End—stage kidney disease — (b’\'ﬁ\é@p 0.2 0.9 0.25(0.07 -0.86)  0.042
Dialysis e . Y 0o  051(010-255) 0436
00 &2 10 15 20
@ & Hazard ratio (95% C 1)
\\
*\\\ i

*dapagliflozin 53.1%; empagl/fIO@@% 7%, canagliflozin 8.0%;, ertugliflozin 0.1%.

Fadini et al. The Lancet Regional Health —Europe 2024



v Dapagliflozin counters one of the key mechanisms driving DKD Q§8§g@é§5lon

v' Early initiation of SGLT2i (primary prevention) grants the be@t ,@Tatlve risk

reduction of adverse kidney outcomes @ b@\
%O
v Dapagliflozin is potently active against progressmn cﬂ\“ @Bumlnurla
c\’ i)

v In people with T2D and low renal risk, dapa |£féz,r?| reduced eGFR loss and
UACR increase, projected to reduce rates




Primary
prevention cohort

5000 pts / group
Baseline eGFR 90 ml/min
Baseline UACR 10 mg/g

0% CKD
All eGFR >60 ml/min
UACR <30 mg/g

\@0

Crude ra@ 1000 PYE Adjusted
Endpoint Dap Controls hazard ratio p-value
({g (95% C.1.)
Composite renal ——i N2, 19.3 0.69 (0.50-0.93) 0.018
Sustained >40% eGFR reduction or : ‘\Q . (bg\'
End-stage kidney disease or 3 6 N
Dialysis : (OQ’Z} 8\{0
New-onset CKD (o Q\f&\ S 264 375 0.75(0.63-0.88) <0.0001
Worsening CKD class WD O 235.9 2502  0.93(0.86-0.99)  0.030
Sustained >40% eGFR reduction |_._|€")\® 4 12.0 19.3 0.69(0.50-093) 0.019
Sustained >57% eGFR reduction % 35 6.4 0.64 (0.37-1.10) 0.113
End-stage kidney disease not esti @ed 1003
Dialysis not esf tegx
1 T 1
0.125 nzsgb ué’ 1 2 4
Q, d ratio (95% C.1.)
New- %’\&t Loss of kidney function
0.25 Q \@ 0.157
HR 0.75 (0 HR 0.69 (0.50 - 0.93)
p<0. Uﬂﬂ%, p=0.019
5 Ny § 0.10-
£ 0.15 \?\ O(\ B
2 O & 2
o 0.1 R o
o > o 0.051
TN
(b&‘ﬁ: Q — Comparators —— Comparators
®Q AQ’ = Dapaglifiozin —— Dapaglifiozin
QK . UD 1 I I I I D DU T T T T
> (& 0 12 24 36 48 0 12 24 36 48
Y Qﬁ , .
R Months after index date Months after index date
& Noatrisk No. at risk
’OQ Dapaglifiozin 4968 3257 1871 863 139 Dapaglifiozin 3474 2202 1232 562 83
Comparators 4968 3629 2387 1339 417 Comparators 3226 2305 1516 853 258



Dapagliflozin counters one of the key mechanisms driving DKD Q§8§g@é§5lon

Early initiation of SGLT2i (primary prevention) grants the be@t @Tatlve risk

reduction of adverse kidney outcomes @ 6\@\
%O
Dapagliflozin is potently active against progressmn d\“ @Bumlnurla
c\’ i)

In people with T2D and low renal risk, dapa |£féz,r?| reduced eGFR loss and

UACR increase, projected to reduce rates
Fe?
In primary prevention, dapagliflozin %cév@ed new-onset CKD




SGLT2i vs GLP-1RA

5701 pts / group
Age 61
Baseline eGFR 87 ml/min

9% eGFR <60 ml/min
15% UACR >30 mg/g

Diabetologia. 2024 Nov;67(11):2585-2597
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Electronic health records of 48,593 pati&pﬁ from 50 centres
New users
of GLP-1RA

New users
of SGLT2i

Matched 1:1
(n=5701/group)



S
S
SGLT2i vs GLP-1RA m'g 95- SN
Primary prevention o S ;¢ Difference
~ S mi/min/1.73 m2
4430 pts / group < 90- @ @5% C.1. 0.43-1.81)
Age 60 E p=0.0015
Baseline eGFR 90 ml/min LE'" 85-
: oc D .
0% eGFR <60 ml/min LL —p) g@LTEI
0% UACR >30 mg/g {g 80- @c%é}\BLP-‘IRh
N
O\é Q?)Q J T T T 1
AN 12 24 36 48 60
O o Months after index date
No. of Patights

%Q SiSLT2i 3078 1395 1032 665 750 4827

%)
CQ\?\‘;O\CSLF‘-‘IRA 3009 1394 915 585 676 464"
b(b' Aé *B4 months
> 0
&
> N
@Q )
\ .()@
Q Q
&2
BN
O
) \Q)Q

Diabetologia. 2024 Nov;67(11):2585-2597.



Dapagliflozin counters one of the key mechanisms driving DKD Q§8q\5e%5|on

Early initiation of SGLT2i (primary prevention) grants the be@t p?atlve risk

reduction of adverse kidney outcomes @ 8\@\
%O
Dapagliflozin is potently active against progressmn cﬁ“ @Bumlnurla
c\’ i)

In people with T2D and low renal risk, dapa |£|‘C)zgrh reduced eGFR loss and

UACR increase, projected to reduce rates
Fe?
In primary prevention, dapagliflozin %cévﬁed new-onset CKD

SGLT2i grant better preservatlor@gfg@dney function vs GLP-1RA, even in
primary renal prevention AR




Early use of SGLT2i under routine care &

In combination therapy with GLP-1RA o\”})i
> ’\\’0\
\\fb(\(b\s\(b
« SGLT2i and GLP-1RA have potentials for protecting from@g\v@se kidney outcomes in

people with T2D c\
« Many patients with T2D receive the combination |rmzor'gital practice
« The combination is supposed to have addltlonangﬁrQﬁ%ctlve effects compard with either

drug class alone &7
« The best sequencing of SGLT2i and GLP- ]@l\ gg? kidney protection is not known
<<V &Y
o\’ "}6

« Compare kidney outcomes in p $W|th T2D who received the combination therapy
starting with SGLT2i (SG group?) @9 e GLP-1RA group (GS group).

Exposure: SG vs GS sequencgb \’b
Primary outcome measﬁr@ change in eGFR over time
Secondary outcomQ\ sures change in UACR, HbA1c, body weight

Q\foQ

submitted



Early use of SGLT2i under routine care &

X
. . . <
In combination therapy with GLP-1RA Q\qp\
. N
. SN
People with T2D on both fb(\(b 8\@
. _ ‘\ ‘\
SGLTzl a2d GLP-1RA Age 69y *\Q} @%
) Q;{'(b (b’\\‘b
X
29% females %oo\ é\b\
o3
. N
Duration 15 y &0 &
S
BMI 31 kg/m? @0"’@6\
GS (GLP-1RA SG (SGLTZi \%\ @Q O_ .................................................
first) first) HBA1C 8,4% . <
AN TR
Tveise p:Oba_bi}!:Iy of mgé\ -GEJ ; Mean difference:
reatment weighting & S £ 0.80 (95% Cl -1.37 to -0.23)
@CO\?\K‘@O _cccu % -10< ml/min/1.73m?/year; p=0.006
% W o< _
0 0 °¢
{0’ < — GS
> & -15
R N T J J T J T J
Q\ .\0@ 0 1 2 3 4 5 6 7
R\ QK Time after index date (years)
A
X Q® No.pts
Q06 GS 355 342 317 300 228 165 101 44
Q‘\’b SG 210 196 188 173 114 86 70 47

Under review



Dapagliflozin counters one of the key mechanisms driving DKD Q§8q\|5e\55|on

Early initiation of SGLT2i (primary prevention) grants the be@t %@Tatlve risk

reduction of adverse kidney outcomes @ 8\@\
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Dapagliflozin is potently active against progressmn cﬁ“ @Bumlnurla
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In people with T2D and low renal risk, dapa |£|‘C)z,ﬁ% reduced eGFR loss and
UACR increase, projected to reduce rates

Fe?
In primary prevention, dapagliflozin Q@v@f’ced new-onset CKD

SGLT2i grant better preservatlo@gfékadney function vs GLP-1RA, even in
primary renal prevention \,06"’\@@

\rb \Q)
Early SGLT2i use conferé@Bszfer renal protection even when GLP-1RA
intensification is subs@agz@ntly required
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