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Déclarations des liens d’intéréts |

 Je déclare les liens d’intéréts suivants pour cette présentation
* Astra-Zeneca \
* Boerhinger-Ingelheim
* Bayer
* Amgen
 Vifor-CSL
* Alexion

* Jaime les pommes et les pommiers

e Je dirige une équipe qui travaille sur les toxines urémiques dérivées
du tryptophane et Aryl Hydrocarbon Receptor
N
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Lifestyle

First-line
drug therapy for
most patients

Targeted therapies
for complications

———

Healthy diet

SGLT2i
continue until dialysis
or transplant

&9 O

Manage hyperglycemia
as per the KDIGO
Diabetes Guideline,
including use of
GLP-1 RA where indicated

@

7

Stop use of
Physical activity tobacco products

Aim for SBP <120 mm Hg
RAS inhibitor* at maximum
e tolerated dose (if HTN)

B » S

| P
Use ns-MRA in Dihydropyridine CCB
people with diabetes and/or diuretic if
and an indication needed to achieve
for use individualized

ST BP target
R

Steroidal MRA if needed
for resistant hypertension
if eGFR =45

Holistic approach to CKD treatment
and risk factor modification

Regular
risk factor
reassessment
(every 3-6
months)

Weight management

Statin-based therapy
moderate- or
high-intensity statin

A G
)

ASCVD risk, lipids

Antiplatelet Manage anemia,

agent for CKD-MBD, acidosis,
clinical ASCVD and potassium
" abnormalities,
where indicated

Ezetimibe, PCSKO9i

indicated based on
ASCVD risk and lipids

1

R

Use the same principles
to diagnose and manage
ASCVD and atrial fibrillation
as in people without CKD

% KDIGO 2024



What is « in real life » compared to RCT?

CKD patients, in real life cohort, test eligibility to SGLT2i RCT
516 491 patients || 7 The answer of Trialists

o F/‘ m - The long-term effects of dapagliflozin in chronic

14 B kidney disease: a time-to-event analysis

12 Results
Treatment of a pooled (mixed higher and lower CKD risk) population

with dapaglifiozin over a lifetime time horizon was estimated
to delay the onset of adverse clinical events

Methods
Combine +level data . - 3 _ .
& 5.50% from erials of Kidney failure | 3 Mean delay 6.3 y
4.74% dapaglifiozin treatment
Migtur-sink Lower-rsk . . *
4 LAPA-CED trsl TECLART-TIMI 5 sl Decline in ludney ~ 6
2.80% b1 oy oo function l\—\ Mean delay 6.8y
2.23% " - Eieraxted albuminerts Low alsuminurta
2 0.92% ‘ 1.00% I Hospitalisati _ :
y ; pitalisation for : 9
i . 0.00% m heart failure v Mean dehys'zy
0 !

o
o

7.98%

Percentage (%)
o0

Fooled population with CXD
Total CKD Cohort CKD-T2D Cohort CKD without T2D Cohort i All-cause mortality |+ | Meandelay3.0y
(N =516491) (N =169443) (N =347048) for clinical endpaints extrapolated
across patient lifetime
® DAPA-CKD m® EMPA-KIDNEY = CREDENCE — =
McEwan, P. et al. Treatment with dapagliflozin over a lifetime time horizon may
H H NDT (2024) considerably delay the time to major adverse cardio-renal outcomes
RCT patients more severe, more DT2 and more RASI TS0 B e impie Mo s nectiacy

Forbes et al. NDT 2025
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SGLT2iin real life: Albuminuri

meemm 354 patients, age moyen 72 ans, 25% de femmes, DFG
45, 41% sans albU et 15% sans dosage

XX

Annual eGFR slope

Mean Basefine, Follow-up, Change, pvalue
Subgroup N eGFR mean(SD} mean(SD) mean (35%Cl) between
UACR (mglg) 0.054
<30 4% 482 -593(920) -083(664) 510(331-688) e
30-300 81 440 -549(740) -171(803) 379{1.15-643) ——
>300 74 412 -501(521) -354(486) 147(026-320) ——
Missing 53 458 -547(640) -121(694) 426(124-728) —a—

4 0 4 8 . %
<—Warsening  Mean (95% Cl) eGFR change  Improvement —>
Baseline UACR (mg/g)

Characteristic <30 30-300 >300 Missing  P-Value
Sex, n (%) Males 100 (68.5) 65(80.2) 55(74.3) 42(79.2) 0.195
Age, mean (SD), 75.8(7.9) 74.4 64.2 74.2 <0.001
years (11.4) (13.8) (13.1)

Heart failure, n (%) No 63 (43.2) 41(50.6) 63(85.1) 22(41.5) <0.001
Yes 83(56.8) 40(49.4) 11(14.9) 31(58.5)

Loop diuretic, n (%) No 77 (52.7) 41(50.6) 57(77.0) 26(49.1) 0.001
Yes 69 (47.3) 40(49.4) 17(23.0) 27(50.9)

Aldosterone No 71 (48.6) 51(63.0) 56(75.7) 24(45.3) <0.001

antagonist, n (%) Yes 75(51.4) 30(37.0) 18(24.3) 29(54.7)

Nakhleh et al. Diabetes Obes Metab. 2024;26:3058-3067
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Dapaglifiozin Utilization in Chronic Kidney
Disease and its Real-World Effectiveness CENEnga hskemenihien
Among Patients with Lower Levels of Asuka Ozaki

! Stefan Franzén
Albuminuria in the USA and Japan

Tadashi Sofua

In patients with CKD and UACR < 200 mg/g,
initiation of dapaglifiozin 10 mg was associated
with clinically meaningful attenuation of
eGFR decline compared with non-initiation.

In line with previous studies, a similar benefit
was observed in a small group of patients with
UACR < 200 mg/g without T2D, although a
larger sample size is required to estimate this
benefit more accurately.

The median eGFR slope of dapaglifiozin 10 mg initiators
was better than non-initiators:

eGFR slope difference:

mbL/min/t. 73m?/year

@® Patients with UACR < 200 mg/g without T2D
(n = 275 dapaglifiozin initiators and 275 matchad non-initiators)

eGFR slope difference:
1 -28 (950/0 Cl 1.56-4.1 2) mb/min/1.73m</year

METHODS
Data sources: claims databases from the USA and Japan
Patients: adults with CKD and UACR < 200 mg/g
Dapaglifiozin effectiveness analysis:
Dapaglifiozin Initiators:
patients who Initiated
dapaglifiozin 10 mg after 30

August 2020 (index date: first
dapaglifiozin 10 mg prescription)

Comparators:
ehgible for dapaglifiozin but did
rnphon; up to

Fropensily score matching (1:1)

0 groups




SGLT2iin real life: Albuminuria

UACR <30
EMPEROR Pooled

DECLARE TIMI-58 (UACR =<15)
DECLARE TIMI-58 (UACR =>15 <30)

EMPA-KIDNEY
CANVAS Program
SCORED

EMPA-REG OUTCOME
VERTISCV

Overall

1" - 38%

UACR >=30 =<300
EMPEROR Pooled
DECLARE TIMI-58
EMPA-KIDNEY
CANVAS Program
SCORED

EMPA-REG OUTCOME
VERTIS CV

Overall

1"=0%

UACR >300

EMPEROR Pooled
DECLARE TIMI-58
EMPA-KIDNEY
CANVAS Program
CREDENCE

SCORED

EMPA-REG OUTCOME
VERTIS CV

Overall

= 30%

Interaction p= 0,06
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2765
4538
1281
665
4012
1864
2768
3188
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2017
a27
1322
1770
1325
1647

525
594
172
406

1658

513

35
31

NA
NA
NA
35

55
NA
NA
NA

47
75
418
NA
224
NA
NA
a7

2787
4526
1206

2895
1845
1376
1597

1549
2013
a7
44
1818
671
845

575
1705

2189
1628

242

®

) T L 4
0.2 05 1 2
Favors Treatment  Favors Placebo

5

0.67
054
0.50
0.97
0.50
0.33
0.41
0.82
0.62

0.86
059
083
0.98
1.02
0.67
0.80
0.80

0.88
0.38
0.67
0.48
0.66
072
051
0.82
0.61

[0.46: 0.98]
[0.35: 0.83]
[0.28: 0.89)
[0.59; 1.60)
{0.33:0.78)
[0.07; 1.59)
[0.23;0.73)
[0.61; 1.39)
[0.50; 0.78]

[0.59; 1.28)
[0.40: 0.88)
[0.63; 1.37]
[0.60; 1.60]
{0.21; 4.99)
[0.38; 1.28)
[053;121]
[0.67; 0.96]

[0.59; 1.32]
[0.25: 0.58)
[0.58; 0.78]
[0.31:0.74)
[0.53; 0.82)
10.48; 1.13)
{0.31; 0.85)
[0.41: 0.94)
[0.52; 0.73]

17.9%
154%
10.1%
126%
15.8%

1.7%
10.1%
16.4%

129 [97;219]  100.0%

19.7%
18.3%
19.1%
14.0%

1.8%

9.5%
17.7%

128 [78; 574] 100.0%

10.5%
10.0%
23.5%
9.6%
19.6%
92%
7.7%
10.0%

18(15;26]  100.0%

amu

Metaanalysis RCT, primary outcome: MAKE

Subgroup Mean Difference MD 95% Cl P-interaction 1?
Total Slope

KDIGO Low b 0.74 [0.50; 0.98) 0.23 79%
KDIGO Moderate fe 0.72 [0.54; 0.90] 32%
KDIGO High - 1.05 [0.60; 1.49] 61%
KDIGO Very High - 1.08 [0.70; 1.46] 54%
UACR <30 - B 0.86 [0.21;1.51] < 0,001 85%
UACR >=30 =<300 5 0.76 [0.53;0.99] a49%
UACR =300 B 1.70 [1.26;2.13] 73%
Chronic Slope

KDIGO Low 8- 119 [0.77;1.81] 0.03 66%
KDIGO Moderate - 1.30 [0.93;1.67] 66%
KDIGO High = 1.92 [1.39;2.45) 72%
KDIGO Very High —— 1.97 [1.46; 2.48) 72%
UACR <30 - 1.07 [0.84; 1.30] 0.002 64%
UACR >=30 =<300 -, 1.26 [0.95; 1.56] 54%
UACR =300 — B 243 [1.72:3.14] 83%

I T L
-1 1 2
Favors Placebo Favors Treatment

Spiazzi et al. CJASN 2025



Log (proteinuria)

SGLT2i in real lite: Glomerulonephritis ’ ig

* Retrospective, 493 patients, IgA (41%), FSGS (18%), Membranous (18%), RASi(100%), eGFR: 56

ml/mn/1,73m2, 24h Pu: 2.1g.
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Caravaca-Fontdn, F. et al. Nephrol Dial Transplant 2024

&

Greater likelihood of reducing proteinuria:
Patients with BMI>30 and/or
Patients with albumin>35 g/I

P=0.001

8+

eGFR slope, ml/min/1.73 m?[year

o 2
10 -or o
=30% proteinuria reduction <30% proteinuria reduction




SGLT2i in real life: Systemic lupus erythematous

 Emulated clinical trial, SLE and DT2, 2 ans de suivi moyen de 4330
patients SGLT2i vs DPP4, 58 ans, 90% de femmes, 12% de CKD

Table 2. Comparison of outcomes in patients with SLE with concomitant T2D prescribed SGLT2i versus DPP4i*

Oricomes Before propensity score matching After propensity score matching . ..
SGLT2i  DPP4i SGLT2i  DPP4j "y ..t
(n=2464) (n=4761) Pvalue (n=2,165) (n=2165) P value '. i ‘
Events Events HR 95% Cl (log-rank)  Events Events HR 959 Cl {iog-rank) ..

All-cause mortality 72 364 0464 (0.360-0.597) <0.001 68 95 0.891 (0.652-1.217) 0.469 '.\.‘
Renal outcomes

Acute kidney failure 105 493 0425 (0.345-0.525) <0.001 94 222 0493 (0387-0.627) <0.001

Chronic kidney disease 138 481 0513 (0424-0619) <0.001 126 239 0614 (0495-0.762) <0.001

End-stage renal disease 13 108 0.273 (0.154-0.486) <0.001 11 34 0.403 (0.204-0.796) 0.007

Lupus nephritis 24 82 0657 (0417-1.035) 0068 20 36 0665 (0384-1.149) 0141
Cardiovascular outcomes

Myocardial infarction 42 147 0.647 (0459-0912) 0.012 37 55 0812 (0535-1.233) 0328

Stroke 69 188 0.824 (0.625-1.087) 0.170 63 76 1.032 (0.738-1.442) 0.854

Heart failure 113 389 0,602 (0.488-0.743) <0.001 102 170 0,717 (0.560-0916) 0.008
Safety outcomes

Emergency visits 833 2,126 0803 (0.741-0.870) <0.001 735 906 0903 (0.819-0995) 0.040

Hospitalization 50 139 0.813 (0.588-1.124) 0.209 41 65 0.758 (0.513-1.122) 0.165

Genital infection 240 315 1.740 (1.471-2.059) <0.001 193 175 1.308 (1.066-1.606) 0010

Urinary tract infection 464 1,295 0.759 (0.683-0.844) <0.001 400 511 0.899 (0.789-1.025) 0111

Severe sepsis 36 172 0476 (0.332-0682) <0.001 31 62 0607 (0394-0935) 0022

Herpes zoster infection 55 119 1.034 (0.751-1.424) 0.837 A7 44 1270 (0841-1917) 0255

Diabetic ketoacidosis 19 53 0.831 (0492-1404) 0488 15 17 1,065 (0.531-2135) 0.860

Fracture 58 187 0.694 (0.517-0932) 0015 53 68 0949 (0662-1360) 0777

New mycophenolate 33 87 0.826 (0.553-1.233) 0348 30 36 1.000 (0.615-1.625) 0999

mofetil use
New rituximab use 14 22 1489 (0.761-2914) 0241 14 14 1.211 (0.576-2543) 0613

* The study population was limited to patients with at least two diagnostic records for SLE before the index date. Cl, confidence interval; DPP4,
dipeptidyl peptidase-4 inhibitors; HR, hazard ratio; SGLT2i, sodium-glucaseldotransporter 2 inhibitors; SLE, systemic lupus erythematosus;

T2D, type 2 diabetes. Ma et al. Arthritis & Rheumatology, 2025



SGLT2i in real lite: gliflozin vs gliflozin

WTEENAT QWAL BOSIETY
OF PR 00y

Kidney outcomes in patients with diabetes mellitus did not differ ko d ?\ I s N
ianey |

between individual sodium-glucose cotransporter-2 inhibitors.
INTERNATIONAL -

Cohort Methods Outcomes Results
Retrospective study | 2e28 Comparison of the change in eGFR
using the health § = o among individual SGLT2 inhibitors
check-up and claims  sese8 pmapreny
database in Japan V. L Ak ) ' : Empaglifiozin ~ Dapaglifiozin - Canaglifiozin inhibitors
‘%e*
12.100 individuals %
v Diabetes mellitus §
v Newly taking g
SGLTZ lnhlbltors P for interaction=0 4692
Suzuki ¥, et al. 2022 CONCLUSION: Our analysis of a nationwide real-world dataset

demonstrated that there was no significant difference in the annual
eGFR changes between individual SGLT2 inhibitors.




SGLT21 In rea

Target trial emulation
Kidney outcomes in DT2
56 000 patients 62 ans

10% CKD 25% Albuminuria

Bonnesen et al JAMA Intern Med 2025
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Cumulative incidence,

No. at risk
Dapagliflozin
Empaglifiozin

C Chronic kidney disease (stages A2 or A3)¢

a
7

Cumulative incidence,

No. at risk
Dapaglifiozin
Empaglifiozin

| litfe: gliflozin vs gliflozin

;,A Acute kidney injury®
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Dapagliflozin S
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Empaglifiozin =
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10 g
0..'
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5- §
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0 ' '
0 1 2 3 4 5 6
Time since Initiation, y
No. at risk
17434 16573 13154 9245 5660 2845 1044 Dapaglifiozin
32839 31188 24911 17466 10620 5319 1946 Empagliflozin
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Time since initiation, y

No. at risk
Dapaglifiozin
Empagliflozin

11984 11776 9440 6627 4023 2045 783
22058 21595 17335 12263 7469 3756 1390

B Chronic kidney disease (stages G3 to G5)P
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v
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w

0 1 2 3 4
Time since initiation, y

w
o

15640 15027 12009 8505 5234 2669 997
29350 28172 22580 15978 9782 4905 1786

D Progression of chronic kidney diseased
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w

0 e

0 1 2 3 4 5 6
Time since initiation, y

1790 1722 1287 862 505 240 92
3473 3333 2527 1705 999 466 163




SGLT2i in real life: Urinary tract infection

* Meta-Analysis of cohort studies, severe UTI (Hospitalisation,

Pyelonephritis or urosepsis) ——— EoT

Study Yes No Yes No with 95% CI (%)
DPP4
Yeung et al., 2023 214 10308 840 17,664 —MB- 0.44[0.37, 0.51] 1053
Goh et al,, 2022 173 15207 332 15207 fios] 0.52[0.43, 0.63] 10.20
Fisher st al.. 2020 189 5422 368 5422 - 051[043. 061] 1026
Heterogeneity: v = 0.00, I’ = 19.70%, H* = 1.25 < 0.48 [ 0.43, 0.54]
Testof 8 =8: Q(2)=279.p=025
AND WHY Testof8=0.2=-1294 p=0.00
e Yo THINK
you WAVE AN \ GLP-1RA
URINARY Bea ot al, 2024 145 2383 27 280 —@— 0.63[041.097] 7.19
; Fu et al., 2023 334 28847 352 28847 iz 0.95[0.82, 1.10] 1054
Patorno etal. 2021 147 4507 101 4507 ——1.46[1.13, 188) 937
: Dave et al . 2019 73 55989 87 55989 C-m; | 084[061. 1.15] 868
g%NSA'"DN Ueda st al,, 2018 127 17.213 147 17213 ] 0.86(0.68. 1.10] 9.60

| WHEN You USE [ 3 Heterogeneity +* = 0.07, ' = 81.04%, H = 528 S 0.93{0.72, 121)
o THE BATHRsem? ) Testof 8 =8, Q(4) = 1526, p = 0.00
: Testof 8=0:z=-052 p=060

Other
Johannes etal, 2023 78 24,830 1,303 292,750 m 0.71[0.56, 0.89] 971
Covington et al, 2022 10 25 7 137 - - 0.77[0.35 170] 386
Takeuchi et al_ 2020 146 11,365 307 19,394 - 0.81[0.67. 0.99} 10.06
Heterogeneity: 1 = 0.00, I = 0.00%, H™ = 1.00 < 0.76 [ 0.66, 0.89)
Testof 8 = 8 Q(2) = 0.82, p = 0,66
Testof@8=0.z2=-357, p=000

Overall <<~ 0.73[0.60, 0.88)
Heterogeneity: r = 0.08. I = 87 25%, H = 7.84
Testof @ =8 Q(10) = 111.49, p=0.00
Testof8=0:2=-328 p=0.00

Test of group differences: Q.(2) = 3611, p~ 000

https://lectrr.be/nl/cartoon/urinary-infection/

gagdgm-cﬁods "',’;’9“ mode!
Aboukaoud et Al. Ann Pharmacother (2025) it




SGLT2i in real lite: Urinary tract infection

Urinary Tract Infections and SGLT2 Inhibitors in CJ A S N
Subpopulations with Abnormal Genitourinary Pathology N NI T \\S

| gp United States % = >
5@ Health Insurance Claims | \

Incident SGLT2i exposure Incident GLP1ra exposure

, N = 128,542 N = 141,971
@ Incident User Design with
active comparator analysis . .
OH® 1 e ? Increased risk of candida UTI
SGLT2i exposure VJ HRs 22.42 & all P-values <0.001

Risk of: compared to Reduced risk of non candida UTI
= e S GLP1ra HRs <0.91 & all P-values <0.001

HRs * Hazwr d Ration

UTD = Urinary wact inde
Additive effect was
% A SGLT2iand GLP1ra exposure in general Risk of candida & observed only for
5 population and subpopulations with _ non-candida UTI candida UTI

. s A :

v~ genitourinary abnormalities HRs 21.26 and all P-values <0.002  HRs >2.37 and all P-values <0.001
SGLTT = Sodum ghoose Ummepert protein 2 indbitar GUMrm: Gluzsgondihe peptide. I recapice agonist
commsat_m ‘was th higher risk ia UTI, © Jing Xu, Michael T. Eadon, Pengyue Zhang, et al. Risk of urinary tract infections
but not non-candida UTI. Cor v of SGLT2i t s with SGLT-2 inhibitors in subpopulations with abnormal genitourinary
L R A S R R RS pathology. CJASN DOI: 10.2215/CJN.0000000687.

Visual abstract by Hector M. Madariaga, MD FASN



SGLT2iin real life: cancer risk

Drug Safety

Investigating Risk of Cancer with Sodium-Glucose Cotransporter 2 Inhibitors:
a Disproportionality Analysis in the WHO Global Pharmacovigilance

Database Vigibase®

Paul GAUTIER, Meyer ELBAZ, Frédéric BOUISSET, Fabien DESPAS, Francois
MONTASTRUC

Context ~ Design Outcomes
Increase SGLT-2i use VigiBase®
t O ROR
= N
= o) (Reporting Odds Ratio)
: for cancers
Chronic exposure SGLT-2i vs GLP-1a/DPP-4i
atants
X i Q
No long-term data on Between
carcinogenic risk 2014 and 2023

amU

Case description

n =644 427 males (66.3%) Mean age 66.5 years

Main disproportionality signals (ROR [95% Cl])
1

1
All cancers w 0.95 (0.87 - 1.05)

I

I

1

1

Kidney cancer —— 1.84 (1.25-2.69)
——y -
Bladder cancer 4.46 (3.23 - 6.16)
I L] L] L} L) L}
0.0 2.0 4.0 6.0 8.0 10.0

ROR (95% Cl) for bladder cancer by SGLT-2i

T I
Empagliflozin I—e—i 1.61 (1.10 - 2.35)
Dapagliflozin : —— 4.12 (2.94 - 5.75)
Canagliflozin ! —— 2.17(1.38 - 3.40)
0.0 2.0 4.0 6.0 8.0 10.0

SGLT-2iare a

GLP-1a : Glucagon-like Peptide 1 agonists, DPP-4i : Dipeptidyl Peptidase 4 inhibitors ROR :
Reporting Odds Ration, SGLT-2i : Sodium-Glucose Cotransporter 2 inhibitors

This graphical abstract represents the opinions of the authors. For a full

/\ Ad . list of declarations, including funding and author disclosure
—\ lS statements, and copyright information, please see the full text online.




SGLT2i in real lite: hyperkalemia

oy
e

e

 CKD and Diabetes 2, Propensity score (140), HyperK diagnosis

a Risk of hyperkalemia for SGLT-2ivs. DPP-4i b
100 y?_ - Risk of hyperkalemia for GLP-1RA vs. DPP-4i o6
~ DPP-8i 2
— OPP4 s
904 - .
SGLT-2 - —- | pedn . o
— » B 80 5 80
x - i
8. 0 0 £ n € 1
3 8 8
& 80 s § 60 s 60
3 ; 3 p :
£ 50 o & 60 £ 50
; ) 1 s P 0 3% e 0 " 20 ®
§ 40 g 40 §
= -
2 — E — E
E 10 NNT=23 a> NNT=43 § %
o 20 —— 20
20 J— . - s
e 10 e 10
101 e
. _— =5 =3 3 12 18 24 30 ) v
0 " 12 18 24 a0 38 Months since initiation
Months since inttiation At ek
At risk GLP-1RA 33402 12,088 5864 33N 1997 1178 638 SGLTZi
SGLT-2i 21198 8148 3561 1864 1050 500 324 DPPAI 23402 14861 718 4089 2413 1487 865 GLP-1RA
DPP-4i 21196 9360 4265 2299 1278 750 ax

SGLT-2i vs. DPP-4I
(N =42,392)

GLP-1RA vs. DPP-4i
(N = 66,804)

Fu et al. Kidney International (2024) 105, 618-628

Risk of hyperkalemia for SGLT-2i vs. GLP-1RA

GLP-1RA
s SGLT2 s
A1) -
1] o -
o i
Z /
e
ol -~
0 1 12 o 24 0 %
_F,—_._,,..-"' w———
0 6 12 18 24 30 36
Months since initiation
At risk
2797 10818 4834 2537 1435 837 460
T 10.760 5237 3000 1729 %3 506

SGLYT-2i vs. GLP-1RA
(N = 55,994)




SGLT2i in real lite: Before acute kidney injury

104 000 patients DT2, propensity score, 57 years-old, 9% CKD,
Primary outcome: AKI

| A Incidence of acute kidney injury

0.05

0.04 -

0.03

0.02

Incident probability

0.01

Patients at risk, No.
DPP4i
SGLT2i

DPP4i use

SGLT2i use

l 87] Acute kidney injury requiring dialysis

0.005

0.004

0.003 4

0.002 4

Incident probability

0.001

0-

DPP4i use

SGLT2i use

0 0.5 1.0
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41409
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29450
30008

1.5 2.0 2.5
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9656
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1408
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0 DPP4i 52231
0 SGLT2i 52231
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0.5

41535
41199
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Follow-up time, y
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9732
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1415 0
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Chung et al. JAMA Netw Open (2023).



A cohort study of sodium-glucose cotransporter-2 inhibitors after acute - N
kidney injury among Veterans with diabetic kidney disease. kldney \\’ \ I s N
=

Cohort

21,330 U.S.
Veterans with
baseline diabetes
mellitus type 2
(DM2) and
proteinuria and
subsequent
hospitalization
with AKI after
SGLT2i were
introduced on
Veterans Affairs
formularies in 2016

Murphy, 2024
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CONCLUSION we observed reduced mortality with SGLT2i use after AKI
among Veterans with diabetic kidney disease whether started earlier or later or

before or after recovery was observed.




SGLT2i in real life: nephrolithiasis

Diabetes 2, propension score, first event
Paik et al. JAMA Intern Med. 2024

[A] SGLT2i vs GLP-1RA ;
B| SGLT2i vs DPP4i

8-
8 e
7
3 7
g9 Hazard ratio, 0.69 (95% Cl, 0.67-0.72) G 6
v] z io, 0. 6 Cl, 0.67-0. o 6 .
§ 5] g Hazard ratio, 0.74 (95% Cl, 0.71-0.77)
S GLP-1RA 2 ? | .
=44 -3 DPP4i
= @
53 S — &3
S 2 = 36L14 g 5. SGLT2i
o o
14 1
O 1 T T T 1 0 4 . - - '
0 6 12 18 24 0 6 12 18 24
Follow-up, mo Follow-up, mo
No. at risk No. at risk
SGLT2i 358203 184790 100669 61581 38070 SGLT2i 331028 174966 98593 61380 39067
GLP-1RA 358203 173224 90290 53433 31959 DPP4j 331028 171252 92529 56821 34745

amU



SGLT2i in real life: nephrolithiasis

Nephrolithiasis, diabetes 2, Target trial emulation, prevention of recurrence

McCormick et al, BMJ, 2024

0.20

—— GLP-1 receptor agonist
SGLT-2 inhibitor

0.15}

0.10

0.05

Cumulative incidence of first
recurrent nephrolithiasis event

0O 2 4 6 8 10 12 14 16 18 20 22 24 26
Months of follow-up
No atrisk

GLP-1 receptor agonist

5877 4988 3620 2755 2227 1850 1563 1308 1094 978 851 755 652
SGLT-2 inhibitor

14456 12865 10507 B153 7109 6135 5442 4819 4279 3843 3457 3028 273

Table 4 | Results for recurrent nephrolithiasis counts and recurrent gout flare-up counts among patients with
nephrolithiasis, type 2 diabetes, and gout initiating an SGLT-2 inhibitor versus GLP-1 receptor agonist or DPP-4
inhibitor, after inverse probability weighting

SGLT-2 inhibitor GLP-1 receptor agonist  SGLT-2 inhibitor DPP-4 inhibitor
Recurrent nephrolithiasis
~No of patients 3159 1272 2668 2028
No of events. 479 218 418 439
Mean follow-up (years) 1.24 0.98 1.38 1.24
Incidence rate per 1000 person years 1224 174.1 1135 175.0
Rate ratio (95% CI) 0.67 (0.57 t0 0.79) 1.0 (reference) 0.63 (0.55t00.72) 1.0 (reference)
Rate difference (95% Cl) 53 (-7810-27) Reference 62 (-8110-42) Reference
NNT {95% CI) 19(13to 37) Reference 16 (12 10 24) Reference
~Recurrent gout fare-up
No of patients 3159 1272 2668 2028
No of events 161 71 149 154
Mean follow-up (years) 1.24 0.98 1.38 1.24
Incidence rate per 1000 person years 41.0 57.1 40.5 61.5
Rate ratio (95% Cl) 0.72 (0.54 10 0.95) 1.0 (reference) 0.65 (0.52t0 0.82) 1.0 (reference)
Rate difference (95% CI) -16(-3110-1) Reference -21(-3310-9) Reference
NNT (95% CI) 63 (32 to 1000) Reference 48 (30 to111) Referen;e

Cl=confidence interval, DPP-4=dipeptidyl peptidase-4; GLP-1=glucagon-like peptide-1; NNT=number needed to treat; SGIT-2=sodium-glucose

cotransporter-2,

amU




SGLT2i in real life: nephrolithiasis

Meta-analysis

Kanby et al. Nephrol Dial Transplant, 2025

SGLT2i Active control or placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Anan, 2023 155 16522 158866 10179104 27.1% 0.60 [0.51, 0.70] -
Balasubramanian, 2022 104 10177 79 4904 17.1% 0.63 [0.47, 0.85] .
Kristensen, 2021 58 12325 108 12325 15.6% 0.53 [0.39, 0.74) -
McMurray, 2019 1 2368 1 2368 04% 1.00 [0.06, 16.00]
Paik, 2024 9108 689231 11903 689231 35.3% 0.76 [0.74, 0.78] =
Wiviott, 2019 12 8574 16 8569 4.5% 0.75 [0.35, 1.58] -
Total (95% ClI) 739197 10896501 100.0% 0.65 [0.55, 0.77] &
Total events 9438 170973
Heterogeneity: Tau? = 0.02; Chi* = 14.79, df = 5 (P = 0.01); I? = 66% }o.o » o? » 3 1*0 1003

Test for overall effect: Z = 4.93 (P < 0.00001)

Favours SGLT2i Favours Active or placebo

Figure 1: Risk of nephrolithiasis in the SGLT?2i group compared with the control group (active control, placebo or no therapy).
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SGLT2i combination: RASI

The evidence for the efficacy of ISGLTZ2 in CKD is based on RCT in which 85% to
99.9% of patients were using RASI.

Critere principal:
diminution du DFGe
>40%+IRCT+Mort cause ves
rénale ou CV, suivi
médian de 2 ans

Medication use at randomization

RAS-inhibitor
Yes 351/2831
MNo 81/473
Beta blocker
204/1396
MNo 2281908
Diuretic
Yes 199/1362
MNo 23311942
All participants 43213304

Mean (SE) slope, mL/min per 1.73 m’ peryear

Empagliflozin Better

460/2797
98/508

254/1365
304/1940

265/1453
293/1852

558/3305

44 n

| T 1
0.5 1.0 1.5 2.0

0.71
0.79

0.73
0.72

0.72
0.73

0.72

Placebo Better

(0.62-0.82)
(0.59-1.06)

(0.61-0.88)
(0.60-0.85)

(0.60-0.87)
(0.61-0.87)

(0.64—0.82)

Empa-kidney NEJM 2023

Absolute difference (95% Cl),

Relative difference

mL/min per 1-73 m’ per year (95% Cl), %
Empagliflozin Placebo
Concomitant medication use
RAS inhibitor; Y2 =1-66; Pruuccensy=0-20 :
Yes 1:35 (0-09) -2.81(0-09) -.— 1.46 (1-22 t0 1-69) ; 52% (-60 to -44)
No 1.54 (0-22) -2-35(0-22) —1—, 0-81 (0-21t0 1-40) + 34% (-60 to -9)

Staplin, N. et al.. The Lancet Diabetes & Endocrinology 2024



SGLT2i combination: RASI and cohorts

A propensity score analysis SGLT2i vs RASi, 7000
patients, MAKE as primary outcome, 70% CKD3,
jor concern not albuminuria

Cohort 10000 patients DT2, MAKE as primary
outcome, eGFR: 92, Alb: 250mg/g

n with event (Rate Par 100-Pt-yr) HR 95% C
SGUT2 . : 107 e
Empaglifiozin vs, Dapagifiozin 68(1.19) 85 (1L49) - e | SAERE) 309090 i T T R e e e e < )
SGLY2i high dose vs. Jow dose 97(166) 90 (1.42) £ W 124 (0.93-1.65] s N e et _‘13?’5
Cardbovascular drug A o
o) vs. (- 35(112) 51(1.82) e 061 [0.40-0.95] oo s =
Calclum channel blocker {+) vs. {-) 49 (2.06) 41(L73) —t - 117 [0.77-1.77) ¢ 0.813
Thiazide diuretics (+) vs. () a3(174) 43(L72) — 1.02 [0.67-1.56] P
Loop diuretics [+) vs.[-) 51(5.58) 29 (3.01) — 1.88 [1.19.2.96] = 077
Mineralocorticoid receptor antagonist (+) vs. () 25(6.18) 17 (3.89) -+ e 159 [0.87-2.91) =)
Beta blocker (+) vs. () 67(2.01) 52 (L56) ———— 129 [0.90-1.86) £ 0.6
Vasodilator (+) vs. () 26(3.10)  20(2.09) — 1 131 [0.74-2.38) 4
NSAIDs (+) vs. () 25(1.59)  19(1.22) 1 e 127 [0.70-2.32) S 0.5+
Upid-lowering drug : o
Statin (+) vs. [-) 54 (141) 61 (L59) — et 0.89 [0.62-1.28) - 044
fenofibrate (+) vs. () 25(1.73) 22 {1.49) e —_—— 1.16 [0.66-2.06] =
Urate-lowering drug. 2 o034
Xanthine oxidase inhibitor {+) vs. {-) 8(233) 10(2.83) - 078 [0.31-1.97] =
Uricosuric agent (+) vs. [-) 14 (2.22) 14 (2.19) 0,99 [0.47-2.08] A
m“ - / . R 0.2 P-value = 0,041
Metformin (+) vs. () 33(2.76) 29{2.35) —_—t— 116 [0.71-1.91] )
Sulfonyurea (+) vs. (-} 60 (151) 64 (1.66) —— 0.89 [0.62-1.26) 0.14
Glinide {+) vs. (-} 14 (2.98) 9 (1.96) ° 1.49 [0.64-3.44]
nsudin (+) vs. (-) 55(248) 51(2.15) e e 117 [0.80-1.71} 04
TZD {#) vs. (-} 48{1.31) 52(L42) — 0.89 [0.60-1.32) . y v
Acarbose (+) vs. () 62(1.79)  40{L33) - 127 [0.86-1.90) 0 84 %
X ' X ‘ No. at risk (person) Time {months)
0.25 0.50 1.00 2.00 4.00 RAAS 5541 4278 3ds 1384 892 £33 L 2 0
Lower I'iSk Higher I’isk SGLTY 1224 1133 435 513 263 133 9 a

RAAS blockade user = o = SGLT2i user

Fig. 2. Event-free probability curves for compaosite major adverse kidney events over time in SGL12i an
RAAS blockade users.

Figure 3. Risk of composite kidney outcomes (two-fold increase in the serum creatinine level or the development of end-stage kidney
disease) among patients with type 2 diabetes after SGLT2i treatment receiving or not receiving a specific background medication.

Chan et al. CJASN 2025

Hunsuwan et al. Scientific reports 2025
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SGLT2i combination: RASI discontinuation

Effect of SGLT2 Inhibitors on Discontinuation of RAS
Blockade: A Joint Analysis of the CREDENCE and

DAPA-CKD Trials

METHODS OUTCOME
SGLT2 inhibitor
Two randomized, 4 0
double-blind, placebo- & =
controlled trials @ per 100 patient years
8483 participants
> : HR 0.85
95% CI1 0.74-0.99

Temporary (24 weeks) Placebo
or permanent 4 7
discontinuation of ACEI & .
or ARB @ per 100 patient years

JASN [

Cohort ajustement IPTW, 40 000 patients with
RASi, 30% eGFR<60 4 mesures de K et Creat.
Primary: HyperK>5.5 or code

Discontinuation RASi 36% in SGLT2i users vs 45% non users

Consistent effect across:

Figure 2. Cumulative Incidence for Primary Outcome

GFR
GO : SGLT2i users HR: 0.89 (0.82-0.96)

6 Drug use
@RAS blockade dose 9 Nonoser
® 71 New SGLT2| user

Serum K+

o

More pronounced effect:

E UACR 21000 mglg )
=5 P-interaction=0.01 g |__ptet™®

0 05 10 15 20 25 3L

Cumuiative Incloance

100 105 110 115 12¢

15 40 45 50 5% 60 65 10 s B0 &85 %0 95

Time, ma

Conclusion
In patients with albuminunc CKD, SGLT2 inhibitors facilitate persistent use of RAS

blockade

The shaded portions of the graph represent 5% Cls, SGLT2i indicates sodium-glucose cotramsporter 2 inhibitor

doi- 10.1681/ASN.0000000000000248

Wing et al. JAMA Intern Med 2025

amU



SGLT2i combination: GLP-1 RA+SGLT?2i

meta-analysis of randomised controlled trials SGLT2i, with or without GLP-1 RA

Events/patients (%) Event rate per 100 patient years HR (95% Cl)

SGLT2 inhibitor Placebo SGLT2 inhibitor Placebo
Baseline use of GLP-1 receptor agonist
High atherosclerotic cardiovascular risk trials 14/936 (1-5%) 17/693 (2:5%) 0-4 10 0-60 (0-27-1-31)
Stable heart failure trials 3/47 (6-4%) 3/33(9-1%) 22 47 < 0-64 (0-13-312)
Chronic kidney disease trials 40/635 (6-3%) 53/640 (8-3%) 32 45 —_ 0-67 (0-44-1-02)
Subtotal (F=0-0%, p=0-64) 57/1618 (3-5%) 73/1366 (5-3%) 16 28 e 0-65 (0-46-0-94)
No baseline use of GLP-1 receptor agonist
High atherosclerotic cardiovascular risk trials 469/23585 (2-0%) 526/17302 (3-0%) 0-6 13 = 0-59 (0-52-0-67)
Stable heart failure trials 235/4781 (4-9%) 231/4798 (4-8%) 2.9 31 —— 1-02 (0-85-1-22)
Chronic kidney disease trials 688/9839 (7-0%) 1015/9817 (103%) 37 56 0-64 (0-58-071)
Subtotal (F=70-4%, p<0-001) 1392/38205 (3-6%) 1772/31917 (5-6%) 17 2:9 <S> 0-67 (0-62-0-72)
Total 1449/39823(3-6%)  1845/33283(55%) 17 29 ') 0-67 (0-62-0-72)
Heterogeneity by use of GLP-1 receptor agonist: p=0-81

0'I25 01'5 1-0 2!0 4!0
“— —»
Favours SGLT2 inhibitor Favours placebo

Figure 3: Effect of SGLT2 inhibitors on chronic kidney disease progression (=40% decline in estimated glomerular filtration rate, kidney failure, or death due to kidney failure), with and
without the use of GLP-1 receptor agonists at baseline

HR=hazard ratio.
Apperloo et al. Lancet Diabetes Endocrinol 2024



SGLT2i combination: SGLT2i+GLP-1 RA

Flow RCT analysis semaglutide vs placebo with or without SGLT2i.

Primary outcome kidney failure + 250% eGFR reduction +kidney death +CV death

o
20

Semaglutide versus placebo Semaglutide versus placebo Semaglutide SGLT2i
with SGLT2i use at baseline without SGLTZ use at baseline
HR (95% Ci): 1.18 (0.7, 1.98) HR (95% Ci): 0.75 (0.61, 0.90) Semaglutide SGLT2::
P=0.53 P = 0.003
2 d Placebo SGLTZi: Yes
P interaction = 0.100 Placebo SGLT2i: No
E
a
=
a
9
8 10 -
5 I
§ 4
g |
= )
[+] —
g I
o T
5
f
[ 4] - — — —— :
0 ( | ¥ " 24 w0 i)
Time since randomization (months)
N. ot risk
Semaglutide SGLT2: Yes amn 273 269 263 255 240 172
Semaglutide SGLT2i: No 1,480 1,465 1424 1,377 1377 1,249 959
Placebo SGLT2): Yes 273 268 266 255 50 236 7
Placebo SGLT2:: No 1,493 1.468 1418 1.350 1,265 LR 8n

No

40

n2
630

ne

544

48

&0
“ .‘4‘.
69
285

Flow nature med 2024



SGLT2i combination: GLP-1 RA

] | = Analyse de cohorte, trial emulation DT2, Age: 57 years,
CKD 10%, RASi 70%, serious renal events: AKI, CKD,,

= | | kidney failure, and renal complications of diabetes

Analyse d’essais randomisés

Table 2 | Hazard ratios for primary and secondary outcomes comparing GLP-1 receptor agonist-SGLT-2 inhibitor
combination with GLP-1 receptor agonist use alone

Exposure No of patients Events Personyears Incidence rate (95% Cl)* Hazard ratio (95% CI)t
Primary outcomes
MACE:
GLP-1 RAs 6696 113 10971 10.3(8.51012.4) 1.00 (reference)
GLP-1 RA-SGLT-2 inhibitor combination 6696 45 6417 7.0(5.1109.4) 0.70 (0.49 10 0.99)
e s LA E A 39 (AR L0 it st b RS L LA
GLP-1 RAs 6696 51 10992 4.6 (3.5106.1) 1.00 (reference)
GLP-1 RA-SGLT-2 inhibitor combination 6696 13 6453 2.0 (1.110 3.4) 0.43 (0.23 10 0.80)

Table 4 | Hazard ratios for primary and secondary outcomes comparing GLP-1 receptor agonist-SGLT-2 inhibitor
combination with SGLT-2 inhibitor use alone

Exposure No of patients Events Personyears Incidence rate (95% CI)* Hazard ratio (95% CI)t
Primary outcomes
'MACE:
SGLT-2 inhibitor 8942 141 13160 10.7 (9.0to 12.6) 1,00 (reference)
SGLT-2 inhibitor-GLP-1 RA combination 8942 55 7250 7.6(57109.9) 0.71 (0.52 t0 0.98)
Serious renal events: - _ - ] - _
SGLT-2 inhibitor - 8942 26 13243 20(1.3 to_2_».»9) 1.00 (reference}
SGLT-2 inhibitor-GLP-1 RA combination 8942 10 7278 1.4 (0.7 t0 2.5) 0.67 (0.32 10 1.41)

Simms-Williams BMJ 2024 amU

Outcome HR (95% CI)
CKD progression
SGLT2i —— 0.63 (0.53, 0.77)
GLP-1 RA —— 0.86 (0.72, 1.02)
ns-MRA - 0.77 (0.67, 0.88)
GLP-1 RA + ns-MRA —— 0.66 (0.53, 0.83)
SGLT2i + GLP-1 RA el e— 0.54 (0.42, 0.70)
SGLT2i + ns-MRA —— 0.49 (0.38, 0.61)
SGLT2i + GLP-1 RA + ns-MRA —— 0.42 (0.31, 0.56)
All-cause mortality
SGLT2i —— 0.85 (0.75, 0.96)
GLP-1 RA - 0.88 (0.82, 0.94)
ns-MRA —i 0.89 (0.79, 1.00)
GLP-1 RA + ns-MRA —— 0.78 (0.68, 0.90)
SGLT2i + GLP-1 RA —— 0.75 (0.65, 0.86)
SGLT2i + ns-MRA —— 0.76 (0.64, 0.90)
SGLT2i + GLP-1 RA + ns-MRA —— 0.67 (0.55, 0.80)
I T T 1
0.25 0.5 075 1 125

Favors combination therapy

Neuen et al. Circulation 2024

Favors conventional care



SGLT2i combination: ns-MRA

Fidelity posthoc analysis, DT2, Kidney primary outcome: kidney failure + sustained ¥57% eGFR decline + renal death.
Better eGFR in SGLT2i group (9 ml/mn)

Finerenone Placebo Finerenone Placebo
niN (%) n per 100 PY

Analysis for outcomes in patients receiving/not receiving an SGLT2i at baseline

HR (95% Cl) P

inecaction

Cardiovascular composite

FI—

SGLT2i at baseline 39/438 (8.9) 52/439 (11.8) 295 4.08 —a—4 0.67 (0.42—-1.07)* 0.46"
No SGLT2i at baseline 786/6,081 (12.9) 887/6,068 (14.6) 444 5.08 'l'i 0.87 (0.79-0.96)"
Kidney composite 5
SGLT2i at baseline 9/438 (2.1) 17/439 (3.9) 0.70 1.37 + * EJ 0.42 (0.16-1.08)" 0.291
No SGLT2i at baseline 351/6,081 (5.8) 448/6,068 (7.4) 2.06 2.64 ol 0.80 (0.69-0.92)
Hospitalization for heart failure E
SGLT2i at baseline 10/438 (2.3) 22/439 (5.0) 0.74 1.68 '—-—1' 0.44 (0.19-0.99)" 0.187
No SGLT2i at baseline 246/6,081 (4.0) 303/6,068 (5.0) 1.35 1.68 *'-'E 0.80 (0.68-0.95)"
All-cause death E
SGLT2i at baseline 20/438 (4.6) 30/439 (6.8) 1.46 2.23 '—i—f-' 0.58 (0.30-1.10)* 0.24¢
No SGLT2i at baseline 532/6,081 (8.7) 584/6,068 (9.6) 2.86 3.16 05 0.90 (0.80-1.02)*
0.05 025 05 100 2.00 4.00
F;vom finerenone Favors placebo'
amU

Rossing et al, diabetes care 2022



SGLT2i combination: ns-MRA

Cohort study analysing combination in CKD, DT2 89%, eGFR>45 75-80% Age : 66 ans ACR ?, Primary

outcome MAKE: stage 5 CKD, ESRD

(@) 1.0; (b) 1.0
£ 091 = 09
5 5
© [i¥]
8 8
o S
g 08 T 084
s =
@ @
3 3
x B T 07
§ Cohort § Cohort
w — Combined w ~ Combined
0.6 - Finerenone 0.64 . SGLT2i
120 240 360 480 600 720 840 960 120 240 360 480 600 720 840 960
Time (days) Time (days)

Figure 3: Kaplan-Meier curves of MAKE (a) between the combined and finerenone groups (log-rank test P < .001) and (b) between the combined and
SGLT?2i groups (log-rank test P = .020).

Chuang et al. NDT 2025



SGLT2i combination: ns-MRA

Miracle 2b RCT, planed 125 patients/arm, balcinrenone+ dapagliflozin

Study design

Aged 221 years

Stable NYHA class |-l HF

LVEF <60%

eGFR 230 and s60mL/min/1.73m?
UACR 230 and <3000mg/g

==)
=

Screoning/rundin Randomization and treatment  Safoty follow-up
(4T weoks) (12 woeks) (4 woeks)

Halcinresone 15 mg »

dapagifozin 10mg {(n=3E

S gpetn ditmaida %
Dupaghtiozin L ) - L_ Dapagifiozin
10emg 10mg

Primary endpoint
+ Relative change in UACR from baseline to week 12

Percentage change in
UACR from baseline to week 12

240
200~ ¢
160

120 o

Balcinrenone 15mg
+ dapaglifiozin 10mg
n=32

amu

=

—
53

I

Balcinrenone 50mg Balcinrenone 150mg Dapaglifiozin 10mg
+ dapaglifiozin 10mg + dapagliflozin 10mg + placebo
n=23 n=25 n=28

Lam et al, European Journal of Heart Failure 2024



SGLT2i combination: MRA

 BARACK-D killed the use of s-MRA in CKD for cardio or nephroprotection.

. - Hobbs et al. Nature med 2024
* Aldosterone synthase inhibitor

* Bl 690517+empagliflozin: Easi-Kidney
* Baxdrostat+dapagliflozin: BaxDuo artic et pacific

* En attendant: Phase 2, Bl 690517+empagliflozin, CKD patients,primary outcome
Albuminuria, kalemia<4,8 mmol/I.

C Without empagliflozin in the background D with empagliflozin in the background
100~ -

70%
(n=42) 58%

51% 51% (n=36) 54%
(n=31) (n=30) 43% = (n=99)
(n=80) 33%
(n=21)

80 - -

N
o
|

20%

(n=19) 22%
14% (n=14)
(n=10)

B
o
1

1

from baseline (%)

N
o
1

Proportion of participants with
a UACR reduction of 230%

o

] ] | 1 I 1 1 1 |
Tuttle et al lancet 2024 BI690517 BI690517 BI690S17 BI690517  Alldoses BI 690517 BI690517 BI690517 BI690517  Alldoses
placebo 3mg 10mg 20 mg placebo 3mg 10 mg 20mg



SGLT2i combination: ERA, Sparsentan and IgAN

Real life cohort, 23 patients all with
Travere study: Protect and Spartacus RASi and SGLT2i

Really additive G
s Gl First real-world evidence of sparsentan efficacy in patients

: e oo Bl with IgA nephropathy treated with SGLT2 inhibitors
#/emorecr  Analysis of patients from OLE perlod who I SPARTACYS Intarim analysis of this Phase 2, exploratory,
added SGLT2| therapy to ongoing sparsentan d open-label, single-arm, multicenter study Reaol-world data on the efficocy of sparsentan, o dual-acting antagonist for both the angiotensin Il and the
UPCR over time with SGLT2i added to stable sparsentan traatment Change in UACR ot each visit Mcthods RQSU“’
: 07
= Bawine Wask 12 Wask 24 Wask I8 Wesk &2 B B ']
- 3 2 N - |°Ar~, . . . 20~
§ g { LR (o st ) @ g @ S PR Proteinuria reduction
}E . z E ¢ x4 e e ofter 14 weeks
~ 30 . - 3 o
§ & -18 -: é =1 - .\ \:’/ Monogod 0cCoss progrom o
1 ? ik < . 4 — November 2023 -August 2024 (==
3 4 s
it = ' 4 35Sl ' \/\ 010
v o §8g &1 —
¥ g PR L | - - UPCR >0.75 g/g or 1 g/ 24h
% - ® “ Woek 13 2] 54
.
3 i _ UPCR -62% -
W SGUIZi + sparsenton (45_74’ 5 al @ ."‘
In the PROTECT OLE, patients who were already In SPARTACUS, patients receiving stable SGLTZ2i, N=23 530 >30 >50
experiencing the benefits of proteinuria reduction who switched from a RASi to sparsentan, experienced ””" 3 contres Pros Prateinuria reductian (%)
with sparsentan, and then received SGLBZL may also further rapid reductions in their proteinuria through
experience additional proteinuria reductions , 33 S .
P ' P y g 24 weeks Conclusion: Sparsentan induced significant and sustained UPCR and UACR oo Schanz, M.
reduction in potients already trected with SGLT2i, ond could potentially become Claical Kidney Journal (2024)
. moritz.schanz@rbk.de
a new standord of care in IgAN therapy. SCK Jsodiol

https://medicalaffairs.travere.com/posters/sparsentan-sglt2i-iga-nephropathy-spartacus-phase2/
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SGLT2i combination:ERA, Zibotentan

ZENITH-CKD: RCT zibotentan+SGLT2i vs SGLT2i, Primary outcome: albuminuria, Age: 62 ans, eGFR median 45, ACR
median: 550 mg/g, DT2: 50%, 90% RASi, diuretic: 40% CCB: 50% Heerspink et al, Lancet 2023

Main concern: fluid retention

The Forgotten Antiproteinuric Properties
of Diuretics

Hernando Trujillo® Fernando Caravaca-Fontan® Jara Caro®P®
Enrique Morales?® ¢ Manuel Praga® ¢ Am J Nephrol 2021



not too soon

Conclusion
* SGLT2i with RASI are the key drugs for nephroprotection

* SGLT2i in monotherapy and low albuminuria could work
e The future in DT2 will be addition of GLP-1 AR and finerenone

* In CKD with proteinuria, addition of endothelin receptor antagonist are
promissing

e Use of SGLT2i in nephrolithiasis could be a response to this frequent disease
* These must be validated in clinical trials

e SGLT2i reduce the risk of hyperkalemia and AKI, but these are not magic drugs
that allow you to do anything you want.

* We did not finish to study the effects of SGLT?2i.
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