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Invloed eGFR en albuminurie op (CV) sterfte

A All-cause mortality; ACR studies B Cardiovascular mortality; ACR studies
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Risico op ESKD en A albuminurie

A 1-year baseline period B 2-year baseline period C 3-yearbaseline period
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Pro-con debat SGLT2 remmers?
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Baseline karakteristieken

Table 1. Demographic and Clinical Characteristics of the Participants at Baseline.*

Characteristic

Age —yr

Estimated GFR
Mean — ml/min/1.73 m?
Distribution — no. (%)
>60 ml/min/1.73 m?
45 to <60 ml/min/1.73 m?
30 to <45 ml/min/1.73 m?
<30 ml/min/1.73 m?

Urinary albumin-to-creatinine ratio§
Median (interquartile range)
>1000 — no. (%)

Dapagliflozin
(N=2152)

61.8+12.1

43.2+123
234 (10.9)
646 (30.0)
979 (45.5)
293 (13.6)
965 (472-1903)
1048 (48.7)

Placebo
(N=2152)

61.9+12.1

43.0+12.4
220 (10.2)
682 (31.7)
919 (42.7)
331 (15.4)
934 (482-1868)
1031 (47.9)

Dapa-CKD
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Albuminuria categories

Description and range

Al A2 A3
Prognosis of CKD by GFR
and Albuminuria Categories Normal to Moderately Severely
mildly increased increased increased
<30 mg/g 30-299 mg/g 2300 mg/g
<3 mg/mmol 3-29 mg/mmol | 230 mg/mmol
Gl Normal or high 290
E G2 Mildly 60-90
R o decreased
— Q0
= S Mildly to
Es G3a | moderately 45-59
—_—e
£ 2 decreased
2.8 Moderately to
5 § G3b | severely 30-44
g2 decreased
8aQ
Severely
o -
0] o8 decreased 45:29
G5 Kidney failure <15

Green: low risk (if no other markers of kidney disease, no CKD); Yellow: moderately increased risk; Orange: high risk;
Red, very high risk.

KDIGO 2012

Dapa-CKD

—» Inclusie-criterium

— Gerecruteerd:
e eGFR: mean £SD

e Albuminuria: Median = IQR
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U Subgroep analyse

Subgroup Dapagliflozin Placebo Hazard Ratio (95% Cl)
no. of participants/total no.
All participants 197/2152 312/2152 ——— 0.61 (0.51-0.72)

Urinary al-bum.in-to-creatinine ratio E
<1000 44/1104 84/1121 — E 0.54 {0.37-0.77)
>1000 153/1048 228/1031 —— 0.62 [0.50-0.76)

Numbers needed to treat

UACR Absolute Absolute risico
risico dapa | placebo

Even effectief?

<1000 4,0% 7,5%
>1000 14,6% 22,1% 18
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NNT om welke events te voorkomen?
Gedurende 2,4 jaar (IQR 2,0-2,7)

Outcome

Primary outcome

Dapagliflozin

events/100
no. ftotal no. (%) patient-yr

Placebo

no. ftotal no. (%)

Primary composite outcome 197/2152 (9.2) 4.6 312/2152 (14.5)
Decline in estimated GFR of =50% 112/2152 (5.2) 2.6 201/2152 (9.3) 89
End-stage kidney disease 109/2152 (5.1) 25 161/2152 (7.5)
Estimated GFR of <15 ml/min/1.73 m? 84/2152 (3.9) 1.9 120/2152 (5.6) 36
Long-term dialysist 68/2152 (3.2) 1.5 99/2152 (4.6) 31
Kidney transplantationf 3/2152 (0.1) 0.1 8/2152 (0.4)
Death from renal causes 2/2152 (<0.1) 0.0 6/2152 (0.3)
Death from cardiovascular causes 65/2152 (3.0) 1.4 80/2152 (3.7) 15
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z@' Zorginstituut Nederland
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kleiner is en de follow-up duur korter. De EMA geeft hierbij aan dat het de
verwachting is dat dapagliflozine ook werkzaam is bij patiénten met een lagere
UACR. Uit subgroepanalyses van de DAPA-CKD studie blijkt in ieder geval dat het
effect van dapagliflozine op de samengestelde, primaire, renale uitkomstmaat
consistent is ongeacht het wel/niet hebben van DM2, het wel/niet hebben van
hartfalen, de nierfunctie (<45 of 245 ml/min/1,73m2), de UACR (£1000 of >1000)
en de etiologie van de nierziekte. Tevens blijkt uit subgroepanalyses van de

unaeraeel van de beooradeling van geneesmiadelen voor
opname in het geneesmiddelenvergoedingssysteem (GVS)

Datum Maart 2022
Status Definitief
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Empagliflozin in Patients with Chronic
Kidney Disease

The EMPA-KIDNEY Collaborative Group*
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Prognosis of CKD by GFR
and Albuminuria Categories

Albuminuria categories

Description and range

Gl Normal or high 290
E G2 Mildly 60-90
R o decreased
— Q0
E § Mildly to
Eo G3a | moderately 45-59
—_—e
£ : decreased
2.8 Moderately to
5 § G3b | severely 30-44
g2 decreased
8aQ

Severely

o -
0] o8 decreased 45:29

G5 Kidney failure <15

Green: low risk (if no other markers of kidney disease, no CKD); Yellow: moderately increased risk; Orange: high risk;

Red, very high risk.
KDIGO 2012

Al A2 A3
Normal to Moderately Severely
mildly increased increased increased
<30 mg/g 30-299 mg/g 2300 mg/g
<3 mg/mmol 3-29 mg/mmol | 230 mg/mmol

EMPA-Kidney

L Inclusie-criterium

—» Gerecruteerd:

* eGFR: mean £SD
e Albuminuria: Median + IQR

Herrington N Engl N Med 2022
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U Primaire eindpunt

Samengesteld: Eerste optreden van:

« Cardiovasculaire sterfte

» Bijvende eGFR<10

« Start dialyse of niertransplantatie

 Blijvende achteruitgang eGFR van minstens 40%
* (“renal death”)
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Percentage of Patients with Event

No. at Risk
Placebo
Empagliflozin

100+
90
80
704
60
50+
404
304
204
10

1

3305
3304

30

20

10+

0-f —

Primaire uitkomst

Placebo

fiﬁhémpagliﬂozin

Hazard ratio, 0.72 (95% Cl, 0.64-0.82)

P<0.001

Placebo

— ﬂ”—Empagliﬂozin

——— — T T 1
0.5 1.0 1.5 2.0 2.5
Years of Follow-up
3250 3129 2243 1496 592
3252 3163 2275 1538 624

13,1% Empagliflozine
16,9% Placebo

NNT: 26, gedurende 2,0
jaar (mediaan)

Herrington N Engl N Med 2022
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Empa-Kidney: subgroep analyse primaire eindpunt

Hazard Ratio for Progression of Kidney Disease
Subgroup Empagliflozin Placebo or Death from Cardiovascular Causes (95% Cl)
no. of patients with event /total no.

Diabetes mellitus |
Present 218/1525  306/1515 —— 0.64 (0.54-0.77)
Absent 214/1779  252/1790 T 0.82 (0.68-0.99)
Estimated GFR !
<30 ml/min/1.73 m2 247/1131  317/1151 0.73 (0.62-0.86)
=30 to <45 ml/min/1.73 m? 140/1467  175/1461 —n— 0.78 (0.62-0.97)
=45 ml/min/1.73 m2 45/706  66/693 -—-— 0.64 (0.44-0.93)
Urinary albumin-to-creatinine ratio !
<30 42/665  42/663 ! . 1.01 (0.66-1.55)
=30 to =300 67/927 78/937 E i 0.91 (0.65-1.26)
>300 323/1712  438/1705 - - 0.67 (0.58-0.78)
Apatients 3233058/ 3305 N 0.72 (0.64-0.82)
015 1.0 1I.5 2I.0

- L

Empagliflozin Better Placebo Better
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Secundaire uitkomsten

Table 2. Primary, Secondary, and Safety Outcomes.

Outcome

Key secondary outcomesy

Hospitalization for heart failure or death
from cardiovascular causes

Hospitalization for any causes:

Death from any cause

Empagliflozin
(N=3304)
no. of

events/100

no. (%) patient-yr
131 (4.0) 2.04
— 24.8
148 (4.5) 2.28

Placebo
(N=3305)
no. of

events/100

no. (%) patient-yr
152 (4.6) 2.37
— 29.2
167 (5.1) 2.58

Hazard Ratio
(95% Cly*

0.84 (0.67-1.07)

0.86 (0.78-0.95)
0.87 (0.70-1.08)

D

P Value

0.00

Herrington N Engl N Med 2022
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Figure S2a. Kidney Disease Progression
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No. at Risk Years of Follow-up
Empagliflozin 3304 3252 3163 2275 1538 624
Placebo 3305 3250 3129 2243 1496 592

Figure S2b. Death from Cardiovascular Causes

Participants with Event (%)

No. at Risk

CKD progressie en CV sterfte

Empaglifiozin 3304

Placebo

40 1 Hazard ratio (95% Cl): 0.84 (0.60-1.19)
5.
304 — Empagliflozin 44
— Placebo 4
20 Cy
14
0 . . v v )
10 - 0.5 1 15 2 25
0 T =—l L] L} 1
0 0.5 1 1.5 2 2.5
Years of Follow-up
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Herrington N Engl N Med 2022, supplement
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\f CKD progressie in subgroepen

Figure S5. Kidney Disease Progression by Key Prespecified Subgroups (Prespecified

Exploratory Outcome)
Subgroup Empagliflozin  Placebo Hazard ratio (95% Cl)
no. of participants/total no.
Key subgroups
Diabetes
Present 182/1525 260/1515 —l—+— 0.63 (0.52-0.76)
Absent 202/1779 244/1790 - 0.80 (0.66-0.96)
Estimated GFR (ml per minute per 1.73 m?)
<30 225/1131 292/1151 —— 0.72 (0.60-0.85)
230 <45 118/1467 148/1461 ——] 0.78 (0.61-0.99)
>47 A1/704 BAIROR - —m i+ 0.RO_/0 400 88])
Urinary albumin-to-creatinine ratio (mg/g)
<30 30/665 31/663 o 0.97 (0.59-1.60)
>30 <300 48/927 551937 = 0.93 (0.63-1.37)
>300 306/1712 418/1705 —Jk— 0.67 (0.58-0.78)
Al participants 30413304 50413305  —— 0.71 (0.62—-0.
0.5 1.0 1.I5 2.6
Empagliflozin Better Placebo Better
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Pre-specified analyse DECLARE-TIMI

Dapagliflozin Placebo
(n=8429) (n=8413)
Events/ Events/
, 1000 1000 Absolute risk
H Oog r'| Events, patient- Events, patient- difference Ifavors Favors
Subgroup No. years No. years (95% CI) dapagliflozin : placebo
CV death plus HHF
- eGFR 260 and UACR <30 186 8.4 211 9.6 -0.5(-1.2t00.2) : 3
G ee n I r eGFR <60 or UACR 230 202 19.2 224 219 -1.0(-2.41t00.5) ——-
eGFR <60 and UACR 230 24 24.8 52 48.8 -8.3(-140t0-2.7) —— B ——
MACE
C O n (h eGFR260and UACR<30 397 18.3 413 19.2 -0.3(-13t00.7) -
eGFR <60 or UACR 230 310 30.3 313 313 -0.3(-2.0to 1.4) —a—
eGFR <60 and UACR 230 37 394 58 56.2 -5.3(-11.6t0 1.0) B
HHF
M eGFR 260 and UACR <30 85 3.8 116 5.3 -0.6(-1.1t0-0.1) =
CONCL eGFR <60 or UACR 230 106 10.1 131 12.8 -1.0(-2.1t00.1) —=
- eGFR <60 and UACR 230 16 16.5 35 33.0 -5.7(-10.4t0 -0.9) —
Was CONSIS ¢ geatn
_m eGFR 260 and UACR <30 119 5.3 104 46 0.3(-0.3t00.8) B
Compo eGFR <60 or UACR 230 116 10.7 116 10.9 -0.1(-1.2t01.0) =8
. eGFR <60 and UACR 230 10 9.8 22 19.2 -3.6(-7.41t00.3) —
albuminur
- eGFR 260 and UACR <30 270 12.0 243 10.8 0.5(-0.3t01.3) ‘-
eGFR <60 or UACR 230 223 20.6 267 25.1 -1.8(-3.3t0-0.2) ——
eGFR <60 and UACR 230 31 30.4 48 41.8 -4.2(-10.1t0 1.6) —
45 G 5 o -

Absolute risk difference (95% Cl)

=5

P value for
interaction

.02

31

0 wvents
the
w d

.01
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®
l‘y SGLT2 remmers bij CKD zonder proteinurie:

* De evidence zegt: NEE!

Benefit in DECLARE-TIMI (zonder proteinurie) komt door het hogere background CV
risico: DM met established CV ziekte of hoog risico
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l‘y Voor wie SGLT2 remmers?

opinie

« CKD (60-20) met albuminurie (ACR >200) of
proteinurie>500 mg/dag (na optimaliseren ACEi/ARB)

CKD (eGFR en/of UACR criterium) met DM2 (volgende presentatie: Erik Serné)

CKD met hartfalen (al dan niet preserved EF)

\ W Amsterdam umc/




Het woord I1s aan Hiddo

Hiddo

EMPA-Kidney

Marc
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