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[TAPOY2IA2H TEPI2ZTATIKOY

AcBevnc 62 eTwv £XeL LoTOPLKO 2AT2 amo 10 etiag uTto aywyn He
uetpopuivn/otayAuttivn 1000/50 mg/dl 1x2, Aptnplokn YmEptoaon umo
lpuntepoaptavn 150 mg 1x1, AvcAutidatpio umto AtopBaotativn 40 mg

KAtvikn eéetaon
Nayxvooapkiot AMZ 31kg/m?
AN 145/94 mmHg od 75

EpyaotnpLakog €Aeyyxoc: Het 41, HbAlc 8% kpeatwvivn 1,5 mg/dl, LDL 65 mg/dl,
YEVLKN oUpwV epuBpa (-),muocdaipta (-), AeUkwpa (+)



Epwtnon: 'Exel o aoBevnc Xpovia vedpLKN VOOO?

1.1: DEFINITION OF CKD CURRENT CHRONIC KIDNEY DISEASE (CKD) NOMENCLATURE

G i ” g ; o ® 0 USED BY KDIGO
1.1.1: CKD is defined as abnormalities of kidney structure or function, present for >3 months, with implications for
health. (Not Graded)

CKD is defined as abnormalities of kidney structure or function, present for > 3 months,
with implications for health. CKD is classified based on Cause, GFR category (GI1-G5), and
Albuminuria category (41-43), abbreviated as CGA.

Criteria for CKD (either of the following present for >3 months)

Markers of kidney damage (one or more) Albuminuria (AER >30mg/24 hours; ACR >30mg/g [>3 mg/mmol])

Urine sediment abnormalities

Electrolyte and other abnormalities due to tubular disorders
Abnormalities detected by histology

Structural abnormalities detected by imaging

History of kidney transplantation

Persistent albuminuria categories
Description and range

A1 A2 A3

Prognosis of CKD by GFR and Normal to mildly Moderately Severely
albuminuria categories: KDIGO 2012 increased increased increased
<30 mg/g 30-300mg/g =300 mg/g
<3 mg/mmol  3-30 mg/mmol > 30 mg/mmol

Decreased GFR GFR <60 ml/min/1.73 m” (GFR categories G3a-G5)

Abbreviations: CKD, chronic kidney disease; GFR, glomerular filtration rate.

MNormal or high

Mildly decreased

Mildly to
moderately decreased

Moderately to
severely decreased

The American Society of Nephrology and National Kidney
Foundation advocate using the 2021
Chronic Kidney Disease Epidemiology Collaboration
(CKD-EPI) equation to estimate glomerular filtration
rate (GFR) from creatinine, age, and sex fisey i

G3b

Description and range

Severely decreased

GFR categories (ml/min/1.73 m?)

KDIGO 2012 Clinical Practice Guideline for the Evaluation and Management of Chronic Kidney Disease



Extipunon Aeukwpatouplag

Aev elval amapaitntn n 24wpn cuAAoyn oupwv

Y€ Tuyoilo delypa oupwv poodlopiletal o Aoyoc aABoupivn mpog
kpeatwivn (Albumin to creatinine ratio, ACR)

Mot va TeEKUNPLWOEL n dtayvwaon tnc Asukwpatouplac Ba mpemeL va
uTtapyouv duo Betika delypata og dlaotnua 3-6 pNVwv.

. AER AC E roximate equivalent) Terms
Category - ; . ) .
- (mg/24 hours) (mg/mmeol) (mg/g)

<30 <3 <30 Normal to mildly mcreased

30-300 3-3 30-300 Moderately increased™

=300 =30 =300 Severely increased

*Relative to young adult level
ACR. albumin-creatinine ratio: AER. albumin excretion rate;: CKD. chronic kidney disease




Prognosis of CKD by GFR and Albuminuria Categories

Albuminuria categories description and range

Normal to mildly Moderately Severely
Prognosis of CKD by GFR Increased increased increased

and Albuminuria Categories < 30 mg/g 30-300 mg/g > 300 mg/g
< 3 mg/mmol 3-30 mg/mmol > 30 mg/mmol

MSIH ONISYIEON

Mildly decreased 60-89
GFR categories Mildly to moderately e _
(mL/min/1.73 m?) decreased
description Moderately to 2044 _
and range severely decreased
Severely decreased 15-29 _
Kidney failure <15 _

A, albuminuria; G, grade.
GFR and albuminuria grid to reflect the progression by intensity of coloring (green, yellow, red, deep red).
KDIGO. Kidney Int Suppl. 2013;3:1-150.



Declining eGFR and increasing albuminuria are associated with
mortality in individuals with diabetes.

eGFR and mortality puminuria and mortality

All-cause mortality All-cause mortality

&
o

- No diabetes, 95% CI
—— i Diabetes, 95% Cl

=
o

Adjusted HR £ 95% CI

2.0-
15
104

eGFR {mL/min/1.73 m?) ACR (mg/g)

Cardiovascular mortality Cardiovascular mortality

Adjusted HR + 95% CI

eGFR (mL/min/1.73 m?) ACR (mg/g)

American
Diabetes

= e ..L L

Peter Rossing et al. Diabetes 2021;70:39-50

©2021 by American Diabetes Association



Risk of chronic kidney disease (CKD) progression, frequency of visits, and referral to nephrology according to glomerular
filtration rate (GFR) and albuminuria.

Serum creatinine

52 ml/min/1.73 m*

Estimated GFR by 2021 CKD-EPI Creatinine

Albumin

Creatinine

Albumin : creatinine ratio

ACR

2021 CKD-EPI Creatinine-Cystatin C
2009 CKD-EPI Creatinine

2012 CKD-EPI Cystatin C

2012 CKD-EPI Creatinine-Cystatin C

Stage llla

CKD stage by CKD-EPI Creatinine

112 mg/dL

0.5 mgzdL ~

224,000 mg/g

GFR categories (mL/min/1.73 m?
Description and range

CKD is classified based on:

* Cause (C)
* GFR (G)
* Albuminuria (A)

Normal or high

Mildly decreased

Mildly to
moderately decreased

Moderately to
severely decreased

Severely decreased

Kidney failure

Albuminuria categories
Description and range

A1 A2 A3

Normal to mildly Moderately Severely
increased increased increased

<30 mg/g 30-299 mg/g =300 mg/g
<3 mg/mmol 3-29 mg/mmol =30 mg/mmol

Screen Treat Treat and refer
1 1 3

Screen Treat Treat and refer
1 3

Treat

Treat and refer
44

<15 Treat and refer Treat and refer Treat and refer
44+ 4+ 4+

Low risk (if no other markers of kidney disease, no CKD) High risk

Moderately increased risk

B very high risk

Standards of Care in Diabetes - 2023. Diabetes Care 2023;46(Suppl. 1):S191-5202




AIABHTIKH NEDPOITAGEIA

H StanTikn veppornabeLa elvall Lo
LIKpoayyelomaOntikn emutAokn tou owafBntn mou
xapoKtnplletoL amno
otadlakn avénon Tou puBpou  amoBoAnc
AEUKWMOTLVNC oTa oupa Ko/N
arno otadlakn Helwon Tou puBUOU OTTELPOLUOTLIKAC
5NOnonc emt anovaoiac aAAnc vedpplknc vooou

Chronic Kidney Disease and Risk Management: Standards of Care in Diabetes—2023



AIABHTIKH NEDPOITAGEIA

H dwafntikn veppomabeta (AND) mpooBalAeL meplmov TO
20-40% twv acBevwyv pe ZA.

O Zoakyopwdnc Atafntnc amoteAel TNV MPWTN oLtiol TEALKOU
otadlov VEPPLKNC AVETTOPKELOLC.

H AN® turika avamtuoostal o€ aocbevelc pe ZAT1 peta amo
10 ypovia Olapkelac TNG VOOOU EVW MIOPEL va €lval
nopovoa Kata tn dtayvwon tou XAT2.

Chronic Kidney Disease and Risk Management: Standards of Care in Diabetes—2023



OPI2MO2

AwaBntikn vepponabeLla: vepplkn voooc opeAOEVN
otov cakyapwbn dtafnNtn amodedeypevn Le Boyla

AwaBntikn vedpikn voooc (Diabetic kidney disease):
riiBavn dtayvwaon veppLlknc vooou Ttou opelAeTaL
otov cakyxapwon dtafNtn (KALVLKA Kol EpyocTnpLOKA

KpLTnplo)

Am J Kidney Dis. 2007 Feb;49(2 Suppl 2):S12-154.



Atayvwon Awapntikne Neppiknc Nooou

H dtantikn veppiLkn voooc ocuvnOwce SLoylyvVwoKETOL KALVLKAL
ne Baon tnv mapouvoia aAfouplvoupioc katl/n HELWUEVOU
GFR, amouoclo ONUELWV KOL CUMMTWHATWY AAANC KUPLOC
VEPPLKNC VOOOU.

H dtayvwon tng StafnTtiknNe vedplknc vooou TiBetal TuTIKA
oce €vav ooBevy pe peyaAn Olapkewa TG VOOOU,
ouvuniapyovoa apdiBAnotpoedonabela ,aABoupvoupla
XWPLC aLlpatouplor Kol TTPOOOEUTLKN MELWON Tou pubBuou
oTlElpaLATIKAC 61nOnonc.

Chronic Kidney Disease and Risk Management: Standards of Care in Diabetes—2023



>Toxela umtep MH dlafntiknc veppomabeLog

MaBoAoyiko ilnua ovpwv (apatoupia, Suopopda epubpa,
epuBpokuTtTaplkoi KUALVOpoOL)

Amovotia dtafntikng apudiBAnotposidonabelog (LOlwg otov 2AT1)
Awapkela dStantn tumou 1 Awyotepo armo 5 €tn

Taxelo emdelvwon MPpwTEIVoupLAC

Taxelo avod0oC KpeATVIVNG OpoU

Alpvidla epdavion vEPPpwaoLkoU cUVOPOUOU XWPLS va EXEL
nponynBel to otadlo TNC ULKPOAEUKWULATIVOUPLOG

KAWIKEC EKONAWOCELC CUOTNUOTLKOU VOGHLOTOC



Diabetes Management in Chronic Kidney Disease: A Consensus
Report by the American Diabetes Association (ADA) and
Kidney Disease: Improving Global Outcomes (KDIGO)

Who and when to screen?
Yearly starting 5 years after diagnosis

Yearly starting at diagnosis

What to do with a positive result?

0 Repeat and confirm:
* Evaluate possible temporary or spurious causes

» Consider using cystatin C and creatinine to more
precisely estimate GFR
* Only persistent abnormalities define CKD

5{. Initiate evidence-based treatments

How to screen?

Spot urine ACR
and

eGFR

What defines CKD diagnosis?

Persistent urine ACR =30 mg/g

and/or
Persistent eGFR <60 mL/min/1.73 m?
and/or

Other evidence of kidney damage

doi.org/10.2337/dci22-0027



COMPREHENSIVE CARE IN PATIENTS WITH
DIABETES AND CKD

Practice Point |.l.l: Patients

with diabetes and chronic Limdmi@gemem o
kidney disease (CKD) should e
be treated with a QT /
comprehensive strategy to ool peecon e
reduce risks of kidney disease o T e
progression and cardiovascular a1 )S\ Anﬁp.afé%erapies . e

disease (Fisure | and 2). s
(Fig ) 8 S &
Metformin SGLT2 inhibitor RAS blockade Statin

(T2D) (T2D) (HTN)
Diet Exercise Smoking cessation Weight

Diabetes with CKD




CHRONIC KIDNEY DISEASE AND RISK MANAGEMENT

Chronic Kidney Disease—Treatment

11.2 Optimize glucose control to reduce the risk or slow the
progression of  chronic kidney disease. A

11.3 Optimize blood pressure control and reduce blood pressure
variability to reduce the risk or slow the progression of chronic kidney
disease. A

A blood pressure level <130/80 mmHg is recommended to reduce
CVD mortality and slow CKD progression among all people with
diabetes.

Chronic Kidney Disease and Risk Management: Standards of Care in Aggggggegn
Diabetes—2023 | 16 .Association.

Connected for Life



COMPREHENSIVE CARE IN PATIENTS WITH
DIABETES AND CKD

Recommendation |.2.1: We recommend that treatment with an
angiotensin-converting enzyme inhibitor (ACEi) or an angiotensin
receptor blocker (ARB) be initiated in patients with diabetes, hypertension,
and albuminuria, and that these medications be titrated to the highest

approved dose that is tolerated (/B).




ACEis or ARBs for the Treatment of CKD in T2D

RENAAL.: Losartan vs Placebol?] IDNT: Irbesartan vs Amlodipine vs Placebol"]
el = 70+
:'E' 60 1 RR = 16% E 60 4 Irbesartan vs Placebo
o h § ., | RR=20%
& 50 P=.02 @ 907 p= 02
- 40 - & 40 -
5 S
S 307 S 30 1 —Placebo
8 — Placebo : 0 | —Irbesartan :
£ 207 _ Losartan Residual z 20 Amlodipine Residual
2 10- Risk £ 10 Risk
o o
0 . T | ' 0 A [ [ [ | [ I | 1 I
0 12 24 36 48 0 6 12 18 24 30 36 42 48 54
Months Months
Primary composite endpoint: Primary composite endpoint:
Doubling of SCr, kidney failure, or death Doubling of SCr, kidney failure, or death

ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin-receptor blocker; SCr, serum creatine.
a. Brenner BM, et al. N Engl J Med. 2001;345:861-869; b. Lewis EJ, et al. N Engl J Med. 2001;345:851-860.



Medical need in diabetic kidney disease remains high

RAS blockade

High blood -
pressure IDNTA No new DKD-specific

identified as risk Captopril3 rbesartan treatment in last 15 years
factor TIDM PV <------------—--—-—=-—=-——--——-~

B-blockers! RENAAL®

Losartan
TR
Hydralazine T2DM

DKD, diabetic kidney disease; IDNT, Irbesartan Type 2 Diabetic Nephropathy Trial; RAS, renin-angiotensin system;
RENAAL,Reduction of Endpoints in NIDDM with the Angiotensin Il Antagonist Losartan.

1. Mogensen CE et al. Br Med J (Clin Res Ed)1982;285:685-8; 2. Parving HH et al. Lancet 1983;1:1175-9;

3. Lewis EJ et al. N Engl J Med 1993;329:1456-62; 4. Lewis EJ et al. N Engl J Med 2001;345:851-60;

5. Brenner BM et al. N Engl J Med 2001;345:861-9.



Empagliflozin, Cardiovascular Outcomes, and Mortality in Type 2 Diabetes

Bernard Zinman, M.D., Christoph Wanner, M.D., John M. Lachin, Sc.D., David Fitchett, M.D., Erich Bluhmki, Ph.D., Stefan Hantel, Ph.D., Michaela Mattheus, Dipl. Biomath.,
Theresa Devins, Dr.P.H., Odd Erik Johansen, M.D., Ph.D., Hans |. Woerle, M.D., Uli C. Broed|, M.D., and Silvio E. Inzucchi, M.D. for the EMPA-REG OUTCOME Investigators

7020 patients, 99% of patients had established cardiovascular disease, median of 3.1 years.

A Primary Outcome Bl Death from Cardiovascular Causes

ER Placebo
Placebo

Hazard ratio, 0.86 (95.02% Cl, 0.74-0.99)

= 1| Hazard ratio, 0.62 (95% CI, 0.49-0.77)
P=0.04 for superiority Empagliflozin

P<0.001 Empagliflozin

&
-
13
o
>
[
o
=
2
w
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B
=
-]
©
o

Patients with Event (%)

114% {4 38%

T T T T T 1
18 24 30 36 42 43

Month Month

Mo. at Risk Mo. at Risk
Empag\iﬂozin 4687 4580 4455 4328 3851 2821 2359 1534 370 Empag\iﬂozin 4687 4651 4608 4556 4128 3079 1722 414
Placebo 2333 2256 2194 2112 1875 1380 1161 741 166 Placebo 2333 2303 2280 2243 2012 1503 825 177

C Death from Any Cause D Hospitalization for Heart Failure
159 yr 1o

\1/32% Placebo \1/35%

Hazard ratio, 0.68 (95% Cl, 0.57-0.82) Hazard ratio, 0.65 (95% Cl, 0.50-0.85)
P<0.001 Empagliflozin P=0.002 Empagliflozin

P

Patients with Event (%)
Patients with Event (%)

N EnglJ Med 2015; 373:2117-2128



Empagliflozin and Progression of Kidney Disease in Type 2 Diabetes

Christoph Wanner, M.D., Silvio E. Inzucchi, M.D., John M. Lachin, Sc.D., David Fitchett, M.D., Maximilian von Eynatten, M.D., Michaela Mattheus, Dipl. Biomath
Odd Erik Johansen, M.D., Ph.D., Hans |. Woerle, M.D., Uli C. Broedl, M.D., and Bernard Zinman, M.D. for the EMPA-REG OUTCOME Investigators”

the mean GFR 74ml/min, 24% had GFR 30-60ml/min, 28.7% had microalbuminuria, and 11.0% had macroalbuminuria

Empagliflozin Placebo

no. with event/  rate/1000 no. with event/  rate/1000 :
Renal Outcome Measure no. analyzed (%) patient-yr ne. analyzed (%)  patient-yr Hazard Ratio (95% Cl)

Incident or worsening nephropathy or cardiovascular death 675/4170 (16.2) 60.7 497 /2102 (23.6) 95.9 0.61 (0.55-0.69)

Incident or worsening nephropathy 525/4124 (12.7) 47.8 388/2061 (18.8) 76.0 0.61 (0.53-0.70)

Progression to macroalbuminuria 45974091 (11.2) 41.8 33042033 (16.2) 64.9 0.62 (0.54-0.72)

Doubling of serum creatinine level accompanied by eGFR 70/4645 (1.5) 5.5 60/2323 (2.6) 9.7 0.56 (0.39-0.79)
of =45 ml/min/1.73 m?

Initiation of renal-replacement therapy 1374687 (0.3) . 14/2333 (0.6) ; 0.45 (0.21-0.97)

Doubling of serum creatinine level accompanied by eGFR 81/4645 (1.7) . 7142323 (3.1) : 0.54 (0.40-0.75)
of =45 ml/min/1.73 m?, initiation of renal-replacement
therapy, or death from renal disease

Incident albuminuria in patients with a normal albumin level 1430/2779 (51.5) 252.5 703/1374 (51.2) 0.95 (0.87-1.04)
at baseline

T T T T 1
0125 025 05 1.0 20 4.0

-

Empagliflozin better Placebo better

N EnglJ Med 2016; 375:323-334




CVOTs of SGLT2 Inhibitors
Exploratory Renal Outcomes

Mean eGFR,

Median
UACR,

Patient
Population
4124 patients
2 With T2 and
established CVD
10,142 patients
CANVAS with T2D; ~2/3
Program!©d  with established
CvD
17,160 patients
DTags  with T2D; ~40%
with CVD

mL/min/1.73 m?2

74

76

85

mg/g

18

12.3;
27% with
micro-
albuminuria

13

Renal Composite

Progression to macro-
albuminuria; doubling
of sCr and eGFR £45
mL/min/1.73 m?; ESRD;
renal death

Doubling of sCr; ESRD;
renal death

> 40% loss of eGFR to
< 60 mL/min; ESRD;
death from CV or
renal causes

Results

46% renal composite
reduction
38% reduced
progression to macro-
albuminuria

47% renal risk
reduction
27% lower albumin
progression
42% lower new-onset
macro-albuminuria

24% renal risk
reduction

* a. Wanner C, et al. N Engl ] Med. 2016;375:323-334; b. Zinman B, et al. N Engl J Med. 2015;373:2117-2128; c. Perkovic V, et al. Lancet
Diabetes Endocrinol. 2018;6:691-704; d. Neal B, et al. N Engl J Med. 2017;377:644-657; e. Wiviott SD, et al. N Engl J Med. 2019;380:347-357.



Effects of SGLT21 in people with chronic kidney disease

DIABETIC KIDNEY

PROTEINURIC CHRONIC

CHRONIC KIDNEY

DISEASE KIDNEY DISEASE DISEASE
v T2D v T2D v T2D
Population x Non-DM ¥ Non-DM v Non-DM
x Non- x Non- v Non-
Albuminuric Albuminuric Albuminuric
No. of patients 4401124l 4304 ~6000
Key inclusion eGFR 230 to <90 eGFR 225 to 75 W odilonc bl
criteria and UACR >300 mg/g and UACR 2200 mg/g and UACR 2200 mglg
Primary ESKD, doubling of ESKD, 250% sustained ESKD, or 240% sustained
composite creatinine, or renal/ eGFR decline, or renal/CV  eGFR decline, or renal/CV
?Ett:'t_:m_e CV death death death
and stop date February 2014 February 2017 November 2018
(announced or July 2018 March 2020 ~Jung 2022
planned)
= » [g-i]
Results + 130% +  139% + 157 289,



Canagliflozin and Renal Outcomes in Type 2
Diabetes and Nephropathy- the CREDENCE Trial

4401 patients with t2DM with GFR 30 to <90 ml and ACR >300 to 5000 and were treated with
renin—angiotensin system blockage. a median follow-up of 2.62 years

The mean estimated GFR was 56.2 ml per minute per 1.73 m2, and the median ACR was 927

Primary compasite outcome
Doubling of serum creatinine level 18/2303 B8 2194 0.7 13 060 [D.48-0.76)
0.68 (0.54-0.86)
Estimated GFR <15 ml/min/1.73 m’ T8I2207 252194 ib 111 0.60 (0.45-0.80)
Dialysis initiated or kidney transplantation Ta/2h01 1r.7 074 [0,55=1.00)
Renal death 21271017 § 13194 0 MA
Cardiovascular death 102203 rl 078 [0.61-1.00)
Secondary oulcomes

Cardiovascular death or hospitalization for heart failure

Cardiovascular death, myocardial infarction, or stroke 21712202 8.7 43.7 0.80 (0.67-0.95)

Hospitalization for heart failure 89/2202 41 /2199 7 25.1 0.61 (0.47-0.80)

End-stage kidney disease, doubling of serum creatinine
level, or renal death

N EnglJ Med 2019; 380:2295-2306



Dapagliflozin in Patients with Chronic
Kidney Disease- the DAPA-CKD Trial

4304 participants with GFR of 25 to 75 ml per minute and a ACR 200 to 5000.

The mean age was 61. The mean estimated GFR was 43.1+12.4 ml per minute per 1.73 m2, the median
ACR was 949, and 67.5% of participants had type 2 diabetes. median follow-up was 2.4 years

Primary outcome
Primary composite outcome 1972152 (9.2) 31272152 (14.5) 1 0.61 (0.51-0.72)
Decline in estimated GFR of =50% 112/2152 (5.2) 2012152 (9.3) : 0.53 (0.42-0.67)

End-stage kidney disease 1082152 (5.1) 1612152 (7.5) ck 0.64 (0.50-0.82)

Estimated GFR of <15 ml/min/1.73 m? 342152 (3.9) A 202152 (5.6) 0.67 (0.51-0.38)

Long-term dialysist 682152 (3.2) 5 0.66 (0.48-0.90)

Kidney transplantationt 3/2152 (0.1) y —

/2152 {<0.1) /2152 (0.3) ), e
Death from cardiovascular causes 65/2152 (3.0) i 80/2152 (3.7) J 081 (0.58-1.12)
Secondary outcomes

0.56 (0.45-0.68)
0.71 (0.5

Death from any cause 101/2152 (4.7) 146/2152 (6.8) LY 0.69 (0.53-0.88)

N EnglJ Med 2020; 383:1436-1446



Empagliflozin in Patients with Chronic Kidney
Disease- The EMPA-KIDNEY Collaborative Group

6609 patients with eGFR of at least 20
but less than 45 ml per minute or
eGFR of at least 45 but less than 90 ml
per minute per 1.73 m2 with ACR at
least 200 Median duration of 2.0
years. 54.0% did not have diabetes
The eGFR was 37.3+14., and 34.5% of
the patients had an eGFR of less than
30 . The median ACR 329, and 48.3%
of the patients had a ACR 300 or less

progression of kidney disease defined as end-stage
kidney disease, a sustained decrease in eGFR to <10 ml|
per minute per 1.73 m2, a sustained decrease in eGFR
of 240% from baseline, or death from renal causes

Qutcome

Primary outcome: progression of kidney
disease or death from cardiovascular

CaUSES
LBy Secondary outcomesy

Hospitalization for heart failure or death
from cardiovascular causes

Hospitalization for any caused
Death from any cause

Other secondary outcomes
Progression of kidney disease

Death from cardiovascular causes

End-stage kidney disease or death from
cardiovascular causes|

Empaglifiozin
(N=3304)

no t ::!":: :'

432 (13.1)

131 (4.0)

148 (4.5)

384 (11.6)
59 (L.8)
163 (4.9)

Placebo
(N =3305)
no. of no. of
events/100

patient-yr

events/100
patient-yr

no. {76
.

B85

152 (4.6)

167 (5.1)

504 (15.2)
69 (2.1) 1.06
217 (6.6) 3.40

N EnglJ Med 2023; 388:117-127

Hazard Ratio
(95% CIj*

0.72 (0.64-0.82)

0.84 (067-1.07)

0.86 (0.78-0.95)

0.87 (0.70-1.08)

0.71 (0.62-0.81)
0.84 (0.60-1.19)
0.73 (0.59-0.89)

P Value




Empagliflozin in Patients with Chronic Kidney
Disease- The EMPA-KIDNEY Collaborative Group

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 0.82 (0.68-0.99)
Estimated GFR
<30 ml/min/1.73 m2 247/1131 31771151 0.73 (0.62—0.86)
>30 to <45 ml/min/1.73 m? 140/1467 175/1461 : 0.78 (0.62—0.97)

=45 ml/min/1.73 m?2 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 : 0.91 (0.65—1.26)

>300 323/1712 438/1705 : 0.67 (0.58—0.78)
All patients 432/3304 558/3305 ' 0.72 (0.64—0.82)

2.0

Empagliflozin Better Placebo Better

Prespecified exploratory analyses in subgroups showed that the rate of decline after the initial
decrease was slower in the empagliflozin group than in the placebo group in all key subgroups,
including in the subgroup of patients with a low urinary albumin-to-creatinine ratio.



COMPREHENSIVE CARE IN PATIENTS WITH
DIABETES AND CKD

Recommendation
1.3.1: We recommend
treating patients with
type 2 diabetes (T2D),
CKD, and eGFR =20

ml/min per .73 m? with
an SGLT2i (1A).

Practical provider guide to initiating SGLT2 inhibitors
in patients with type 2 diabetes and CKD

Assessment Intervention Follow-up

* Assess adverse effects

* Review knowledge

* Anticipate an acute
drop in eGFR, which is
generally not a reason
to stop the SGLT2
inhibitor

Patient
selection

* Ask about
hypoglycemia

* Reduce sulfonylurea
or insulin if needed

Glycemia

* Re-assess volume
- *Reduce concomitant
diuretic if needed

Volume




SGLT2 Inhibition and ACE Inhibition/ARBs
Reduce Intraglomerular Pressure

ACE inhibitor and ARB
J, efferent arteriole
tone and J,

SGLT2 inhibitor
tubuloglomerular
feedback, 1 afferent
arteriole tone and
Jsintraglomerular
pressure

Efferent
arteriole

Afferent
3 arteriole

intraglomerular
pressure

Initial {, in eGFR
followed by

Initial {, in eGFR

followed by stabilization Filtration stabilization

Reabsorption =

J/ albuminuria J albuminuria

Peritubular
1 Secretion capillaries
Renal Protection Urinary R Beral Protecking
excretion e

Excretion = filtration - reabsorption +

secretion

Cherney DZ, et al. Circulation. 2014;129:587-597; Perkovic V, et al. Curr Med Res Opin. 2015;31:2219-2231.
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USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

\ American From: 9. Pharmacologic Approaches to Glycemic Treatment: Standards of

PREFERABLY

SGLT2i® with primary evidence of
reducing CKD progression
Use SGLT2i in people with an eGFR
z20 mL/min per 1.73 m’; once initiated

should be continued until initiation
of dialysiz or transplantation

i " B ¢ I}H . | - i i
GLP-1 RA with proven CVD benefit if
SGLT21 not tolerated or contraindicated

If A1C above target, for patients on
SGLT2i, consider incorporating a

GLP-1 RA or vice versa




> ____________________________________________________4
FIGURE 23. TREATMENT ALGORITHM FOR SELECTING GLUCOSE-LOWERING
DRUGS FOR PATIENTS WITH T2D AND CKD

$ Lifestyle therapy Phy;ﬁ::i;?:‘v'ty
Weight loss
Metformin SGLT2 inhibitor
O% 5 3 R
o First-line therapy % eGFR %eGFR % eGFR S
°¢ <45 <30 "' <20 e
Reduce dose Discontinue Discontinue Do not initiate Discontinue

+ Guided by patient preferences, comorbidities,
eGFR, and cost

« Includes patients with eGFR < 30 ml/min per
1.73 m? or treated with dialysis

+ See Figure 25

Additional drug therapy as
© needed for glycemic control

!
GERRER) e
s T
(Bt ghcosdssinhitin)




GLUCOSE-LOWERING THERAPIES IN PATIENTS
WITH DIABETES AND CKD

Recommendation 4.2.1:In
patients with T2D and CKD
who have not achieved
individualized glycemic
targets despite use of
metformin and SGLT2i
treatment, or who are
unable to use those
medications, we

recommend a long-acting
GLP-1 RA (IB).

GLP-1RA

Dulaglutide

Exenatide
Exenatide extended-release

Liraglutide

Lixisenatide

Semaglutide (injection)

Semaglutide (oral)

Dose

0.75 mg and 1.5 mg once weekly

10 ug twice daily
2 mg once weekly

1.2 mg and 1.8 mg once daily

10 ug and 20 ug once daily

0.5 mg and 1 mg once weekly

3 mg, 7 mg, or 14 mg daily

CKD adjustment

No dosage adjustment
Use with eGFR >15 ml/min per 1.73 m?

Use with CrCl >30 ml/min
Use with eGFR >45 ml/min per 1.73 m?

No dosage adjustment
Limited data for severe CKD

No dosage adjustment

Limited data for severe CKD

Not recommended with eGFR <15
ml/min per 1.73 m?

No dosage adjustment
Limited data for severe CKD

No dosage adjustment
Limited data for severe CKD




GLP-1 RAs and renal outcomes

Liraglutide reduced the risk of new or worsening nephropathy by 22%
N Engl J Med 2016; 375:311-322

Semaglutide reduced the risk of new or worsening nephropathy by 36%
N Engl J Med 2016; 375:1834-1844

Dulaglutide reduced the composite renal outcome by 15%
Lancet 2019; 394: 121-30

nephropathy defined as new onset of persistent macroalbuminuria (>300 mg/g/24hrs), or
persistent doubling of serum creatinine level and creatinine clearance <45 mL/min/1.73m2, or
the need for continuous renal-replacement therapy (in the absence of an acute reversible
cause), or death due to renal disease

The renal benefit of GLP-1RA was almost entirely driven by reduction in albuminuria and not
by hard renal endpoints such as decline in eGFR, ESRD or kidney-related death.




O aoBevnc poc...

Tithomoinon pumeoaptavne o 300mg x1, tpocOnkn apAodirivne 5
mg x1

Alatipnon petdopuivng

ALaKOTI oLTaYALTTivnG

Evopén SGLT2i, Evapén GLP1 RA pokpag dpaong
Meta ano 6 UAVEC

AN 125/75 mmHg 2® 74 HbAlc 6,5% kpeatwivn 1,5 mg/dl ACR 190
mg/gr, No. 140 mEqg/L K 4 mEq/L



FIGURE 2. HOLISTIC APPROACH FOR IMPROVING OUTCOMES IN

PATIENTS WITH DIABETES AND CHRONIC KIDNEY DISEASE

LI S

Lifestyle
Healthy diet Physical activity Smoking cessation
RAS inhibitor at maximum
First-line tolerated dose (if HTN*)
drug therapy ]

Regular reassessment
of glycemia, albuminuria,
BP, CVD risk, and lipids

l

Dihydropyridine CCB

Additional and/or diuretic* if

risk-based needed to achieve

therapy individualized
BP target

" #GoE

Steroidal MRA if
needed for resistant
hypertension
if eGFR >45

)

Weight management

Regular
risk factor
reassessment
(every 3-6
months)

g

Moderate- or
high-intensity statin

@

l l

Antiplatelet Ezetimibe, PCSK9i,
agent for or icosapent ethyl if
clinical ASCVD indicated based on

a ASCVD risk and lipids

@

[l T2D only

All patients
(T1Dand T2D)




Steroidal vs Nonsteroidal MRAs

Steroidal MRAs Nonsteroidal MR

Splr0n0|aCt0ne Ep|eren0ne Qcel I urenone’ csSaxerenone

0 N

. 5 -
- do

o” >N

*Ocedurenone is being investigated for uncontrolled hypertension in advanced CKD. Anararenonel
fApararenone has been discontinued for the treatment of hypertension. - et
tEsaxerenone is available only in Japan and approved for treatment of hypertension.
Kintscher U, et al. Br J Pharmacol. 2022;179:3220-3234.

T



Finerenone is a novel, bulky, nonsteroidal and selective MR antagonist that is
different from available steroidal drugs'-3

Aldosterone antagonists Finerenone
/’:‘ f,/"’_,_
/ /
Spironolactone . Eplerenone ‘” Finerenone (ﬂ
7 : \1
& ) 4 %ﬂ ik =} W)
Structural properties Flat (steroidal) Flat (steroidal) Bulky (nonsteroidal)’®
Potency to MR High#10 Moderate!419 High'210
Selectivity to MR Low#10 Moderate*° High'-210
CNS penetration Yes Yes No based on preclinical data3
Sexual side effects Yes (gynecomastia)* Less than spironolactone* No signal in phase Il studies”?
Hyperkalaemia Yes* Yes* Moderately increased’-?
Tissue distribution Kidney > heart (at least 6-fold)é-1° Kidney > heart (~3-fold)®" Balanced distribution (1:1)é.10
Based on preclinical data and
MR, mineralocorticoid receptor ARTS phase Il programme

1. Barfacker L, et al. ChemMedChem 2012;7:1385-1403; 2. Pitt B, et al. Eur J Heart Fail 2012;14:668—-675; 3. Kolkhof P, et al. J Cardiovasc
Pharmacol 2014;64:69-78; 4. Sica DA. Heart Fail Rev 2005;10:23-29; 5. Amazit L, et al. J Biol Chem 2015;290:21876—21889; 6. Kolkhof P, et al.
Curr Opin Nephrol Hypertens 2015;24:417-424; 7. Pitt B, et al. Eur Heart J 2013;34:2453-2463; 8. Bakris GL, et al. JAMA 2015;314:884—-894; 9.
Filippatos G, et al. Eur Heart J 2016;37:2105-2114; 10. Kolkhof P, et al. Handb Exp Pharmacol. 2017;243:271-305



Selective Nonsteroidal MRAs Inhibit Inflammation and Fibrosis,

Decreasing Progression of CKD

3 Drivers of CKD Progression in T2D Selective, nonsteroidal MRASs inhibit inflammation and

RERDT T g fibrosis and protect against progressive renal and CV
Inflammation and fibrosis dysfunction in preclinical modelsi¢!

kI 4 16 - X .

MO Shac (e \ Tarfairan
NOL Speciica | y laldelelu
reatments thus fan<—i

Nonsteroidal MRA

Inhibition of i

inflammation
and fibrosis
> *‘(‘{

Hemodynamic _

Elevated blood Metabolic — .
pressure and/or Poor glycemic ARTS-DN trial in patients
intraglomerular control with CKD and T2D:

pressure Improvement of albuminuria

Is independent of measured
changes in BP!"

DNA

MR, mineralocorticoid receptor; MRA, mineralocorticoid receptor antagonist.

a. Alicic RZ, et al. Clin J Am Soc Nephrol. 2017;12:2032-2045; b. Mora-Fernandez C, et al. J Physiol. 2014;18:3997-4012; c. Bauersachs J, et al. Hypertension. 2015:65:257-263; d. Alicic RZ,

et al. Adv Chronic Kidney Dis. 2018;25:181-191; e. Agarwal R, et al. Eur Heart J. 2021:42:152-161; f. Bakris GL, et al. JAMA. 2015;314:884-894: g. Bakris GL, et al. Am J Nephrol.
2019:50:333-344.



FIGARO-DKD and FIDELIO-DKD investigated the effects of finerenone
on kidney and CV outcomes in over 13,000 patients with CKD and T2D"?

Run-in Screening
period period
4-16 weeks

\ Maximum tolerated dose of ACEi/ARB

Finerenone 10 mg od or 20 mg od*

Initial dosing of study drug based on eGFR at screening; during the
study, dosing was guided by serum [K*] levels and eGFR changes

[®] FIGARO-DKD!'

®

Lo 7437

o E

§ 8 [69) FIDELIO-DKD?
i 5734

@ FIGARO-DKD'

(@9)] FIDELIO-DKD?

/®\ FIDELITY?

w Prespecified pooled analysis

Clinical
efficacy
primary
endpoint

l'&v Composite endpoint:

/7
€3

Key
secondary
endpoint

in FIDELIO-DKD

Time to CV death, non-fatal
MI, non-fatal stroke or HHF

Same as primary endpoint

Composite endpoint:

Time to kidney failure,?
sustained =240% eGFR decline
or renal death

€3

X
%

Same as primary endpoint
in FIGARO-DKD

Key outcomes

l'% CV composite:

m Time to CV death, non-fatal

MI, non-fatal stroke or HHF

57% kidney composite:
Time to kidney failure,*
sustained 257% eGFR
decline or renal death

*Patients received an initial dose of finerenone of 10 mg od or 20 od based on an eGFR at the screening visit of 25—<60 or 260 ml/min/1.73 m?, respectively."? Up-titration to
finerenone 20 mg od was permitted at any time after visit 2 (month 1); down-titration to finerenone 10 mg od was permitted at any time after start of treatment. Dose titrations
were initiated in response to changes in potassium and eGFR'"2 #kidney failure defined as initiation of chronic dialysis for 290 days or kidney transplantation or sustained

eGFR <15 ml/min/1.73 m2.23

ACEIi, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; CV, cardiovascular; eGFR, estimated glomerular filtration rate; HHF, hospitalisation for heart

39

failure; [K*], potassium concentration; Ml, myocardial infarction; od, once daily; R, randomisation

1. Ruilope LM, et al. Am J Nephrol 2019;50:345-356; 2. Bakris GL, et al. Am J Nephrol 2019;50:333-344; 3. Agarwal R, et al. Eur Heart J 2022;43:474—-484




The finerenone phase Ill programme included patients across the
spectrum of CKD severity

Albuminuria categories
(mg albumin/g creatinine)’

@ FIGARO-DKD (N=7437)2

A1 A2 A3

Normal to mildly Moderately Severely

increased increased increased Mean eGFR*: 67.8 ml/min/1.73 m?
Median UACR*: 312 mg/g

>300-<5000

@) FIDELIO-DKD (N=5734)°

Mean eGFR*: 44.3 ml/min/1.73 m?2
Median UACR*: 851 mg/g

w

_— /®©\ FIDELITY (N=13,171)*
@ Prespecified pooled analysis

(o2}
v
(]
o

Mean eGFR*: 57.6 ml/min/1.73 m?
Median UACR*: 515 mg/g

rently indicated for the treatment of CKD (stage 3 and 4 with
h T2D in adults. EMA approval is based on FIDELIO-DKD data only

.
Q2

r filtration rate; UACR, urine albumin-to-creatinine ratio
\g Global Outcomes (KDIGO). Kidney Int 2020;98:S1-S115; 2. Ruilope LM, et al. Am J Nephrol 2019;50:345-356;
phrol 2019;50:333-344; 4. Agarwal R, et al. Eur Heart J 2022;43:474-484

—_

eGER categories (ml/min/1.73 m )




FIDELIO-DKD was a randomised, double-blind, @) FIDELIO-DKD
event-driven, placebo-controlled phase lll trial

13,911 patients enrolled

5734 patients randomised

Post-treatment
follow-up

Finerenone (initial dose 10 or 20 mg od¥)

Screening

Post-treatment
follow-up

4-16 weeks

Optimisation of ACEi or
ARB therapy

<2 weeks Placebo (initial dose 10 or 20 mg od?)

Hierarchical endpoints

1. Kidney composite 2. CV composite Death from any cause

Time to kidney failure, Time to CV death, — Vl\ Hospitalisation for any cause
sustained 240% decrease non-fatal Ml,

in eGFR from baseline, or non-fatal stroke Change in UACR

renal death or hospitalisation for HF

mSecond kidney composite

*Randomisation was stratified by region (North America, Latin America, Europe, Asia or Other), eGFR category at screening visit (25-<45, 45—<60, or 260
ml/min/1.73 m?) and albuminuria category at screening visit (‘moderately increased’ or ‘severely increased’); *up-titration of study drug was encouraged after visit 2
provided potassium value was 4.8 mmol/l or less and eGFR was stable; down-titration was allowed any time after treatment initiation for safety reasons
HF, heart failure; UACR, urine albumin-to-creatinine ratio

41 Bakris GL, et al. N Engl J Med 2020;383:2219-2229



In addition to maximum tolerated RAS therapy, finerenone [9] FIDELIO-DKD
significantly reduced the primary kidney outcome by 18%

Kidney failure*, sustained 240% decrease in eGFR from baseline, or renal death#

__ 407 HR=0.82 (95% Cl 0.73-0.93) Placebo 600/2841 (21.1%)
) p=0.001
S 30-
S NNT after 3 years = 29
% (95% CI 16-166) Finerenone 504/2833 (17.8%)*
S 20
(<]
2
5
5 10
€
=)
o
0 T T 1 T T T T 1
0 6 12 18 24 30 36 42 48
No. at risk Time to first event (months)
Finerenone 2833 2607 1808 787 83
Placebo 2841 2586 1758 792 82

*ESKD or an eGFR <15 ml/min/1.73 m?; *events were classified as renal death if: (1) the patient died; (2) KRT had not been initiated despite being clinically
indicated and (3) there was no other likely cause of death; *fnumber of patients with an event over a median of 2.6 years of follow-up
Cl, confidence interval; ESKD, end-stage kidney disease; HR, hazard ratio; NNT, number needed to treat; RAS, renin—angiotensin system

42 Bakris GL, et al. N Engl J Med 2020;383:2219-2229



FIGARO-DKD is the second phase Il trial in the finerenone [®] FIGARO-DKD
clinical programme

19,381 patients enrolled’

7437 patients randomised'’

Post-treatment

Finerenone (initial dose 10 or 20 mg od¥) follow-up

Screening

4-16 weeks <2 weeks Placebo Post-treatment
Optimisation of ACEi or follow-up
ARB therapy

Hierarchical endpoints

1. CV composite 2. Kidney composite Hospitalisation for any cause

Time to CV death, Death from any cause

non-fatal Ml,
non-fatal stroke
or hospitalisation for HF

Time to kidney failure,
sustained 240% decrease _
in eGFR from baseline, Change in UACR

or renal death
mSecond kidney composite

*Randomisation was stratified by region (North America, Latin America, Europe, Asia or other), eGFR category at screening visit (25-<45, 45—<60, or 260
ml/min/1.73 m?) and albuminuria category at screening visit (‘moderately increased’ or ‘severely increased’) and history of CV disease (present or absent)
43 Pitt B, et al. N Engl J Med 2021;385:2252—-2263




On top of maximum tolerated RAS therapy, finerenone

[®] FIGARO-DKD

significantly reduced the risk of the primary CV outcome by 13%

Time to CV death, non-fatal MI, non-fatal stroke or HHF

44

20
HR=0.87 (95% CI 0.76—0.98)

p=0.03

NNT At 3.5 years = 47
1(95% Cl 26—-226)
ARR =2.1% at 42 months

-
(&)
|

Cumulative incidence (%)
o

Placebo: 519/3666 (14.2%)*

Finerenone: 458/3686 (12.4%)*

5 —
0 I | |
0 6 12 18 24 30 36
Time to first event (months)
No. at risk
Finerenone 3686 3600 3517 3427 3320 2781 2184
Placebo 3666 3577 3479 3389 3267 2730 2125

*Number of patients with an event over a median of 3.4 years of follow-up
ARR, absolute risk reduction
Pitt B, et al. N Engl J Med 2021;385:2252—-2263

42 48 54
1712 1093 598
1657 1076 585



FIDELITY" is a large individual patient data meta-analysis of (SN FIDELITY
FIDELIO-DKD? and FIGARO-DKD?

513,171 patients randomised* 3 years’ median follow-up

Finerenone 10 or 20 mg od*

GFR

(ml/min/1.73

non-fatal stroke, or HHF
*13,026 patients were included in the statistical anaIyS|s ( 1 5_29 :luded due to critical GCP violations); #10 mg if screening eGFR 25-<60 ml/min/1.73 m?;

o - -
57% eGFR kidney composite
20 mg if 260 ml/min/1.73 m?, up-titration encouraged fro rrum [K*] <4.8 mEq/l and eGFR stable; *kidney failure defined as either ESKD (initiation of

Key eligibility criteria UACR (mg /g Key outcomes
Time to kidney failure,* sustained @
chronic dlaIyS|s for 290 days or kldney transplant) or sust se in eGFR <15 ml/min/1.73 m?

v "

@ CKD Time to CV death, non-fatal MI,

) On a single RAS;

@ Serum [K*] £4.8 mmol 4559

@ Symptomatic HFrEF . . 257% decrease in eGFR from
baseline, or renal death

yl J Med 2020;383:2219-2229; 3. Pitt B, et al. N Engl J Med 2021;385:2252—-2263



The FIDELITY primary analysis showed significant risk (&) FioELITY
reductions in CV and kidney outcomes with finerenone

CV composite

Time to CV death, non-fatal Ml, non-fatal stroke or HHF

Kidney composite

Time to kidney failure$, sustained 257% decrease in
eGFR from baseline or kidney-related death

N
(@]

< HR0=8§168(95% C1 0.78-0.95) & 257 HR=0.77 (95% CI 0.67-0.88)
> _ | p=0. © =0.0002
g 20 Placebo: 939/6507 (14.4%)* 8 204 P
3 15 - NNT after 3 years = 46 § | NNT after 3 years = 60
G (95% CI 29-109) S 157 (95% Cl 38-142)
= = Placebo: 465/6507 (7.1%"*
$ 107 Finerenone: 825/6519 (12.7)¢ 210+
s s K
g 2 ° Finerenone: 360/6519 (5.5%)*
=}
0 0 = 1 1 1 1 1 1 1 1 3 0 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Months since randomisation Months since randomisation
No. at risk* No. at risk
Finerenone 6519 6360 6202 6009 5273 4207 3065 2187 1087 Finerenone 6519 6291 6107 5848 5027 3973 2815 2024 959
Placebo 6507 6330 6125 5938 5184 4147 2969 2135 1082 Placebo 6507 6292 6071 5815 4949 3932 2798 1988 962
1 40/ reduced risk of CV morbidity and 2 3 (0 reduced risk of CKD progression$
0 mortality vs placebo 0 vs placebo
(HR=0.86; 95% CI1 0.78-0.95) (HR=0.77; 95% CI 0.67-0.88)

*cumulative incidence calculated by Aalen—Johansen estimator using deaths due to other causes as competing risk; “number of patients with an event over a
median of 3.0 years of follow-up; *at-risk subjects were calculated at start of time point;SESKD or an eGFR <15 ml/min/1.73 m?, events were classified as renal

death if: (1) the patient died; (2) kidney replacement therapy had not been initiated despite being clinically indicated; and (3) there was no other likely cause of
death

46 Agarwal R, et al. Eur Heart J 2022;43:474-484



In FIDELITY, finerenone increased hyperkalaemia, but the (&) FioELITY
clinical impact was minimal

Investigator-reported hyperkalaemia AEs™’

20 - M Finerenone (n=6510) M Placebo (n=6489)

-
(@)
1

912 (14,0%)

AEs with clinical consequences

448 (6,9%)

Patients (%)
S

110 (1,7%)

38 (0,6%)

0- 0 (0%) 0 (0%)
Any hyperkalaemia Hyperkalaemia leading Hyperkalaemia leading
to permanent discontinuation to death

With a robust serum [K*] management strategy guided by regular serum [K*] monitoring, there were

no hyperkalaemia-related deaths in over 13,000 patients over 3 years median follow-up

*Investigator-reported AEs using the MedDRA preferred terms ‘hyperkalaemia’ and ‘blood potassium increased’
MedDRA, Medical Dictionary for Regulatory Activities
Agarwal R, et al. Eur Heart J 2022;43:474-484



COMPREHENSIVE CARE IN PATIENTS WITH
DIABETES AND CKD

Recommendation 1.4.1: We suggest a nonsteroidal mineralocorticoid receptor
antagonist with proven kidney or cardiovascular benefit for patients with T2D, an eGFR
225 ml/min per |.73 m? normal serum potassium concentration, and albuminuria (230
mg/g [2 3mg/mmol]) despite maximum tolerated dose of RAS inhibitor (RASI) (2A).

K+ <4.8 mmol/l K*4.9-5.5 mmol/I K*>5.5 mmol/I

« Hold finerenone
« Consider adjustments to diet or concomitant

+ Continue finerenone 10 mg or 20 mg
+ Monitor K* every 4 months

+ Initiate finerenone
- 10 mg daily if eGFR 25-59 ml/min per 1.73 m?

- 20 mg daily if eGFR =60 ml/min per 1.73 m?

« Monitor K* at 1 month after initiation and then every 4
months

« Increase dose to 20 mg daily, if on 10 mg daily

» Restart 10 mg daily if previously held for hyperkalemia and
K* now <5.0 mmol/I

medications to mitigate hyperkalemia

« Recheck K*
« Consider reinitiation if/when K* <5.0 mmol/I




3 Pillars of Therapy to Reduce Cardiorenal Risk

I
|
|

NS-MRA

I RAS blockade
I SGLT2 inhibitor

NS-MRA, nonsteroidal mineralocorticoid antagonist.



A CKD diagnosis in DM...

Doctor (| You have
says Chronic
Kidney
Disease

Doctor
means Your chances
of dying by
this time next
year are 2-7TX
higher than
your buddies

Patient
Yes, | have understands
had back pain
for a long
time

EYXAPIZTQ
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