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Pathology of DKD S I Course of DKD

Normal
filration | Hyperfitraion at | Normal ftration
Phaso 1 | whole-kidneylevel |  Phase2 | Hypofiliration

Urinary albumin excretion (mg/24 hours)

Whole kidney GFR (ml/min/1.73 m?)

o
( - : ~Nephron mass IRGEM00%
Kimmelstiel-Wilson nodules
Creatinine: 2.1 mg/dl, UPCR: 9 g/g

Anal Transition Rate of DKD Y Pathogenesis of DKD

Hemodyanamic factor

NO bioavailability, COX-2 prostanoids, Atrial natiuretic peptide, RAAS, Endothelin
Metabolic pathways

PPAR signaling, p38 MAPK, TGF-B, IGF-1, mitochondria injury
Inflammatioin

mTOR, chemokine signal, NF-kappa B, complement and coagulation, apoptosis
Oxidative stress

ROS

Genetic

APOL1, HNF1R, miRNA, apoptosis

Epigenetics

DNA methylation, Histone post-translational modifications, noncoding RNA

HNF1R gene mutation
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Tarun, Tushar, et al “Updates on New Therapies for Patents

FIDELIO-DKD trial (N=5674)

Inclusion Criteria

type 2 diabetes

25 < eGFR < 60 mL/min/1.73 m?

with UACR 30~300 mg/g and retinopathy
25 < eGFR < 75 mL/min/1.73 m?

with UACR 300~5000 mg/g

Already on maximal dose of ACE/ARB

Exclusion Criteria

Uncontrolled HbAlc or BP
Non-DM kidney disease
rEFHF NYHA class II-IV
Recent stroke

AKI or dialysis within 12 weeks

Primary Composite Outcome

ESKD, Sustained decrease in eGFR to < 15 mL/min/1.73 m?,
Sustained decrease of 2 40% in eGFR, Death from renal cause

Balis, George L., et ol chronic Kidney disease outcomes in ype o5 New England Journal of Mecicine 383.23
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FIDELIO-DKD trial

A Primary Composite Outcome
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Cumlative Incidence (%)

Months to First Event
No. at Risk

Placebo 2841 2724 2586 2379 178 1248
Finerenone 2833 2705 2607 2397 1808 1274

etes” New England Jourl of Medi

Cumulative Incidence (%)

Months to First Event
No. at Risk

Placebo 284l 2722 2888 219 178 1249
Finerenone 283 606 239 1308 1275
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FIDELIO-DKD trial
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FIGARO-DKD trial (N=7352) Ve FIGARO-DKD trial

A Primary Composite Outcome
0
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Inclusion Criteria Exclusion Criteria

type 2 diabetes Uncontrolled HbAlc or BP

25 <eGFR < 90 mL/min/1.73 m’ Non-DM kidney disease

with UACR 30~300 mg/g rEFHF NYHA class II-IV

eGFR 2 60 mL/min/1.73 Recent stroke

with UACR 300~5000 mg/g AKI or dialysis within 12 weeks
Already on maximal dose of ACEI/ARB

Cumulty

3 7 P %
Primary Composite Outcome Mosths 1o First Event
CV death, Nonfatal MI, Nonfatal stroke, Hospitalization for HF

Pit, Bervam, et s, C Pit, Berwam, e a.“Carciovascular events with finsrenone i ki cisease and type 2 diabetes” New England joumal of medicine 386,24 (
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FIGARO-DKD trial FIGARO-DKD trial
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Finerenone for the Treatment of CKD
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Ongoing study Ongoing study
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Porncipants Treotment orms

Current Guideline for DKD Current Guideline for DKD

Practice Point 1.4.1: Nonsteroidal MRA are most appropriate for patients with T2D who are at high
. risk of CKD progression and cardiovascular events, as demonstrated by persistent albuminuria
: despite other standard-of-care therapies.

L management

Practice Point 1.4.2. A nonsteroidal MRA can be added to a RASi and an SGLT2i for treatment of T2D
and CKD.

Practice Point 1.4.3: To mitigate risk of hyperkalemia, select patients with consistently normal serum

potassium concentration and monitor serum potassium regularly after initiation of a nonsteroidal MRA.

Methemin  SGUUTZnhbioc  RASblcade St

Take home message

Diabetic kidney disease has multiple pathogenesis
pathways.

Multidimensional treatment is required.

Finerenone reduced the risk of composite CV and
kidney outcomes in T2D CKD patients.
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