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| About Kerendia

an actual patie

What is Kerendia and who is it for?"”

Kerendia is a non-steroidal mineralocorticoid receptor antagonist indicated to delay progressive decline of
kidney function and to reduce the risk of CV mortality and morbidity in adults with CKD associated with
T2D (with albuminuria), in addition to standard of care.

Kerendia can be added to background therapy of ACEi or ARB and any glucose-lowering medications.

ACEi: angiotensin-converting enzyme inhibitor. ARB: angiotensin receptor blocker. CKD: chronic kidney disease. CV: cardiovascular.
T2D: type 2 diabetes.




Drivers of CKD in T2D progression+®

Haemodynamic*®
(elevated BP and/or
intraglomerular pressure)

Metabolic*®
7 (poor glycaemic control)

kV\// Inflammation
g@ and fibrosis*®

Standard of care therapies
for patients with CKD and
T2D primarily target
haemodynamic and
metabolic factors. There
is growing evidence

that pathophysiological
overactivation of the
mineralocorticoid

receptor (MR) leads to
inflammation and fibrosis
and is a key driver of the
progression of CKD and
its associated morbidity.

Kerendia is the first and only non-steroidal MRA approved to delay
the progression of CKD in patients with T2D!
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With no affinity to other
hormone receptors, Kerendia
selectively blocks:?

« MR overactivation —
» MR-medisted sodiem reabsorption

» Expression of pro-inflammatony
and pro-fibrotic mediators

Kerendia selectively and potenthy
blocks MR overactivation in the
heart and kidneys

BP: blood pressure. CKD: chronic kidney disease. MR: mineralocorticoid receptor. MRA: mineralocorticoid receptor antagonist. T2D: type 2 diabetes.



Kerendia was evaluated in two large phase 3 studies
involving >13,000 patients with early-to late-stage CKD”

FIGARO-DKD TRIAL m
(CV-FOCUSED)? FIGARO-DKD TRIAL w

Primary composite endpoint:

CV death CV mortality and morbidity
Non-fatal Ml (N=7437)%

Non-fatal stroke FIDELITY @

HF hospitalisation
} Prespecified pooled analysis

_ *7
A T FIDELIO-DKD TRIAL (N=13.171)

Primary composite endpoint:

e Kidney failure Kidney failure and
e Sustained decline of 240% disease progression
in eGFR (N=5734)*2

e Kidney death

*2.4% of patients had baseline eGFR <25 mL/min/1.73 m? in the FIDELIO-DKD trial, and 0.4% in the FIGARO-DKD trial; 0.4% of patients had
baseline UACR <30 mg/g in the FIDELIO-DKD trial, and 2.8% in the FIGARO-DKD trial.??

CKD: chronic kidney disease. CV: cardiovascular. eGFR: estimated glomerular filtration rate. HF: heart failure. MI: myocardial infarction.



I Select inclusion and exclusion criteria®

‘. @ Key exclusion criteria

Chronic heart failure with reduced
ejection fraction and persistent symptoms
(New York Heart Association class II-1V)

@ Key inclusion criteria

UACR 3.4 to 33.9 mg/mmol with
eGFR 25 to <60 mL/min/1.73 m?
and diabetic retinopathy™

or

UACR 33.9 to 565 mg/mmol with

: %
SOAR 2550 <7/ 3 [l 72 [ Known significant non-diabetic

kidney disease

UACR 3.4 to 33.9 mg/mmol with
eGFR 25 to 90 mL/min/1.73 m?'

or

UACR 33.9 to 565 mg/mmol with
eGFR =60 mL/min/1.73 m?t

Both trials had to have serum potassium
<4.8 mmol/L at screening

Eligible patients were adults (aged = 18 years) with T2D and CKD treated with a maximum tolerated
labelled dose of ACEi or ARB.”

*These are criteria for the FIDELIO-DKD trial only.
These are criteria for the FIGARO-DKD trial only.

ACEi: angiotensin-converting enzyme inhibitor. ARB: angiotensin receptor blocker. CKD: chronic kidney disease. eGFR: estimated glomerular
filtration rate. T2D: type 2 diabetes. UACR: urine albumin-to-creatinine ratio.



I What clinical benefits does Kerendia provide?

Kerendia demonstrated positive CV and renal outcomes vs placebo®’

In the FIGARO-DKD trial, on top of standard of care compared to placebo, Kerendia reduced the risk of
CV events in adult patients with CKD associated with T2D vs placebo.?

2.1% ARR*
13% RRR (95% Cl: 0.4-3.8)
HR=0.87 NNT: 47*

(95% Cl: 0.76-0.98)

0, . -
L (95% Cl: 26-226)

*Based on a 3.5-year time point.37

In the FIDELIO-DKD trial, on top of standard of care compared to placebo, Kerendia significantly slowed
CKD progression in adult patients with CKD associated with T2D vs placebo.?

3.4% ARRt
18% RRR (95% Cl: 0.6-6.2)
HR=0.82 NNT: 29t

(95% CI: 0.73-0.93)
P=0.001

(95% Cl: 16-166)

'Based on a 3-year time point.?”

ARR: absolute risk reduction. Cl: confidence interval. CKD: chronic kidney disease. CV: cardiovascular. HR: hazard ratio. NNT: number needed to treat.
RRR: relative risk reduction. T2D: type 2 diabetes.



What are the potential side effects associated
with Kerendia?

The safety profile of Kerendia was demonstrated in a clinical trial program with >13,000 adult patients
across 2 clinical trials. Overall, treatment-emergent adverse events were not more frequent with
Kerendia vs placebo.>?”

Treatment-emergent AEs (%) Kerendia % (n=6510) Placebo % (n=6489)

Any AE 86.1 (5602) 86.4 (5607)

Any serious AE 31.6 (2060) 33.7 (2186)

The most commonly reported AE with Kerendia was hyperkalaemia

Hyperkalaemia (investigator-reported) 14.0 (912) 6.9 (448)
Hypotension 4.6 (302) 3.9 (194)
Hyperuricaemia 5.1 (333) 3.9 (255)
GFR decrease 5.3 (348) 4.2 (274)

Hormonal symptoms were similar between Kerendia and placebo

Reproductive system and

breast disorders 5.6 (362) 5.6 (361)
Breast hyperplasia 0 <0.1 (5)
Gynaecomastia 0.1 (8) 0.2 (11)

Please refer to the Product Information for full details of adverse events.

AE: adverse event. GFR: glomerular filtration rate.



I What can you expect from treatment with Kerendia?

Treatment with Kerendia is associated with changes in UACR, eGFR and serum potassium. The following
pages provide more detailed information about what your patients may experience.?”

@ In the FIDELIO study

Kerendia led to a 31% greater reduction in UACR from baseline vs
placebo by month 4 in adult patients with CKD and T2D?

In an exploratory data analysis vs placebo’

—— Kerendia + standard of care (n=2831)
12 eees Placebo + standard of care (n=2840)
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Months Since Randomisation

On top of standard of care
Geometric mean UACR (mg/mmol) at baseline + geometric SD:

Kerendia: 90.26 = 0.3
3 1(%) Placebo: 92.06 + 0.3

At 4 months?

(95% Cl: 0.66-0.71)

ClI: confidence interval. CKD: chronic kidney disease. eGFR: estimated glomerular filtration rate.
SD: standard deviation. T2D: type 2 diabetes. UACR: urine albumin-to-creatinine ratio.




In the FIDELIO study

Adult patients on Kerendia experienced an initial decrease in eGFR
(mean 2 mL/min/1.73 m?) that attenuated over time vs placebo’

Mean change in eGFR (mL/min/1.73 m? [95% CI])*

>
>

—— Kerendia (n=2799)
...... Placebo (n=2800)

............. Mean change from Month 4 to permanent
......... discontinuation or end of study:
........... Kerendia: -2.66 (-2.96 to -2.36)
.......... Placebo:-3.97 (-4.27 to -3.66)

Mean change from baseline to Month 4: ¢,
Kerendia: -3.18 (-3.44 to -2.91) )
Placebo: -0.73 (-1.03 to -0.44)
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-124  Mean eGFR at baseline + SD: .
Kerendia: 44.4+12.5 mL/min/1.73m2 e

149 placebo: 44.3+12.6 mL/min/1.73 m?
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Months Since Randomisation

*east-squares mean change from the baseline level in the full analysis set.®

Cl: confidence interval. eGFR: estimated glomerular filtration rate. SD: standard deviation.



@ In the prespecified pooled FIDELITY analysis (n=13171)°

Incidence of hyperkalaemia did increase with Kerendia, but with minimal
clinical impact’

Investigator-reported hyperkalaemia adverse events

25 —
B Kerendia (n=6510) B Placebo (n=6489)
o
c
& 20—
:
[ 912
S 15 - (14.0) Max difference in mean
£ = . o
£ AEs with clinical consequences Kserum. [K+] between |
9 7 erendia and placebo
=
2 < 10 —
3 0.19
2 mmol/L
.5 54 at Month 4
E 110
(1.7) 38
(0.6) 0 0 Hyperkalaemia risk factors:
_ L High baseline [K+], lower eGFR,

. I . . I . . | higher UACR, B-blocker use®
Any hyperkalaemia Hyperkalaemia leading Hyperkalaemia leading

to permanent discontinuation to death

*The change in serum potassium from baseline was 0.21 mmol/L with finerenone and 0.02 mmol/L with placebo; the mean serum potassium
was stable over time thereafter.

AE: adverse event. eGFR: estimated glomerular filtration rate. UACR: urine albumin-to-creatinine ratio.



I Prescribing considerations for use of Kerendia’

See Dose and Method of Administration section of the Product
Information for more details

CONTRAINDICATIONS HYPERKALAEMIA

e Hypersensitivity to the active substance or to Those patients at high risk of developing
any of the excipients hyperkalaemia include those with:
e Taking concomitant medications that are e LoweGFR

strong CYP3A4
e Higher serum potassium
e Adrenal insufficiency
e Previous episodes of hyperkalaemia

CONCOMITANT MEDICATIONS PREGNANCY AND LACTATION

e Avoid: potassium-sparing diuretics (e.g., e Usein pregnancy (category D)
amiloride and triamterene), and other
mineralocorticoid receptor antagonists (e.g., e Kerendia should not be used during
eplerenone and spironolactone) pregnancy unless there has been careful
consideration of the benefit for the mother
e Caution: potassium supplements, and the risk to the foetus

trimethoprim or trimethoprim
sulfamethoxazole

Breastfeeding should be discontinued if the
use of Kerendia is considered essential

CYP3A4: cytochrome P450 3A4. eGFR: estimated glomerular filtration rate.



I How are Kerendia doses administered and managed?’

This section describes how to add once-daily Kerendia to your patients’ current treatment regimen and the
importance of regular monitoring of eGFR and potassium to manage and adjust the doses.

@ Measure serum potassium to determine if Kerendia is appropriate

If serum potassium <4.8 mmol/L ) @ Kerendia can be initiated

If serum potassium >4.8 to 5.0 mmol/L* ) @ Initiation of Kerendia can be considered

*Kerendia may be considered with additional serum potassium monitoring within the first 4 weeks based on patient characteristics.

@ Measure eGFR to determine the appropriate starting dose of Kerendia

=260 mL/min/1.73 m?

The recommended target dose of Kerendia is 20 mg

) “ Initiate 20 mg OD starting dose

=25 to <60 mL/min/1.73 m? ) w Initiate 10 mg OD starting dose

<25 mL/min/1.73 m? ) X Initiation not recommended

Not actual size.

eGFR: estimated glomerular filtration rate. OD: once daily.



@ Regularly monitor eGFR and serum potassium to adjust doses appropriately

e |nitiation of treatment
e Restarting treatment
e Increase in dose

Serum potassium and eGFR must be
remeasured 4 weeks after:

Dose adjustment

Current serum | aasilL Current Kerendia dose
(mmol/L)

X, N — . —
For patients on 10 mg once daily, increase the dose

to 20 mg once daily if eGFR has not decreased
>30% compared to the prior measurement.

Not actual size.

::4 8-55 Maintain current dose

Withhold treatment
Restart at 10 mg once daily when
[K+] is =5.0 mmol/L

In patients with end-stage renal disease (eGFR <15 mL/min/1.73m?), continue Kerendia treatment
with caution regarding serum potassium levels as clinical experience is limited.!

Missed dose’
e A missed dose should be taken as soon as the patient notices, but only on the same day

e The patient should not take 2 doses to make up for a missed dose

eGFR: estimated glomerular filtration rate.



PBS listing criteria

Diagnosis of chronic kidney disease with type 2 diabetes. Chronic kidney disease, defined as
abnormalities of at least one of: (i) kidney structure, (ii) kidney function, present for at least 3
months, prior to initiating treatment with this drug, AND

Patient must not have known significant non-diabetic renal disease, prior to initiating
treatment with this drug, AND

Patient must have an estimated glomerular filtration rate of 25 mL/min/1.73 m? or greater,
prior to initiating treatment with this drug, AND

Patient must have a urinary aloumin-to-creatinine ratio of 200 mg/g (22.6 mg/mmol) or
greater, prior to initiating treatment with this drug, AND

Patient must discontinue treatment with this drug prior to initiating renal replacement therapy,
defined as dialysis or kidney transplant, AND

Patient must be stabilised, for at least 4 weeks, on either: (i) an ACE inhibitor or (ii) an
angiotensin |l receptor antagonist, unless medically contraindicated, prior to initiation of
combination therapy with this drug, AND

The treatment must be in combination with an SGLT2i unless medically contraindicated or
intolerant, AND

Patient must not be receiving treatment with another selective nonsteroidal mineralocorticoid
receptor antagonist, a renin inhibitor or a potassium-sparing diuretic, AND

Patient must not have established heart failure with reduced ejection fraction with an
indication for treatment with a mineralocorticoid receptor antagonist.

ACE: angiotensin-converting enzyme. SGLT2i: sodium-glucose cotransporter-2 inhibitor.



AUTHORITY REQUIRED PBS ITEM NO. OF

(STREAMLINED: 14097) CODE REPEATS
Finerenone 10 mg tablet, 28 13335W 1 28 5
Finerenone 20 mg tablet, 28 13316W 1 28 5
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PBS information: Authority Required (STREAMLINED). Refer to PBS Schedule for full authority information.

Please refer to the full Product Information (PI) before prescribing. Pl can be
accessed by scanning the QR code or available on request by calling Medical
Information on 1800 008 /57.

This medicinal product is subject to additional monitoring in Australia. This will allow quick identification of new safety information.
Healthcare professionals are asked to report any suspected adverse events at www.tga.gov.au/reporting-problems.

Minimum Product Information Kerendia® (finerenone) INDICATIONS: Kerendia is indicated to delay progressive decline of kidney
function and to reduce the risk of cardiovascular mortality and morbidity in adults with chronic kidney disease (with albuminuria)
associated with type 2 diabetes, in addition to standard of care. CONTRAINDICATIONS: Patients taking concomitant medications
that are strong CYP3A4 inhibitors (e.g., itraconazole, ketoconazole, ritonavir, nelfinavir, cobicistat, clarithromycin, telithromycin and
nefazodone); patients with adrenal insufficiency. SPECIAL WARNINGS AND PRECAUTIONS: Hyperkalaemia (initiation of Kerendia
treatment is not recommended if serum potassium > 5.0 mmol/L); hepatic impairment (avoid use in severe); renal impairment (initiation
not recommended in estimated glomerular filtration rate (eGFR) < 25 mL/min/1.73m?; continue treatment with caution monitoring serum
potassium levels in patients with end stage renal disease (eGFR < 15 mL/min/1.73 m?); paediatric patients (not recommended); pregnancy
(Category D) and lactation. See full Pl for details. INTERACTIONS WITH OTHER MEDICINES: Avoid concomitant use with: potassium-
sparing diuretics (e.g., amiloride, triamterene); other mineralocorticoid receptor antagonists (MRAs) (e.g., eplerenone, spironolactone);
strong CYP3A4 inducers (e.g., rifampicin, carbamazepine, phenytoin, phenobarbital, St John’s Wort) or moderate CYP3A4 inducers (e.g.,
efavirenz); and grapefruit or grapefruit juice. Use with caution and monitor serum potassium when taken concomitantly with: potassium
supplements; trimethoprim, or trimethoprim-sulfamethoxazole; moderate and weak CYP3A4 inhibitors (e.g., moderate: erythromycin
and verapamil; and weak: amiodarone and fluvoxamine). See also Contraindications above. See PI for full details. ADVERSE EFFECTS:
Please refer to Pl for a complete list. Very common and common adverse reactions (= 1%) include: hyperkalaemia, hyperuricemia,
hyponatremia, hypotension and glomerular filtration rate decrease. DOSAGE AND ADMINISTRATION: Dose may be affected by eGFR
and serum potassium levels. The recommended target dose of Kerendia is 20 mg once daily. The recommended starting dosage is 10
mg or 20 mg orally once daily based on eGFR and serum potassium levels. See PI for full details. BASED ON Pl DATED: 02 Aug 2023.

References: 1. Kerendia Product Information. 2. Bakris GL, et al. N Engl J Med 2020;383(23):2219-2220. 3. Pitt B, et al. N Engl J
Med 2021;385(24):2252-2263. 4. Alicic RZ, et al. Clin J Am Soc Nephrol 2017;12(12): 2032-2045. 5. Mora-Fernandez C, et al. J
Physiol 2014;18:3997. 6. Bauersachs J, et al. Hypertension 2015;65(2):257-263. 7. Agarwal R, et al. Eur Heart J 2022;43(6):474-484.
8. Supplement to: Bakris GL, et al. N Engl J Med 2020;383:2219-29. 9. Agarwal R, et al. ] Am Soc Nephrol 2022;33:225-237.
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