Switching to ARANESP® from Mircera®
in haemodialysis patients

Maintains Hb levels in real-world clinical practice?

* When switching to ARANESP® from Mircera®,
comparable Hb concentrations were maintained?

May achieve dose efficiencies??®

* When switching to Mircera® from ARANESP®,
a ~20% dose increase was needed to achieve
comparable Hb concentrations between Month 1
to Month 7 after switch™

Considerations when switching?

* When switching to ARANESP® from Mircera®,
the mean dose conversion ratio was 1.06 at time
of switch, and dropped to 0.88 by Month 62

fIn this real-world study, the dose conversion ratio observed between the pre-switch evaluation period (Months -2 and -1 pre-switch)
and the post-switch evaluation period (Months 1—7 post-switch) differs from the starting dose conversion recommended in
the Mircera® Product Information when switching to Mircera® from ARANESP®. It is recommended that subsequent doses are
adjusted as needed to maintain the target Hb concentration. Please refer to the relevant Australian Product Information for full

dosing information.*

Aranesp

(darbepoetin alfa)

PBS INFORMATION: S100. Authority required (STREAMLINED).
Treatment of anaemia requiring transfusion, defined as haemoglobin
levels of less than 100g per L, in patients with intrinsic renal disease as
assessed by a nephrologist.

Use in Gancer: In some studies, use of Erythropoiesis Stimulating Agents (ESASs) to treat anaemia in patients with
cancer has been associated with increased mortality. ESAs should only be used to treat anaemia that has developed as
a result of concomitantly administered chemotherapy, and only when blood transfusion is not considered appropriate.
Haemoglobin levels should not exceed 120g/L.

Refer to full Product Information before prescribing — available from Amgen
Australia Pty Ltd, Ph: 1800 803 638 or visit www.amgen.com.au/Aranesp.Pl.

Minimum PI - Indication: Anaemia treatment - chronic renal failure. Contraindications: Uncontrolled hypertension. Sensitivity to mammalian
cell products, darbepoetin alfa or excipients. Precautions: To reduce the risk of cardiovascular & thrombotic events - use the lowest dose that
will gradually increase the haemoglobin (Hb) concentration to approach a target of not more than 120 g/L; the rate of Hb increase should not
exceed 10 g/L in any 2-week period. Hyporesponsiveness - evaluate for treatable conditions. Growth factor potential. Use in cancer patients.
Hypertension - blood pressure should be controlled prior to therapy. If evidence of Pure Red Cell Aplasia (PRCA) - discontinue treatment. With
PRCA secondary to neutralising antibodies to any erythropoiesis stimulating agent (ESA) - Aranesp® should not be administered. Convulsions.
Iron status should be evaluated. Haematological diseases. Severe Cutaneous Reactions including Erythema multiforme and Stevens-Johnson
Syndrome/Toxic Epidermal Necrolysis - discontinue therapy immediately. Allergic reactions. Pregnancy Category: B3. Caution - breastfeeding.
Paediatric use. Adverse Effects: Very common: hypertension, renal failure chronic, urinary tract infection, hypoglycaemia, dizziness,
nasopharyngitis, headache. Common: injection site pain, thrombosis vascular access, fall, cellulitis, hypotension, sinusitis, contusion, rash, skin
ulcer. Dosage & Administration: Either SC or IV. Use the lowest dose of Aranesp® that will gradually increase the Hb concentration to approach
a target of not more than 120 g/L; the rate of Hb increase should not exceed 10 g/L in any 2-week period. Correction of anaemia & maintenance
of Hb: see full PI. Product Information available upon request.

Mircera® is a registered trademark of F. Hoffman-La Roche AG.
Abbreviations: Cl: confidence interval; DCR: dose conversion ratio; ESA: erythropoiesis-stimulating agent; Hb: haemoglobin.

References: 1. Aranesp® (darbepoetin alfa) Approved Product Information. www.amgen.com.au/Aranesp.Pl. 2. Donck J et al. Adv Ther
2014;31:1155-68. 3. Choi P et al. Adv Ther2013;30:1007-17. 4. Mircera® (methoxy polyethylene glycol-epoetin beta) Approved Product
Information.

For more information on ARANESP®, or to report an adverse event or product complaint involving ARANESP®,

please contact Amgen Medical Information on 1800 803 638 or visit www.amgenmedinfo.com.au. Amgen

Australia Pty Ltd. ABN 31 051 057 428. Sydney NSW 2000. Tel (02) 9870 1333. ARANESP® is a registered AMN
trademark of Amgen. AUS-291-0424-80011. Date of preparation: May 2024. AMAR25511W. Ward6.
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Switching to ARANESP® from Mircera®

(methoxy polyethylene glycol-epoetin beta)
in haemodialysis patients

*ARANESP is always an option to consider for patients with anaemia due to chronic kidney disease.



Switching to ARANESP® from Mircera®
achieved comparable Hb concentrations
in real-world clinical practice®™

*in haemodialysis patients

Hb concentration at monthly intervals was generally stable in the
overall cohort in the post-switch period (primary outcome)?

* Hb concentration rose by <3 g/L from 1 month pre-switch
to 3 months post-switch?

¢ Hb concentration returned towards pre-switch levels
by 6 months post-switch?
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Adapted from Donck et al. 2014.2

TRANSFORM study design: Longitudinal cohort analysis of real-world haemodialysis patients from 42 centres in 7 European
countries who were switched to ARANESP® from Mircera® (N=1027). The primary objective was Hb concentration at monthly

intervals. Secondary outcomes included doses over time and dose conversion ratios.?

When switching to Mircera from ARANESP®,
a ~20% dose increase was required to maintain
Hb levels in real-world clinical practice™

*in haemodialysis patients
* Geometric mean dose conversion ratio (DCR) was 1.17 (95% CI 1.05,
1.29; primary outcome)

¢ Geometric mean weekly doses were 24.1 ug ARANESP® pre-switch
and 28.6 ug Mircera® post-switch

* Mean Hb was 115 g/L pre-switch and 114 g/L post-switch
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Adapted from Choi et al. 2013.°

AFFIRM study design: Retrospective, multi-site, longitudinal cohort analysis of real-world haemodialysis patients from 14 European
centres who switched to Mircera® from ARANESP® and who had comparable mean Hb concentrations in the pre- and post-switch
periods (N=302). The pre-switch period was defined as Months -7 to -1, switch was defined as the date of first administration
of Mircera®, and the post-switch period was defined as Months +1 to +7. The primary outcome was the geometric mean DCR.
Secondary outcomes included Hb concentrations and ESA use during the study period.®

Considerations when switching to ARANESP®
from Mircera®

In real-world clinical practice in haemodialysis patients:?

* Mean DCR at time of switch was 1.06
(95% CI 1.01, 1.1D)

« Mean DCR at Month 6 had decreased to 0.88
(95% CI1 0.83, 0.93)

Mean weekly dose

(bhgd)?
Geometric mean 27.83 29.99 25.57
(95% ClI) (26.36, 29.37) | (28.39, 31.68) | (24.14, 27.09)
n 768 775 769
Dose ratio vs
Mircera®
Geometric mean 1.06 0.88
(95% CI) (1.01, 1.11) (0.83, 0.93)
n 785 770

Adapted from Donck et al. 2014.2

aMean weekly doses were calculated per patient by calculating a mean daily dose for the interval (dividing each dose evenly
between the days bounded by date of administration and the day before the next dose, then taking a mean of these partial doses
for the days in the interval) and multiplying by 7 to convert to a weekly dose; implausible weekly doses >150 pg were excluded.
"Mean weekly dose for the first ARANESP® dose divided by the mean weekly dose of Mircera® at switch.
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Switching to ARANESP® from Mircera®
in haemodialysis patients

Maintains Hb levels in real-world clinical practice?

* When switching to ARANESP® from Mircera®,
comparable Hb concentrations were maintained?

May achieve dose efficiencies??

* When switching to Mircera® from ARANESP®,
a ~20% dose increase was needed to achieve
comparable Hb concentrations between Month 1
to Month 7 after switch™

Considerations when switching?

* When switching to ARANESP® from Mircera®,
the mean dose conversion ratio was 1.06 at time
of switch, and dropped to 0.88 by Month 62

fIn this real-world study, the dose conversion ratio observed between the pre-switch evaluation period (Months -2 and -1 pre-switch)
and the post-switch evaluation period (Months 1-7 post-switch) differs from the starting dose conversion recommended in
the Mircera® Product Information when switching to Mircera® from ARANESP®. It is recommended that subsequent doses are
adjusted as needed to maintain the target Hb concentration. Please refer to the relevant Australian Product Information for full

dosing information.*



Switching to ARANESP® from Mircera®
achieved comparable Hb concentrations
in real-world clinical practice®

*in haemodialysis patients

Hb concentration at monthly intervals was generally stable in the
overall cohort in the post-switch period (primary outcome)?

» Hb concentration rose by <3 g/L from 1 month pre-switch
to 3 months post-switch?

 Hb concentration returned towards pre-switch levels
by 6 months post-switch?
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TRANSFORM study design: Longitudinal cohort analysis of real-world haemodialysis patients from 42 centres in 7 European
countries who were switched to ARANESP® from Mircera® (N=1027). The primary objective was Hb concentration at monthly
intervals. Secondary outcomes included doses over time and dose conversion ratios.?



When switching to Mircera from ARANESP®,
a ~20% dose increase was required to maintain
Hb levels in real-world clinical practice™

*in haemodialysis patients
* Geometric mean dose conversion ratio (DCR) was 1.17 (95% CI 1.05,
1.29; primary outcome)

* Geometric mean weekly doses were 24.1 ug ARANESP® pre-switch
and 28.6 g Mircera® post-switch

* Mean Hb was 115 g/L pre-switch and 114 g/L post-switch
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Adapted from Choi et al. 2013.°

AFFIRM study design: Retrospective, multi-site, longitudinal cohort analysis of real-world haemodialysis patients from 14 European
centres who switched to Mircera® from ARANESP® and who had comparable mean Hb concentrations in the pre- and post-switch
periods (N=302). The pre-switch period was defined as Months -7 to -1, switch was defined as the date of first administration
of Mircera®, and the post-switch period was defined as Months +1 to +7. The primary outcome was the geometric mean DCR.
Secondary outcomes included Hb concentrations and ESA use during the study period.®



Considerations when switching to ARANESP®
from Mircera®

In real-world clinical practice in haemodialysis patients:?

e Mean DCR at time of switch was 1.06
(95% CI11.01, 1.1D)

» Mean DCR at Month 6 had decreased to 0.88
(95% Cl1 0.83, 0.93)

Mircera®

Pre-switch

Mean weekly dose

(Hg)?
Geometric mean 27.83 29.99 25.57
(95% ClI) (26.36, 29.37) | (28.39, 31.68) | (24.14, 27.09)
n 768 775 769
Dose ratio vs
Mircera®
Geometric mean 1.06 0.88
(95% CI) (1.01, 1.11) (0.83,0.93)
n 785 770

Adapted from Donck et al. 2014.2

aMean weekly doses were calculated per patient by calculating a mean daily dose for the interval (dividing each dose evenly
between the days bounded by date of administration and the day before the next dose, then taking a mean of these partial doses
for the days in the interval) and multiplying by 7 to convert to a weekly dose; implausible weekly doses >150 pg were excluded.
*Mean weekly dose for the first ARANESP® dose divided by the mean weekly dose of Mircera® at switch.



Aranesp

(darbepoetin alfa)

PBS INFORMATION: S100. Authority required (STREAMLINED).
Treatment of anaemia requiring transfusion, defined as haemoglobin
levels of less than 100g per L, in patients with intrinsic renal disease as
assessed by a nephrologist.

Use in Cancer: In some studies, use of Erythropoiesis Stimulating Agents (ESAS) to treat anaemia in patients with
cancer has been associated with increased mortality. ESAs should only be used to treat anaemia that has developed as
a result of concomitantly administered chemotherapy, and only when blood transfusion is not considered appropriate.
Haemoglobin levels should not exceed 120g/L.

Refer to full Product Information before prescribing — available from Amgen
Australia Pty Ltd, Ph: 1800 803 638 or visit www.amgen.com.au/Aranesp.P!.

Minimum PI - Indication: Anaemia treatment - chronic renal failure. Contraindications: Uncontrolled hypertension. Sensitivity to mammalian
cell products, darbepoetin alfa or excipients. Precautions: To reduce the risk of cardiovascular & thrombotic events - use the lowest dose that
will gradually increase the haemoglobin (Hb) concentration to approach a target of not more than 120 g/L; the rate of Hb increase should not
exceed 10 g/L in any 2-week period. Hyporesponsiveness - evaluate for treatable conditions. Growth factor potential. Use in cancer patients.
Hypertension - blood pressure should be controlled prior to therapy. If evidence of Pure Red Cell Aplasia (PRCA) - discontinue treatment. With
PRCA secondary to neutralising antibodies to any erythropoiesis stimulating agent (ESA) - Aranesp® should not be administered. Convulsions.
Iron status should be evaluated. Haematological diseases. Severe Cutaneous Reactions including Erythema multiforme and Stevens-Johnson
Syndrome/Toxic Epidermal Necrolysis - discontinue therapy immediately. Allergic reactions. Pregnancy Category: B3. Caution - breastfeeding.
Paediatric use. Adverse Effects: Very common: hypertension, renal failure chronic, urinary tract infection, hypoglycaemia, dizziness,
nasopharyngitis, headache. Common: injection site pain, thrombosis vascular access, fall, cellulitis, hypotension, sinusitis, contusion, rash, skin
ulcer. Dosage & Administration: Either SC or IV. Use the lowest dose of Aranesp® that will gradually increase the Hb concentration to approach
a target of not more than 120 g/L; the rate of Hb increase should not exceed 10 g/L in any 2-week period. Correction of anaemia & maintenance
of Hb: see full PI. Product Information available upon request.

Mircera® is a registered trademark of F. Hoffman-La Roche AG.

Abbreviations: ClI: confidence interval; DCR: dose conversion ratio; ESA: erythropoiesis-stimulating agent; Hb: haemoglobin.

References: 1. Aranesp® (darbepoetin alfa) Approved Product Information. www.amgen.com.au/Aranesp.Pl. 2. Donck J et al. Adv Ther
2014;31:1155-68. 3. Choi P et al. Adv Ther 2013;30:1007-17. 4. Mircera® (methoxy polyethylene glycol-epoetin beta) Approved Product
Information.

For more information on ARANESP®, or to report an adverse event or product complaint involving ARANESP®,

please contact Amgen Medical Information on 1800 803 638 or visit www.amgenmedinfo.com.au. Amgen

Australia Pty Ltd. ABN 31 051 057 428. Sydney NSW 2000. Tel (02) 9870 1333. ARANESP® is a registered AMN
trademark of Amgen. AUS-291-0424-80011. Date of preparation: May 2024. AMAR25511W. Ward6.



