R
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Your patients with uncontrolled SHPT may be at increased risk of morbidity
and mortality*®

SHPT is part of the broader systemic syndrome CKD-MBD.? Characterised by excessive PTH secretion and hyperplasia of the
parathyroid glands,® SHPT is associated with negative consequences if left unmanaged®2°
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Adapted from Moe S et al. 2006,° Cunningham J et al. 2011° and Rodriguez M et al. 2005.7

Current treatments fail to achieve balance across the key CKD-MBD parameters322-2¢

The optimal treatment for SHPT in patients with Stage 3 or 4 CKD would:? Nutritional vitamin D, active vitamin D and active vitamin D analogues fail to
address this:322-28

Effects on key CKD-MBD parameters

Reduce PTH by increasing serum

25D to the sufficient level

NVD (cholecalciferol and
ergocalciferol)22-25
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Adapted from Sprague SM et al. 2017,2 Agarwal R et al. 2016% and 2020,%
Westerberg PA et al. 2018,% Gunnarsson J et al. 2020,?° Li X et al. 2012,% and
Coyne DW et al. 2013% and 2014.28

KDIGO Guidelines: NVD remains unproven, while AVD and AVD analogues should be
reserved for more severe SHPT in CKD stages 4 and 5%

AVD/analogues Calcimemetics
AVD/analogues

SHPT treatment gap*23-26:30-37
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Rayaldee® is now approved for the treatment of SHPT in adults
with CKD Stage 3 or 4 and vitamin D insufficiency or deficiency’

Rayaldee® gradually increases 25D to the level required for sustained PTH suppression438-4°

It gradually raises and
maintains 25D above
50.8 ng/mL
. (126.8 nmol/L) ina
; physiologically
: controlled manner438-40

Rayaldee® is an oral,
prolonged-release
formulation of 25D

Which is required for
sustained PTH
suppression?38-40

Use Rayaldee@® to reliably hit the
target 25D level for SHPT control of
50.8 ng/mL (126.8 nmol/L) in your
patients with Stage 3 or 4 CKD.'2438-40

Evidenced in two parallel, Phase 3, Randomised, placebo-controlled trials (Study A and B)?
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Weeks Weeks
429 adult patients with Stage 3 or 4 CKD placebo-controlled open-label
(n=298)

Primary endpoint: number (n, %) of patients in the
ITT population who attained a mean decrease of
230% in PTH after 26 weeks?

Rayaldee® significantly, reliably and sustainably reduces PTH vs placebo?

Primary endpoint: 1/3 patients achieved 230% PTH reduction with Rayaldee® at Week 26 (ITT population)?

PTH responder rates increased with duration of PTH responder rates were reliably maintained across

therapy throughout the 52 weeks??
(>30% PTH reduction)

advancing stage3*
(>30% PTH reduction at Weeks 20-26)

50%***

40%*** .

Placebo
(per protocol population)
*p<0.05
**n<0.01
***p<0.0001
vs placebo

38%**

'Figures estimated
from Kaplan-Meier?®

<8%
3%

Week 12 Week 26 Week 52 Week 12-26 CKD stage 3 CKD stage 4

Rayaldee® achieved >30% reduction in PTH in

33-34% of patients at Week 26 vs 7-8% with
placebo (ITT; p<0.001)?

Rayaldee® lowered plasma PTH consistently over time?

Mean (SE) change over 52 weeks in PTH and serum 25D in the per-protocol population?

@ Rayaldee® study A @ Placebo study A A Rayaldee®@ continuation
B Rayaldee® study B B Placebo study B @ Placebo to Rayaldee®
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Data points from O to 26 weeks represent mean values for individual time points from studies A and B. Error bars in this portion are omitted for clarity. Data points from 26 to 52
weeks represent mean + SE values for data from the open-label extension study. For serum 25D, SE values for Weeks 0 to 26 were of similar magnitude to those in the
open-label extension. Reproduced from Sprague SM et al. 2016.2

Rayaldee® lowered plasma PTH with minimal changes in e

Rayaldee® has a favourable tolerability profile, with a low risk of hypercalcaemia and hyperphosphataemia?

Mean (SE) change over 52 weeks in serum P and Ca in the per-protocol population?
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= = Hyperphosphataemia: two consecutive serum p values >5.5 mg/dL (>1.78 mmol/L)
Physiological range: 2.5-4.5 mg/dL (0.8-1.5 mmol/L)

Serum Ca?
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- = Hypercalcaemia: two consecutive serum Ca values >10.3 mg/dL (>2.6 mmol/L)
Physiological range: 8.5-10.0 mg/dL (2.1-2.5 mmol/L), depending on assay

Rayaldee® has a favourable tolerability profile, with a low

risk of hypercalcaemia and hyperphosphataemia?

Data points from O to 26 weeks represent mean values for individual time points from studies A and B. Error bars in this portion are omitted for clarity. Data points from 26 to 52
weeks represent mean + SE values for data from the open-label extension study. Adapted from Sprague SM et al. 2016.2

Incidence of hypercalcaemia? Incidence of hyperphosphataemia?
Rayaldee®: 2% D Rayaldee®: 0.4%
Placebo: 0% Placebo: 0%

Treatment with Rayaldee® achieves balance across

the key CKD-MBD parameters'™

25D = 25-hydroxyvitamin D; AVD = active vitamin D; Ca = calcium; CKD = chronic kidney disease; CKD-MBD = chronic kidney disease-mineral and bone disorder;
ESRD = end stage renal disease; FGF-23 = fibroblast growth factor-23; IR = immediate release; ITT = intention-to-treat; KDIGO = Kidney Disease: Improving Global
Outcomes; NVD = nutritional vitamin D; P = phosphate; PTH = parathyroid hormone; SE = standard error; SHPT = secondary hyperparathyroidism.

Click here for Prescribing Information Germany
Click here for Prescribing Information Switzerland

HQ-RAY-2200022 | September 2022

References

1. VFMCRP Ltd. Rayaldee® &
Sprague SM

O~NOG N

— = o
(el e

—
w00 N

s of Radiology (ECR) 2011; 2011 March 3-7; Vienna, Austria.

961.

04 January 2021 (Supplemental Material

hrol Dial Transplant.

Erratum for: Nephrol Dial Transplant. Z
ongress;2020 June 6-9; virtual.
Y.
hrol Dial Tr:
J Am Soc

Bover J
Letteri JM et al.
er PJ et al. Kid
al. PLoS Or
et al. JAMA.
A et al. J Am Soc N

Petkovic e ;-_ Steroid Biochem Mol

trugnell SA et al. Am J Nephro 9;49:284 -
Sprague SM et al. Poster FP444 p h ERA-EDTA Congress; 2019 June 13-16; Budapest, Hungary. I Or



https://linkprotect.cudasvc.com/url?a=https%3a%2f%2fviforpharma-pro.de%2fdownloads%2frayaldee-fachinformationen%3fmc_phishing_protection_id%3d28632-ccpj81dse2il6misa1eg&c=E,1,lTHY3nYPu7LYIEwqwVOWFJzjsj6vrZaikvH8xskE_ncT5oKcUMs4HhxUXlDzP8HWZLzBjWBbUc3jCWzBvaKu0SkBxEDkSan0Q-xzW0vyStw0k6w7bW1oA9tn9A,,&typo=1
https://linkprotect.cudasvc.com/url?a=https%3a%2f%2frayaldee.eu%2fch-de%2fprescribing-information%3fmc_phishing_protection_id%3d28632-ccpj81dse2il6misa1eg&c=E,1,RB_FJyuUxMT3vJjkWd2BjkLiae8GxhK4d9jRjN9ZGDrjwfM7TXjd474WHncltdlEAwGeHTJvP5B8X-1TSWWqSSNjkbAUs_wEDvPMzObNEFgF4sv06DMrWbI,&typo=1

