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INTRODUCTION Table 1. Difelikefalin Phase Ill Trials results.

Phase Il Trials Results34

= Chronic kidney disease-associated pruritus (CKD-aP) is a disabling condition
affecting around 60% of patients on haemodialysis in Spain.
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METHODS Table 2. Cost and percentage of use of pharmacological treatments.
Treatment Moderate |Severe CKD-| Very severe | Cost per 28-
= A Markov model was developed with the following seven health states: no CKD-aP>#6 ap>6 CKD-aP>¢ | day cycle’

CKD-aP; mild; moderate; severe; and very severe CKD-aP; renal transplant; Difelikefalin 270.63€
and death. The model included patients with baseline moderate to very severe

CKD-aP, consistent with difelikefalin clinical phase Il trials (KALM-1 and -2)  'OPIc immunosuppressant — 1.60% 7.40% 7.40% 1.40 €
and its SmPC?3. Transition probabilities were calculated based on patient Oral corticosteroids 3 10% 16.00% 16.00% 1.49 €
movement between pruritus health states over time, using the 5-D itch scale as Antihistamines 13.80% 24.70% 24 70% 381 €
the efficacy endpoint and based on difeliketalin phase lll trials results (Table  pregabalin / Gabapentin 6.50% 17.30% 17.30% 3.27 €
1)34. Montelukast 0.80% 1.20% 1.20% 13.49 €
= The model included costs related to hospitalization due to septic shock and Antidepressants 17.90% 21.00% 21.00% 8.49 €
bacteraemia, adverse events, and pharmacological treatment (Table 2). Anxiolytics 1.60% 4.90% 4.90% 179 €

= Costs and quality-adjusted life years (QALYs) were discounted at 3% annually

Do . Medication to improve
over a 36-year lifetime horizon. P

. 51.00% 72.00% 72.00% 3.73 €
guality of sleep

RESULTS

= Difelikefalin treatment was associated with an average increased of efficacy per patient of 0.49 QALYs and higher average costs per patient (+12,300€)
compared to the BSC. Using a placeholder cost of 270.63€ per 28-days for difelikefalin, the incremental cost-utility ratio (ICUR) was 25,000€/QALY (Table 3).

* The resulting ICUR suggests that difelikefalin could be a cost-effective treatment option considering the 25,000-30,000 €/QALY willingness-to-pay threshold
(WTP,) which is accepted in Spain for economic evaluation studies®.

* The deterministic sensitivity analysis (DSA) confirmed the robustness of the results, with mild and moderate CKD-aP utility values and difelikefalin cost as the
main drivers.

= The probabillistic sensitivity analysis (PSA), undertaken using 1,000 iterations, yields 48% and 84% probabilities of difelikefalin being cost effective at the
25,000 €/QALY and 30,000 €/QALY WTP thresholds, respectively? (Figure 1).

* In 100% of the simulations, the ICUR was found to be in the north-east quadrant of the plane, meaning difelikefalin was always more effective and associated
with higher costs than the BSC.

= Regarding the evolution of the disease estimated via transition probabilities, patients treated with difelikefalin were more likely to end up in the mild or no CKD-
aP health states when compared to BSC treated patients.

Table 3. Base Case Cost-Effectiveness Discounted Results. Figure 1. Incremental Cost-Effectiveness Plane.
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CONCLUSIONS

= Difelikefalin could be a cost-effective option compared to the BSC for the management of CKD-aP in adult patients under haemodialysis in Spain.
Considering the unmet medical need, these results reinforce the economic benefits of in label treatment with difelikefalin in routine clinical practice in Spain.

REFERENCES. 1. Esteve-simé V, Perez-Morales R, Buades-Fuster JM, Arenas Jimenez MD, Areste-Fosalba N, Alcalde Bezhold G, Blanco Santos A, Sanchez Alvarez E, Sanchez Villanueva R, Molina P, Ojeda R, Prieto-Velasco M, Goicoechea M.
Chronic Kidney Disease-Associated Pruritus and Quality of Life: Learning from Our Patients. J Clin Med. 2023 Jul 5;12(13):4505. doi: 10.3390/jcm12134505. PMID: 37445539; PMCID: PMC10342703; 2. Difelikefalin Summary of Product Characteristics
(SmPC); 3. Topf J, Wooldridge T, McCafferty K, Schomig M, Csiky B, Zwiech R, Wen W, Bhaduri S, Munera C, Lin R, Jebara A, Cirulli J, Menzaghi F. Efficacy of Difelikefalin for the Treatment of Moderate to Severe Pruritus in Hemodialysis Patients:
Pooled Analysis of KALM-1 and KALM-2 Phase 3 Studies. Kidney Med. 2022 Jun 28;4(8):100512. doi: 10.1016/j.xkme.2022.100512. PMID: 36016762; PMCID: PMC9396406; 4. Fishbane S, Jamal A, Munera C, Wen W, Menzaghi F; KALM-1 Trial
Investigators. A Phase 3 Trial of Difelikefalin in Hemodialysis Patients with Pruritus. N Engl J Med. 2020 Jan 16;382(3):222-232. doi: 10.1056/NEJM0al1912770. Epub 2019 Nov 8; 5. Fotheringham J, Barnes T, Dunn L, Lee S, Ariss S, Young T, et al. A
breakthrough series collaborative to increase patient participation with hemodialysis tasks: A stepped wedge cluster randomised controlled trial. PLOS ONE. 2021 Jul 1;16(7):e0253966; 6. de Sequera P, Buades JM, Reyes-Alcazar V, Pais B, Espin J,
Tombas A, Moreno M, Julian JC. Impact of pruriture associated with chronic renal disease (PaCKD) on the quality of life of patients in hemodialysis in Spain. Nefrologia (Engl Ed). 2023 Nov-Dec;43(6):663-667. doi: 10.1016/j.nefroe.2023.12.004. Epub
2024 Jan 4; 7. Botplus; 8. Sacristan JA, Oliva J, Campillo-Artero C, Puig-Junoy J, Pinto-Prades JL, Dilla T, Rubio-Terrés C, Ortun V. ¢Qué es una intervencion sanitaria eficiente en Espafia en 20207 [What is an efficient health intervention in Spain in
20207?]. Gac Sanit. 2020 Mar-Apr;34(2):189-193. Spanish. doi: 10.1016/j.gaceta.2019.06.007. Epub 2019 Sep 24.

DISCLOSURES. This study was sponsored by Vifor Fresenius Medical Care Pharma Espafia.

Poster presented at ISPOR Europe 2024, 171-20"" November 2024, Barcelona, Spain



	Slide 1

