Dialysis Outcomes and Practice Patterns Study
(DOPPS) Data

Between and of patients on maintenance hemodialysis
report pruritus
More than of these patients report

@ Lanot A, et al. Clin Kidney J. 2023;16(7):1102-1112. Rayner HC, et al. Clin J Am Soc Nephrol. 2017;12(12):2000-2007.



Quote by James Burton, MD

“The first thing is to people about
whether they feel that itch...”




Worst Iltch Numerical Rating Scale (WI-NRS)

Please rate the worst itch you have felt in the previous 24 hours. Select one option:

0 1 2 3 /) 5 6 7 8 9 10

0 = No itching 10 = Worst itch imaginable

Vernon M, et al. J Am Acad Dermatol. 2021;84(4):1132-1134. Vernon MK, et al. J Patient Rep Outcomes. 2021;5(1):134.




Clinical Presentation
of CKD-aP

- Often bilaterally Classic locations:
symmetrical and  Trunk
can be localized - Back
or generalized * Face
 Arms

Mathur VS, et al. Clin J Am Soc Nephrol. 2010;5(8):1410-1419. Shirazian S, et al. Int J Nephrol Renovasc Dis. 2017;10:11-26.




Use of Antihistamines in CKD-aP

 Histaminergic pathway is NOT involved in CKD-aP

- Patients with histamine-generated itch tend to have a kind of
wheal and flare formation

- Not observed in CKD-aP
« Sedation is the main side effect
* Lack of evidence for their effectiveness

Antihistamines are NOT a recommended treatment for CKD-aP

Combs SA, et al. Semin Nephrol. 2015;35(4):383-391. Martin CE, et al. Can J Kidney Health Dis. 2020;7:2054358120954024.
Hercz D, et al. Cochrane Database Syst Rev. 2020;12(12):CD011393.
Weisshaar E, et al. Acta Derm Venereol. 2019;99(5):469-506.
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Use of Gabapentinoids in CKD-aP
Gabapentin and Pregabalin (off-label)

therapeutic index

Adverse side effects
Dizziness
Somnolence
Weight gain
T Suicidal risk

Excreted by the kidney

| Verduzco HA, et al. Kidney Int Rep. 2020;5(9):1387-1402. Gunal Al, et al. Nephrol Dial Transplant. 2004;19(12):3137-3139. Rayner H, et al. Nephron Clin Pract. 2012;122(3-4):75-79.




| CKD-aP Treatment
Itch-Specific Treatment

« Skin moisturizers 2x daily ¢ Difelikefalin: Selective kappa-opioid receptor

= Especially after agonist
showers/baths = First and only FDA-approved prescription
treatment for moderate to severe CKD-aP
 Ga Ids In adults undergoing hemodialysis
= Peripherally acting opioid (no dependence
liability)

Weisshaar E, et al. Acta Derm Venereol. 2019;99(5):469-506. Purnamawati S, et al. Clin Med Res. 2017;15(3-4):75-87. Lodén M. Am J Clin Dermatol. 2003;4(11):771-788.
Topf J, et al. Kidney Med. 2022;4(8):100512.
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KALM Trials: Continued Improvement of
Iltch-Related Quality of Life in Patients
With CKD-aP Treated With Difelikefalin

Patients with severe CKD-aP = |
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Topf J, et al. J Am Soc Nephrol. 2023;34:519. Abstract FR-PO423. Topf J, et al. Kidney Med. 2022;4(8):100512.



Difelikefalin Improves ltch-Related Sleep Disruption
in Patients Undergoing Hemodialysis

Sleep score
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Quote by Joel Topf, MD

“We had patients on these drugs for weeks, months even, and that we would then
stop them, and we did specific surveys and assessments to see if they had any
signs of opioid dependence, and we didn’t find any, kind of further backing up that

[difelikefalin] just doesn’t get into the central nervous system.”




Mean 5-D ltch Improvement With Difelikefalin
Was Maintained Through 52 Weeks
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LS, least squares; OLE, open-label extension; SE, standard error.

Topf J, et al. Kidney Med. 2022;4(8):100512.
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