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Provisional Translation (as of January 2025) *

Administrative Notice
January 23, 2025

(To industry groups)

Office of New Drug IV,

Pharmaceuticals and Medical Devices Agency

EARLY CONSIDERATION: Points to Consider for Clinical Efficacy Evaluation of Drugs

for Palmoplantar Pustulosis

The Pharmaceuticals and Medical Devices Agency (PMDA) had explained the reviewer's
current thinking about clinical efficacy assessment of drugs for treatment of palmoplantar
pustulosis (PPP) and exchanged views with relevant parties including academia and industry at
the annual meeting of the Japan Society of Clinical Trials and Research (JSCTR) in March 2024,
The summary of the discussion was published in an article in The Japanese Pharmacology &
Therapeutics (*). We are pleased to inform you that a copy of the article was posted on the PMDA

website as early regulatory considerations for PPP drug development.

URL: https://www.pmda.go.jp/english/review-
services/regulatory-info/0005.html

Early Consideration is reference information and point of view at this time for promoting
the practical application of new technologies and the development of innovative pharmaceuticals,
although scientific knowledge and information have not yet been fully accumulated. Please note
that those reference information and point of view may change in the future based on new

knowledge and scientific advances.

* Hata T, Tanese K, Kobayashi S, Jibiki M, Yoshimura A, Koike H. Discussion about Endpoints in
Clinical Trials in Patients with Palmoplantar Pustulosis. Jpn Pharmacol Ther. 2024; 52(s1): s22-
25.

* This English version of the Japanese Notification is provided for reference purposes only. In the event of
any inconsistency between the Japanese original and the English translation, the former shall prevail.



The brief summary of reviewer's current thinking shown in the article is as follows.

Note: This is a provisional summary for reference purpose.

® Palmoplantar pustulosis (PPP) is a disease characterized by recurrent and multiple aseptic

pustules on the palms and soles.

® Different pathological conditions are handled under the same disease name “PPP” in Japan
and Europe/the U.S. PPP in Europe/the U.S. generally refers to the palmoplantar-localized
form of pustular psoriasis, which is rare. On the other hand, PPP in Japan is not necessarily
arare disease, which is primarily due to focal infections and smoking habit. The lesions begin

as vesicles, which rapidly become pustules.

® PPP Area and Severity Index (PPPASI) total score (*) was used as the assessment scale in
regulatory submissions. The primary endpoint in those submissions was "the change from
baseline in PPPASI total score at Week 16." While the Pharmaceuticals and Medical Devices
Agency (PMDA) has generally accepted the applicant's explanation of the primary endpoint,
the PMDA pointed out that there is no consensus on the least clinically meaningful changes
in the PPPASI total score.
(* Bhushan M et al., Br J Dermatol. 2001; 145(4): 546-53.)

® The PMDA acknowledges that the percentage of patients who achieved a certain
improvement in the PPPASI total score (e.g., percentage of patients whose PPPASI total
score improved by 50% or more from baseline (PPPASI 50 achievement rate)) and the
evaluation of quality of life (DLQI) are important in interpreting the efficacy of a drug for
PPP. Therefore, the PMDA has expressed its view that the efficacy of a drug for PPP should
be evaluated comprehensively by including the results of these endpoints as secondary

endpoints.

® As for the timing of efficacy assessment, in view of the fluctuations in symptoms in PPP and
generally slow onset of the effect of biologics on PPP, the primary endpoint may be evaluated
at Week 24 and the efficacy of long-term treatment such as Week 52 may also be considered

as an important endpoint.

® Endpoints that are closer to clinical remission such as PPPASI 75 achievement rate may be

desirable in the future from the clinical practice perspective.



® Although QOL assessment of patients such as DLQI is important in assessing efficacy for
PPP, it is currently considered appropriate to primarily evaluate the PPPASI Total Score to

assess the severity of skin findings and lesion area.
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