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BACKGROUND

c is a nonsteroidal 4 treatment of mild D'
The safety and efficacy of crisaborole was previously established in 2 identically designed, multicenter, randomized, double-blind, vehicle-
controlled Phase 3 trials (AD-301: NCT02118766; AD-302: NCTO211

Within hese il prrus severly s measured usin e Severly of Prurtus Scal (SPS). ot alng saleranin fom

(none: no itching) to 3 (severe: bothers everity Index”

16 iy h over a 24-hout a6all pood (Table 1

In the prespecified analysis, SPS data were analyzed using each SPS observation as a single measurement’

Subsequent validation analysis has determined hat the mean of at least 2 SPS observations is necessary to provide a reliable measure of
pruritus severity

Table 1. Severity of Pruritus Scale (SPS)

Instructions: Piease think about your itching (or your child's tching if you are completing for your chid)
over the past 24 hours and choose the category that best describes it

Score Grade Definition
0 None Noitching
1 Mild Occasional, slight itching/scratching
2 Moderate Constant or intermittent itching/scratching which is not disturbing sleep
3 Severe Bothersome itching/scratching which is disturbing sleep.
OBJECTIVES

To conduct an extended analysis of the SPS data from the pivotal Phase 3 tials to assess the efficacy of crisaborole for ireatment of AD-
‘associated pruritus using the mean of at least 2 SPS observations to provide a reliable measure of pruritus

METHODS

Data Source
Data were sourced from
AD-302: NCT02118792)7
- Eligible patients were 22 years of age, with a clincal diagnosis of AD with 25% reatable body surface area involvement and a baseline
Investigator's Static Global Assessment (ISGA) score of mild (2) or moderate (3) (the ISGA s a 5-point rating scale measuring overall
disease severity from clear [0] to severe [4])

- Patients were randomly assigned 2:1 to receive crisaborole or vehicle and instructed to apply the study drug to each lesion twice daily
for 28 day;

~ Pruritus severity was recorded twice daily using the SPS via electronic diary from baselinelday 1 through day 29

 multcenter, veh lled, double-blind, Phase 3

Analysis
Improvement in prurius was indicated by an SPS score <1, with at east a 1-grade improvement from baseline
Aminimum of 2 SPS observations were averaged for each analysis to meet the test.retest reliabilty threshold of acceptabilty (intraclass
correlation coefficient 20.70)
- Baseline for all analyses was the mean of 22 SPS measurements on day 1

Time to Improvement in Pruritus
Based on daily SPS values, calculated as the mean of 22 SPS measurements on that day

Pmpomon of Patients Who Experienced Improvement in Pruritus
Assessed at each weeKly study visit and calculated using the mean of al available postbaseline SPS scores for the patient during the
Comesponding prceding woek (gsnerally o o 14 rsesremoni)

Pruritus Score by Week
Weekly SPS scores were calculated as the mean of all available postbaseline SPS scores for the patient during the comresponding
preceding week (up to 14 measurements)
Scores were analyzed using a repeated-measures longitudinal model with fixed effecls for treatment, visi,treatment-by-viit interaction,
and baseline value
‘The previously estimated clinically important difference (CID) of 0.20 was used as a threshold to assess the clinical meaningfulness of the
treatment effect

Proportion of Responders by Week
Per the pruritus score by week analysis, weekly SPS scores were calculated as the mean of al available postbaseline SPS scores for the
patient during (Wpto14

Responders were defined by a previously estimated clinically important response (CIR) of 20.19-point reduction in severity of pruritus from
baseline
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RESULTS

Figure 2. Proportion of patients who experienced improvement in pruritus. (A) AD-301 and (8) AD-302.
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Proportion of Patients Who Experienced Improvement in Pruritus » "
Asignificantly greater proportion of crisaborole-treated patients exhibited improvement in prurius at each weekly time point than Week 381119003 w0 12 004 020(011,-0:30) - <0.0001 e (GPP3) guidelines (Ann Intern Med. 20157163:461-464).
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