Clinically meaningful change of pruritus numeric rating scale in adults with
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Conclusions INTRODUCTION RESULTS

eA decrease of =23 points in the pruritus NRS « Cholestatic pruritus affects up to 70%—-80% of patients with primary biliary Patients Lo ] ]
represents a clinically meaningful change for cholangitis (PBC), a progressive autoimmune liver disease. e Of the 193 patients enrolled in the RESPONSE trial, 72 (seladelpar, n=49; placebo, n=23) patients who h?d Anchor-based estimates, continued
PBC patients with moderate to severe e The Pruritus Numeric Ratlng Scale (PNRS), a single Concept item patient-reported moderate to severe pruritus (mean [range]’ 53.8 [32_75] years of age; 97 .2% fema|e) were included in the e For the PG'-C, >4 .6 was the hlgher bound and 2.9 was also the lower bound (Figure 2)
pruritus based on data from the RESPONSE outcome measure (PROM) assessing the severity of worst itch over the past 24 hours,  cyrrent analysis. e Therefore, the anchor-based analysis using both the PGI-S and PGI-C as the anchor scales
study. has been used to evaluate antipruritic treatment effects in clinical trials. e Prior to RESPONSE, 12 patients were included in qualitative interviews. Most of the study participants were suggests a possible threshold range of -2.9- to -4.6-point improvement on the PNRS in

oA significant reduction in pruritus was seen with seladelpar in the RESPONSE study. female (n=11; 91.7%). Patients were Asian (n=1; 8%), Black or African American (n=1; 8%), American Indian patients with moderate-to-severe pruritus.

e This validates the clinical relevance of the (n=1, 8%), and White (n=12; 100%; races not mutually exclusive).*

eClinically meaningful change of the PNRS has not previously been assessed

pruritUS reduction seen with Seladelpar N quantitatively in patients with PBC who experience cholestatic pruritus. PNRS anchor correlations Figure 2. eCDF: Change from baseline in PNRS at month 6 by PGI-C.
RESPONSE. . . .
* This is important because the magnitude of change in PNRS scores must represent e At month 6, change in the PNRS was strongly correlated with the PGI-C (r=-0.52) and change in the PGI-S 100% - : : A
Plain | a meaningful |mp3rovement for patients for antipruritic treatment effects to be (r=0.50; Table 1). Therefore, the PGI-S and PGI-C were suitable anchor measures to evaluate clinically | : I
din language summary clinically relevant. meaningful change of the PNRS. 00 : E |
_ _ _ e Examining the psychometric properties of the PNRS in patients with PBC is also Q | |
fThe _PrU”tUS Nl{me”C Rating Scal_e (PNRS) important to ensure that the PROM is valid, reliable, and responsive in this target eCDF curves £ Improvement | : [ —'|  Worsening
Is a single question that measures itch population (poster #TH-291). « eCDF curves had clear separation between PNRS change scores and anchor categories reflecting treatment 2 60%- ‘ [ : g :
severity from 0 (no itch) to 10 (worst improvement between baseline and month 6 for PGI-S (Figure 1) and PGI-C (Figure 2). E ************ - 1 — -t - - -~ — —50%{
OBJ ECTIVE Table 1. Correlations between change scores of PNRS with PGl anchors, baseline to month 6. = | } 1
. . . S :
¢ .F\_)esearCherS .a_Sked patlents with Prlmary e [O quantitatively estimate the cIinicaIIy meaningful within-person Moderate to Severe Pruritus Sample N, Spearman correlation (p-value) with PNRS = 50% : | :
Biliary Cholangitis (PBC) to answer this change in pruritus on the PNRS for patients with PBC and moderate t — — . o | L :
tion before and after treatment to see if _ PNRS score change Overall score 21-point score 22-point score 23-point score 24-point score [: |
que_s. severe pruritus. by PGI categories change change change change change " - ! !
their itch changed. PGI-S [N, r, (p-value)] | 58,0.50 (<0.0001) | 49, 0.39 (0.005) 36, 0.38 (0.024) 24, 0.46 (0.022) 17, 0.77 (<0.001) 8 8 2= & £HBEs 289 5 - . . . %
_ | M ETH OD S PGI-C [N, r, (p-value)] | 56,-0.52 (<0.0001) | 47, -0.42 (0.003) 34, -0.40 (0.019) 22, -0.24 (0.289) 15, -0.33 (0.229) Change from Baseline in Pruritus NRS Score at Month 6
e A decrease of 3 points or more in PNRS —
. . _ _ o _ - _ PGI-C (N = 56):
re[;reste nts.tﬁ glggnlln?;ul Igl]EaSnlg(e)ll\lnSIItEC? _folr Design and patients ol Figure 1. eCDF: Change from baseline in PNRS score at month 6 by change in PGI-S score. Moderately Worse, n = 2, Median = -3.09
atients wi In the rial. . . oo T = A =
P eThis study used data from the randomized, placebo-controlled, phase 3 000 1 , A e R S, e i = 1 68
RESPONSE (NCT04620733) trial of seladelpar. Data from the active and | JJ—' : - Moderately Better, n = 15, Median = -2.46
. : Very Much Better. n = 15, Median = -4.55
.. . e : placebo arms up to month 6 were pOOIGd and blinded for anchor-based analyses. : The vertical, dashed, red lines indicate the mean?r:vfulucchan ee :;lr:shold (u " c::md lower bound) for the PGI-C
Abbreviations: eCDF, empirical cumulative distribution function; PBC, o _ _ . _ 80% — : ; ; g g PP -
primary biliary cholangitis; PGI-C, Patient Global Impression of Change; PGI- e The analysis included patients with moderate to severe pruritus, defined as © :
S, Patient Global Impression of Severity; PNRS, Pruritus Numeric Rating inq > ' & i : Figure 3. Supportive interview quotes of PNRS 3-point meaningful score change.
Scale; PROM, patient-reported outcome measure; SD, standard deviation; scoring 24 on the PNRS at baseline. % Improvement : Worsenlng 9 PP 9 P 9 9
SEM, standard error of measurement. e Prior to RESPONSE, a separate cognitive interview study was conducted with 2 60%4 ) : INTERVIEWER: How much would your itch improve if it moved from a six on the scale
Reron adults with PBC and moderate to severe pruritus to evaluate meaningful % : , 50% to a three on the scale?
1. Bowlus CL, et al. AA.SLD practice guidance on primary sclerosing Change.4 % ADSE o : : 001-010: | think it would be great not to be sitting there scratching during church and not to
SNSETEIE e EnelEEISEElNome nEpaeleg), ANLZIIN =4, 2 PRl = : : be itching when you get, the minute you get hot. | think it'd be great if | wasn’t scratching in
NQ, et al. Assessment of pruritus intensity: Prospective study on validity and Meas ures g | , , . ) )
reliability of the visual analogue scale, numerical rating scale and verbal O ' ' ;‘I”Oﬁl‘ Of’; qu / i, 2 m UCIZ' / ﬂ;mk g thl’?; agc_f I'd eX’? ect f)ncte In a while to have some iich, but
rating scale in 471 patients with chronic pruritus. Acta Derm Venereol. 2012; : A : _ : - : : o) | | : m SO airald It'S going 1o get worse. Ine aisease IS going 1o progress.
92(5):502-7. 3. Vernon M, et al. Clinically meaningful change in itch intensity e The 11-p0|nt PNRS (r_ange. O=no itch to 10—WC.)I'St Imagmable ItCh) with 24-hour 20% : :
scores:A;;val\uat?gin pa;ielntzsoxév;tr;ycl:&r;)r11i1csl;id1r;<;y4 dfesasel-aisc;\ciatedl recall was collected daily for 6 months from run-in (up to 2 weeks before day 1 ! |
pruritus. J Am Acad Dermatol. ; - . 4. Skalicky A, et al. STTOT : : . :
Capturing the experience and impact of itch in patients with primary biliary [treatment initiation]) then for seven consecutive days each month until month 12. 0% —& , , , , = e , , —_— , I , INTERVIEWER: If you are in a clinical trial and you’re seeking treatment for your itch,

cholangitis (PBC). Poster Mo1486. Digestive Disease Week®(DDW), San

: - - : 5 ) ) ) ) e -4.1_ 2-2.9 _ ) ’ : - -
Diego, CA, May 18-21. 2019. 5. National Institute of Mental Health (NIMH). eThe Patient Global Impression of Severity of pruritus (PGI-S)°> measured 9 8 7 6 S 4 3 2 1 0 1 2 3 4 you’re at the six up here on the top of the scale, for you to feel like the treatment is

working, where would you want to move to on the scale?

Patient Global Impressions scale - Change, Improvement, Severity (PGI-C, experiences In the past V4 days, and it was collected at run-in, day 1, month 1, and Change from Baseline in Pruritus NRS Score at Month 6

PGI-I, PGI-S). 2025. URL: https:// ide.mapi- : -006: | thi J : ]

trust érg/instr)uments/patient-gﬁzbaelﬁ:r?;:ezsriréizl-scaIe-change-improvement- every 3 months until month 12. PGI-S (N = 58): 001-000- 1 think anythl.n g three or IeSS.WOUId be.success Tl?ree can dealwit as a ,

sevérity 6. Revicki D, et al. Recommended methods for determining i . ] 3-Point Improvement, n = 1, Median = -8.24 symptom of PBC that is just there but isn’t bad, isn’t something | can’t manage or deal with.
L =S e The Patient Global Impression of Change of pruritus (PGI-C)°> measured 2-Point Improvrment, n = 7, Median = -5.21

responsiveness and minimally important differences for patient-reported . _ _ 1-Point Improvement, n = 26, Median = -2.93
outcomes. J Clin Epidemiol. 2008;61(2):102-109. 7. Food and Drug experiences since the start of the study, and it was collected at month 1 and every No Change, n = 22, Median = -1.96 |

Administration. Guidance for industry. Patient-reported outcome measures: . 1-Point Worsening. n = 2, Median = 0.57
Use in medical product development to support labeling claims. U.S. 3 months until month 12.

Depariment of Healtn and Human Services, 2009. 8. Food and Drug The vertical, dashed, red lines indicate the meaningful change threshold (upper and lower bounds) for the PGI-S. 7 i i - i
Administration. Patient-focused drug development: Incorporating clinical Analyses J J (Upp ) D|Str|bUt|on based eStlmates

g“l},‘;;r:;af‘;e,izfl?;’:;s;’;‘;’;;‘:,’3‘;?33Z‘i;:,?,?,ﬁ‘;?rﬁfzr? o o Anchor-based analyses were used to evaluate potential thresholds of clinically Anchor-based estimates e Distribution-based estimates of the PRNS change from baseline were 0.36 (0.25 standard
stakeholders. U.S. Department of Health and Human Services; 2023. 9. meaningful change in PNRS using the PGI-S and PGI-C. . . . deviation [SD]) — 0.72 (0.50 SD) and 0.54 (SEM). Previous research suggests that a SEM of
Guyatt GH, et al. Methods to explain the clinical significance of health status e Anchor-based estimates of mean (medlan) Change on the PNRS corresponded to a -2.98 (-293) point - - -

measures. Mayo Clin Proc. 2002 Apr;77(4):371-83. 10. FDA Livdelzi eThe suitability of the PGI-S, and PGI-C anchors were tested by correlating their  gecrease for a 1-point improvement in PGI-S, and a -4.80 (-5.21) point decrease for a 2-point 10r 0.5 SD may constitute a group-level thresJ;c;Id for meaningful change while 0.2 SD may
Lr}tfhgféf-i?itﬁivﬁﬂx’eﬁii'?JQﬁLZ'53233%232‘3{23‘# cinicatMeaningitiness change scores with PNRS change scores at month 6 to confirm adequate . improvement in PGI-S. repres.ent a. Iow-er bounc?ary for a small effect.”
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Sciences, Inc. empirical cumulative distribution function (eCDF) curves. eThe mean (median) change on the PNRS was -2.01 (-1.96) in patients with no change on the PGI-S and -1.18 PNRS indicated a clinically meaningful change (Figure 3).*

Disclosures: This study was funded by Gilead Sciences, Inc. CB, CK, DBC, e Distribution-based methods provided the observed degree of variation in the (-1.67) in patients with no change on the PGI-C. e Cumulatively, results from anchor-based analyses, distribution-based analyses, and
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Rty s R ke A AS AMS oMk s | iforence. the PI-G were misciassited s experioncing meaningfit changer oo o cereeen TRIVTpPRN eIV
ﬁ,rtz?igfr,(‘,li?uar:']id?:féefﬁwgag’niszcﬁféG"ead’ GSK, Ipsen, Kowa, e Estimates were triangulated to determine the clinically meaningful within- o . L . | L . o o |
, , , - . i . 7 . . o reduce the misclassification rate for participants reporting 1-point improvement on the PGI-S to 20%, the e One limitation was some small sample sizes in the anchor categories.
person chapge including examining feedback from patient interviews evaluating meaningful change threshold range was determined as 24.1-point improvement in pruritus PNRS score as the e Furthermore, missing data may have biased the meaningful within-patient change analysis.
PNRS meaningful change. higher bound and a 2.9-point improvement as the lower bound (Figure 1). |
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