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Background

e Interpretation thresholds for patient-reported outcome (PRO)
scores are of crucial importance, particularly when assessing
treatment benefit.

e The Rheumatoid Arthritis Symptoms and Impact Questionnaire
(RASIQ) and the Functional Assessment of Chronic lliness
Therapy-Fatigue (FACIT-Fatigue) are two PRO instruments used to
assess key concepts reported to be important to patients with
rheumatoid arthritis (RA).

— RASIQ is a novel measure comprised of 16 items across three
domains (Joint Pain, Joint Stiffness and Impact); scores from
each item are summed and transformed to a metric ranging from
0 (least pain/stiffness/impact) to 100 (most pain/stiffness/impact).

— The 13-item FACIT-Fatigue guestionnaire uses a five-point Likert
scale to assess self-reported fatigue and its impact upon daily
activities and function over the past seven days; scores are
summed and range from O (most fatigue) to 52 (least fatigue).

Aim: This post-hoc analysis of data from two Phase 2 otilimab trials in
patients with RA aimed to determine the within-patient meaningful
improvement (WPMI) thresholds for RASIQ and FACIT-Fatigue
among patients with RA.

e WPMI estimates were based on data from two Phase 2 trials in RA:

— BAROQUE: NCT02504671 (N=222)
— RENAISSANCE: NCT02799472 (N=39)

e Primary analyses were based on anchor-based methods, with
multiple anchors used (Table 1).

e Distribution-based methods and analyses of measurement error
and reliable change provided supportive data.

e For each scale, mean change from baseline was calculated across
anchor-based categories of change; WPMI was estimated as the
mean change to Week 24 for a pre-defined meaningful
improvement in each category.

e Receiver operating characteristics (ROC) curve analyses were used
to evaluate the sensitivity and specificity of identified thresholds.

Table 1. Anchors used for each of the RASIQ scales and

the FACIT-Fatigue scale

RASIQ scales
Anchor _ _ FACIT-
Joint Joint Fatigue
: ) Impact
pain stiffness

PGIS: In general,

would you say your \/ \/ \/ \/

health is...

PtGA: Considering

all the ways your

arthritis has affected

you, how active do v v v 4
you feel your

arthritis is...

PAIN: How much

pain are you

currently having N4
because of your

rheumatoid

arthritis?

BPO1: How much

bodily pain have N4
you had during the

past 4 weeks?

AN2: | feel tired V4

AN1: | feel listless N4
(washed out)

VT03: How much of

the time during the N4
past 4 weeks did

you feel worn out?

BP, bodily pain; FACIT-Fatigue, Functional Assessment of Chronic lliness Therapy-Fatigue; PAIN,
Patient’s Assessment of Arthritis Pain; PGIS, Patient’s Global Impression of Status; PtGA, Patient’s
Global Assessment of Disease Activity; RASIQ, Rheumatoid Arthritis Symptoms and Impact
Questionnaire
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RASIQ .

e For RASIQ, anchor-based WPMI was determined as a change between —33 and
—22 points for the Joint Pain scale, —26 and —23 for the Joint Stiffness scale, and ®
—21 and —-17 for the Impact scale (Table 2).

Table 2. RASIQ mean score change analysis outcomes (baseline-Week 12

*Based on 1-point increase of PGIS anchor on a 5-point Likert scale to define improvement.
fBased on 18-point decrease or more in PtGA as an anchor to define improvement.

*Based on 20-point decrease or more in PAIN as an anchor to define improvement.

RASIQ score ranges from 0-100 (O=least pain/stiffness/impact, 100=most pain/stiffness/impact).

response mean

FACIT-Fatigue
e For FACIT-fatigue, WPMI estimates ranged from 9.7 to 11.3 points (Table 3).

e Compared to WPMI, distribution-based estimates of reliable change were smaller
(range 3.2-4.9).

Table 3. FACIT-Fatigue mean score change analysis outcomes (baseline-Week 24)

Threshold based on mean change

Anchor N : 95% CI
from baseline

PGIS* 80 9.73 [8.07, 11.38]

PtGAt 120 11.27 [9.68, 12.85]

VTO3 74 11.12 [9.36, 12.89]

*Based on 1-point increase of PGIS anchor on a 5-point Likert scale to define improvement.
TBased on 18-point decrease or more in PtGA as an anchor to define improvement.
FACIT-Fatigue score ranges from 0-52 (O=most fatigue, 52=least fatigue).

Global Assessment of Disease Activity; SRM, standardized response mean

e The cut-point associated with the best sensitivity/specificity balance based on ROC curve
analyses was slightly smaller than WPMI estimated by anchor-based mean change methods.

Cl, confidence interval; FACIT-Fatigue, Functional Assessment of Chronic lliness Therapy-Fatigue; PGIS, Patient’s Global Impression of Status; PtGA, Patient’s

For all three scales, distribution-based results indicated that these ranges were
“true” changes well beyond measurement error.

ROC curve analyses indicated that values of sensitivity and specificity were
reasonable at the WPMI estimated by the anchor-based methods.

RASIQ scales

Joint Pain Joint Stiffness Impact

Anchor Threshold based Threshold based Threshold based

N  on mean change 95% ClI SRM N on mean change 95% CI SRM N on mean change 95% CI SRM

from baseline from baseline from baseline

PGIS* 66 —24.00 [-28.36, —19.65] -1.34 66 —23.26 [-27.39,-19.13] -1.31 66 —20.98 [-24.54, -17.43] -1.35
PtGAT 104 -31.04 [-34.62, -27.47] -1.70 104 —26.07 [-29.84, —-22.31] -1.44 104 -21.11 [-24.27,-17.94] -1.35
PAIN# 97 —32.74 [-36.19, —29.29] -1.80
BPO1* 71 -21.71 [-25.42, -18.00] -1.21
AN2* 70 -17.36 [-20.69, —14.03] -1.12
AN1* 61 -17.79 [-21.74,-13.84] -1.14

BP: bodily pain; Cl, confidence interval; PAIN, Patient’'s Assessment of Arthritis Pain; PGIS, Patient’s Global Impression of Status; PtGA, Patient’s Global Assessment of Disease Activity; RASIQ, Rheumatoid Arthritis Symptoms and Impact Questionnaire; SRM, standardized

Conclusions

This study derived WPMI thresholds for RASIQ and
FACIT-Fatigue using multiple anchors.

Derivation of WPMI for RASIQ and FACIT-Fatigue will
enable broader use of these PROs to better evaluate and
Interpret treatment benefit in future RA studies.

SRM Subsequent analyses conducted with data from a
0.99 naturalistic setting would enable estimation of
115 Interpretation thresholds that indicate decline and
113 worsening of symptoms.

Please see our related poster POSC381 on WPMI
thresholds for SF-36 in RA.
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