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Methods

UNIFI Jr — Study Design
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In pediatric patients with UC, 52 weeks of
ustekinumab treatment (both q8w and q12w
dosing regimens) presented with distribution-
based clinically meaningful improvement of
UC-related HRQoL concepts

Background

‘G;?’ e Ustekinumab is a fully human IL-12 and IL-23 antagonist
.»

IMPACT-III

e Measure of disease-specific HRQoL**® applicable for children/
adolescents with inflammatory bowel disease (IBD) aged =9 years®®

e Development included item generation and item reduction based

Revised IMPACT-Ill: Modified Well-Being S t F t .
e AR S 2 The symptom facets of “Well-being” and other

IBD-related symptoms domains were the most

indicated for the treatment of moderately to severely active
ulcerative colitis (UC) in adults and children =2 years of age"?

Items, n

IMPACT-lIl (6 Domains)>*

IMPACT-IIl questionnaire IMPACT-IIl Well-Being Domain

Domain® Facets of Well-being

pediatric IBD patients with diverse age, sex distribution, disease type, treatments, and disease activity;
questions were unchanged®

Items, n*

® Weight 210 kg
® Moderately to

Ustekinumab SC q12w

ﬁr’ Participants 210 years of age self-administered the IMPACT-IIl at home using electronic patient reported outcome Bowel Symptoms 7 . ]
® The symptoms of UC can impair the quality of a child’s life at Week O (Baseline), Week 8 (end of induction) and Week 52 (Maintenance Week 44) with a 2-week recall period on patient reporting and physician expert opinion®® ‘ o Disease impacts (5 tems) .
e Questions scored on a 5-point Likert scale (1to 5)>° Syste.m|c Sympt.om.s 3 12ritelnzji%’e:‘%:i:r;}il};}i‘%cg:\ss ] Modified-Symptom Facet reSponSIVe H RQO L conce ptS
e |n pediatric patients with UC, restoration and normalization 21 2 1 2 i 3 - Total scores represent summed responses from 35 questions Emotional Functioning U " ’ Symptoms (7 tems) ] [ Syptems (5 fome) ]
= of health-related quality of Ii}'e (HRQoL) is a recommended [ over 6 domains (range: 35-175) P SociallRunctioning 12 P—— v . e e
- q y -'6 3 0 4 é 12 16 20 2'4 2'8 3.2 3.6 4'0 4.4 4'8 5.2 - ngher scores indicate better HRQOL Body |mage 3 Symptom Facets of Well-Being Subdomain l l with PUCAI items Pene Sym ptom - re I ated dom a I ns WIth I n I M PACT- I I I
long-term treatment target . . ® The efficacy endpoint was mean change from baseline in raw
DG I I ! ! Ustekinumab SC q8w transformeg andpsubdomain scores tI?rough Week 52 , 1S ] WREilids < 5. Feel sick to stomach i 1. Prevents eating 4. Feel sick to stomach re morer n 1 th n th r d m .n
e Assessment of HRQoL in pediatric UC was a predefined criteria: | 2. q ’ 2 Prevents eating 6. How doyou e R R § brovente o ek to st were more responsive an othe omains
tertiary endpoint in UNIFI Jr o Age2t ! £ Revised IMPACT-III + Bonmduydaries ek e SEeE AT . h . I
ge 2to 1 25 i
<18 years | g E ® In 2020, the 6-domain structure was revised to a 4-factor domain structure based on a large pool of measuri ng concepts suc as emOtlona Status’
| >
1

social functioning, and body image

1 IMPACT-IIl Domains (Revised 4-Factor Model)®

Objectives

severely PO —— Mamtenamos (Doubre-Bind) e Therevised 4-factor model was tested to further explicate IMPACT-Ill measurement properties, i.e., Well-being 12
active UGCH (Open-Label) structural validity and scoring models _Rei . o g
X . . . o Inad ® = Randomization 0 =IMPACT Il - The Well-being subdomain consists of questions related to overall daily functioning and Eace:s OI xe:: ge!ng Boma!n (Istnpactts) ? \/ The mOd |f|ed-sym ptom facets from the
The aim of this study was to examine the effects of ustekinumab rzaspiﬂzztgr disease symptoms aceMS ‘(’j,ﬁ jw ‘;":391 : °”:'"( ympF°mS) 5 R R R
treatment on HRQoL in pediatric patients with UC responseor - : : st | __Modified Well-Being Symptom Facets Well-being subdomain appeared particularly
conventional/ SO e 1 0L & i) L L IMPACT-lll Domains (Revised 4-Factor Model)® 2l 1 .
. A . i Bowel Sympt 7 i
. . biologic therapy IV induction: SC maintenance: Sﬁ:’t‘:miﬁ";’;nﬁ’r’,‘{ims 3 Well-being 12 Bnatonl ! res pO nsive tO Change
To evaluate the effect of ustekinumab on UC-related HRQoL in or corticosteroid- | | e <40 kg: 250 mg/m? e <40 kg: 60 mg/m? Emotional Functioning 7 Social = Body Image 4
UNIFI Jr using the IMPACT-IIl questionnaire dependent 240 to <55 kg: 260 mg ® 240 kg: 90 mg SoeiallEetioning i Emotional 7
Body Image 3 0.5 SD is proposed as minimum threshold for establishing clinically meaningful
) o e >55 to <85 kg: 390 mg Tests and Treatments 3 Body Image & improvement in HRQoL concepts™®
To explore the responsiveness to change for individual IMPACT-II o >85 kg: 520 mg - . - -
i | Likert scores were linearly transformed to a range of 1-100 to obtain transformed total and domain scores® |

*The 4-factor model retained all 35 items from the original model, but 1item (abdominal pain) was excluded from
the domain structure. n=number, PUCAI=Pediatric Ulcerative Colitis Activity Index, SD=standard deviation.

1@

Results

variables, including a newly proposed domain structure

“Baseline Mayo score =26, Mayo endoscopy subscore =2. IV=intravenous, gq8w=every 8 weeks, q12w=every 12 weeks, SC=subcutaneous. *The 4-factor model retained all 35 items from the original model, but 1item was excluded from the domain structure.

Baseline Characteristics Changes in IMPACT-III Total Scores at Week 52 Changes in IMPACT-IIl Domains and Subdomains at Week 52

IMPACT-IIl Total Scores? IMPACT-IlIl Domain and Subdomain Scores?

Baseline Characteristics (participants = 10 years of age)*

180 ~ .
H Q12w W Q8W M Combined 60 - -
Demographics 29.6 W Q12w (N=19)
: 28.8 =
160 4 126.5 130.9 129.0 29.3 294 40 269 259 _ 254 H Q8W (N=27)
Age, yrs, mean (SD) 14.3 (2.0) T - 2 M Combined (N=46)
Median (IQR) yrs 14.0 (13.0, 16.0) 140 4 T — T
105.9 106.6 106.3 a 228 , -
Females, % 60% g-i T 179 T :
120 S 404 T
’i\’i\ Race, % Asian/Black/White/not reported or unknown 11.0%/2.4%/841%/2.4% ‘é T
a -
Weight, kg, mean (SD 512 (12.6 @ 100 g 17.1
ght, kg (SD) (12.6) £ sca 685 611 £ 15.6 16.5 127 405
Median (IQR) kg 50.0 (42.5, 601) S g0 8 T "5 T
= 51.2 509
Range, kg 28-80 50.6 ! g
60 4 s 20-
<40 kg, % 19.5% =2
©
Disease Characteristics 40 S
UC disease duration, yrs mean (SD) 21(23) 20
Extensive UC, % 63%
0 GEN 33 36 69 26 g 33 59 33 36 g 69 24 30 g 54
o Mayo score, mean (SD) 8.5 (1.5) . ) 0 -
@@ Baseline Week 52 Baseline Week 52 Symptom Bowel Systemic Emotional Social Body
Moderate (Mayo score 6-10), % 90% Non-Transformed Transformed | Facets Symptoms Symptoms Functioning Functioning Image |
[o) 0,
Severe (Mayo score >10), % 0% e At Week 52, the improved mean change IMPACT-III total score (transformed) of 15.3 (SD 15.1) for combined dose groups | |
PUCAI score, mean (SD) 53.0 (14.0) exceeded 0.5 SD threshold Well-Being Subdomain Original IMPACT-IIl (6 Domains) (Select)

9356-item. Among participants =10 years of age at baseline who completed the IMPACT-III questionnaire. Baseline was defined as the last observation prior to or at the time of the first study intervention. Intercurrent event criteria were
applied. n=number with available data, Q8W=every 8 weeks, Q12W=every 12 weeks.

“Transformed. Among participants =10 years of age at baseline who completed the IMPACT-IIl questionnaire. Baseline was defined as the last observation prior to or at the time of the first study intervention. Intercurrent event criteria for

*Participants eligible to complete IMPACT-III questionnaire. IQR=interquartile range. treatment failure were applied.
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