Associations Between Clinical Characteristics and Screening Magnetic Resonance Imaging (MRI) Key Takeaways

Findings: Exploratory Analysis of the Ongoing Phase 4, Multicenter, Randomized, Controlled STAR
Study of Biologic-naive Patients with Psoriatic Arthritis with MRI-confirmed Axial Involvement

Preliminary findings from the ongoing STAR study,
evaluating biologic-naive PsA pts with MRI-confirmed
axial inflammation:

Recognized positive association between serum
CRP levels and axial involvement in PsA%3
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younger age, presence of HLA-B27 antigen, higher
spinal pain score, and fewer tender joints, were
associated with the presence of MRI-detected axial
inflammation
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Fewer tender joints in the pts with MRI-detected
axial inflammation may reflect the moderate-to-high

Background Methods
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Patients (pts) with psoriatic arthritis (PsA) can develop axial inflammation in the sacroiliac joints (SlJ) and/or spine _ SafetyF/u STAR: Key Study Eligibility Criteria Analyses levels of penpheral joint involvement seen across all
Screening PBO-Controlled Blinded Active Treatment and Efficacy F/U d t
='1 Although validated classification criteria exist for axial spondyloarthritis, established criteria for classifying axial PsA are lacking Age 218 years e Pt clinical characteristics and medical history documented at screening were compared screened pts
— Hist : t bl . between MRI-positive (+) and MRI-negative (=) cohorts to determine those associated
GUS100 mgSC WO and 4,thenQ4W il > ISTOry oOf, or current, plaque psoriasis with MRI-detected inflammation of the SIJ and/or spine . . oo
ﬁr/ STAR (NCT04929210): Diagnosis of PsA for 26 months prior to enroliment and met CASPAR criteria at screening — Sex and age, HLA-B27 antigen, swollen joint count, tender joint count, BASDAI, spinal The associlations between Cllnlcal featu res and
: : : : PR : : : : _ N=405 Active PsA: 23 swollen joints, 23 tender joints, CRP 20.3 mg/dL pain, and CRP o o o o
e A I?hgse 4, muI’Flcenter, randomized, controlled trial of biologic-naive PsA pts with magnetic resonance imaging (MRI)-confirmed el C)Sl GUS100mgSCWOand4,then@8W L R R A . . . - o o SIJ/splne +/— VIRI screening results will require
axial inflammation BASDAI >4 — Medical history of inflammatory back pain, dactylitis, enthesitis, uveitis, nail psoriasis,
scalp psoriasis, inverse psoriasis, genital psoriasis, and palmoplantar psoriasis confirm ation in the overall study population
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o Prospectl\zﬁ/llyésvafluat.lr}g tfllwe efﬁctqcy1of guselkumab (GUS), a human IL-23p19-subunit inhibitor, on axial symptoms and objective PBO SC WO, then Q4W | GUS100 mg SC W24 and 28, then Q8W  SSSSURNUNERI . Spinal pain® (VAS 24) o MRl reading for SIJ and spine’
measures OT axial inflammation Screening MRI-confirmed axial involvement (positive spine and/or SIJ MRI defined by blinded — 2 central readers and an adjudi iri
: , , , , , : : judicator, requiring agreement by 2 readers to confirm o o o
Week -6 0 16 24 48 52 60 centrally-read SPARCC score 23) a + or — MRI result The STAR StUdy (N CTO4929210) IS aCtlvely enr0|llng1
- . SIJ and Spinal MRI EE PE Final Final , ,
O bJeCtI\/e Spinal MRI efficacy visit safety Naive to biologic agents and Janus kinase inhibitors — Required only 1 confirmed +MRlI result (SIJ or spine) for study entry
SIJMRI Spinal visit If ligible based on SIJ or spi I read results and the pri ders di d on MRI positivi he oth
. . . . o o o Lo . Sld MRI “Defined as current neck/back/hip pain. BASDAI=Bath Ankylosing Spondylitis Disease Activity Index; CASPAR=Classification ’ apt was €eligibie basea on olJ or spine central rea resu tS and the primary rea ers disagreed on pos:tIV{ty att eot. er
This exploratory analysis of available screening MRI data from STAR compared clinical characteristics between pts meeting or o12-week safety FU period begins at WAS after final study drug administration. EE=Early escape: F/U=Follow-up; GUS=Guselkumab; MRI=Magnetic resonance Criteria for Psoriatic Arthritis; CRP=C-reactive protein: MRI=Magnetic resonance imaging: PsA=Psoriatic arthritis: location, adjudication was not performed because pt eligibility was already determined. BASDAI=Bath Ankylosing Spondylitis
not meeting STAR MRI eligibility criteria imaging; PBO=Placebo; PE=Primary endpoint; Q4W=Every 4 weeks; Q8W=Every 8 weeks; R=Randomization; SC=Subcutaneous; SlJ=Sacroiliac joints; W=Week. Sld=Sacroiliac joints; SPARCC=Spondyloarthritis Research Consortium of Canada; VAS=Visual analog scale. glljigzec;?)cilfgg% I{gggex; CRP=C-reactive protein; HLA=Human leukocyte antigen; MRI=Magnetic resonance imaging; Pt=Patient;
Results
Among 487 pts screened at the time of this analysis, those with available SIJ and/or spine MRI were included Males comprised a significantly higher proportion of pts in both the SlJ+ vs SlJ- and Spine+ vs Spine— cohorts Males also comprised a significantly higher proportion of pts in the SIJ+/Spine+ vs
SlJ-/Spine- cohorts
Pts With Screening MRI of SIJ and/or Spine e The Spine+ cohort comprised a significantly higher proportion of pts positive for the human leukocyte antigen (HLA)-B27 antigen than the Spine-
N=487 cohort; a numerically higher proportion of pts had a history of inflammatory back pain and nail psoriasis in the Spine+ vs Spine— cohort e The SlJ+/Spine+ cohort comprised a numerically higher proportion of pts with a history of inflammatory
= ' P ' e The SlJ+ cohort comprised a numerically higher proportion of pts with a history of inflammatory back pain, nail psoriasis, and scalp psoriasis than back pain
ﬂ? N—84|1d5 - )d:j I\SI_PA"(; the SlJ- cohort e Pts with a history of palmoplantar psoriasis appeared numerically less likely to exhibit MRI-detected
i | J e Pts with a history of palmoplantar psoriasis appeared numerically less likely to exhibit MRI-detected axial inflammation in the SlJ or spine axial inflammation in the SlJ and spine
34% MRI+ 30% MRI+
=157° O 138" : Sl1J and Spine
e @ SIJ and Spine )ém n=138 SIJ Spine P
YamaY; N=433 3 Negative Positive Negative Positive . . S":‘/ Spine- S":"'/ Spine+
Odds Ratio (95% Cl) % (n/N) % (n/N) Odds Ratio (95% Cl) % (n/N) % (n/N) Odds Ratio (95% Cl) % (n/N) % (n/N)
15% Sld+/Spine+ 15% Sld+/Spine— 1% SlJ—/Spine+ 59% SlJ—/Spine- .
5 n=66 il n=257 Sex: Male o 47.0 (142/302) 65.6 (103/157)° o 474 (153/323) 70.3 (97/138) Sex: Male —®— |43.6 (112/257) 75.4 (49/65)°
926 pts had only the SIJ MRI and are not included in the categories above; *28 pts had only the spine MRI and are not included in the categories above; °433 pts had MRI for both the SIJ and spine. MRI=Magnetic resonance imaging; Pts=Patients; SIJ=Sacroiliac joints. HLA-B27 antigen positiveb | ® : 975 (11/40) 373 (50/134) | ® : 23.6 ( 13/5 5) 41.2 ( 49/11 Q)a
' ' ' in wi C-reactive protein (CRP), age, spinal pain score, and tender joint counts were associated with .
Approxmately.half of the over.all screened p?pula.tlon had |n.ﬂ?mmatory back pain with P (CRP), age, spinal p i T Inflammatory back pain | o 409 (38/93) 52.5 (73/139) e 452 (52/115) 50.8 (61/120) Inflammatory back pain | PN 352 (19/54) 509 (28/55)
moderate-to-high levels of peripheral and spinal disease activity the presence or absence of MRI-detected axial inflammation
. : : . e CRP levels were significantly higher in both SIJ+ vs SlJ- and Spine+ vs Spine— cohorts Dactylitis —o— 376 (35/93) 410 (57/139) —&— 42.5 (48/113) 40.2 (49/122) Dactylitis & 55.8 (19/53)  33.9 (19/56)
e A majority of screened pts had a history of nail, scalp, and palmoplantar psoriasis , , , , .
M it ts/visual I e (VAS) i dicated moderate-to-hiah levels of di tivitv/spinal pai e The SlJ+ cohort was characterized by younger age, a higher spinal pain score, and fewer tender joints vs the
@) ean joint counts/visual analog scale SCOres indicated modaderate-to-nighn ievels ot disease activity/spinal pain S|J— cohort Enthesitis —o—1 344 (32/93) 39.6 (55/139) & 39.8 (45/113) 32.0 (39/122) Enthesitis — @ — 39.6 (21/53) 375 (21/56)
BL Pt Demographics and Clinical Characteristics Pts Screened e Differences between the SIJ+/Spine+ (N=65) and SlJ-/Spine— (N=257) cohorts were generally consistent with 0.07 0.04
at Screening (N=487) those of the SlJ and spine cohorts Uveitis . @ | 3.2 (3/93) 14 (2/139) | @ | 2.6 (3/115) 17 (2/120) Uveitis < O i 3.7 (2/54) 1.8 (1/55)
Demographics
Age, yrs 46.7 (124) SIJ MR Spine MRI SIJ and Spine MRI
O O . .. . . e , ,
I"\ Male sex, n (%) 263 (54%) bt Clinical Characteristics b eo— ——" o pine — — :m pu:: - Nail psoriasis H—e— 511 (47/92) 607 (85/140) Ho— 531(60/113) 587 (71/121) Nail psoriasis —@o— 55.8 (29/52) 60.7 (34/56)
_ . oge % a % Inica aracteristics by egative ositive egative ositive (o) egative (o) ositive
beA C:;';‘r’:c'iz;;?;fe" positive, n (%) 7T (36%) Screening MRI Status (N=302) (N=157) (N=323) (N=138) (N=257) (N=65)
PsA disease duration, yrs 37° (41) Demographics Scalp psoriasis e 591(55/93)  67.9 (95/140) —e 65.8 (75/M4) 579 (701121) Scalp psoriasis I 604 (32/53) 62,5 (35/56)
CRP, mg/dL 17 (2.4) .
Ly Swollen Joint Count (0-66) 7.8 (5.2) I"\Iﬂ\ Age, yrs 474 (12.7) 447 (11.8)* 46.2 (12.9) 479 (11.0) 46.6 (12.9) 44.2 (104) Inverse psoriasis | O | 8.6 (8/93) 5.0 (7/140) | O | 7.0 (8/114) 5.8 (7/121) Inverse psoriasis : @ | 11.3 (6/53) 54 (3/56)
@Q Tender Joint Count (0-68) 14.4° (10.9)
BASDAI (VAS 0-10) 7.1° (1.3) PsA Characteristics
Spinal pain (VAS 0-10) 74¢ (1.5) Genital psoriasis | @ : 9.7 (9/93) 9.3 (13/140) —e— 10.5 (12/114) 9.9 (12/121) Genital psoriasis : @ : 13.2 (7/53) 12.5 (7/56)
Medical History, n (%) CRP, mg/dL 1.5 (2.3)° 2.0 (277)* 1.5 (2.2)" 1.9 (2.8)* 1.4 (22)° 2.5 (3.1)*
Inflammatory back pain 125" (48%) SJC (0-66) 8.0 (54)¢ 7.5 (56.0) 81(5.7)° 71(4.4) 8.1(5.5)° 6.6 (4.0)* L. ..
Dactylitis 106 (41%) Palmoplantar psoriasis —o— 61.3 (57/93) 507 (71/140) @ 579 (66/114) 504 (61/121) Palmoplantar psoriasis —@— 64.2 (34/53) 51.8(29/56)
o Ly TJC (0-68) 15.5 (11.9)¢ 12.6 (8.8)* 151 (11.9) 12.6 (84) 15.6 (12.3)° 111 (6.8)*
Enthesitis 94" (36%) @Q
£ Uveitis 5" (2%) ?/Q%Dcﬂ 0 71(1.3)° 7.2 (1.2)f 71(1.3)¢ 6.9 (1.3)" 71(1.3) 71(1.3) o o | |
=|  Nail psoriasis 1519 (59%) ( -10) 01 1 10 01 1 10 01 1 10
Scalp psoriasis 1627 (63%) Spinal pain . ] ) : .
Inverse psoriasis 177 (7%) (VAS 0-10) 7.3 (1.6) 77 (1.4)% 74 (1.6)° 76 (14) 7.3 (1.6) 7.8 (1.4) More likely to be More likely to be More likely to be More likely to be More likely to be More likely to be
Genital psoriasis 257 (10%) MRI-negative MRI-positive MRI-negative MRI-positive MRI-negative MRI-positive
Palmoplantar psoriasis 137" (53%) Data are mean (SD) unless otherwise specified. “N=300; "N=321; °N=255; ‘N=299; °N=295; IN=156; IN=316; "N=137: 'N=251. *Nominal p<0.05: ANOVA, Van der Waerden rank test. Note: Duration of
PsA was documented in a small subset of pts during screening and showed no difference between pt cohorts. ANOVA=Analysis of variance; BASDAI=Bath Ankylosing Spondylitis Disease Activity
Data are mean (SD) unless otherwise specified. °N=197: "N=144; °N=485; IN=484; °N=479; 'N=258; IN=257. BASDAI=Bath Ankylosing Spondylitis Disease Activity Index; BL=Baseline; Index; CRP=C-reactive protein; MRI=Magnetic resonance imaging; PsA=Psoriatic arthritis; Pt=Patient; SD=Standard deviation; SIJ=Sacroiliac joints; SUC=Swollen joint count; TUC=Tender joint count; °95% Cl excluding 1indicates statistically significant difference. "(HLA-B27 antigen marker was only captured in MRI-eligible pts, thus no comparison exists between the SlJ+/Spine+ and SIJ—/Spine— cohorts. CI=Confidence interval; HLA=Human °95% Cl excluding 1indicates statistically significant difference. ClI=Confidence interval; MRI=Magnetic resonance imaging; SlJ=Sacroiliac joints.
P ' ’ g ’ ’ ’ ! ' Y g opondy 4 ’ ’ VAS=Visual analog scale; yrs=Years. leukocyte antigen; MRI=Magnetic resonance imaging; Pts=Patients; SIJ=Sacroiliac joints.

CRP=C-reactive protein; HLA=Human leukocyte antigen; PsA=Psoriatic arthritis; Pt=Patient; SD=Standard deviation; VAS=Visual analog scale; yrs=Years.
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