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Persistent Patient-Level Effect of Guselkumab at
Consecutive 8-Week Dosing Visits and Over Time in Patients
With Active Psoriatic Arthritis: Post Hoc Analysis of a 2-Year,
Phase 3, Randomized, Controlled Study
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Objective. Group-level analyses from the phase 3 DISCOVER-2 trial of guselkumab demonstrated robust and
durable improvements across psoriatic arthritis (PsA) domains. To specifically evaluate continuous disease control in
individual patients, persistence of clinically relevant improvements was assessed, both at consecutive guselkumab
dosing visits and over time.

Methods. Post hoc analyses included biologic-naive patients randomized to 100 mg of guselkumab at week 0, week
4, and then every 8 weeks (Q8W). Improvements in joint (minimal clinically important improvement [MCII] in Disease Activ-
ity Index for PsA [DAPSA; >7.25], clinical DAPSA [cDAPSA; >5.7]), skin (Investigator’s Global Assessment [IGA] 0/1), and
overall disease activity (patient global assessment of arthritis and psoriasis [PtGA Arthritis+Psoriasis; MCIl > 15 mm)],
PsA Disease Activity Score [PASDAS; MCII > 0.8]) were assessed. Proportions of patients with maintenance of DAPSA
and cDAPSA MCII at consecutive Q8W guselkumab dosing visits (ie, at weeks 4 and 12, weeks 12 and 20, etc through
week 52) and patient-level durability of response through week 100 (Kaplan-Meier) were determined.

Results. Among 248 patients randomized to guselkumab Q8W, 93% to 99% maintained clinical improvement in
joint disease at consecutive Q8W dosing visits through week 52 across time periods. Among guselkumab patients
achieving MCII by week 24, estimated probabilities of maintenance of clinical improvement 100 weeks post achieve-
ment ranged from 68% (IGA 0/1) to 89% (PASDAS MCII). Median times to loss of improvement were not reached; esti-
mated mean weeks of maintenance of improvement were 58.6, 52.4, 75.7, 83.6, and 76.7, respectively, for DAPSA,
cDAPSA, IGA, PtGA Arthritis+Psoriasis, and PASDAS.

Conclusion. Guselkumab provided highly durable patient-level improvements, both at consecutive Q8W dosing visits
for joint disease activity and over time across PsA domains according to physician- and patient-driven assessments.

INTRODUCTION

Psoriatic arthritis (PsA) is a chronic, immune-mediated
inflammatory disease characterized by psoriasis of the skin and
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nails and joint disease affecting the peripheral and/or axial skele-
ton." Most patients with PSA present with multidomain disease
requiring individualized treatment.? Disease activity, previous ther-
apies, prognostic factors (eg, pre-existing structural damage),
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comorbid conditions, and patient characteristics may influence
response to therapy.® Considering the chronic and heteroge-
neous nature of PsA and multiple factors influencing patient
outcomes,® a consistent treatment effect at consecutive dosing
visits and persistence of response over time may allow for contin-
uous improvement and greater probability of achieving durable
disease control.

Selective inhibition of the interleukin-23 (IL-23) p19 subunit
with the fully human monoclonal antibody guselkumab has dem-
onstrated significant multidomain efficacy in patients with active
PsA. In the phase 3 DISCOVER-1 and DISCOVER-2 studies of
patients with active PsA, guselkumab that was administered
every 4 or 8 weeks (Q4W or Q8W) provided robust and durable
improvements across key PsA domains, with a favorable
benefit-risk profile through up to 2 years of treatment.*® The
safety profile and efficacy of guselkumab Q4W and Q8W were con-
sistent regardless of baseline patient demographics or disease
characteristics, prior tumor necrosis factor inhibitor (TNFi) expo-
sure, or concomitant therapy with conventional synthetic disease-
modifying antirheumatic drugs (csDMARDs). %2

The primary end point in the DISCOVER-1 and DISCOVER-2
studies (ie, at least 20% improvement in the American College of
Rheumatology response criteria [ACR20]'® at week 24) was
achieved by significantly greater proportions of patients in the
guselkumab Q4W and Q8W groups compared with placebo.*®
Response rates, conservatively estimated using nonresponder
imputation, were maintained or increased over time across dis-
ease domains at 1 year in DISCOVER-1 and 2 years in DIS-
COVER-2. While informing expectations for population response
rates, treatment group response rates do not reveal response
patterns in individual patients (eg, group-level rates would remain
constant even if the proportions of patients losing and gaining
response in a specific time interval are similar). As such, post
hoc analyses of the 2-year DISCOVER-2 trial of biologic-naive
patients with active PsA were conducted to evaluate individual
patient-level consistency of improvement at consecutive guselku-
mab Q8W dosing visits, as well as the persistence of improve-
ment over time.

PATIENTS AND METHODS

Patients and study design. Details of the study design,
inclusion and exclusion criteria, and primary efficacy and safety
results at week 24, week 52, and week 100 for the
DISCOVER-2 study (ClinicalTrials.gov identifier: NCT03158285)
have been reported.>”® DISCOVER-2 was a phase 3, random-
ized, double-blind, placebo-controlled study that enrolled bio-
logic-naive patients with active PsA (>5 tender joint count [TJC

Author disclosures are available at https://onlinelibrary.wiley.com/doi/10.
1002/acr2.11732.
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0-68] and =5 swollen joint count [SJC 0-66] and C-reactive pro-
tein [CRP] level =0.6 mg/dL) despite standard therapies. Patients
were randomized (1:1:1) to receive 100 mg of guselkumab
Q4W, 100 mg of guselkumab weeks 0 and 4 and then Q8W, or
placebo with crossover to 100 mg of guselkumab Q4W at week
24. Efficacy was assessed through week 100. These post hoc
analyses used data only from patients randomized to the guselk-
umab Q8W group to evaluate maintenance of improvement from
one guselkumab administration to the next and through study
completion in individual patients.

The DISCOVER-2 trial was conducted in accordance with
the principles of the Declaration of Helsinki and International
Council for Harmonization Guidelines for Good Clinical Practice.
Each participating site’'s governing ethical body approved the
study protocol, and all patients provided written informed
consent.

Outcomes. Early improvements were assessed using pre-
viously reported cutoffs representing the minimum clinically
important improvement (MCII) in joint, skin, and overall disease
activity, as assessed by patients and physicians. The MCIl has
been defined as the smallest improvement in an outcome that a
patient would perceive as beneficial’* and was employed as
a measure of durability of treatment effect at consecutive dosing
visits, as well as over time through 2 years. Because MCll is a con-
tinuous rather than a relative measure, such as the ACR 20/50/70
criteria, it allows for an objective assessment of response and is
better suited to evaluating individual patient-level response, as
compared with the ACR criteria, which are more appropriate for
measuring outcomes in a large population. MCIl was used for
consistency across outcomes and to avoid variations in the strin-
gency of various treatment targets, such as low disease activity
and remission in the examined assessments.'®

Outcomes of interest assessed improvements in joints using
the Disease Activity Index in PsA (DAPSA) and clinical DAPSA
(cDAPSA), in skin with the Investigator's Global Assessment
(IGA), and in overall disease activity through patient-reported and
composite measures using the patient global assessment of
arthritis and psoriasis (PtGA Arthritis+Psoriasis) and the Psoriatic
Arthritis Disease Activity Score (PASDAS), respectively.

The DAPSA is a validated composite measure of joint dis-
ease derived via summation of TJC, SJC, patient assessment of
arthritis disease activity using a visual analog scale (VAS; 0-10
cm), patient assessment of joint pain (VAS 0-10 cm), and CRP
level (mg/dL)."® The cDAPSA, a validated variation of the DAPSA
that excludes CRP, is often used in routine clinical practice.'”®
The MClls used for DAPSA and cDAPSA were improvements
(reduction) from baseline (7.25'° and >5.7,'® respectively), as
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previously reported in separate observational cohort analyses.
Post baseline, DAPSA and cDAPSA scores were determined at
4-week intervals through week 28, at 8-week intervals through
week 52, and at weeks 68, 76, 84, and 100.

The IGA is a measure of psoriatic lesion severity, graded by
the investigator for induration, erythema, and scaling on a scale
of 0-4: clear (0), minimal (1), mild (2), moderate (3), or severe
(4).2° Two levels of IGA response were employed in these analy-
ses: IGA 0/1 (among patients with baseline IGA >2), representing
an improvement from the presence of mild-to-severe psoriasis to
no or minimal skin disease, and IGA 0 (among patients with base-
line IGA >1), assessing the proportion of patients with any degree
of psoriasis at baseline achieving complete skin clearance. Post
baseline, IGA was collected at weeks 16, 24, 52, 76, and 100.

The PtGA Arthritis+Psoriasis is a patient-reported measure
of arthritis and psoriasis recorded on a VAS?' 0-100 mm. An indi-
vidual response threshold of >15-mm improvement (reduction)
from baseline was selected as the MCII for PtGA Arthritis+Psoria-
sis based on a prior report that identified a value of 15% of the score
range as a plausible threshold for a noticeable change in a patient-
reported outcome (PRO) rating scale such as the VAS.?? This more
conservative MCIl response criterion®® was employed for consis-
tency with a companion study describing early achievement of MCII
in clinical measures and PROs with guselkumab in patients with
active PsA (Curtis JR, et al: unpublished observations).?*

The PASDAS is a multidomain measure of PsA disease activ-
ity composed of PtGA Arthritis+Psoriasis, physician global
assessment of arthritis and psoriasis (VAS), TJC, SJC, Leeds
Enthesitis Index score, tender dactylitis count, 36-ltem Short
Form Health Survey Physical Component Summary score, and
CRP level, with each component weighted before contributing to
the final score (range 0-10).2° A reduction from baseline >0.8
was chosen as the PASDAS MCII for these analyses. This more
conservative MCII value was based on findings from previous
real-world cohort studies employing anchor-based (minimal
important change = 0.67)%® and distribution (minimal clinically
important difference = 0.76)'® methods as well as an analysis
showing that a value of 0.8 is indicative of a moderate response
in most patients with PsA.2” Following the first post baseline
assessment at week 8, both PIGA Arthritis+Psoriasis and PAS-
DAS were determined at weeks 16, 24, 52, 76, and 100.

Statistical analyses. Consistency of clinical improvement
at consecutive guselkumab Q8W dosing visits through week
52 was evaluated by determining the proportion of patients who
achieved the MCIl at a given dosing visit and maintained this
response at the following 8-week dosing visit. Because
this analysis required patient data for the outcome of interest at
each pair of consecutive dosing visits (ie, at weeks 4 and 12, weeks
12 and 20, weeks 20 and 28, weeks 28 and 36, weeks 36 and
44, and weeks 44 and 52) and IGA, PtGA Arthritis+Psoriasis, and
PASDAS were not assessed at all visits, only joint disease

assessments, namely DAPSA and cDAPSA MCI, could be evalu-
ated. Analyses of consistency of effect at consecutive Q8W dosing
visits were restricted to 52 weeks because of longer data collection
intervals (>8 weeks apart) beyond week 52 in DISCOVER-2.

Persistence of response through week 100 at the individual
patient level was assessed among patients who achieved MCII
in DAPSA, cDAPSA, PtGA Arthritis+Psoriasis, and PASDAS,
as well as those achieving IGA 0/1 and IGA O, by week 24.
Because the time point for achieving response may have varied
among patients in the first 24 weeks, not all patients had the
same initial start time for measurement of persistence duration.
Time-to-event analyses with Kaplan-Meier curves were used
to estimate the cumulative probability of maintaining improve-
ment from the time response was first achieved through the
end of the study (week 100). An event was defined as loss of
response, and patients without an event were right-censored
at their last available assessment.?® Because Kaplan-Meier
methodology is nonparametric, the median time is typically
reported. However, if the probability of maintenance of improve-
ment exceeded 50% at the end of the observation period and
the median survival time could not be computed (as was the
case for each outcome assessed in these analyses), the mean
and SE duration of maintenance of response were estimated
as the area under the curve.

RESULTS

Patients. Detailed baseline characteristics of the overall
population and patient disposition through week 100 of
DISCOVER-2 have been previously reported.®® Disease char-
acteristics of the 248 biologic-naive patients randomized to
guselkumab Q8W were consistent with moderate to high
levels of PsA disease activity across domains, including a
mean PtGA Arthritis+Psoriasis of 67.5 (SD 20.5) and a mean
PASDAS of 6.6 (SD 1.1); a majority (69%) reported csDMARD
use at baseline (Table 1). Among patients randomized to
receive guselkumab Q8W, approximately 90% (223 of 248)
completed the study treatment through week 100,2 resulting
in minimal censoring.

Maintenance of clinical improvement at
consecutive Q8W dosing visits. Owing to the relative infre-
quency of skin assessments and thus global disease activity
assessments through 1 year as specified in the DISCOVER-2 pro-
tocol (eg, weeks 16, 24, and 52 for investigator skin assessment
and weeks 8, 16, 24, and 52 for PtGA Arthritis+Psoriasis and
PASDAS), maintenance of improvement at consecutive Q8W
dosing visits could only be determined for joint outcomes, which
were assessed at 4-week intervals through week 28 and then at
8-week intervals through week 52. Among patients who achieved
MCIl'in cDAPSA at week 4, 94% maintained clinical improvement
at week 12 (Figure 1A). High rates of cDAPSA MCII maintenance



PERSISTENCE OF GUSELKUMAB EFFECT IN PsA

883

Table 1. Baseline demographics and disease characteristics®

Guselkumab
100 mg Q8W
Randomized and treated patients, N 248
Demographics
Age, mean (SD), y 44.9(11.9)
Male, n (%) 129 (52)
Bodyweight, mean (SD), kg 83.0(19.3)
BMI, mean (SD) 28.7 (6.3)
Normal (<25), n (%) 74 (30)
Overweight (=25 to <30), n (%) 82 (33)
Obese (=30), n (%) 92 (37)
PsA characteristics
PsA disease duration, mean (SD), y 5.1(5.5)
SJC (0-66), mean (SD) 11.7 (6.8)
TJC (0-68), mean (SD) 19.8(11.9)
CRP, median (IQR), mg/dL 1.3(0.7-2.5)
PtGA Arthritis+Psoriasis 67.5(20.5)
(VAS 0-100), mean (SD)
DAPSA, mean (SD) 46.3(19.4)
cDAPSAP (0-154), mean (SD) 44.3(18.8)
Psoriatic BSA (0-100), mean (SD), % 17.0(21.0)
IGAS (0-4), n (%)
>1 239 (96)
>2 195 (79)
3or4 108 (44)
PASI (0-72), mean (SD) 9.7(11.7)
PASDAS® (0-10), mean (SD) 6.6 (1.1)
HAQ-DI® (0-3), mean (SD) 1.3(0.6)
Concomitant medications
csDMARDs, n (%) 170 (69)
Methotrexate, n (%) 141 (57)
Dose, mean (SD), mg/wk 15.3(5.2)
Oral corticosteroids, n (%) 50 (20.2)
Dose, mean (SD)," mg/day 6.8 (2.5)

*BMI, body mass index; BSA, body surface area; cDAPSA, clinical Dis-
ease Activity Index for Psoriatic Arthritis (excludes CRP); CRP,
C-reactive protein; ¢sDMARD, conventional synthetic disease-
modifying antirheumatic drug; DAPSA, Disease Activity Index for
Psoriatic Arthritis; HAQ-DI, Health Assessment Questionnaire-
Disability Index; IGA, Investigator's Global Assessment; IQR, inter-
quartile range; PASDAS, Psoriatic Arthritis Disease Activity Score;
PASI, Psoriasis Area and Severity Index; PsA, psoriatic arthritis; PtGA
Arthritis+Psoriasis, patient global assessment of arthritis and psori-
asis; Q8W, every 8 weeks; SJC, swollen joint count; TJC, tender joint
count; VAS, visual analog scale.

?DAPSA disease activity states include remission (score <4), low dis-
ease activity (score >4 and <14), moderate disease activity (score
>14 and <28), and high disease activity (score >28)."”

PcDAPSA disease activity states include remission (score <4), low dis-
ease activity (score >4 and <13), moderate disease activity (score
>13 and <27), and high disease activity (score >27)."”

IGA score of 0 indicates clear skin, 1 indicates minimal psoriasis, 2
indicates mild psoriasis, 3 indicates moderate psoriasis, and 4 indi-
cates severe psoriasis.?’

9PASDAS disease activity states include very low (score <1.9), low
(score <3.2), and high disease activity (score >5.4).%>2°

*HAQ-DI score of 0-1 indicates mild difficulties to moderate disabil-
ity, 1-2 moderate-to-severe disability, and 2-3 severe to very severe
disability.>°

fPrednisone or equivalent dose.

were observed at each subsequent time period assessed (ie,
weeks 12 and 20, weeks 20 and 28, weeks 28 and 36, weeks
36 and 44, and weeks 44 and 52), ranging from 95% to 99%.
Similar results were observed for DAPSA MCII (Figure 1B).

Persistence of clinical improvement over time. By
week 24, 96% (238 of 248) of patients treated with guselkumab
Q8W achieved cDAPSA and DAPSA MCII. Among patients with
MCIl in joint disease activity by week 24, the probabilities of main-
tenance of cDAPSA and DAPSA MCII 100 weeks post achieve-
ment were 69.2% and 69.6%, respectively (Figure 2). Mean
durations of maintenance were estimated to be 52.4 (SE 2.0)
and 58.6 (SE 2.2) weeks, for cDAPSA and DAPSA, respectively
(Figure 2).

Among 195 patients with IGA >2 at baseline, 181 (93%)
patients achieved IGA 0/1 (clear or minimal skin psoriasis) by
week 24 of guselkumab Q8W treatment, with a 68.1% probability
of maintaining this improvement 100 weeks post achievement
(Figure 3A). The estimated mean duration of IGA 0/1 was 75.7
(SE 1.6) weeks (Figure 3A). By week 24 of guselkumab Q8W,
62% (147 of 239) of patients with baseline IGA >1 achieved IGA
0, indicative of complete clearance of psoriatic lesions. The prob-
ability of maintaining IGA 0 100 weeks post achievement was
63.7%, and the estimated mean duration of maintenance of this
improvement was 65.3 (SE 2.4) weeks (Figure 3B).

A majority (73%, 182 of 248) of patients also achieved PtGA
Arthritis+Psoriasis MCIl by week 24 of guselkumab Q8W treat-
ment, with a 74.8% probability of maintaining this improvement
in overall disease activity 100 weeks post achievement
(Figure 4A). The estimated mean duration of maintenance of PtGA
Arthritis+Psoriasis MCIl was 83.6 (SE 2.4) weeks (Figure 4A).
When assessed via a composite measure of overall disease activ-
ity, 90% (224 of 248) of patients achieved PASDAS MCII by week
24 with guselkumab Q8W. The probability of maintaining PAS-
DAS MCII 100 weeks post achievement was 89.0%, and the esti-
mated mean duration of maintenance of this improvement was
76.7 (SE 1.4) weeks (Figure 4B).

DISCUSSION

In the phase 3 DISCOVER-2 trial of patients with active PsA,
group-level response rates employing nonresponder imputation
showed higher ACR, IGA, and minimal disease activity response
rates with guselkumab compared with placebo through the
24-week placebo-controlled period and durable or increased
response rates among guselkumab-treated patients through 2
years.>"® Although group-level data are considered the gold
standard for assessing comparative effectiveness and describing
aggregate response to treatment over time, they may not reflect
within-patient persistence of improvement. Such patient-level
data can provide additional context for both health care providers
and patients and may influence shared decision-making by facili-
tating discussions related to patient expectations, clinical trial
findings, and monitoring response over time.®" To fully character-
ize patterns of response to guselkumab Q8W in patients with
PsA, maintenance of joint response (DAPSA and cDAPSA MCII)
at consecutive dosing visits was assessed only in patients who
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Figure 1. Maintenance of (A) cDAPSA MCII (>5.7 improvement from baseline) and (B) DAPSA MCII (=7.25 improvement from baseline) at con-
secutive guselkumab Q8W dosing visits. cDAPSA, clinical Disease Activity Index for Psoriatic Arthritis; DAPSA, Disease Activity Index for Psoriatic
Arthritis; MCII, minimal clinically important improvement; Q8W, every 8 weeks; W, week.

achieved response at the first of the two paired visits, and mean
duration of improvement and probability of maintaining improve-
ment at 2 years were assessed among patients who achieved this
level of response by week 24.

Treatment with guselkumab Q8W was associated with high
rates (94%-99%) of maintaining clinically meaningful improve-
ment in peripheral joint activity (cDAPSA) at consecutive visits
through week 52, the last time point at which cDAPSA could be
assessed at 8-week intervals. Furthermore, 96% of patients
achieved cDAPSA MCII by week 24, and the estimated mean
duration of joint improvement at the individual patient level was 1
year from the time of initial response, with a 69% probability of

maintaining this improvement at 2 years. Similar results were
observed with DAPSA, consistent with reports showing a high
correlation between these indices.232

Robust and durable efficacy has been previously demon-
strated for guselkumab in psoriatic skin lesions at the group level
among patients with PsA.>"® In the present analyses, durable
improvements in skin psoriasis were also observed at the individ-
ual patient level. Among patients with mild-to-severe psoriasis at
baseline, 93% achieved no or minimal skin disease or complete
skin clearance by week 24, whereas 62% of patients with any
degree of psoriasis at baseline achieved complete clearance of
psoriatic lesions at this time point. Skin responses were
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Index for Psoriatic Arthritis; MCII, minimal clinically important improvement; Q8W, every 8 weeks.

maintained for an estimated 65 to 76 weeks from the time of initial longitudinal nail assessment data were collected in the
response, with a 64% to 68% probability of maintaining minimal DISCOVER-2 study, nail psoriasis was not included in the present
skin disease or complete clearance at 2 years. Because no analysis. However, a post hoc analysis of data pooled from the
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Figure 3. Kaplan-Meier plot of mean duration and probability of maintenance of skin improvement with guselkumab Q8W among patients
achieving (A) an IGA score of O (cleared) or 1 (minimal) and (B) IGA score of 0 at week 24. Mean (SE) durations of maintenance of IGA 0/1 and
IGA O were estimated using the area under the curve. IGA, Investigator’s Global Assessment; MCII, minimal clinically important improvement;

Q8W, every 8 weeks.

VOYAGE-1 and VOYAGE-2 studies in patients with moderate- early as week 16 compared with placebo.®* Additionally, among
to-severe plaque psoriasis showed that significantly higher pro- VOYAGE-1 and VOYAGE-2 participants with self-reported PsA,
portions of guselkumab-treated patients with nail psoriasis response rates for achieving improvements in difficult-to-treat

achieved clinically meaningful improvements in nail disease as regional psoriasis of the nails, scalp, palms and/or soles were
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Figure 4. Kaplan-Meier plot of mean duration and probability of maintenance of improvement in overall disease activity with guselkumab Q8W
among patients achieving (A) PtGA Arthritis+Psoriasis MCIl and (B) PASDAS MCII at week 24. Mean (SE) durations of maintenance of MCIl in PtGA
Arthritis+Psoriasis and PASDAS were estimated using the area under the curve. MCII, minimal clinically important improvement; PASDAS, Psori-
atic Arthritis Disease Activity Score; PtGA Arthritis+Psoriasis, patient global assessment of arthritis and psoriasis; Q8W, every 8 weeks.

greater with guselkumab than with placebo at week 16 and
numerically greater than with adalimumab at week 48%°. These
findings suggest guselkumab has the potential to benefit patients
with multifaceted PsA, aligning with current Group for Research
and Assessment of Psoriasis and Psoriatic Arthritis (GRAPPA)
treatment guidelines.

Consistent with findings for improvements in the joint and
skin domains, the mean durations of maintenance of clinically
important improvements in measures of overall disease activity
were 84 weeks for PtGA Arthritis+Psoriasis and 77 weeks for
PASDAS, with respective probabilities of maintaining these
improvements at 2 years of 75% and 89%. Considering
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treatment guidelines support selecting therapies that address
all active PsA domains in individual patients,® persistence in
improvement in PASDAS, a multidomain measure that incor-
porates assessment of joints, dactylitis, enthesitis, physical
function, quality of life, acute-phase response, and both
patient and physician global ratings of arthritis and psoriasis,
suggests a broad and durable effect of guselkumab at the
individual patient level.

The enduring improvements in joint disease activity observed
at consecutive Q8W dosing visits and across disease domains
over time may relate to decreased production and survival of
long-lived Th17 cells or restoration of altered regulatory T cell
function with guselkumab, resulting in sustained reduction in pro-
inflammatory cytokines.®®~2® In addition, through its unique bind-
ing of both CD64* myeloid cells and IL-23, guselkumab may be
enriched within the inflamed tissue microenvironment, thereby
neutralizing IL-23 at its cellular source and potentially contributing
to the highly durable responses seen both at consecutive dosing
visits and long term.®®

Consistency of effect at consecutive dosing visits and over
time in individual patients could influence and enhance persis-
tence on biologic therapy (time from the beginning of therapy until
its discontinuation), an important determinant of patient out-
comes in immune-mediated inflammatory diseases, including
PsA.9 Clinically, efficacy and safety are contributors to persis-
tence on medication.*' Robust patient retention rates were
reported in DISCOVER-1 and DISCOVER-2, with 90% to 94% of
patients randomized to guselkumab Q8W completing the study
treatment through 1 year and 90% doing so through 2 years’™
of DISCOVER-2. Through the 24-week placebo-controlled period
of DISCOVER-2, rates of adverse events were similar between
guselkumab- and placebo-treated patients and across guselku-
mab dosing regimens.® The favorable benefit-risk profile of
guselkumab remained consistent through up to 2 years, with no
new safety concerns identified.”®

Pooled analyses of the DISCOVER studies have previously
shown consistent guselkumab efficacy across clinical efficacy
and PRO measures through 1 year regardless of baseline patient
and disease characteristics, including concomitant csDMARD
therapy, encompassing methotrexate.'® Additional analyses
using data from DISCOVER-2 have also shown guselkumab
treatment to be associated with durable achievement of stringent
disease targets spanning key GRAPPA-recognized PsA domains
through up to 2 years, irrespective of baseline csDMARD and
methotrexate therapy.*? Thus, although not directly examined in
the present analysis, concomitant methotrexate is not expected
to influence maintenance of improvement at consecutive guselku-
mab dosing visits or the persistence of improvement over time.

The durable benefit-risk profile of guselkumab demonstrated
in randomized controlled studies is supported by data from real-
world studies. Among patients with longstanding, treatment-
resistant active PsA enrolled in the CorEvitas PsA/Spondyloarthritis

Registry,*® nearly 80% of those who initiated on-label guselkumab
(after US Food and Drug Administration approval for active PsA
and at the approved dosing regimen) had persistent treatment at
6 months.** Importantly, 6 months of on-label guselkumab ther-
apy in this treatment-resistant population was associated with
significant improvements in joint and skin symptoms.** High
levels of treatment persistence with guselkumab were also shown
in a large prospective cohort study of patients with psoriasis and
concurrent rheumatologist-confirmed PsA from the British Asso-
ciation of Dermatologists Biologics and Immunomodulators Reg-
ister.*® The 1-year drug survival rate for guselkumab in patients
with psoriasis, including those with comorbid PsA, was 89%,46
and in patients with a diagnosis of both psoriasis and PsA, adher-
ence rates through 9 months were numerically highest for those
treated with guselkumab or ustekinumab, as compared with
TNF and IL-17A inhibitors.*” More recently, real-world claims data
showed that patients with PsA receiving guselkumab Q8W were
three times more likely to remain on treatment at 1 year, with
72% of patients persisting on guselkumab compared with 44%
of those treated with an initial subcutaneous TNFi.*® Similarly, in
a study employing primarily commercial US health plan claims
data, patients initiating guselkumab had a significantly greater
likelihood of on-label treatment persistence through 1 year com-
pared with those initiating a subcutaneous IL-17A inhibitor (ixeki-
zumab or secukinumab).*®

The strengths of the present analyses include low rates of
guselkumab discontinuation in DISCOVER-2, resulting in mini-
mal censoring, which allowed accurate estimates of efficacy per-
sistence at the patient level. Validated PsA instruments were
employed in the analyses, and MCII thresholds used have been
estimated with established methodologies, including anchor-
based and distribution-based methods.*° Although the cDAPSA
MCII of 5.7 was the only such reported at the time these analy-
ses were planned and performed,'® a cDAPSA MCII of 3.25
was recently reported.®! Given that the value used in the current
analyses represents a more conservative estimate, it is not likely
that application of the newly reported MCII would alter the con-
clusions drawn from these analyses, although the higher cutoff
employed may underestimate the level of cDAPSA MCII consis-
tency at consecutive dosing visits as well as the persistence of
this improvement over time. Because these post hoc analyses
were conducted on a clinical trial population of biologic-naive
patients, the results may not be generalizable to the broader
population of patients with PsA. Furthermore, the analysis of
clinical improvement was limited to efficacy assessments con-
ducted at consecutive Q8W dosing visits; therefore, we are not
able to evaluate efficacy during the time between these visits.
Additionally, these analyses did not include all study outcomes
because only some assessments were performed at 8-week
intervals, and because of longer data collection intervals
(>8 weeks apart) beyond week 52, these analyses were
restricted to 1 year of treatment.
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Evaluation of individual patient improvements showed that
guselkumab Q8W provided highly durable joint efficacy at con-
secutive Q8W dosing visits through 1 year and conferred persis-
tent benefits across PsA domains through 2 years, consistent
with previously reported continuous improvement in group-level
clinical response rates over time. These study findings may further
inform physicians and patients when initiating and monitoring
treatment plans.
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