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Background: More patients with moderate-to-severe plaque psoriasis achieved responses with JNJ-
77242113, a targeted oral peptide inhibiting interleukin-23 receptor signaling, versus placebo (PBO) at
week (W)16 of the phase 2 FRONTIER-1 study.

Objective: FRONTIER-2, a long-term extension of FRONTIER-1, evaluated JNJ-77242113 through 1 year.

Methods: FRONTIER-1 participants received JNJ-77242113 at doses from 25 mg daily to 100 mg twice daily
or PBO through W16. Patients completing FRONTIER-1 could enroll in FRONTIER-2 and continue
JNJ-77242113 at the same dose through W52. Those on PBO crossed over to JNJ-77242113 100 mg daily for
W16—52. Safety follow-up continued through W56.

Results: Most (89%) FRONTIER-1 patients continued to FRONTIER-2. Across outcomes, response rates
were maintained from W16—52. The highest response rates generally occurred with JNJ-77242113 100 mg
twice daily. At W52, 76% of patients achieved up to 75% improvement in Psoriasis Area and Severity Index
(PASI75) with 100 mg twice daily; rates of clear or almost clear skin were 64% (PASI90), 74% (Investigator’s
Global Assessment 0/1), 40% (PASI100), and 43% (Investigator’s Global Assessment 0). From W16—56, 59%
of JNJ-77242113—treated patients had =1 adverse events. Serious adverse events, considered unrelated to
treatment by investigators, occurred in 4% of patients.

Limitations: The study was limited by the small number of patients in each treatment group and the

descriptive nature of the longer-term data.
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Conclusion: Rates of skin clearance with JNJ-77242113 were durable to 1 year and no safety signals were

identified. (J Am Acad Dermatol 2025;92:495-502.)
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INTRODUCTION

Treatment options for pla-
que psoriasis (PsO) have
expanded with the approval
of monoclonal antibodies
that target inflammatory cy-
tokines or their receptors.' A
number of these treatments,
including ustekinumab, gu-
selkumab, tildrakizumab,
and risankizumab,' target
interleukin (IL)-23, which
plays a critical role in patho-
genic  T-cell  activation.”
While these biologics have
demonstrated efficacy and
acceptable long-term safety profiles,”® they are
administered via subcutaneous injection,”” which
may not be the preferred mode of administration for
all patients.”” The oral therapies apremilast (target-
ing phosphodiesterase 4) and deucravacitinib (tar-
geting tyrosine kinase 2) are approved to treat PsO,
but they have demonstrated only moderate efficacy
and long-term safety data for tyrosine kinase 2-
targeted therapies, like deucravacitinib, are
limited.'""* Thus, there is a need for safe and
effective oral PsO therapies.

JNJ-77242113 is a targeted oral peptide that binds
the IL-23 receptor to block IL-23 signaling. Studies
in preclinical models and in healthy human partic-
ipants have demonstrated that orally administered
JNJ-77242113 results in selective, systemic inhibi-
tion of the IL-23 pathway.'” In a phase 2b study
evaluating the efficacy and safety of JNJ-77242113 in
patients with moderate-to-severe PsO (FRONTIER-1;
NCT05223868), JNJ-77242113 showed a signifi-
cant dose-response effect at week 16."" Higher
response rates were observed among patients
receiving higher doses of JNJ-77242113, with 79%
of those in the highest dose group (100 mg twice
daily) achieving =75% improvement in Psoriasis
Area and Severity Index (PASI 75) and 064%
reaching an Investigator’s Global Assessment (IGA)
score of 0/1 at week 16. The safety profiles for
JNJ-77242113 and placebo (PBO) were similar
through week 16.

To further assess the efficacy and safety of orally
administered JNJ-77242113, a long-term extension

psoriasis

CAPSULE SUMMARY

« Inhibition of the interleukin-23 pathway
with monoclonal antibodies has
demonstrated efficacy and safety in
treating moderate-to-severe plaque

Results from the FRONTIER-2 study
indicate that JNJ-77242113, a targeted
oral peptide blocking the interleukin-23
receptor, provides durable skin clearance
and a stable safety profile with 52 weeks
of oral administration

(LTE) of  FRONTIER-1
(FRONTIER-2;
NCT05364554) evaluated

JNJ-77242113—treated  pa-
tients with moderate-to-
severe plaque PsO through
1 year of treatment.

METHODS
Patients

Eligibility ~ criteria ~ for
FRONTIER-1  have  been
detailed elsewhere."" Briefly,
patients were adults (=18 years
of age) diagnosed with
moderate-to-severe  plaque
PsO (PASI =12, IGA score =3, and a body surface
area involvement =10%) for =6 months prior to first
study treatment and were candidates for phototherapy
or systemic PsO therapy. Those who had previously
received a biologic targeting IL-23 were excluded.
Patients who completed FRONTIER-1 could elect to
participate in the LTE, FRONTIER-2.

Trial design

In FRONTIER-1, a randomized, double-blind,
PBO-controlled, dose-ranging, phase 2b study, pa-
tients were randomized 1:1:1:1:1:1 to oral JNJ-
77242113 at 25 mg daily, 25 mg twice daily, 50 mg
daily, 100 mg daily, 100 mg twice daily, or PBO from
week 0—16."* In FRONTIER-2, patients randomized
to JNJ-77242113 continued to receive the dose
assigned in FRONTIER-1, in a blinded manner,
through week 52. Patients randomized to PBO in
FRONTIER-1 crossed over to receive JNJ-77242113
100 mg daily (PBO — 100 mg daily) from week 16-52
of FRONTIER-2. A 4-week safety follow-up period
followed the last study treatment at week 52.

End points

Efficacy end points were assessed for patients
randomized to JNJ-77242113 and those PBO-
randomized patients who enrolled in the LTE
(PBO—100 mg daily group). For end points that
measured change from baseline, week 0 of
FRONTIER-1 was considered baseline. The primary
end point was the proportion of patients who
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Abbreviations used:

AE: adverse event

COVID-19: coronavirus disease 19

GI: gastrointestinal

IGA: Investigator’s Global Assessment

IL: interleukin

LSM: least squares mean

LTE: long-term extension

MedDRA:  Medical Dictionary for Regulatory
Activities

MMRM: mixed models for repeated measures

PAST: Psoriasis Area and Severity Index

PBO: placebo

PsO: psoriasis

PSSD: Psoriasis Symptoms and Signs Diary

SD: standard deviation

ss-IGA: scalp-specific IGA

achieved PASI 75 at week 52. Secondary end points,
also at week 52, included the proportion of patients
achieving PASI 90, PASI 100, IGA 0/1 (minimal
involvement/almost clear skin) or IGA 0 (clear
skin) on a scale of 0-4,"” Dermatology Life Quality
Index 0/1,'° or Psoriasis Symptoms and Signs Diary
(PSSD)'” sign scores or PSSD symptom scores of
0 (among patients with baseline PSSD scores =1),
and change from baseline in PASI, PSSD sign, or
PSSD symptom scores. A reduction of =4 points in
PSSD itch or pain scores was considered a clinically
meaningful improvement.'® Among patients with a
scalp-specific IGA (ss-IGA) score =2 at baseline
(week 0 of FRONTIER-1), the proportion of patients
achieving an ss-IGA of 0/1 with a =2-grade improve-
ment from baseline was an exploratory end point; ss-
IGA measures redness, thickness, and scaliness of
scalp lesions (0: no disease; 4: severe disease).'”
Frequency and type of adverse events (AEs) (coded
using the Medical Dictionary for Regulatory Activities
V25.1) and serious AEs were assessed through week
56 in patients in the LTE who received =1 dose of
JNJ-77242113. Laboratory data were summarized by
type of test (eg, hematology), and laboratory param-
eters were summarized by Common Terminology
Criteria for AEs.

Statistical analysis

No formal hypothesis testing occurred in the LTE;
data were summarized through descriptive statistics.
Analyses of efficacy end points used nonresponder
imputation and mixed models for repeated measures
(MMRM).

For binary efficacy end points, patients who discon-
tinued due to lack of efficacy or worsening of PsO, or
who initiated a prohibited PsO treatment, were consid-
ered nonresponders after the occurrence; patients with
missing data were also considered nonresponders. For
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continuous end points (eg, change from baseline in
PASI or PSSD symptom/sign score), zero change was
assigned to patients who discontinued due to lack of
efficacy or worsening of PsO or who initiated a
prohibited PsO treatment. Missing data were handled
by MMRM under missing-at-random assumptions. Least
squares mean (LSM) values were based on the MMRM
model with treatment group, visit, treatment group-by-
visit interaction, baseline weight category (=90 kg,
>90 kg), baseline weight category-by-visit interaction,
baseline score, and baseline score-by-visit interaction as
covariates.

RESULTS
Patients

Of the 255 patients who were randomized and
received =1 dose of study treatment in FRONTIER-1
(first patient screened February 2022), 227 (89%)
continued treatment in FRONTIER-2 (first patient
dosed June 2023), including 35 patients in the
PBO— 100 mg daily group (Supplementary Fig 1,
available via Mendeley at https://data.mendeley.
com/datasets/23tcsdt2he/1). The most common
reason for discontinuation of treatment in
FRONTIER-2 was lack of efficacy, which was more
notable in the lower versus higher dose groups (only
2 patients receiving 100 mg daily and 1 receiving
100 mg twice daily discontinued treatment due to
lack of efficacy).

Demographics and baseline clinical characteris-
tics at the start of FRONTIER-1 were previously
described.'* Across randomized treatment groups,
the mean = standard deviation (SD) age was
44 * 13 years; 69% of patients were men and 75%
were White. Patients had a mean duration of PsO of
18 = 13 years. At baseline, the mean PASI score was
19.0 = 5.8, with an IGA score of 3 in 79% of patients
and an IGA score of 4 in 21%. Patients reported mean
PSSD symptom and sign scores of 51.8 = 23.8 and
64.6 = 18.2, respectively. Most patients (87%) had an
ss-IGA score =2 at baseline. Twenty-two percent of
patients had received prior treatment with biologics.

PASI 75 response at week 52 (primary end
point)

PASI 75 response rates at week 16 in FRONTIER-
1" were maintained through week 52 of FRONTIER-
2 (Fig 1, A) and greater PASI 75 response rates
generally continued to be seen with higher JNJ-
77242113 doses. At week 52, the respective pro-
portions of patients achieving PASI 75 were 49%,
58%, 70%, 65%, and 76% with 25 mg daily, 25 mg
twice daily, 50 mg daily, 100 mg daily, and 100 mg
twice daily. In the PBO— 100 mg daily group, PASI
75 response rates rapidly converged with those of
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Fig 1. Proportions of patients (%) achieving PASI 75 (A), PASI 90 (B), PASI 100 (C), and IGA 0/
1 (D) responses through week 52. Patients who discontinued study agent due to lack of
efficacy/worsening of PsO, or who initiated a prohibited PsO treatment were considered
nonresponders after the occurrence. Patient with missing data were considered non-
responders. *Nominal P < .05 versus PBO. *Nominal P < .01 versus PBO. *Nominal P <
.001 versus PBO. Error bars denote 95% CI. CI, Confidence interval; IGA, Investigator’s Global
Assessment of psoriasis; NRI, nonresponder imputation; PASI, Psoriasis Area and Severity
Index; PBO, placebo; PsO, psoriasis.
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the JNJ-77242113—randomized patients, reaching
66% at week 52 (Fig 1, A; Supplementary Table I,
available via Mendeley at https://data.mendeley.
com/datasets/23tcsdt2he/1).

Secondary efficacy end points

The proportions of patients attaining PASI 90 and
PASI 100 response at week 16 (eg, 60% and 40%,
respectively, in the 100 mg twice daily group) were
generally maintained through week 52 (eg, 64% and
40%, respectively, in the 100 mg twice daily group;
Fig 1, B and C; Supplementary Table I, available via
Mendeley at https://data.mendeley.com/datasets/
23tesdt2zhe/1). PASI 90 and PASI 100 response rates
in the PBO — 100 mg daily group approached those
seen in the other JNJ-77242113 100 mg treatment
groups. LSM changes in PASI from baseline to week
52 were —12.9, —13.6, —14.3, —15.5, and —17.4 in
the 25 mg daily, 25 mg twice daily, 50 mg daily,
100 mg daily, and 100 mg twice daily groups,
respectively, and —14.0 in the PBO— 100 mg daily
group; corresponding values for LSM percent change
in PASI from baseline to week 52 were —65.9%,
—69.3%, —76.8%, —80.4%, —90.2%, and —72.9%,
respectively (Supplementary Table I, available via
Mendeley at https://data.mendeley.com/datasets/
23tesdt2he/1).

Similar to the pattern observed in PASI responses,
proportions of patients reaching IGA 0/1 and IGA
0 at week 16 (Supplementary Table 1, available via
Mendeley at https://data.mendeley.com/datasets/
23tesdt2he/1) were maintained through week 52
and were greater with higher doses of JNJ-
77242113 (Fig 1, D; Supplementary Fig 2, available
via  Mendeley at https://data.mendeley.com/
datasets/23tcsdt2he/1; Supplementary Table I, avail-
able via Mendeley at https://data.mendeley.com/
datasets/23tcsdt2he/1). Among patients randomized
to JNJ-77242113 with baseline ss-IGA scores =2, ss-
IGA 0/1 response rates were consistent between
week 16 and week 52 (eg, both 75% with 100 mg
twice daily), as were rates of ss-IGA 0 response (eg,
69% and 67% with 100 mg twice daily;
Supplementary Fig 3, available via Mendeley at
https://data.mendeley.com/datasets/23tcsdt2hc/1).
In the PBO — 100 mg daily group, ss-IGA 0/1 and ss-
IGA 0 response rates increased substantially between
week 16 and week 52.

Patient-reported outcomes

Improvements in patient-reported outcome
measures at week 16 were also generally maintained
through week 52. The LSM changes in PSSD sign
score and PSSD symptom score (Supplementary
Fig 4, available via Mendeley at https://data.
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mendeley.com/datasets/23tcsdt2he/1), as well as
proportions of patients reporting PSSD sign score
of 0, PSSD symptom score of 0, or Dermatology Life
Quality Index score of 0/1 (Supplementary Table I,
available via Mendeley at https://data.mendeley.
com/datasets/23tcsdt2he/1), were consistent be-
tween week 16 and week 52. Of note, the pro-
portions of patients reporting clinically meaningful
improvements (=4-point reduction) in PSSD itch
and pain scores at week 52 were greater with higher
INJ-77242113 doses, reaching 75% and 76%, respec-
tively, in the 100 mg twice daily group at week 52
(Supplementary Table I, available via Mendeley at
https://data.mendeley.com/datasets/23tcsdt2hc/1).

Safety

From week 16 through week 56, 59% of patients
had =1 AE (Table D). No dose-dependent increase in
the occurrence of AEs was observed. The most
common AEs were nasopharyngitis, upper respiratory
tract infection, and COVID-19 (18%, 10%, and 5%,
respectively, across treatment groups). Rates of
gastrointestinal (GD-related AEs through week 16
were 12% in PBO-treated patients and 11% across
JNJ-77242113—treated patients'*; across JNJ-77242113
treatment groups, rates of GI AEs did not increase
from week 16 through week 56 (6%; Table D).

Serious AEs occurred in 4% of patients from week
16 through week 56 (Table ). All serious AEs were
considered unrelated to study treatment by investi-
gators, with no evidence of a dose-related increase in
serious AEs. From week 16 through week 56, serious
AFEs included 1 occurrence each of coronary artery
disease and noncardiac chest pain (same patient in
the 50 mg daily group), ventricular dysfunction
(25 mg twice daily), foot deformity (50 mg daily),
intervertebral disc protrusion (100 mg daily), diver-
ticulitis (100 mg daily), ligament injury (25 mg twice
daily), uterine leiomyoma (100 mg twice daily),
cerebrovascular accident (PBO—100 mg daily),
and tonsillar hypertrophy (25 mg twice daily). No
safety signals or trends toward a dose-related effect
were observed among liver enzymes or hematologic
laboratory results (data not shown), and no deaths
occurred during the study.

DISCUSSION

In FRONTIER-2, the high response rates and
improved patient-reported outcomes seen with JNJ-
77242113 in FRONTIER-1""* were sustained through
1 year of treatment. Response rates increased rapidly
among patients in the PBO — 100 mg daily group and
approached those seen in the highest dose group
(100 mg twice daily) by week 52 or earlier.
Consistent with observations from FRONTIER-1,"*
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Table L. Patients with =1 treatment-emergent AEs with frequency of =5% of preferred terms in any treatment
group from week 16 through week 56

JNJ-77242113
PBO— 100 25 mg 25 mg 50 mg 100 mg 100 mg
mg daily* daily twice daily daily daily twice daily Combined’
(N = 35) (N = 35) (N = 40) (N =39) (N = 40) (N = 38) (N = 227)
Mean weeks of follow-up 37.8 36.6 35.0 384 35.9 38.6 37.0
Adverse events, n (%) 23 (65.7) 18 (51.4) 7 (67.5) 19 (48.7) 7 (67.5) 19 (50.0) 133 (58.6)
Infections and infestations 16 (45.7) 2 (34.3) 7 (42.5) 16 (41.0) 0 (50.0) 14 (36.8) 95 (41.9)
Nasopharyngitis 9 (25.7) 3 (8.6) 6 (15.0) 7 (17.9) 1 (27.5) 5(13.2) 41 (18.1)
Upper respiratory tract infection 4 (11.4) 6 (17.1) 3(7.5) 3(7.7) 2 (5.0) 4 (10.5) 22 (9.7)
COvID-19 2 (5.7) 1(2.9) 1(2.5) 3(7.7) 2 (5.0) 3(7.9) 12 (5.3)
Influenza 1 (2.9 0 3(7.5) 1 (2.6) 1 (2.5) 1 (2.6) 7 (3.1)
Urinary tract infection 2 (5.7) (2.9) 1(2.5) 1(2.6) 0 2 (5.3) 7 (3.1)
Bronchitis 1(2.9) (2.9) 1(2.5) 3(7.7) 0 0 6 (2.6)
Sinusitis 0 0 2 (5.0 1 (2.6) 0 0 3(1.3)
Investigations 4 (11.4) (2.9) 3(7.5) 3(7.7) 2 (5.0) 4 (10.5) 17 (7.5)
Alanine aminotransferase 2 (5.7) 1(2.9) 0 1(2.6) 0 2 (5.3) 6 (2.6)
increased
Aspartate aminotransferase 1(2.9) (2.9) 0 1(2.6) 0 2 (5.3) 5(2.2)
increased
Musculoskeletal and connective 2 (5.7) 0 1(2.5) 4 (10.3) 8 (20.0) 1 (2.6) 16 (7.0)
tissue disorders
Arthralgia 1(2.9) 0 0 1(2.6) 2 (5.0) 0 4 (1.8)
Gastrointestinal disorders 1(2.9) 1(2.9) 3 (7.5) 3 ) 5(12.5) 0 13 (5.7)
Vomiting 0 0 0 0 2 (5.0) 0 2 (0.9)
Nervous system disorders 1(2.9) 3 (8.6 4 (10.0) 0 4 (10.0) 1 (2.6) 13 (5.7)
Headache 0 2 (5.7) 3(7.5) 0 3(7.5) 0 8 (3.5)
Injury, poisoning, and procedural 3 (8.6) 2 (57 3 (7.5) 1(2.6) 2 (5.0) 1(2.6) 12 (5.3)
complications
Meniscus injury 0 1(2.9) 2 (5.0 0 0 0 3(1.3)
Vascular disorders 1(2.9) 0 2 (5.0) 1(2.6) 1(2.5) 1(2.6) 6 (2.6)
Hypertension 1(2.9) 0 2 (5.0) 1(2.6) 1 (2.5) 1(2.6) 6 (2.6)
Serious adverse events®, n (%) 1(2.9) 0 3(7.5) 2 (5.1) 2 (5.0) 1(2.6) 9 (4.0)

Patients are counted only once for any given event, regardless of the number of times they actually experienced the event. AEs are coded
using MedDRA, version 25.1.

AE, Adverse event; COVID-19, coronavirus disease 19; MedDRA, Medical Dictionary for Regulatory Activities; PBO, placebo.

*PBO crossover patients were included in the PBO— 100 mg daily column only after crossover to JNJ-77242113 treatment.

fincludes all JNJ-77242113 treatment columns.

*Serious AEs were defined as an AE that required hospitalization, resulted in significant disability, or was life-threatening. Serious AEs
included one occurrence each of coronary artery disease, ventricular dysfunction, foot deformity, intervertebral disc protrusion, noncardiac
chest pain, diverticulitis, ligament injury, uterine leiomyoma, cerebrovascular accident, tonsillar hypertrophy.

more robust effects were observed in groups treated
with higher doses of JNJ-77242113 in FRONTIER-2.
In the highest dose groups, the proportions of
patients achieving clear or almost clear skin with
oral JNJ-77242113 appear comparable to those
observed with some injectable IL-23 anti-
bodies'”'**" and may exceed the response rates
reported with currently approved oral therapies.”'**
Larger trials are needed to confirm the impact of JNJ-
77242113 on PsO signs and symptoms.

Scalp PsO can be recalcitrant to treatment.
Substantial and durable clearance of scalp PsO was
observed in FRONTIER-2, with 75% of patients
receiving JNJ-77242113 100 mg twice daily achieving

ss-IGA 0/1 at week 52. Although differences in study
design, patient characteristics (including severity of
disease), and efficacy measures limit any direct
comparisons, rates of scalp clearance (measured by
ss-Physician’s Global Assessment of 0/1) reported for
the oral therapies deucravacitinib and apremilast
were 64% and 44%, respectively, at week 52.°7%
Larger studies examining the impact of JNJ-77242113
on PsO in other special areas that may have a
considerable impact on patient quality of life (eg,
hands, feet, genitals, or nails) are ongoing. As
pain and itch may be particularly disruptive to
quality of life,”*° the meaningful improvements in
patient-reported pain and itch reported by
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JNJ-77242113—treated patients in FRONTIER-2 are
noteworthy.

Data from long-term clinical trials and real-world
studies of multiple monoclonal antibodies to IL-23
have demonstrated favorable safety profiles,” sup-
porting the tolerability of targeting the 1L-23 signaling
pathway. Importantly, AE rates (including GI AEs),
which were comparable to PBO in FRONTIER-1,""
did notappear to increase through 1 year of treatment
with JNJ-77242113.

While efficacy is considered the most critical
attribute of treatment in patients with moderate-to-
severe PsO, mode of administration is also of high
importance and patients report a preference for oral
rather than injectable treatments.” Thus, an oral
therapy that provides high and durable rates of skin
clearance and a favorable safety profile has the poten-
tial to be a compelling option for patients with PsO.

FRONTIER-2 assessed a variety of validated
clinical end points, including both physician-
and patient-reported measures, to thoroughly
assess the effect of treatment. Data analyses
employed nonresponder imputation, a stringent
method intended to conservatively estimate the
efficacy of JNJ-77242113 over time. The study was
limited by the small number of patients in each
treatment group and the descriptive nature of the
longer-term data. Larger, phase 3 studies of JNJ-
77242113, some of which include active-
comparator arms, are ongoing (NCT06095102;
NCT06095115; NCT06143878; NCT06220604) and
will provide a more complete understanding of
the efficacy and safety of JNJ-77242113 in treating
broad populations of patients with moderate-to-
severe plaque PsO.

CONCLUSIONS

The improvements in clinical and patient-reported
efficacy seen with JNJ-77242113 at week 16 were
durable and no safety signals were identified through
up to 1 year of treatment. This study demonstrates
that patients with moderate-to-severe PsO can attain
sustained, advanced efficacy and safety using an oral,
targeted IL-23—receptor inhibitor.
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