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Psoriasis (PsO) is a chronic, immune-mediated, skin disease1 associated with the interleukin (IL)-23/IL-17 axis

IL-23 pathway inhibition via monoclonal antibodies has demonstrated clinical efficacy and safety in patients 
with moderate-to-severe PsO2

JNJ-77242113
 ● First and only targeted oral peptide that inhibits IL-23 signaling by binding to the IL-23 receptor
 ● Showed superior clinical efficacy vs placebo (PBO) through 1 year of FRONTIER 1 & 2 in patients with 
moderate-to-severe plaque PsO3,4

 ● Induced strong pharmacodynamic (PD) responses in serum and skin through Week 163,5,6

Evaluate effect of JNJ-77242113 on PD responses in:

Serum through 1 year of FRONTIER 1 & 2 

Skin through Week 16 of FRONTIER 1, including relationships with clinical response, via minimally 
invasive tape-strip skin sampling

Background Methods

Objectives

Participants had established, moderate-to-severe plaque PsO

Results

Key Takeaways
In patients with moderate-to-severe 
plaque PsO, the first and only targeted 
oral peptide JNJ-77242113: 
– Selectively blocked IL-23-driven 

inflammation and induced a 
dose-related PD response, with rapid 
and sustained reduction of serum 
biomarkers of the IL-23 pathway and 
PsO disease severity, through 1 year 
of treatment

– Attenuated skin inflammation with 
robust reduction in PsO-relevant 
disease biomarkers

Tape-strip skin protein analysis 
recapitulates disease biology and can 
be leveraged to characterize tissue 
treatment response in PsO patients
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tildrakizumab, alefacept, efalizumab, natalizumab, certolizumab pegol. cIncludes conventional nonbiologic systemic therapies, novel nonbiologic systemic therapies, 1,25-vitamin D3 and analogues, phototherapy, and biologics. 
BID=Twice daily, BSA=Body surface area, IGA=Investigator's Global Assessment, PASI=Psoriasis Area and Severity Index, PBO=Placebo, PsO=Psoriasis, PUVA=Psoralen plus ultraviolet A, QD=Once daily, SD=Standard deviation, 
UVB=Ultraviolet B, yrs=Years
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Demographics

Age, yrs 43.9 (14.7) 44.5 (12.7) 45.7 (11.9) 45.1 (11.1) 44.7 (14.1) 42.0 (11.3) 44.4 (12.2) 44.3 (12.6)

Female 42% 26% 27% 37% 26% 29% 29% 31%

White 86% 70% 66% 72% 81% 71% 72% 74%

Asian 12% 28% 17% 21% 16% 21% 21% 19%

Weight, kg 92.1 (24.7) 89.0 (19.4) 90.8 (22.1) 87.6 (19.2) 85.4 (22.5) 88.5 (16.9) 88.2 (20.0) 88.9 (20.9)

Characteristics

PsO disease 
duration, yrs 17.9 (14.4) 15.5 (11.8) 18.1 (11.8) 21.5 (11.2) 19.5 (13.3) 16.7 (13.8) 18.3 (12.5) 18.2 (12.8)

PASI (0-72) 19.0 (5.3) 18.9 (5.3) 18.5 (5.8) 19.2 (5.1) 18.4 (6.9) 20.3 (6.5) 19.1 (5.9) 19.0 (5.8)

Psoriatic BSA, % 26.1 (15.7) 21.1 (9.3) 20.9 (11.9) 23.9 (13.6) 20.5 (13.7) 24.2 (12.6) 22.1 (12.3) 22.8 (13.0)

IGA

Moderate (3) 88% 70% 80% 84% 81% 71% 77% 79%

Severe (4) 12% 30% 20% 16% 19% 29% 23% 21%

Medication use at baseline

Phototherapya 44% 40% 37% 56% 49% 33% 43% 43%

Biologicsb 16% 16% 32% 26% 21% 21% 23% 22%

Systemicsc 79% 77% 80% 81% 79% 74% 78% 78%

aNCT05223868. bNCT05364554. cAt Week 16, 227 participants from FRONTIER 1 entered FRONTIER 2 LTE study. dFinal safety follow-up for participants who did not enter the LTE. Those not participating in the LTE completed 4 weeks 
of safety follow-up to complete the FRONTIER 1 study. BID=Twice daily, BSA=Body surface area, IGA=Investigator's Global Assessment, LTE=Long-term extension, PASI=Psoriasis Area and Severity Index, PBO=Placebo, PsO=Psoriasis, 
QD=Once daily, R=Randomization

0 8 12 16 24
Week

4 5652

FRONTIER 1a (N=255)
PBO-controlled

FRONTIER 2b (N=227)c

LTE
Safety

Follow-up 

N=255
1:1:1:1:1:1
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JNJ-77242113 50 mg QD; N=43 JNJ-77242113  50 mg QD; N=39

JNJ-77242113  100 mg QD; N=43 JNJ-77242113  100 mg QD; N=40

JNJ-77242113  100 mg BID; N=42 JNJ-77242113 100 mg BID; N=38

PBO; N=43 JNJ-77242113  100 mg QD; N=35
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Screening

R

Key inclusion criteria:
• Moderate-to-severe 

plaque PsO
• ≥18 years old 
• PASI ≥12
• IGA ≥3
• BSA ≥10%

• Diagnosed with PsO, with or
without psoriatic arthritis,
for ≥6 months

• Candidate for phototherapy
or systemic therapy

Systemic PD Response  
Weeks 0-52
Targeted proteomic assays:

 ● Beta defensin (BD)-2 
(upregulated in PsO; marker of 
disease activity7), IL-22, IL-17A, 
IL-17F, and IL-23

 ● Linear mixed effect model 
to analyze treatment*time 
interaction, baseline  
serum levels, and subject 
random effect 

Broad proteomics: 
 ● Olink® Explore HT (5400+ 

proteins)

Tape-Strip Skin PD Response Weeks 0-16
Targeted proteomic assay: BD-2

 ● Unpaired t-test for BD-2 levels in lesional vs  
non-lesional skin

 ● Correlation of BD-2 levels and Psoriasis Area and 
Severity Index (PASI) scores 

Broad proteomics: 
 ● Olink® Explore HT (5400+ proteins)

Transcriptome analysis and gene set variation analysis 
(GSVA) for the following gene sets:

 ● IL-23 pathway: includes genes involved in the  
IL-23 pathway

 ● Meta-analysis derived transcriptome of PsO  
(MAD)-5 and MAD-38: include genes upregulated in 
PsO lesional skin

    JNJ-77242113 drove strong sustained reductions in serum BD-2 and IL-22 levels

PBO
N=35-43

PBO → 100 mg QD
N=30

25 mg QD
N=28-41

25 mg BID
N=29-41

50 mg QD
N=33-41

100 mg QD
N=33-42

100 mg BID
N=34-40

Week

Lo
g 2 

FC
 fr

om
 B

L 
(9

5%
 C

I)

Change in Serum BD-2 Levels
Week

Lo
g 2 F

C
 fr

om
 B

L 
(9

5%
 C

I)

Change in Serum IL-22 Levels

-4

-3

-2

-1

0

1

0 2 4 8 12 16 40 52

-1.5

-1.0

-0.5

0.0

0.5

0 2 4 8 12 16 40 52

-3.14

-1.96

-2.53
-2.38

-3.01

-3.69

§

§

§

§
§ § §

§

§
§

§
§ §

†

§

§ § § §

§

§

§ §

§
§

*

§

§
§ §

§
§

-0.95

-0.47

-0.65
-0.52

-0.27

-1.19

*

‡

†

**

†

§

§ §

§

§

Nominal *p<0.05; †p<0.01; ‡p<0.001; §p<0.0001 for Log2 FC from BL. BD=Beta defensin, BID=Twice daily, BL=Baseline, CI=Confidence interval, FC=Fold change, IL=Interleukin, PBO=Placebo, QD=Once daily
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    JNJ-77242113 drove sustained reductions in serum IL-17A and IL-17F levels

Nominal *p<0.05; †p<0.01; ‡p<0.001; §p<0.0001 for Log2 FC from BL. BID=Twice daily, BL=Baseline, CI=Confidence interval, FC=Fold change, IL=Interleukin, PBO=Placebo, QD=Once daily
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    JNJ-77242113 treatment did not induce changes in serum IL-23 levels

Nominal *p<0.05; †p<0.01; ‡p<0.001; §p<0.0001 for Log2 FC from BL. BID=Twice daily, BL=Baseline, CI=Confidence interval, FC=Fold change, IL=Interleukin, PBO=Placebo, QD=Once daily

 JNJ-77242113-Treated Serum at Week 52 vs Week 0

0 upregulated with JNJ-77242113 100 mg BID

5409 unchanged

11 downregulated with JNJ-77242113 100 mg BID
Including IL-23 pathway proteins known to be 

overexpressed in PsO
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|Log2(FC)|>1 or <-1 and p<0.05 thresholds are depicted with dotted lines. Significantly (+/- 1 LFC 
and p<0.05) downregulated [↓] or upregulated [↑] in the comparison. Paired analysis of baseline 
and JNJ-77242113 100 mg BID treated Week 52 samples from 33 patients. Enrichment statistics 
were based on Benjamini-Hochberg procedure. BD=Beta defensin, BID=Twice daily, IL=Interleukin, 
LFC=Logarithmic fold change, NS=Not significant, PI=Peptidase inhibitor, PsO=Psoriasis

    JNJ-77242113 selectively inhibited IL-23–driven inflammation in serum
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 Lesional vs Non-lesional Skin at Week 0

2684 upregulated in lesional skin
Including IL-23 pathway proteins known to be

overexpressed in PsO

2717 unchanged

18 downregulated in lesional skin

|Log2(FC)|>1 or <-1 and p<0.05 thresholds are depicted with dotted lines. Significantly (+/- 1 LFC 
and p<0.05) downregulated [↓] or upregulated [↑] in the comparison. Analysis of baseline Week 0 
patients with 44 lesional samples and 45 non-lesional samples. Enrichment statistics were based 
on Benjamini-Hochberg procedure. BD=Beta defensin, IL=Interleukin, LFC=Logarithmic fold 
change, NS=Not significant, PI=Peptidase inhibitor, PsO=Psoriasis

    Lesional skin tape-strips are enriched for PsO-relevant proteins

JNJ-77242113-Treated Lesional Skin at Week 16 vs Week 0

13 upregulated with JNJ-77242113 100 mg BID

3040 unchanged

2366 downregulated with JNJ-77242113 100 mg BID
Including IL-23 pathway proteins known to be

overexpressed in PsO
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|Log2(FC)|>1 or <-1 and p<0.05 thresholds are depcted with dotted lines. Significantly (+/- 1 LFC 
and p<0.05) downregulated [↓] or upregulated [↑] in the comparison. Paired analysis of baseline 
and JNJ-77242113 100 mg BID treated Week 16 samples from 25 patients. Enrichment statistics 
were based on Benjamini-Hochberg procedure. BID=Twice daily, BD=Beta defensin, IL=Interleukin, 
LFC=Logarithmic fold change, NS=Not significant, PI=Peptidase inhibitor, PsO=Psoriasis

    PsO-associated proteins were downregulated in JNJ-77242113-treated lesional skin at Week 16

IL-23 Pathway MAD-5 Up MAD-3 Up

100 mg BID W16 Ls

PBO W0 NL

100 mg BID W0 NL

PBO W16 Ls

PBO W0 Ls

100 mg BID W0 Ls

GSVA of PsO-related Protein Setsa

Enrichment 
of PsO protein sets

Depletion 
of PsO protein sets

-0.1

0.0

0.1

0.2

0.3

-0.1
0.0
0.1
0.2
0.3

aAverage GSVA scores per treatment/time point shown. Analysis of 25 Week 16 lesional samples and 25 Week 0 non-lesional samples. BID=Twice daily, GSVA=Gene set variation analysis, IL=Interleukin, 
Ls=Lesional, MAD=Meta-analysis derived transcriptome of PsO, NL=Non-lesional, PBO=Placebo, PsO=Psoriasis, W=Week

 ● At Week 16, JNJ-77242113-treated lesional skin clustered with non-lesional samples

    JNJ-77242113 robustly attenuated skin inflammation
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BD-2 Levels in Tape-Strip Skin Samples

*p<0.05 based on unpaired t-test. aBD-2 pg/mL: Total μg/mL. bAverage of 100 mg BID and PBO non-lesional skin at Week 0. cHC skin tape-strip samples were obtained from sponsor healthy donor 
program at J&J (Protocol NOCOMPOUNDNAP1001). BD=Beta defensin, BID=Twice daily, HC=Healthy controls, NL=Non-lesional, NS=Not significant, PBO=Placebo, W=Week

    JNJ-77242113 reduced BD-2 in lesional skin to levels seen in non-lesional and healthy skin
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BD-2 in Tape-Strip Skin Samples vs PASI Through Week 16
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    BD-2 reductions in skin correlated with improved PASI scores

Gray region represents 95% CI for regression line. BD=Beta defensin, BID=Twice daily, CI=Confidence interval, PASI=Psoriasis Area and Severity Index, PBO=Placebo, QD=Once daily
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for individual reference, and the 

information should not be altered 
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