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Maintenance of response with 
icotrokinra, a targeted oral peptide, 
for the treatment of moderate-to-

severe plaque psoriasis: Randomized 
treatment withdrawal in adults from 
the phase 3, ICONIC-LEAD study

Psoriasis is driven by proinflammatory cytokines 
including interleukin (IL)-23. 1 Icotrokinra, the tar-
geted oral peptide that precisely blocks the IL-23

receptor and inhibits IL-23 pathway signaling, 2 is 
approved to treat moderate-to-severe plaque psori-

asis in adults and pediatric patients ($12 years, 
$40 kg). 3 Icotrokinra demonstrated significant skin 
clearance through Week (W)16 in the phase 3 
ICONIC-LEAD study of adults and adolescents with 
moderate-to-severe plaque psoriasis. 4 The effect of 
icotrokinra on maintenance of clinical response was 
assessed among adults who entered randomized-

withdrawal (W24-52). A companion report describes 
findings among ICONIC-LEAD adolescents through 
W52 of continuous icotrokinra. 5

Adults (N = 341) who achieved Psoriasis Area and 
Severity Index (PASI) 75 or Investigator’s Global 
Assessment (IGA) 0/1 response at W24 (icotrokinra 
responders) were rerandomized 1:1 to icotrokinra 
(n = 169) or withdrawal (n = 172) with retreatment 
upon losing $50% of W24 PASI improvement (see 
Supplementary Methods, available via Mendeley at 
https://data.mendeley.com/datasets/pb5r92n3yk/1).

From W24-52, 162 (96%) and 161 (94%) partici-

pants rerandomized to continued icotrokinra and 
withdrawal, respectively, completed assigned treat-

ment (Supplementary Fig 1, available via Mendeley at 
https://data.mendeley.com/datasets/pb5r92n3yk/1).

Baseline characteristics of W24 icotrokinra re-

sponders were balanced across treatment groups, 
consistent with the overall ICONIC-LEAD population 
(Supplementary Table I, available via Mendeley at 
https://data.mendeley.com/datasets/pb5r92n3yk/1).

W24 icotrokinra responders continuing icotro-

kinra demonstrated superior maintenance of PASI 
response from W24 to 52 versus withdrawal (PASI 75 
and PASI 90: 89% of 161 and 84% of 128 versus 30% of 
166 and 21% of 129; multiplicity-adjusted P < .001), 
with median time-to-loss-of-response not reached 
with continued icotrokinra versus 16.9W (PASI 75; 
Supplementary Fig 2, available via Mendeley at 
https://data.mendeley.com/datasets/pb5r92n3yk/1) 
and 10.1W (PASI 90; Fig 1) following withdrawal 
(multiplicity-adjusted P < .001). Maintenance of IGA 
0/1 response was consistent with PASI 90 findings 
(Fig 1). Achievement of clear skin (PASI 100 and IGA 0) 
at W24 was also maintained at high rates at W52 with 
continued icotrokinra (74% of 73 and 70% of 84) versus 
withdrawal (10% of 82 and 11% of 93, both nominal 
P < .001). Median time-to-loss of $50% of W24 PASI 
improvement was 25.7W following withdrawal.

Of the 51 adults who were nonresponders at W24, 
51% and 31% achieved PASI 75 and IGA 0/1 response 
rates, respectively at W52 with continued icotrokinra 
(Supplementary Fig 3, available via Mendeley at 
https://data.mendeley.com/datasets/pb5r92n3yk/ 
1). Among participants with W16 placebo-to-

icotrokinra transition, skin responses were

© 2026 The Author(s). Published by Elsevier Inc. on behalf of the 
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Fig 1. Proportions of participants maintaining PASI 90 (A) and IGA 0/1 a (B) responses through 
W52 among adult W24 PASI 90 and IGA 0/1 a icotrokinra responders, respectively, rerandom-

ized to continue icotrokinra (maintenance) or to receive placebo (withdrawal) at W24 and the 
median time-to-loss of these responses. Participants who discontinued study treatment due to 
lack of efficacy, an adverse event of worsening psoriasis or who initiated a prohibited 
medication that could impact psoriasis, or those with loss of $50% of W24 PASI improvement 
for withdrawal group, were considered as nonresponders after the event. Observed data were 
used for participants who discontinued study treatment for other reasons. After accounting for 
these events, participants with missing data were considered nonresponders for binary 
endpoints and not imputed for time-to-event endpoints. a Defined as IGA 0/1 and $2 grade 
reduction from baseline. ***Multiplicity-adjusted P <.001 versus placebo. ††† Nominal P <.001 
versus placebo. CI, Confidence interval; IGA, Investigator’s Global Assessment; NR, not 
reached; PASI, Psoriasis Area and Severity Index; W, week.
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comparable to those in icotrokinra-randomized par-

ticipants as early as W12 following icotrokinra 
initiation and were consistent through W52 
(Supplementary Fig 4, available via Mendeley at 
https://data.mendeley.com/datasets/pb5r92n3yk/1).

Icotrokinra safety through W52 in the overall 
ICONIC-LEAD population was consistent with that 
through the placebo-controlled period, 4 with no 
increase in exposure-adjusted rates of adverse events 
(AEs) or serious AEs with continued icotrokinra, or 
following W16 placebo-to-icotrokinra transition 
(Supplementary Table II, available via Mendeley at 
https://data.mendeley.com/datasets/pb5r92n3yk/1).

No new malignancy and no tuberculosis cases were 
reported through W52 of icotrokinra. During the 
randomized-withdrawal and retreatment period, 
rates of AEs and serious AEs were similar across 
rerandomized groups (Supplementary Table III, 
available via Mendeley at https://data.mendeley. 
com/datasets/pb5r92n3yk/1).

Continuous icotrokinra demonstrated superior 
maintenance of skin responses versus placebo 
through W52 in adults with moderate-to-severe 
plaque psoriasis, indicating that once-daily icotro-

kinra can achieve and maintain skin clearance with a 
favorable safety profile. Participants withdrawing 
from icotrokinra had a median time-to-loss of 
$50% of W24 PASI improvement of >6 months, 
suggesting durable IL-23 pathway modulation with 
once-daily oral icotrokinra.
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Staging imaging reveals clinically 
significant comorbidities in primary 
cutaneous marginal zone 
lymphoma: A retrospective study

Primary cutaneous marginal zone lymphoma (PCMZL) 
is a rare, low-grade B-cell lymphoma. In 2022, 
reclassification by the International Consensus
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