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of ixekizumab, an anti-interleukin-17A monoclonal
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Background: Patients with moderate to severe plaque psoriasis demonstrated positive responses to
ixekizumab, an anti-interleukin-17A monoclonal antibody, in a phase-II, randomized, placebo-controlled trial.

Objective: We sought to evaluate long-term efficacy and safety of ixekizumab.

Methods: After receiving 10, 25, 75, or 150 mg of ixekizumab or placebo during randomized,
placebo-controlled trial, patients with less than 75% improvement from baseline on the Psoriasis Area
and Severity Index (PASD score (PASI75) entered open-label extension (OLE); patients with PASI75 or
higher entered a treatment-free period (weeks 20-32), then entered OLE after meeting response criteria.
During OLE, patients received 120 mg of subcutaneous ixekizumab every 4 weeks.

Results: In all, 120 patients entered OLE; 103 completed 52 weeks or more of treatment. Overall, 77% of
patients achieved PASI75 at week 52 (nonresponder imputation). Patients who responded to treatment in
the randomized, placebo-controlled trial maintained a high-level response by week 52 of OLE (PASI75 =
95%; 90% improvement from baseline on the PASI score = 94%; 100% improvement from baseline on the
PASI score = 82%). Irrespective of dose in the randomized, placebo-controlled trial, each group had similar
response rates at week 52 of OLE. The exposure-adjusted incidence rate for adverse events was 0.47 and
for serious adverse events was 0.06 per patient-year during OLE.

Limitations: No control group, small sample sizes, and bias toward retention of patients with positive
responses limit interpretation.

Conclusion: A high proportion of patients responded to ixekizumab therapy and maintained
clinical responses over 1 year of treatment with no unexpected safety signals. (J] Am Acad Dermatol
2014;71:1176-82.)
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Psoriasis is an immune-mediated disease in which
several T-cell subsets, keratinocytes, and other cell
types (eg, mast cells, dendritic cells) are activated and
express elevated levels of cytokines that alter growth
and differentiation of skin cells to produce psoriatic
lesions. Interleukin-17A is a proinflammatory cyto-
kine that is produced by a variety of cells (eg, T helper
17 [Th17], CD8™ T cells, mast
cells, neutrophils, and natural
killer cells) and is thought to
play a critical role in the
pathogenesis of psoriasis.'

Ixekizumab is an anti-
interleukin-17A  monoclonal
antibody that has been shown
to provide a positive response
in patients with moderate

to severe chronic plaque + More than 75% of all patients responded
to ixekizumab and maintained clinical
responses over 1-year treatment; safety
findings were overall consistent with
12-week blinded treatment.

psoriasis in a phase-II, ran-
domized, placebo-controlled
trial  (RCT). Here, we
report the 52-week efficacy
results and greater than or
equal to 52-week safety
results of ixekizumab treatment during the
open-label extension (OLE) that followed the RCT.

METHODS
Study design and treatment

This was a multicenter, OLE study of a phase-II
RCT designed to evaluate the long-term use of
ixekizumab in patients with chronic (=6 months)
moderate to severe plaque psoriasis. Patients were
administered ixekizumab (10, 25, 75, or 150 mg) or
placebo subcutaneously at 0, 2, 4, 8,12, and 16 weeks
in the RCT, the results of which have been previously
published.® Patients who completed 20 weeks of the
RCT and who had not experienced a treatment-
related adverse event (AE) or a serious AE (SAE)
deemed to be detrimental with continued treatment
were eligible to participate in this OLE study (Fig 1).

At week 20 of the RCT, patients without 75%
improvement from baseline on the Psoriasis Area
and Severity Index (PASD (PASI75) were eligible to
enter the OLE and initiate monthly ixekizumab
treatment. All other patients entered a treatment-
free period from weeks 20 to 32 and became eligible
to enter the OLE at the study visit where they fell
below PASI75 or at week 32 if PASI75 or higher was
maintained throughout the treatment-free period. All
patients were administered 120 mg of ixekizumab
subcutaneously every 4 weeks once they entered the
OLE. The OLE was designed to evaluate subcutane-
ous ixekizumab dosing for up to 240 weeks. Here we
report interim data; efficacy analyses include all
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« Interleukin-17A appears to be involved in
the pathogenesis of psoriasis.

Long-term efficacy and safety of
ixekizumab, an anti-interleukin-17A
monoclonal antibody, was evaluated in
moderate to severe plaque psoriasis.
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patients who completed or discontinued 52 weeks
of open-label treatment and safety analyses include
all patient data available during the OLE.

The protocol was approved by local institutional
review boards in accordance with the Declaration
of Helsinki and applicable laws and regulations
(Clinical Trials.gov number: NCT01107457). All
patients provided written
informed consent.

Assessments

Improvement in disease
activity during the OLE was
assessed by the percent
improvement from baseline
score (collected at week 0 of
the RCT) on the PASI and
the static Physician Global
Assessment (sSPGA). Here we
report the proportion of pa-
tients achieving PASI75 or
higher, 90% improvement
from baseline on the PASI
(PASI90) or higher, and 100%
improvement from baseline on the PASI (PASI100)
along with sPGA (0,1 and 0) for the 52-week,
open-label period. At each visit, AEs, SAEs, and vital
signs were recorded. Laboratory test results were
collected at regular intervals during the OLE.

Statistical analyses

All efficacy analyses were conducted on the
enrolled patient population, defined as all subjects
who completed the RCT and entered the OLE. Safety
analyses included all enrolled patients who received
at least 1 dose of ixekizumab in the open-label
period. Baseline demographics, clinical characteris-
tics, efficacy measures (PASI and sPGA), and safety
assessments were summarized. Unless otherwise
specified, missing data were imputed with the use
of a nonresponder imputation (NRD, in which
patients who discontinued early (ie, before week
52), regardless of the status of response at the time of
discontinuation, had data imputed as a nonresponse
at the week-52 time point.

The PASI75, PASIO0, PASI100, and sSPGA (0,1 and 0)
response rates at week 52 (NRI) were summarized
based on the enrolled patient population. In addition,
the categorical PASI results at week 52 (observed)
were calculated for patients based on ixekizumab
dose taken during the RCT, for week-20 responders,
and for patients initially assigned to placebo during
the RCT. Week-20 responders were defined as
ixekizumab-treated patients who achieved a PASI75
response at week 20 (NRD of the RCT and who were
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