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Reinduction as a strategy to regain disease control in
secondary failure to secukinumab

Dear Editor,

Psoriasis is a chronic, immune-mediated inflammatory
dermatosis with a prevalence ranging from 0.44 to 2.8% in
India. Secukinumab is a fully human IgGlx, anti-IL-17A
monoclonal antibody, approved by the FDA in 2015 for
treating moderate to severe plaque psoriasis. Secukinumab
achieves psoriasis area and severity index (PASI) 75/90/100
responses in approximately 90%, 79%, and 63% of patients
at 16 weeks, and 79%, 72%, and 55% at 136 weeks,
respectively.! Treatment failures with secukinumab are
uncommon and can be classified as primary or secondary.
Primary failure is defined as an insufficient initial response
(failure to achieve PASI75 within 12 -16 weeks), while
secondary failure is the loss of disease control after achieving
it.2 Secondary failure poses a clinical challenge, particularly
in patients with prior inadequate responses to conventional
therapies and in settings where newer IL-23 or IL-12/23
inhibitors are not available. Here, we describe two cases of
secondary failure successfully treated with reinduction.

A 71-year-old man with chronic plaque psoriasis for thirty
years presented with lesions involving ~70% of the body
surface area (BSA) and PASI48. He had been treated with
methotrexate, cyclosporine, apremilast, acitretin, etanercept,
adalimumab, and phototherapy over those 30 years. He was
treated with the standard dosage (300 mg 0,1,23,4 weeks and
then 4 weekly) of injection secukinumab. The patient showed
significant improvement, achieving PASI 90 at 12 weeks,
which was maintained until week 32, after which disease
control began to decline. By week 40, plaques reappeared,
involving 40% BSA with a PASI of 26, despite regular
maintenance dosing. [Figure 1a]. The patient was diagnosed
with secondary failure, and re-induction with secukinumab
was given (300 mg weekly for 4 weeks). At 12 weeks, the
PASI reduced to 4 and remained the same at the 12-month
follow-up [Figure 1b].

A 34-year-old man with chronic plaque psoriasis with
psoriatic arthritis for 9 years presented with a flare of 1
month. He was treated with methotrexate, cyclosporine,

phototherapy, and adalimumab. He was given secukinumab
due to a secondary failure to adalimumab. He responded well
to treatment and maintained remission for 40 weeks. Despite
regular maintenance dosages, he developed secondary
failure to secukinumab, resulting in 70% BSA and PASI35
[Figure 2a]. Reinduction was given with secukinumab. The
individual responded well, achieving a PASI of 4 [Figure 2b]
at 8 weeks and complete clearance of lesions over the next 8
weeks, which was maintained at the 1-year follow-up.

Secondary failure is an important clinical problem in
psoriasis management and is seen with conventional as
well as biologic therapy. Drug survival (the time for which
the patient continues treatment) varies depending on the
medications. Biologics therapy has an overall longer survival
time than conventional treatment. Adverse events are a major
reason for discontinuation of conventional treatments and
may also contribute to secondary failure of biologics.* In
a study by Shin et al., 80% of patients switched biologics
due to secondary failure, and 5% due to primary failure
and adverse events. The class of biologics was switched
in secondary failure, and similar PASI75/90/100 was seen
after administration of the second biologic (secukinumab,
ustekinumab, or adalimumab).’

Ting et al. found that primary failure was the most common
reason for discontinuing etanercept (42%) and adalimumab
(22%), while secondary failure caused discontinuation of
secukinumab (18%) and infliximab (14.3%).* The drug
survival of IL-17 inhibitors is higher in biological naive
than experienced patients. The exact cause of the secondary
failure is unknown. Potential causes include the development
of anti-drug antibodies (increasing drug clearance), shifts in
immunological pathways (e.g., increased Tumour necrosis
factor (TNF)-a production in patients on IL-17 inhibitors),
lifestyle changes such as weight gain, or the influence of
concomitant medications.’ The treatment strategies for
secondary failure are dose escalation, switching biologics,
and switching to or adding conventional therapy. The
dose escalation strategy has been used with adalimumab
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Figure 1la: Secondary failure in a patient on
secukinumab presenting as 40% body surface
area involvement with Psoriasis area and severity
index 26.
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Figure 2a: Secondary failure in a patient on secukinumab presenting with
70% body surface area involvement.

(increased to 40 mg weekly) in primary and secondary
failure, demonstrating adequate response.® Class switching is
an effective therapeutic option, such as switching to IL-12/23
or IL-23 inhibitors when IL-17 inhibitors fail. Intra-class
switching can also be done. Ixekizumab may be effective
in secukinumab failure, due to its higher affinity to IL-17A
and its ability to target different epitopes.” Switching the
biologic class is a viable option; however, some biologics
are unavailable in our country, and switching to conventional
agents is limited by previous adverse effects, intolerance, or
poor efficacy. Reinduction or dose escalation increases the
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Figure 1b: Reduction to psoriasis area and
severity index 4, 12 weeks after reinduction with
secukinumab.

Figure 2b: Clearance of skin lesions 8 weeks after reinduction.

trough levels of biologic and may resume disease control.
However, dose escalation may be more expensive than
introducing a new class of biologics. Until newer classes of
biologics become available in our country, dose escalation
or reinduction is a reasonable strategy to regain disease
control, especially in patients showing contraindications to
conventional therapy.
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