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EDITORIAL

When should systemic biologic therapy for psoriasis be discontinued?

Systemic biologics have revolutionized the treatment of psoria-
sis, offering patients substantial lesion clearance—and for some,
complete disease resolution (1,2). When psoriasis lesions fully
resolve, patients may ask to discontinue their biologic therapies.
There are currently unclear guidelines regarding the duration of
biologic therapy for psoriasis (1). Clinical recommendations for
whether to continue or stop systemic biologics after resolution
of visible psoriasis lesions may be helpful.

The risks and adverse effects of systemic biologics are fre-
quently central to the discussion of continuing or ceasing treat-
ment after visible lesion resolution (1,3,4). Biologic treatments
for psoriasis have an established safety profile with minimal
adverse events. After one year of biologic treatment use, drug
survival (which serves as a measure for effectiveness and safety)
ranged from 91% to 96% for five different biologic therapies (3).
After year two of biologic treatment, drug survival ranged from
87% to 93% for the same five therapies (3). During the Psoriasis
Longitudinal Assessment and Registry (PSOLAR) trials, there was
a cumulative serious infection rate of 1.45 per 100 patient-years
across all treatments (5). The rates of serious infections ranged
from 0.83 to 2.49 per 100 patient-years in the ustekinumab and
infliximab groups, respectively, while the nonmethotrexate/non-
biologics cohort had a risk of 1.05 and the methotrexate/non-
biologics cohort risk was 1.28. Factors associated with an
increased risk of serious infection included: increasing age, dia-
betes mellitus, smoking, history of significant infection, and
exposure to infliximab or adalimumab. Compared to nonbio-
logic therapies, there was no increased risk of infection associ-
ated with ustekinumab or etanercept (5). Patients with
moderate to severe psoriasis who were receiving biologic ther-
apy additionally had a lower risk of death compared to their
matched controls, and undergoing biologic treatment was a
protective factor against mortality (6). There were no safety con-
cerns regarding mortality, malignancy, or major adverse cardio-
vascular events among patients receiving biologic therapy (7).
Because continued treatment with biologic therapies is safe for
most patients, there is little clinical benefit, aside from cost
reduction, for discontinuing treatment.

On the risk side of the balance, discontinuation of biologics
may result in recurrence of psoriasis or reduced efficacy of the
biologic treatment (8). After discontinuation of treatment, time
to relapse of psoriasis varies among patients, typically ranging
from 12 to 34weeks (9). Although biologic therapies are associ-
ated with a longer time to relapse than nonbiologic oral sys-
temic agents, intermittent therapy may result in decreased
efficacy of the drug due to development of anti-drug antibodies
or from idiopathic causes (9–11). Therefore, for those who
develop antibodies as a result of intermittent usage or who
have tried and failed multiple different biologics, clinicians may
advise against discontinuation of a successful biologic treat-
ment. Alternatively, since there are multiple systemic biologics
on the market, patients who develop these antibodies have sev-
eral other options for treatment, a luxury that was not available
years ago when there were few available biologics.

Although many treatments can clear visible psoriasis lesions,
plaques tend to recur at sites previously affected after treatment
discontinuation. The concept of local immunological memory
has been investigated through evaluation of immunological
markers including interleukin (IL)-23, IL-17, T helper 17 cells, and
CCR4þ, a dermotropic phenotype, as well as through general
markers of proliferation and inflammation such as Ki67, IL-12
and interferon gamma (IFN-c), among others (12). IL-23 and IL-
17 likely have a large role in local memory, because there was a
sustained response from IL-17 and IL-23 inhibitors in phase III
data, ranging from 16 to 23weeks, which is greater than what
would be expected from their elimination half-lives of 18 and
13 days for guselkumab and ixekizumab, respectively (12). As a
result, in the future, it is possible that following these bio-
markers to examine the impact of biologics on the immune sys-
tem after the medication is discontinued may inform treatment
decisions based on immunological memory. Discontinuation
may be appropriate after eliminating immunological memory.

Ultimately, patient and clinician preferences play the largest
role in the decision to continue or to stop a biologic treatment.
Biologic treatment success varies among patients and therefore,
each treatment plan, including choice of biologic and duration
of treatment, should be tailored to each unique clinical situation
(13). For instance, guttate psoriasis has a favorable prognosis
with rapid involution and long remission (14). Patients with this
type of psoriasis may be able to have a shorter treatment dur-
ation and to discontinue the biologic therapy once lesions have
cleared. For individuals who prefer to discontinue their biologic
treatment, alternative strategies to prevent disease relapse may
include discontinuation of the biologic with the use of a topical
corticosteroid or a topical calcineurin inhibitor to treat a limited
flare, or phototherapy to help maintain a remission. Intermittent
biologic treatment for recurrent psoriasis remains an option;
however, decreased efficacy and increased adverse reactions
may occur due to development of anti-drug antibodies (11).
Although there are no formal guidelines on when to continue
or discontinue biologic treatment, analyzing factors such as dis-
ease clearance, risks vs. benefits, immunological memory, and
patient preference can inform clinical decisions on duration of
treatment.
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