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A retrospective review of dupilumab and psoriasis biologic

combination therapy.

Introduction: Sometimes patients have more than one disease where different
arms of the immune system are active necessitating multiple biologics at the
same time. In this study, we report on experience with the use of dupilumab and
psoriasis biologics in combination.

Methods: A retrospective chart review of patients on dupilumab and an FDA
approved psoriasis biologic between January 1%, 2016 and May 1%, 2019 was
performed. Seven patients met these criteria.

Results: All seven patients completed combination dupilumab/guselkumab
treatment for 2-13 months (mean = 6.4, median = 6). Improvement.in’/AD or BP
and psoriasis was observed in six out of the seven patients,Noserious adverse
effects were observed.

Conclusion: Although cost consideration and‘long-term monitoring to evaluate
the true safety of biologic treatment,used in‘ecombination are necessary, the
benefits may outweigh the risks of using'dupilumab with other biologics in

combination in patients with these/indications.
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Introduction:

Targeted immunomodulatory biologics have revolutionized the treatment of
inflammatory skin diseases. Psoriasis is Th17 driven with high levels of TNF-a, I1L17a,
and 1L23. Biologics targeting these cytokines are highly effective in treating psoriasis.
In comparison, atopic dermatitis (AD), and asthma, are type 2 dominant with high
levels of IL-4, IL-5, and 1L-13.? Dupilumab, an IL-4R « antagonist, is FDA approved
for treating AD, asthma, and chronic rhinosinusitis with nasal polyps and has had
preliminary success in treating other Th2-mediated diseases, including bullous
pemphigoid (BP).* While originally considered opposing pathways, it is now
recognized that patients can have comorbid Th17 and Th2-driven inflammatory skin
diseases at the same time, such as psoriasis and atopic dermatitis, These patients may
require combination immunomodulating therapies to treatoth pathways.* There is no
published literature on use of dupilumab with other systemicragents, and there is limited
data on the use of psoriasis biologics in combinations,with other immunomodulators
besides methotrexate. Safety of combining immunomodulators cannot be assumed, as
when TNF-a inhibitors are combinedwith.azathioprine or 6-mercaptopurine, there is an

increased risk of hepatosplenic T-cellfymphoma.® We report experience with the use of

dupilumab and a psoriasis;bielogic in combination.

Methods:

A retrospeetive chart review was performed of patients on dupilumab and an FDA
approved psoriasis biologic (etanercept, adalimumab, certolizumab, infliximab,
secukinumab, ixekizumab, brodalumab, ustekinumab, guselkumab, tildrakizumab).
Records were retrieved from The Tufts Medical Center Department of Dermatology

electronic medical record between January 1%, 2016 and May 1%, 2019. Charts were



reviewed and a minimum of one follow-up appointment was required at least six weeks
after initiation of dual biologic therapy. Seven patients met these criteria and data from

their electronic medical records was recorded.

Results:
Patient demographics, treatment, indication, and response are summarized in Table 1.
Clinical response was classified qualitatively as either resolved, improved or not

improvement based on changes in BSA/IGA/PGA.

Patients (N=7, 71% Caucasian, 29% Asian, 43% female, age range and mean: 31-78
and 61 years, respectively) presented with psoriasis and AD (N=6).erpsoriasis and BP
(N=1). All patients failed topicals as first line therapy, threespatients previously failed
other biologic monotherapy. All seven patients have completed combination
dupilumab/guselkumab treatment for 2-13 months (mean = 6.4, median = 6).
Dupilumab was dosed at 300mg bi-weekly in five patients and weekly in two patients.
Positive clinical response to dupilumab (reduction in BSA and IGA scores) was
observed in all six patients with"/AD»PRositive clinical response to guselkumab
(reduction in BSA and PGA scores) was observed in all but one patient. One patient
experienced complete reselution of both AD and psoriasis. Dupilumab alone
significantly cleared and prevented formation of new bullae in the patient with BP. Of
the commeon' adverse effects, including injection site reaction (ISR), infections,

conjunctivitis, gastrointestinal upset, only mild ISR was observed in one patient.



Discussion:

Our data indicates significant improvement in body surface involvement and disease
severity on 2-13 months of combination dupilumab/guselkumab therapy in patients
diagnosed with AD, psoriasis, and BP, supporting the use of biologic combination
therapy for these indications. These preliminary results are limited by the small sample
size (N=7), short-term follow-up, use of a single center for data, and retrospective
nature of the study. Long-term monitoring is necessary to truly evaluate the safety of
biologic treatment used in combination. The cost of multiple biologics in the same
patient is also of concern. Nevertheless, for certain patients, the benefits may‘eutweigh

the risks of using dupilumab with other biologics in combination.
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Table I. Summary of patient demographics, treatment, indication, and response.

Biologic Combination Age Race/ Gender Indication Outcome Therapy Adverse
(years) Ethnicity (resolved, duration Drug
improved, (months) Reaction
not
improved)
Dupilumab/guselkumab 31 Asian M AD/PsO AD/PsO 13 None
Improved
Dupilumab/guselkumab 56 White, M AD/PsO AD/PsO 5 None
non- Resolved
Hispanic
Dupilumab/guselkumab 62 White, F AD/PsO AD/PsO 6 None
non- Improved
Hispanic
Dupilumab/guselkumab 78 Asian M AD/PsO AD 6 None
Improved,
PsO Not
Improved
Dupilumab/guselkumab 67 White, M AD/PsO  AD/PsO Q\Y None
non- Improved \
Hispanic Y ol
Dupilumab/guselkumab 65 White, F AD/PsO AD/PsO 4 Mild ISR
non- Improved
Hispanic
Dupilumab/guselkumab 70 White, F BP/PsO BP/RsO™ 2 None
non- ved
Hispanic A

BSA, body surface area, IGA, investigators global assessment;, PGA, physicians global assessment, ISR,

injection site reaction, AD, atopic dermatitis, BP, bullous pemphigoid, PsO, psoriasis.
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