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ABSTRACT

Atopic dermatitis (AD) is a relapsing and remitting inflammatory skin disease that can
significantly impair an individual’s quality of life. Elderly-onset AD is increasing in prevalence
in developed countries, likely due to aging populations. When AD is refractory to both topical
steroids and dupilumab (a systemic IL-4Ra inhibitor), there remains a lack of guidelines for
treatment in elderly populations. Herein, we describe the treatment of dupilumab-refractory
AD in five elderly patients (= 65-years-old) with upadacitinib, a novel JAK inhibitor rarely used
in elderly patients due to an elevated risk of systemic side effects. In this report, we found
upadacitinib successfully improved these elderly patients’ atopic dermatitis, with minimal
adverse events. Presently, all five patients continue with this treatment.

INTRODUCTION

Atopic dermatitis (AD) is an inflammatory skin
disease that most commonly presents in
childhood with itch, eczematous lesions, and
a relapsing and remitting course.! Elderly-
onset AD is a subgroup of adult-onset AD,
with increasing prevalence in industrialized
countries, likely due to aging populations.?

Topical corticosteroids and moisturizers are
first-line treatments of AD.3 If non-responsive
to topical medications, dupilumab, a
monoclonal antibody that inhibits interleukin
(IL)-4 and IL-13 via blockage of IL-4 receptor
subunit a (IL-4Ra), may be required.*® For
AD refractory to dupilumab, combining
dupilumab with methotrexate, azathioprine,
or cyclosporine can be an option.® However,
the elderly population presents as a difficult
cohort to treat, as they often have
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comorbidities  preventing use  these
adjunctive medications.” Upadacitinib is a
selective Janus kinase 1 inhibitor (JAK1
inhibitor), approved for treatment of
moderate-to-severe AD in adults® The
efficacy and safety of JAK inhibitors in the
elderly patient population have yet to be fully
elucidated due to strict inclusion criteria of
clinical trials.® Herein, we describe the use of
upadacitinib in five elderly patients (= 65-
years-old) with AD refractory to dupilumab.

CASE SERIES

Case 1

A 77-year-old female presented with a one-
year history of worsening pruritis, treated with
topicals, hydroxyzine, nortriptyline, and
gabapentin. A diagnosis of AD was made,
dupilumab was initiated. At 6-month follow-
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up, body surface area (BSA) affected by
eczematous patches was 30% (an increase
from pre-dupilumab baseline of 10%). After
1.5 years of dupilumab therapy, improvement
was reported, however, full remission was
not achieved due to an eczematous patch on
her scalp. After two years of treatment with
dupilumab, the patient was switched to
upadacitinib 15 mg, QD due to eczematous
flares on neck, upper extremities, back, and
buttocks. Presently, the patient continues
treatment with upadacitinib, with
improvement. No adverse events (AEs) were
reported.

Case 2

A 65-year-old female with no significant past
medical history, presented to the clinic with
eczematous facial patches. Dupilumab was
initiated for a diagnosis of AD. After two years
of dupilumab use, the patient experienced a
severe flare, with eczematous patches on
upper and lower extremities, face, and neck.
Despite topicals, flaring continued, so a
prednisone taper was initiated, which
controlled symptoms. One vyear later,
symptoms flared again. As such, the patient
was switched to upadacitinib 15 mg, QD, and
one month later her eczema had improved.
After 6 months, the patient self-discontinued
treatment. Within one-month, severe flare
occurred and upadacitinib 15 mg, QD was
restarted. Three months after upadacitinib
was restarted, skin was clear of eczema.
Presently, the patient continues this regimen.
No AEs were reported.

Case 3

A 66-year-old male, presented with severe
itching, painful skin, and erythematous, scaly,
lichenified plaques on the back and
extremities for which the patient had failed
topicals, intralesional triamcinolone
injections, prednisone, and tralokinumab.
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Dupilumab was prescribed. Four months
later, the patient continued to have flares, so
dupilumab was discontinued and
upadacitinib 15 mg, QD was prescribed. Five
weeks later, there was a significant
improvement in eczematous symptoms.
However, at patient’s two-month follow-up
visit after upadacitinib initiation, a down
trending white blood cell count (2.8 x 103/uL),
was noted on CBC, so upadacitinib was
paused. Two months later, WBC count
trended upwards to 3.1 x 10%uL, and
treatment was resumed. After one year of
treatment with upadacitinib, patient reported
95% improvement of symptoms, with no
further  complications, and continues
treatment today.

Case 4

A 69-year-old male with a past medical
history of AD and psoriasis, presented to
clinic with severe pruritus and a 17-year
history of eczema, previously treated with
triamcinolone, antihistamines,
mycophenolate mofetil, cyclosporine, and
dupilumab. At this time, upadacitinib 15 mg,
QD was started, with the patient reporting an
immediate improvement in eczematous
symptoms. However, within the first two
months of treatment, the patient ran out of
medication, resulting in severe pruritis. Once
restarted on upadacitinib, he experienced
immediate relief. At six-month follow-up visit,
there were no eczematous lesions on exam.
No AEs were reported, and presently, the
patient continues this medication.

Case 5

An 85-year-old female presented to our clinic
with erythematous, scaly papules and
plaques affecting over 80% BSA (Eczema
Area and Severity Index (EASI) 115),
previously having failed treatment with
multiple topicals, prednisone, and narrow-
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band ultraviolet B (NBUVB) therapy.
Dupilumab was prescribed due to severe
itching, irritation, and extensive BSA affected.
One month later, EASI 50 was documented,
however, frequent eczematous flares
continued. Two months later, eczematous
patches with superficial excoriations on
upper extremities, lower extremities, and
trunk were prevalent (EASI 45), only slightly
improved from prior visit. Dupilumab was
discontinued and upadacitinib 15 mg, QD
was prescribed. At the three-month follow-up
visit, a slight improvement was noted (EASI
40) and the patient reported less pruritus
overall. To see if there would be an
incremental benefit at a higher dose,
upadacitinib was increased to 30 mg QD.
Currently, the patient awaits follow-up to
assess the benefit of increased upadacitinib,
however, no AEs have been reported.

DISCUSSION

This case-series lends evidence to the idea
that upadacitinib can be safely considered in
elderly patients. Dupilumab and upadacitinib
have two distinct mechanisms of action.
Dupilumab is a human monoclonal antibody
that inhibits IL-4Ra and upadacitinib is a
JAK1 inhibitor that prevents the transduction
of signals via the JAK/STAT pathway.®'° Due
to their differing pathways of action, AD
refractory to dupilumab may be responsive to
upadacitinib. Regarding other systemic
treatments, upadacitinib may be preferred,
with a comparison study noting an equal or
higher incidence of malignancy and major
adverse cardiac events per 100 patient-years
among patients prescribed methotrexate and
cyclosporine, as compared to upadacitinib.™

The data here summarizes the treatment of
five elderly patients with AD refractory to
dupilumab, successfully treated with the JAK
inhibitor, Upadacitinib (Table 1). Although the
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information detailed in this study is promising
for treatment of AD in this population, it is a
small sample size. Additionally, the patients
analyzed were relatively healthy, with limited
comorbidities, which may be unusual for the
elderly population. Future studies with larger
cohorts of elderly patients are necessary to
determine the safety and efficacy of this
treatment among elderly adults.
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Table 1. Case-series of five elderly patients prescribed upadacitinib for dupilumab-
refractory AD

Total days JAK-
# Age' on (eason inhibitor  D3YS " staus  flverse
dupilumab prescribed
Recurrent | Upadacitinib
1 79 531 flares 15 mg, QD 374 Improved No
Recurrent | Upadacitinib
2 68 1132 flares 15 mg, QD 952 Improved No
o Down
3 66 117 Reﬂcaurrergnt U&a%ac%nab 499 Improved trending
9, WBC*
Recurrent | Upadacitinib
3
4 69 n/a flares 15 mg, QD 269 Improved No
Recurrent | Upadacitinib
5 85 113 flares 30 mg, QD 209 Improved No

Table I: This table displays the demographics of each patient in this case series who failed dupilumab and was started
on upadacitinib for treatment of atopic dermatitis.
1 — Age at start of upadacitinib treatment.

2 — Total days on JAK inhibitor was calculated from start date of JAK inhibitor to date of last documented follow-up.
3 — Days on Dupilumab is unknown as this patient was prescribed dupilumab by an outside dermatologist.
4 — This patient required upadacitinib to be briefly paused due to down trending WBCs. After a subsequent increase in
WBC count, the patient was restarted on upadacitinib and currently continuing with treatment with no further adverse

events.
Abbreviations: JAKI, Janus kinase inhibitor; QD, daily; WBC, white blood cells.
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