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studies demonstrating the success of increased
�-opioid receptor expression and butorphanol use
for intractable pruritus associated with inflammatory
skin conditions and systemic diseases.1,4 The most
common adverse effects associated with butorpha-
nol use include sedation, psychomotor impairment,
and nausea and vomiting (Supplemental Table I,
available via Mendeley at https://data.mendeley.
com/datasets/pgt6tcyjp6/1). Butorphanol is a
controlled substance with the potential for
dependency and is thus not recommended in
patients with substance use disorders.5

Limitations of this study include the small sample
size, inconsistency in patient compliance, and the
open label study design. Future large-scale trials are
needed to assess the safety and efficacy of intranasal
butorphanol and to determine which types of
chronic pruritus benefit most from treatment.
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The role of dupilumab in the
management of idiopathic chronic
eczematous eruption of aging
To the Editor: Idiopathic chronic eczematous
eruption of aging (CEEA) is a poorly studied subtype
of eczema that affects individuals aged older than
50 years.1,2 Although histopathology displays
spongiotic dermatitis, these individuals lack a history
of atopic dermatitis at any point in their past and
present with a highly pruritic, subacute/chronic
eczematous eruption affecting the extremities and
trunk, with characteristic sparing of the face.1,2 CEEA
can be particularly disabling for older patients given
its persistence, associated significant pruritus, and
refractory nature to topical and systemic
immunosuppressive medications.2 Historically,
patients are worked-up for other causes of an
eczematous eruption, and CEEA is considered a
diagnosis of exclusion.3

To date, we are aware of 1 case report
demonstrating successful treatment of this condition
with dupilumab.1 To further explore this relationship,
we evaluated 15 consecutive patients (exclusion
\65 years old) with CEEA treated with dupilumab at
the atopic dermatitis dose. Exclusion criteria were
based on previous guidelines,1 including history of
atopic dermatitis earlier in life or other atopic
disorders, pruritus without visible inflammatory skin
disease, and other causes of aging-related eczematous
eruptions (eg, cutaneous T-cell lymphoma, bullous
pemphigoid, allergic contact dermatitis, drug
eruption, and infection/infestation).

Table I summarizes demographic data of this
cohort. The patients in our cohort were a mean
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Table I. Demographics and treatment
characteristics

Variable

Total patients

(N = 15)

Demographics
Age, y
Mean (SD) 75 (8)
Range 66-88

Sex, No. (%)
Female 10 (67)
Male 5 (33)

Race, No. (%)
White 13 (87)
African-American 2 (13)
Other 0

Treatment history, No. (%)
Topical corticosteroids 15 (100)
Oral corticosteroids 11 (73)
Intramuscular corticosteroids 1 (7)
Topical calcineurin inhibitors 11 (73)
Other systemic immunosuppressive
therapies

2 (13)

Phototherapy 1 (7)

No., Number.

Table II. Treatment response and adverse effects
with dupilumab

Variable

Total patients

(N = 15)

Time to symptom improvement, No. (%)
\2 weeks 0
2-4 weeks 9 (60)
4-6 weeks 4 (27)
6-8 weeks 2 (13)

Degree of improvement
Pretreatment IGA, No. (%)
0 0
1 0
2 0
3 4 (27)
4 11 (73)
Mean (SD) 3.73 (0.46)

Post-treatment IGA, No. (%)
0 8 (53)
1 3 (2)
2 4 (27)
3 0
4 0
Mean (SD) 0.73 (0.88)

Body surface area
Pretreatment, mean (SD), % 20 (15)
Post-treatment, mean (SD), % 2.6 (4)

Dupilumab-related adverse events
Ocular surface disease 2 (13)
Facial redness 0
Other 1 (7)
None 12 (80)

IGA, Investigator Global Assessment; No., number.
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age of 75 (SD, 8) years, consisting of 67% women
and 33% men. Previous treatments that had failed
were a topical corticosteroid, in all patients, a
topical calcineurin inhibitor in 73% (11 of 15), and
systemic immunosuppressive therapy, photother-
apy, or both, in 73% (11 of 15). Improvement of
the condition was seen in 60% of the patients 2 to
4 weeks after commencing therapy with
dupilumab, and 40% saw improvement between
4 and 8 weeks (Table II). All patients responded
to dupilumab with a pretreatment mean
Investigator Global Assessment of 3.73 (SD, 0.46)
and body surface area of 20% (SD, 15%) and post-
treatment mean Investigator Global Assessment of
0.73 (SD, 0.88) and body surface area of 2.6%
(SD, 4%).

One patient in the study stopped dupilumab
4 weeks after starting the medication due to adverse
effects of nausea and fatigue. She demonstrated
100% clearance, with no recurrence after 2 months.
Ocular surface disease was observed in 2 patients, 1
of whom discontinued the medicine after 5 months
due to this adverse effect despite sustained 100%
clearance. All the patients who continued taking the
medicine had a sustained response from the start
date of dupilumab: 47% (7 of 15) between 8 and
12months, 27% (4 of 15) after 4 to 8months, and 27%
(4 of 15) after 0 to 4 months.

Our patients demonstrated positive responses
to dupilumab, and the treatment was well-tolerated
for CEEA. In CEEA, the aging immune system
undergoes a switch leading to a T helper cell
2epredominant response driving the eruption and
pruritus.3 Traditional treatments are not ideal, given
that CEEA can be refractory to topical corticosteroids
and systemic immunosuppressive medications (ie,
methotrexate, cyclosporine) have a high associated
risk of adverse effects in the elderly due to their
associated comorbidities. Furthermore, given the
high rate of polypharmacy among the elderly4 with
a high risk of medication interactions, dupilumab
represents a promising and potentially safer
therapeutic option in this population.
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Systemic rituximab for the
treatment of the indolent forms of
primary cutaneous B-cell
lymphomas: Data from the Spanish
Primary Cutaneous Lymphoma
Registry
To the Editor: Primary cutaneous follicle center B-cell
lymphomas (PCFCLs) and primary cutaneous
marginal zone B-cell lymphomas (PCMZLs) have
an indolent clinical course but a high rate of skin
recurrences. Rituximab has been used in cases where
local treatment is not indicated, but most
publications are limited to isolated cases or short
series of patients1-4 (Supplemental Tables I and II,
available via Mendeley at https://doi.org/10.17632/
83r5x758gh.2).

This study evaluated the clinical response and
tolerability of systemic rituximab as monotherapy in
a prospectively monitored cohort of patients from
the Spanish Primary Cutaneous Lymphoma Registry
(RELCP).

The study included 54 patients (17 women), 29
with PCFCL and 25 with PCMZL. Patient character-
istics are summarized in Table I. The median age at
diagnosis was 54 years, and median follow-up was
90 months.

All patients received 4 intravenous weekly
infusions of rituximab at a standard dose of
375 mg/m2/d. The overall response rate,
complete response (CR), partial response, stable
disease, time to progression, progression-free
survival (PFS), and time to next treatment (TTNT)
were evaluated according to the Olsen criteria.5 The
overall response rate was 98%. There were 37
patients (68%) who achieved a CR (21 PCFCL and
16 PCMZL), 16 (30%) showed a partial response, and
1 (2%) had stable disease. Among 5 patients with
nodal involvement, 4 achieved CR and 1 partial
response. There were no differences in overall
response rate or CR between PCFCL and PCMZL.
This is in contrast with previous observations
suggesting a lower response rate for PCMZL.1,2

Cutaneous relapse or progression occurred in 24
patients (44%), 12 with PCFCL and 12 with PCMZL,
with a median time to progression of 11 months. Of
these, 16 were retreated with systemic rituximab, with
a median of 4 additional infusions. Median PFS after
the initial rituximab treatment was 62 months (78 for
PCFCL and 58 for PCMZL). These differences did not
reach statistical significance (P¼.1719) (Fig 1).Median
TTNT was 62 months. No associations were found in
Cox regressionmodels in PFS or TTNT regarding type
of lymphoma, sex, age, extent of lesions, or previous
treatment with intralesional rituximab.

Treatment was well tolerated. The most frequent
adverse events were grade 1 and 2 infusion reactions
and transient inflammatory changes over the skin
lesions. Some patients showed inflammatory
reactions over apparently unaffected skin suggesting
occult extension beyond the affected areas.

To the best of our knowledge, this study
represents the largest series published. Because it
originates from a national multicenter prospective
registry, these results probably represent the current
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