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Patch tests in patients using
immunosuppressants and/or
cytokine inhibitors: descriptive
analysis of 16 cases™

e
updates

Dear Editor,

Patch tests are the reference proof for the etiological diag-
nosis of allergic contact dermatitis (ACD), related to the
delayed type 4 hypersensitivity reaction (Gell & Coombs)."

The use of drugs that interfere with patient immune
response, such as corticosteroids, cyclosporine, methotrex-
ate, azathioprine, mycophenolate mofetil, and the latest
cytokine inhibitors (infliximab, adalimumab), could be con-
sidered a limitation to undergo patch tests since they act by
inhibiting cell responses. On the other hand, the use of these
medications has become increasingly common and, often,
their withdrawal is not possible due to the underlying dis-
ease. Moreover, studies show that many patients are capable
of developing eczematous reactions even when using these
drugs.?™>

The present study aimed to investigate suspected cases
of ACD submitted to patch testing in a non-ideal situa-
tion (patients who were receiving immunosuppressive drugs
and/or cytokine inhibitors).

Data from 16 patients tested between 2009 and 2021 and
who were using any of the abovementioned medications at
the time of the test were retrospectively analyzed. Different
series of allergens were used, the indications of which were
based on anamnesis and clinical picture.

* Study conducted at the Dermatology Clinic, Santa Casa de Sao
Paulo, Sao Paulo, SP, Brazil.

The tests were applied to the upper back region and
removed after 48 hours. The results were obtained after 48
and 96 hours. The possible reactions were: negative, weakly
positive (1+) (erythema, infiltration or papules); strongly
positive (2+) (edema and/or vesicles); and very strongly pos-
itive (3+) (bullae or ulceration).

The mean age of the patients was 49 years, consisting of
12 women and four men. The median time of the dermati-
tis was 37 months (3-180 months). The medications used
by the patients at the time of the tests were: prednisone
in nine cases, methotrexate in seven, azathioprine in four
and infliximab, cyclosporine, cyclophosphamide, tacrolimus
and adalimumab in one case each. Some patients used more
than one medication at the same time. The doses used by
the patients varied according to the indication and the dis-
ease stage. In the case of prednisone, they varied between
5 and 40 mg per day, and for methotrexate, between 10 and
15mg per week. Regarding cyclophosphamide, the patient
had been submitted to pulse therapy one month before the
test with a dose of 1g, and azathioprine was used at doses
of 100 and 150 mg/day.

The reasons for using these medications were difficult-
to-control eczema (four cases), collagen diseases (systemic
and discoid lupus, Behget’s disease and antisynthetase syn-
drome) in eight cases, Crohn’s disease, Cushing’s syndrome
and psoriasis in one case each.

Among the tested patients, ten (62.5%) had at least one
positive test and six (37.5%) had all negative results. One
of the cases with a negative initial test was positive in a
new test performed after drug withdrawal (methotrexate), a
result that was previously relevant. In the new test, positiv-
ity was observed for paraphenylenediamine (PPDA); contact
and ACD had occurred after the application of a temporary
tattoo (‘*henna’’) in adolescence.

After completion of the tests, nine (56.3%) cases were
considered to have a final diagnosis of ACD. Other diagnoses
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were psoriasis, irritant contact dermatitis, atopic dermati-
tis, drug reaction and dyshidrosis with one case each. Two
cases remained without a definitive diagnosis, under outpa-
tient follow-up. Table 1 shows the results and intensities of
the patch tests and the final diagnoses in the 16 assessed
patients.

Some studies show that the use of corticosteroids (espe-
cially >30 mg/day) causes partial to complete suppression of
the test results in many cases; however, some patients may
maintain positive reactions, as observed in one of the cases,
which tested positive for fragrance even during the use of
40mg/day of prednisone.?

Studies published in the literature show positive results
in tested patients who were using different immunosup-
pressants or modulators with variable results. Kim et al.,
in 2014, published a series of cases showing that biologicals
would not interfere with test results, although many of these
medications have shown an action on cytokines common to
psoriasis and ACD (TNF-a; IL-23 and IL-17). In the same year,
Wentworth et al. published a small case series of patients
receiving methotrexate and/or mycophenolate mofetil with
positive and relevant tests.??

Immunosuppressants affect the first phase of the immune
response in different ways: by blocking IL-1, IL-2, TNF-a,
and granulocyte colony-stimulating factor (corticosteroids);
by reducing the number of Langerhans cells, and weak-
ening the activity of T cells (azathioprine); by affecting
DNA synthesis, decreasing IL-1 activity and TNF-a release
(methotrexate); by reducing T-cell proliferation, blocking
dendritic cell function, and limiting stimulation of cytokine
release (mycophenolate mofetil).> However, studies have
suggested that concentrations in the test application area
seem to be high enough to overcome the suppressive capac-
ity of these medications.*?

The main limitations of the study comprised the low num-
ber of analyzed patients, and the use of drugs of different
classes and in different doses. However, the current small
series of cases showed that patients using immunosuppres-
sants obtained positive and relevant results, indicating that
it’s possible to perform them, although a careful interpre-
tation of the results is necessary. When testing under these
conditions, the lowest possible dose of medication should
be used and consider retesting after therapy discontinua-
tion. Studies with larger populations, with careful follow-up
of patients, are necessary for further clarification on the
subject.
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