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Figure 1
peripheral tense blisters (insert). (b) Histological features show-
ing dense neutrophil infiltration throughout the edematous
dermis. (c) Higher magnification showed neutrophil infiltration.
(d) MRl examination revealed edematous swelling on the right
gluteus maximus muscle.

(a) Painful, erosive lesions on the upper chest with
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Risk of hepatitis B virus
reactivation in patients treated
with anti-TNF« agents for
immune-mediated
inflammatory diseases

@ CrossMark

Riesgo de reactivacion de la hepatitis B en los
pacientes tratados con agentes anti-TNFa para
enfermedades inflamatorias inmuno-mediadas

Dear Editor:

TNFa inhibitors revolutionized the treatment of immune-
mediated inflammatory diseases (IMIDs). Due to their
immunosuppressive nature, these therapies increase suscep-
tibility for new infections and may alter the natural course
of latent infections."?

Occult HBV infection is defined as the persistence of
viral genome in the liver tissue of individuals serologically
negative for HBV surface antigen (HBsAg).? Patients with
positive antibodies to HBV core antigen (anti-HBc) and neg-
ative HBsAg and HBV-DNA, with or without antibodies to HBV
surface antigen (anti-HBs) are potential occult HBV carriers®
and may reactivate under immunosuppressive therapy.'?
Studies in subjects with past HBV infection treated with
anti-TNFa therapy for inflammatory bowel disease (IBD) and

rheumatic diseases estimated a reactivation rate between
1.7% and 5% of patients."?

The aim of this retrospective study was to evaluate the
rate of reactivation in anti-HBc positive/HBsAg negative
patients treated with TNF« inhibitors for psoriasis, rheuma-
tologic diseases and IBD.

Patients treated with TNF« inhibitors for IMIDs from Jan-
uary 2000 to December 2014, for at least one month were
retrospectively included. Information regarding patients’
HBV screening serology (HBsAg, anti-HBc and anti-HBs anti-
bodies) and HBV-DNA (in anti-HBc positive patients) prior
to the initiation of TNFa inhibitors as well as HBsAg sero-
conversion, HBV-DNA de novo detection and ALT/AST levels
during anti-TNF therapy were collected. HBV reactivation
was defined as titer elevation up to 2-3 times the upper
limit of normal ALT, in combination with de novo detection of
HBV-DNA or HBsAg seroconversion. Furthermore, patients’
demographic, clinical and therapeutic characteristics were
recorded. This study was approved by the hospital’s Institu-
tional Review Board.

From 389 patients treated with TNFa inhibitors during
the study period, 26 (9%) patients were anti-HBc pos-
itive/HBsAg negative and one patient presented with a
serologic profile compatible with chronic hepatitis B. The
mean observation time was 43.6 +28.7 months. Subjects’
demographic and clinical data are reported in Table 1.
Nineteen (73.1%) patients were anti-HBs positive in the pre-
treatment screening. HBV-DNA levels were available in 7
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(26.9%) patients, being undetectable in all of them. Addi-
tionally, during follow-up, HBV-DNA levels were measured
in 7 additional patients (that had not been measured before
treatment) amounting to 53.8% patients with undetectable
HBV-DNA levels. In these patients, HBV-DNA levels were
measured every é6months for a 2-years period. No rise of
the aminotransferases values was observed in any patient
during follow-up. At the end of the observational period,
no case of reactivation was observed regardless of anti-HBs
positivity.

Patients with past HBV infection (anti-HBc posi-
tive/HBsAg negative patients) can arbor an occult infection,
and be susceptible to reactivation when exposed to immuno-
suppression, including TNFa inhibitors. This risk is highly
depends on the agent’s target and mechanism of action.*?
Although it is accepted that TNFa inhibitors may lead
to HBV reactivation in these patients, the reactivation
rates are much lower when compared to HBsAg positive
patients.” The prevalence of patients with past HBV (9%)
found in this study was similar to other published studies
in patients with IMIDs.® A systematic review including 168
anti-HBc positive/HBsAg negative patients with RA, spondy-
loarthropathies, psoriasis and IBD found HBV reactivation
5.4% of patients' while a meta-analysis including 468 anti-
HBc positive/HBsAg negative patients treated with TNFa
inhibitors for rheumatologic diseases, HBV reactivation was
observed in 1.7% with a percentage of HBV reactivation ran-
ging from 0 to 8.3%.2 As seen in other studies, including with
patients with psoriasis, no cases of HBV reactivation were
observed in this study.”

All patients that had HBV DNA measured during screening,
maintained their levels below detection threshold during
follow-up (measured every 6 months for 2 years and then
yearly). However, detectable baseline viral loads have been
found in this subset of patients.’

The title of anti-HBs may influence the risk of
reactivation of HBV.? In this study, 73.1% patients were anti-
HBs positive in the pre-treatment screening, and may have
been important decreasing the risk of HBV reactivation.

The main limitation of this study is its retrospective
nature and the small and heterogenic sample, the long
period of inclusion (as intra-hospital and international rec-
ommendations has changed along time) and the inexistence
of HBV DNA data for some of the anti-HBc positive/HBsAg
negative patients (preventing to determine HBV occult
infection).

Current guidelines state that candidates for chemother-
apy and immunosuppressive therapy who are anti-HBc
positive/HBsAg negative, regardless of anti-HBs status and
with undetectable serum HBV-DNA should be followed care-
fully by means of ALT and HBV-DNA testing and treated with
nucleotide analogs therapy only upon confirmation of HBV
reactivation before ALT elevation.

Treatment with anti-TNFa agents is safe in anti-HBc pos-
itive/HBsAg negative patients. HBV reactivation is probably
related to the presence of HBV in circulation rather than to
the serologic status of previous exposure. Nonetheless, and
as expressed in current guidelines, screening for HBV sero-
logic markers prior to initiation of anti-TNFa therapy is of
major importance since it may dictate if prophylactic treat-
ment, vaccination or monitoring should be taken to minimize
the risks related to hepatitis B flare/reactivation.

Baseline characteristics of 26 anti-HBc posi-
tive/HBsAg negative patients.

Patients 26 (100%)
Female gender, N (%) 10 (38.5)
Age in years, mean + SD 52.65+14.12
Disease duration in years, mean =+ SD 19.16 +-11.92
CD, N (%) 9 (34.6)
RA, N (%) 4(15.4)
AS, N (%) 4(15.4)
Ps+PsA, N (%) 6(23.1)
Ps, N (%) 3(11.5)
Therapy
Anti-TNFa, N (%) 26 (100)
Etanercept, N (%) 12 (46.2)
Adalimumab, N (%) 8(30.8)
Infliximab, N (%) 6(23.1)
Switch, N (%) 7 (26.9)
Combined therapy, N (%) 13 (50)
MTX, N (%) 7 (26.9)
AZA, N (%) 4(15.4)
CsA, N (%) 1(3.8)
CS, N (%) 4(15.4)
Treatment duration in years
Etanercept 3.1
Adalimumab 4.2
Infliximab 4.9

CD, Chron’s disease; RA, rheumatoid arthritis; AS, ankylosing
spondylitis; Ps, psoriasis; PsA, psoriatic arthritis; TNF, tumor
necrosis factor; MTX, methotrexate; AZA, azathioprine; CsA,
cyclosporine A; CS, corticosteroids.
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Pustular Secondary Cutaneous
Aspergillosis in an
Immunosuppressed Patient™

@ CrossMark

Aspergilosis cutanea secundaria pustulosa en
paciente inmunosuprimido

To the Editor:

The growing use of immunosuppressive agents in pro-
cedures such as kidney transplantation and in intensive
polychemotherapy regimens for different types of can-
cer has led to a notable increase in opportunistic fungal
infections."? Aspergillus species are ubiquitous, opportunis-
tic, filamentous fungi often found in soil, decaying organic
matter, and even in food remains.? They tend to multiply
in environments with high levels of dust dispersal and are
particularly common in hospitals during building or main-
tenance work.? Care should therefore be taken to protect
immunocompromised patients or patients with a greater risk
of infection from exposure to building work or damp envi-
ronments. Aspergillus species can cause serious primary or
secondary skin infections.> We present a case of pustular
cutaneous aspergillosis.

A 56-year-old man with type IgA multiple myeloma was
evaluated for painless skin nodules measuring over 1cm
and a large blister of recent onset on his left elbow. The
patient had stage IlIA disease and had been under follow-up
for 4 years. He had received several treatments, includ-

* Please cite this article as: Fonda-Pascual P, Fernandez-Gonzalez
P, Moreno-Arrones OM, Miguel-Gomez L. Aspergilosis cutanea secun-
daria pustulosa en paciente inmunosuprimido. Actas Dermosifiliogr.
2018;109:287-290.

ing 4 cycles of chemotherapy with bortezomib 1.3 mg/m?
every 4 days, 4 cycles separated by a week of cyclophos-
phamide 500 mg once a day for 3 days, and dexamethasone
40mg every 2 days for 12 days. He had also received
radiation therapy and undergone hematopoietic stem cell
transplantation. Following a relapse in 2015, it was decided
to attempt mini-allogenic transplantation with reduced-
intensity FluMel-ATG conditioning (70mg/m? melphalan,
fludarabine 30mg/m?/d, bortezomib 1.3 mg/m?, and anti-
thymocyte globulin 2 mg/m?) and an increase in melphalan
infusion dose to 150 mg/m?.

Forty days after the transplantation, the patient was
evaluated by a dermatologist as he suddenly developed
painless erythematous subcutaneous nodules measuring
approximately 3cm on the anterior surface of both thighs
and on the left abdominal flank (Fig. 1A). One of the
lesions on the lateral surface of his left elbow was a tense
1.5-cm blister containing blood-stained pus with a fluid level
(Fig. 1B). The patient reported no other symptoms. The
onset of these lesions coincided with a progressive increase
in serum galactomannan levels, which rose from previously
undetectable levels to a level of 0.9.

In view of the patient’s condition and the general clin-
ical picture, skin biopsy samples were taken for histology
and microbial culture. Histologic examination of the elbow
lesion showed a purulent subepidermal blister and an under-
lying infiltrate composed of abundant polymorphonuclear
leukocytes that caused notable tissue destruction, with
weakened structures, collagen bundles with an unstructured
appearance, and effacement of adnexal structures (Fig. 2A).
Higher magnification and periodic acid-Schiff (PAS) staining
showed septate linear structures with dichotomous acute-
angle (45°) branching throughout the dermis and extending
into the more superficial areas of the subcutaneous tis-
sue. These structures had an approximate diameter of
3pm and a length of up to 80wm in some sections and
were consistent with hyalohyphomycosis (Fig. 2B). Culture
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