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Abstract

The febrile ulceronecrotic Mucha-Habermann disease is a rare and potentially lethal variant of
pityriasis lichenoides et varioliformis acuta (PLEVA). It is characterized by a sudden onset of
ulceronecrotic skin lesions associated with high fever and systemic symptoms. Herein, we report
a 23-year-old male, not known to have any medical illnesses, presented with a month-long
history of persistent fever of unknown origin associated with a sudden onset of progressive
diffuse necrotic ulcers and widespread papulosquamous lesions. Pan CT showed enlarged
lymph nodes in the cervix, chest, and abdomen. Unfortunately, a skin biopsy was done late,
showing features consistent with PLEVA. Few days after admission, despite being on intravenous
methylprednisolone, our patient rapidly deteriorated by showing severe acute respiratory
symptoms and consequently died. In spite of the continuous addition of new case reports to the
literature, no definite diagnostic criteria have been established, leading to late or missed cases,
and an optimum treatment is still waiting.
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Introduction

Febrile ulceronecrotic Mucha-Habermann disease (FUMHD) may occur de novo or in the
setting of preexisting pityriasis lichenoides et varioliformis acuta (PLEVA). Compared with
PLEVA, the clinical manifestations of FUMHD are more severe [1]. Since the disease discovery
by Degos et al. in 1966, there have been approximately 121 reported cases in the literature,
including this case. The overall mortality rate is 12.4%; most deaths occurred in adults [2, 3].
Fever and acute progressive generalized eruption of necrotic papules that rapidly evolve to
form necrotic plaques and ulcers that may reach up to a few centimeters in diameter are
classic for this disease. Hemorrhagic bullae and mucosal ulcerations may also occur. Systemic
involvement was seen in the majority of patients, ranging from mild abdominal pain, arthritis
or myalgia, to severe central nervous system and cardiac or pulmonary compromise [1]. In
2015, the first proposed diagnostic criterion was established by Nofal et al. [4]; however, the
therapeutic regimen was almost different in all cases owing to the poor understanding of
FUMHD pathophysiology. Co-morbid or recent bacterial or viral infections such as human
herpes viruses, measles vaccine/infection, parvovirus B19, adenovirus, human immunode-
ficiency virus-1, staphylococcus epidermidis, and Pseudomonas aeruginosa have been noted in
cases with FUMHD. Therefore, a hypersensitivity reaction to microorganisms was meant to be
as a possible theory behind FUMHD occurrence. On the other hand, non-infectious triggers
including drugs such as levamisole-adulterated, cocaine, tegafur, and multivitamins were also
reported in the literature. The co-existence of cutaneous T-cell lymphoma in patients with
FUMHD suggests that increased monoclonality or polycolnality in T cells is a predisposing
factor for this disease [5-12]. All of these different theories drove dermatologists to use
multiple management modalities [4]. The literature still lacks a unified therapeutic approach
for this disease. Herein, we present a case of de novo febrile ulceronecrotic Mucha-
Habermann disease that was diagnostically challenging with fatal pulmonary involvement.
A late diagnosis led to insufficient therapy and death of our patient.

Case Presentation

A 23-year-old man, with no significant past medical history, presented with 1-month
history of constant fever associated with fatigue, abdominal pain, and bilateral elbow
swelling. The patient visited a primary care 2 weeks prior to this emergency department
visit. Amoxicillin-clavulanate for 7 days, oral paracetamol, a high potency topical corti-
costeroid, and topical fusidic acid were prescribed. The fever did not subside and skin
lesions were still progressive. He came to our tertiary center and was admitted for further
investigations. Travel history was unremarkable. Examination showed high body tem-
perature (40°C) and normal other vital signs. Skin examination revealed widespread scaly
crusted hyper-pigmented papules that coalesced in some areas into plaques. In addition to
that, there were multiple necrotic ulcers over the trunk and all extremities (Fig. 1). Few days
after admission, the patient rapidly deteriorated and started to develop new-onset
shortness of breath and dry cough. His saturation was 68% on non-rebreather mask,
blood pressure: 98/46 mm Hg, and heart rate: 190 beat/minute. Laboratory findings
showed elevated inflammatory markers and liver aminotransferases with normocytic
normochromic anemia on blood smear (Table 1). Investigations for various differential
diagnoses including infectious and rheumatological diseases were all negative. Computed
tomography of the neck showed multiple prominent bilateral deep cervical lymph nodes.
Spiral computed tomography for pulmonary embolism showed no arterial filling defects, and
bilateral lower lung lobes honeycombing associated with adjacent ground-glass/nodular
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Fig. 1. The patient allowed for only one photo, showing necrotic ulcers over the elbow and chest with diffuse
scaly crusted plaques and hyper-pigmentation.

opacities and lung reticulation. Prominent bilateral hilar lymph nodes and left side plural
effusion were also noted. Abdominal and pelvic computed tomography demonstrated mul-
tiple enlarged lymph nodes and mild abdominopelvic free fluids. Skin punch biopsy was taken
from an edge of an ulcer from the upper back. The results were awaited. The patient was
empirically started on intravenous methylprednisolone, vancomycin, and meropenem with no
signs of clinical improvement. The patient was shifted to the intensive care unit due to
persistent worsening of oxygen saturation, tachycardia, tachypnea, and worsening blood
pressure readings. Serial chest radiographs were consistent with increase bilateral patchy
lung infiltration. Our patient died 10 days after admission without a proper diagnosis. The
result of the skin biopsy came after his death, showing laminated hyperkeratosis, focal
parakeratosis, mild spongiosis, rare apoptotic keratinocytes, interface dermatitis, superficial
perivascular lymphocytic infiltration in the dermis, and melanin incontinence. Periodic acid-
Schiff and Fite’s stains were negative. Based on the above clinicopathological findings, a
diagnosis of FUMHD was made.

Discussion

Patients with FUMHD who have preexisting PLEVA are easier to be diagnosed earlier
and treated properly since this fatal compilation of PLEVA is usually kept in dermatologists’
mind. A major problem in our patient is that the biopsy result was not urgently demanded.
The major message to deliver from this case report is that FUMHD should always be taken
into consideration as one of the fatal dermatological diseases. Thus, prioritizing a skin
biopsy and hastening histopathological results immediately is mandatory to start with
aggressive immunosuppressive therapy, hence preventing death. In the literature, the most
commonly proposed diagnostic criteria consist of persistent fever, acute onset of gener-
alized ulceronecrotic papules and plaques, rapid and progressive course without any
tendency to spontaneous resolution, and histopathology consistent with PLEVA. Unlike
cases with previous diagnosis of PLEVA, de novo FUMHD has a wider differential diagnosis
since it presents with nonspecific polymorphic cutaneous lesions, making histopathological
features a major clue to diagnosis. Our differential diagnoses based on the initial fever and
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Table 1. Complete blood count, inflammatory markers, and changes in liver enzymes at admission and
before death

Parameters At admission Before death
Hemoglobin, g/dL 9.9 7.7
Leukocytes, x10%/L 9.8 6.3

Platelets, x10°/L 324 204
C-reactive protein, mg/dL 1.8 1.2
Erythrocyte sedimentation rate, mm/h 73 90

Alanine transaminase, U/L 60 71
Aspartate transaminase, U/L 109 138

gross skin features included erythema nodosum leprosum, malignant syphilis, blastomy-
cosis, extensive vasuclitis, and systemic lupus erythematosus. FUMHD is not only diag-
nostically challenging, even the proper therapeutic regimen has no consensus in the
literature yet. The ambiguity of FUMHD pathophysiology made physicians to combine
multiple treatment modalities, most of which contain antibiotics, antivirals, systemic ste-
roids, methotrexate, and other immunosuppressive therapy with phototherapy. The CARE
Checklist has been completed by the authors for this case report, attached as online
supplementary material (for all online suppl. material, see www.karger.com/doi/10.1159/
000528500).

Conclusion

De novo FUMHD is a rare, fatal, and diagnostically challenging disease. Many similar
reported cases demonstrated a late diagnosis. It should always be considered in the dif-
ferential diagnoses when a patient present with fever and diffuse ulceronecrotic cutaneous
eruptions. Until this date, aggressive immunosuppressive therapy shows to be effective.
However, a therapeutic approach needs to be added to the literature to reduce the mortality
rate.
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