Case Reports Case Rep Dermatol 2021;13:12-17

. DOI: 10.1159/000511537 © 2021 The Author(s)
in Dermat0|ogy Published online: January 21, 2021 Published by S. Karger AG, Basel

www.karger.com/cde

This article is licensed under the Creative Commons Attribution-NonCommercial 4.0
International License (CC BY-NC) (http://www.karger.com/Services/OpenAccesslicense).
Usage and distribution for commercial purposes requires written permission.

Single Case

A Diagnostically Challenging Case
of Febrile Ulceronecrotic Mucha-
Habermann Disease in an Adult
Female Successfully Treated with
Methotrexate and Cyclosporine

Tracy Ngo® Claudia Hossain® Jason Cohen® Beth McLellan®
Rachel Blasiak® Eugene Balagula®

aDivision of Dermatology, Department of Internal Medicine, Albert Einstein College of
Medicine, Bronx, NY, USA; PDermpath Diagnostics, Port Chester, NY, USA

Keywords

Febrile ulceronecrotic Mucha-Habermann disease - Pityriasis lichenoides et varioliformis
acuta - Pityriasis lichenoides with ulceronecrosis and hyperthermia - Methotrexate -
Cyclosporine

Abstract

Febrile ulceronecrotic Mucha-Habermann disease (FUMHD) is a rare and severe variant of pit-
yriasis lichenoides et varioliformis acuta (PLEVA) characterized by intermittent pyrexia, acute
onset of generalized ulceronecrotic lesions, and histopathology suggestive of PLEVA. Prompt
diagnosis and treatment are necessary to halt the progression of this potentially fatal disease;
however, the widely variable presentation of FUMHD in addition to its rarity poses a diagnostic
challenge. We report the case of a previously healthy 43-year-old woman who presented to
the emergency department with 1 month of generalized rash and intermittent fevers. Her only
reported new exposure were elective intravenous vitamin infusions received at a medi-spa
1 week prior to onset of lesions. Initial evaluations were inconclusive, and confluent ulcero-
necrotic, hemorrhagic lesions appeared on approximately 90% of her body despite steroid,
antibiotic, and cyclosporine therapy. Repeat histopathology was consistent with PLEVA, and in
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the context of her clinical presentation she was diagnosed with FUMHD. The patient rapidly
attained remission with methotrexate therapy but sustained residual scarring.
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Introduction

Febrile ulceronecrotic Mucha-Habermann disease (FUMHD), also known as pityriasis li-
chenoides with ulceronecrosis and hyperthermia, is a rare and potentially fatal variant of pit-
yriasis lichenoides et varioliformis acuta (PLEVA) with no established evidence-based treat-
ment regimen [1-4]. The presentation of FUMHD is widely variable with key features being
intermittent high fevers, acute onset of erythematous papules and plaques that evolve into
generalized ulceronecrotic, hemorrhagic lesions, and histopathology suggestive of PLEVA [2,
5]. FUMHD tends to affect more males than females and more children than adults [2]. Diag-
nosing FUMHD in adults can be difficult since it is not well known, cannot be confirmed by
diagnostic testing, and can mimic other diseases [2, 4]. Here, we describe a diagnostically chal-
lenging case of FUMHD in a 43-year-old female who received multiple dermatological evalua-
tions before a diagnosis of FUMHD was confirmed and successfully treated with methotrexate
and cyclosporine.

Case Report

A previously healthy 43-year-old female presented to the emergency department with a
generalized rash for 1 month and intermittent fevers. The patient’s only reported new expo-
sure consisted of elective intravenous vitamin infusions consisting of glutathione, ascorbic
acid, selenium, zinc, and vitamin B complex obtained at alocal medi-spa approximately 1 week
prior to skin eruptions. Numerous outside dermatology evaluations had been initially pursued
with inconclusive biopsies and the patient had been unsuccessfully treated with topical and
systemic steroids, doxycycline, cephalexin, and oral cyclosporine for presumed pustular pso-
riasis.

Upon transfer to our institution, the patient presented with confluent erythematous, ne-
crotic papules and plaques with weeping extensive ulcerations and hemorrhagic crusting on
her face, abdomen, extremities, and back (Fig. 1a). On her bilateral lower extremities there
were violaceous papules, purpuric, umbilicated, hemorrhagic bullae, and numerous scalloped
confluent ulcerations (Fig. 1b). The patient reported associated discomfort and pain. The le-
sions covered approximately 80% of the patient’s body, including her external genitalia. There
was no ocular, oral, or vaginal involvement at the time of admission. Nikolsky sign was neg-
ative.

The patient’s labs showed elevated WBC (10.9 x 103/uL; normal 5-10 x 103/uL), electro-
lyte imbalance (sodium 123 mEq/L, normal 136-145 mEq/L; chloride 93 mEq/L, normal 95—
105 mEq/L), hypocalcemia (calcium 7.6 mg/dL, normal 8.4-10.2 mg/dL), transaminitis (ALT
230 U/L, normal 8-40 U/L; AST 83 U/L, normal 8-40 U/L), and hypoalbuminemia (2.5 g/dL,
normal 3.5-5.5 g/dL). Swabs obtained from intact vesicles and ulcerations were negative for
herpes simplex virus and varicella. A wound culture of pustule was positive for many Entero-
bacter species, Escherichia coli, and Staphylococcus lugdunensis. Urine culture was positive for
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E. coli and Enterococcus. Blood culture showed no growth. Direct immunofluorescence per-
formed at the same time as the original outside biopsy suspicious for pustular psoriasis was
negative. Serologies were negative for HIV, hepatitis B and C, and rheumatoid factor. Flow cy-
tometric analysis showed no evidence of lymphoproliferative disorder.

The patient was continued on cyclosporine 4 mg/kg/day twice daily and started on intra-
venous fluids, vancomycin, piperacillin and tazobactam, mupirocin 2% ointment twice daily
to eroded areas, and triamcinolone 0.1% ointment twice daily to erythematous lesions.

Despite therapy, her lesions further evolved into confluent pustulovesicles, eroded pap-
ules, plaques, crust, hemorrhagic bullae, and macerated, eroded plaques in the axillae and in-
framammary regions (Fig. 2). Additionally, she developed erosions on her dorsal tongue, clit-
oral hood, and labia minora. Given the progression, the patient was transferred to the burn
unit.

A repeat biopsy revealed interface vesicular dermatitis with epidermal necrosis which
was consistent with PLEVA (Fig. 3a, b). Repeat direct immunofluorescence showed linear C3
and IgA at the basement membrane zone which was attributed to linear IgA deposits second-
ary to vancomycin, or more likely, nonspecific findings sometimes reported in FUMHD pa-
tients [6, 7].

In the context of her fever and systemic symptoms, cutaneous findings, and histopathol-
ogy, a diagnosis of FUMHD was made. The patient was started on oral methotrexate 20 mg
dosed weekly, folic acid 1 mg daily, oral doxycycline 100 mg twice daily, levofloxacin 750 mg
daily, and ceftriaxone 1 g daily, and continued on oral cyclosporine 150 mg twice daily, tri-
amcinolone 0.1% ointment, and mupirocin 2% ointment.

Progression of lesions halted and significant peripheral re-epithelization of the erosions
was observed 2 weeks after the start of methotrexate therapy. The patient was discharged
with continued methotrexate, folic acid, doxycycline, cyclosporine, and triamcinolone therapy
(same dosing as mentioned above). On follow-up, the disease remains in remission with con-
tinued methotrexate therapy; however, the patient has sustained significant scarring and
postinflammatory pigment alteration.

Discussion

Early symptoms of FUMHD can vary between patients and as evidenced by our patient, it
may take repeat skin biopsies until the correct diagnosis can be reached. Unfortunately, this
delay in diagnosis and treatment may jeopardize patients’ chances of recovery, as early inter-
vention has been suggested to improve prognosis [2, 4, 6-8]. To better define this disease,
Nofal et al. [2] proposed that acute onset of generalized ulceronecrotic papules and plaques
associated with fever and histopathological findings consistent with PLEVA is needed to make
a diagnosis of FUMHD. Through our patient’s evolving disease course, our differential diagno-
ses included pustular psoriasis with superimposed impetiginization or herpetic lesions versus
less likely pemphigus foliaceous, systemic contact, and other immunobullous disease. Given
the histological diagnosis of pustular psoriasis/psoriasis, we considered acute generalized ex-
anthematous pustulosis on the histological diagnosis, though there was no drug to suggest
this. Flow cytometric analysis was used to check for lymphoproliferative disorder as FUMHD
has been also known to mimic primary cutaneous aggressive epidermotropic CD8+ cytotoxic
T-cell lymphoma [4]. Various treatments attempted for FUMHD include immunosuppressants,
antibiotics, antivirals, phototherapy, intravenous immunoglobulin, and dapsone, but individ-
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ual treatment efficacy is difficult to determine and largely based on anecdotal evidence from
case reports [2, 5]. In the literature, methotrexate is increasingly presented as a favorable
treatment modality, although at least four fatalities have occurred despite methotrexate ther-
apy [2, 8]. Given its relative success, methotrexate has been suggested as first-line treatment
for FUMHD, but reports have cautioned that FUMHD can recur upon discontinuation of meth-
otrexate, and long-term methotrexate use has been linked to serious side effects including
hepatoxicity and hematopoietic suppression [9, 10]. Though diagnostic criteria have been pro-
posed for FUMHD, no evidence-based treatment regimens have been established, presenting
an area for continued research [2].
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Fig. 1. a Severe, extensive, crusted papules and papulovesicles, hemorrhagic bullae, weeping erosions, and
collarettes of scale on the patient’s back. b Violaceous papules, purpuric, umbilicated, hemorrhagic bullae,
and numerous scalloped confluent ulcerations on the patient’s right leg.
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Fig. 2. Generalized vesicles and eroded papules with central necrotic crust, coalescing into plaques cover-
ing approximately 90% of the body surface area.

Fig. 3. Punch biopsy showing interface vesicular dermatitis with epidermal necrosis. The results are com-
patible with pityriasis lichenoides et varioliformis acuta. H&E, original magnification 40x (a) and 200x (b).

I~
Karger <

17



	A02_SectionTitle
	txtA02_SectionTitle
	HeaderStart
	A04_Title
	txtA04_Title
	A07_Author
	txtA07_Author
	txtA14_Institutions
	txtstart
	A20_KeywordsTitle
	StartKeywords
	A21_Keywords
	A22_AbstractTitle
	A23_Abstract
	CitRefText_1_4
	CitRefText_2_4
	FigText_1
	FigText_2
	FigText_3
	CitRefText_6_7
	CitRefText_2_4_6_8
	CitRefText_4
	CitRefText_2_5
	CitRefText_2_8
	CitRefText_9_10
	CitRefText_2
	H01_RefTitle
	T21_References
	References
	StartReferences
	H02_Ref
	CitRef_1
	CitRef_2
	CitRef_3
	CitRef_4
	CitRef_5
	CitRef_6
	CitRef_7
	CitRef_8
	CitRef_9
	StartRef
	CitRef_10
	EndRef
	EndeReferenzen
	Fig_1
	Fig_1
	Fig_2
	Fig_2
	Fig_3
	Fig_3
	FigStart
	Weiter

