CASE LETTER

Papulonecrotic Tuberculid Secondary
to Mycobacterium avium Complex
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PRACTICE POINTS

- Papulonecrotic tuberculid (PNT) is a hypersensitivity
reaction that presents with reddish papules with cen-
tral necrosis on the extremities.
Early PNT histopathology shows leukocytoclastic
vasculitis. Later lesions demonstrate granulomatous
inflammation on histopathology.

« Mycobacterium avium is difficult to culture; therefore;
if you suspect it, we recommend polymerase.chain
reaction genotyping for bacterial classification.

To the Editor:

Papulonecrotic tuberculid (PNT) is:a cutaneous hypersen-
sitivity reaction to antigenic components of Mycobacterium
species, most commonly “Mycobacterium tuberculosis.
According to a PubMed search of articles indexed for
MEDLINE using the terms papulonecrotic tuberculid,
Mycobacterium avium complex, and Mycobacterium, only
1 case of PNT secondary to infection with Mycobacterium
avium complex (MAC) has been reported.'? Papulonecrotic
tuberculid classically presents with symmetrical, dusky
red papules with necrosis on the extremities.® Patients
may or may not have associated symptoms of fever and
weight loss. It is diagnosed through skin biopsy as well as
identification of a distant source of mycobacterial infec-
tion. Papulonecrotic tuberculid is considered a reactive
process to a distant site of mycobacterial infection, and
skin lesions contain few, if any, mycobacteria.*

A 65-year-old man was admitted to the hospital for
expedited workup of chronic fevers, 20-1b weight loss,
and night sweats of 8 months’ duration. He had a medi-
cal history of myelodysplastic syndrome and autoimmune
hemolytic anemia. During hospitalization, positron emis-
sion tomography revealed multilevel vertebral lytic and
sclerotic lesions. Subsequent T10 vertebral biopsy showed
necrotizing granulomatous inflammation with extensive
necrosis and acid-fast bacilli-positive organisms. The
patient was empirically started on rifampicin, isoniazid,
pyrazinamide, ethambutol, and pyridoxine for presumed
M tuberculosis and placed on respiratory isolation.

Dermatology was consulted for a recurrent tender
rash on the bilateral upper and lower extremities of
5 years’ duration. Physical examination revealed numer-
ous erythematous papulonecrotic lesions in various states
of healing on the bilateral upper and lower extremities
(Figure 1). Three years prior to the current presentation,
2 lesions were biopsied and demonstrated leukocy-
toclastic vasculitis with neutrophilic panniculitis and
vasculopathy. A presumptive diagnosis of Sweet syn-
drome was made given the history of myelodysplastic
syndrome, though an infectious etiology could not be
ruled out at that time. Concurrently, the patient was
diagnosed with autoimmune hemolytic anemia and was
started on prednisone. Initially, the skin lesions improved
with prednisone but never fully resolved; however, as
the dosage of oral steroids decreased, the skin lesions
worsened and presented in larger numbers with more
frequency. The patient was titrated down to prednisone
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PAPULONECROTIC TUBERCULID

FIGURE 1. A, Erythematous pa [¢) right arm with central
necrosis in varying stages of healing: B, An erythematous dusky
papule with central necrosis an ing was present on the pos-

terior aspect of the calf as well as healing pink macules with a col-
larette of scale.

5 mg daily with no additional treatment of the skin
lesions at that time.

During the current hospitalization, 2 additional biop-
sies were taken from the arm for routine histopathology
and tissue culture. Dermatopathology revealed robust
neutrophilic and granulomatous inflammation as well
as remarkable necrosis with a few mycobacteria identi-
fied on acid-fast and Fite stains (Figure 2). Tissue culture
was negative. Additionally, the patient’s spinal biopsy
was sent for polymerase chain reaction analysis for
Moycobacterium typing, which confirmed MAC. The patient
was diagnosed with Pott disease, a mycobacterial infection
of the spine, as well as cutaneous papulonecrotic tuber-
culid secondary to MAC.
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FIGURE 2. A, Punch biopsy of a lesion on the right arm showed
caseating necrosis with surrounding inflammatory infiltrate, including
histiocytes and lymphocytes (H&E, original magnification x20). B, No
mycobacteria were identified on acid-fast bacilli (original magnifica-
tion X60).

Papulonecrotic tuberculid is the rarest form of cutane-
ous tuberculosis infection and rarely has been reported
in connection to MAC.' This condition is considered
a hypersensitivity reaction that occurs in response to
antigenic components of mycobacteria.* Patients with
PNT typically present with recurrent crops of pain-
ful papulonecrotic lesions distributed on the extremi-
ties. Histopathology in PNT classically reveals necrosis,
notable inflammatory infiltrate, and lack of observed
organisms.® Diagnosis often is made through skin biopsy,
though histopathology varies based on lesion matu-
rity.* Early lesions often reveal leukocytoclastic vasculitis,
whereas late lesions usually demonstrate granulomatous
inflammation.* Mycobacterium avium complex is difficult
to culture, as it is a slow-growing, fastidious bacterium
and therefore polymerase chain reaction genotyping is
useful for bacterial classification.®

Disseminated MAC infection also was on the differen-
tial for our patient; however, we felt it was less likely than
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PNT for several reasons. First, disseminated infection
rarely presents with cutaneous involvement and is asso-
ciated with pulmonary involvement in 90% of cases.””’
Second, the granuloma formation noted on our patient’s
skin biopsy was not typical for disseminated MAC but
is well described in cases of PNT.**? Finally, in the rare
cases in which cutaneous involvement has occurred
with disseminated mycobacterial infections, skin biopsies
typically revealed numerous Mycobacterium organisms.®!
In contrast, skin lesions associated with PNT usually
reveal few, if any, organisms, as was seen with our patient.?

The patient’s initial biopsies also supported a diagno-
sis of PNT, as early lesions of PNT typically show leuko-
cytoclastic vasculitis. His response to low and high doses
of prednisone also fit well with a PNT diagnosis. In fact,
a case of PNT secondary to Mycobacterium bovis similarly
showed an improvement in the rash with high-dose
steroids but progression with lower doses.! It is possible
that our patient’s response to steroids complicated the
diagnosis of his rash.

The treatment of PNT is clearance of the underlying
infection. Macrolide antibiotics, such as clarithromycin
and azithromycin, have the best efficacy against MAC,
in combination with ethambutol and/or rifabutin.®'?
Treatment duration should be 1 year. Amikacin or strep-
tomycin may be added to this regimen during early
treatment.® Mycobacterium avium complex is resistant
to many antibiotics, including typical antituberculosis
drugs, and sensitivities should be identified at the‘onset
of treatment.'*?

Albeit rare, clinicians should be aware of PNT second-
ary to MAC or other mycobacterial infections. Because
this condition is difficult to diagnose with vatying histo-
logic findings and often negative tissue cultures, a high

WWW.MDEDGE.COM/DERMATOLOGY

PAPULONECROTIC TUBERCULID

index of suspicion is necessary when a patient pres-
ents with recurrent papulonecrotic lesions, especially in
immunocompromised hosts and patients with exposure
to mycobacteria.
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