| etter 1o the Editor

Henoch-Schoénlein Purpura Associated With
Mycoplasma pneumoniae Infection

To the Editor:

Henoch-Schonlein purpura (HSP) is a systemic vas-
culitic syndrome that is most common in children
but also can occur in adults. Although group A
B-hemolytic streptococci often have been implicated,
other bacteria and viruses also may play a role.

We report a patient with HSP confirmed on his-
tology and direct immunofluorescence (DIF), most
probably due to Mycoplasma pneumoniae, and review
the literature on cutaneous vaseulitis caused by
M pneumoniae.

Case Report

A 27-year-old man presented with'a nonpruritic rash
on his legs of 10 days’ duration. It began as red spots
around the ankles and later spread up the legs and
dorsa _of the feet. The spots around the ankles and on
the dorsa of the feet became painfulland/some of them
ulcerated. He repérted a mild nonproductivé cough,
dry throat, and painful knee and ankle joints, but 'he
denied any history of féver, abdominal pains, Raynaud
phenomenon, or prior medication use including
herbal medicines.

Physical examination revealed mild pharyngitis,
palpable purpura on both legs, purpuric vesicles
on the dorsa of the feet (Figure 1), and vasculitic
ulcers on the left lateral malleolus. Chest ausculta-
tion and the rest of the findings from the physi-
cal examination were normal. Histology showed
full-thickness necrosis with subepidermal clefting,
nuclear dust, and red blood cells. Superficial der-
mal blood vessels showed fibrinoid necrosis, nuclear
dust, and red blood cell extravasation. Occasional
eosinophils were seen (Figure 2). Direct immuno-
fluorescence showed granular deposits of IgA and C3
in a few dermal vessels (Figure 3). Other investiga-
tions included chest radiograph, complete blood cell
count, erythrocyte sedimentation rate, C-reactive
protein, antinuclear antibody, anti-double-stranded
DNA, rheumatoid factor, anti-Ro/anti-La antibod-
ies, antineutrophil cytoplasmic antibodies, serum
complement levels, renal and liver function tests,
glucose, antibodies to streptolysin O, M pneumoniae
particle agglutination titer, cold agglutinins, blood
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culture, and urinalysis. Laboratory investigation
revealed the following remarkable findings: erythro-
cyte sedimentation rate, 44 mm/h (reference range,
0-10 mm/h); M pneumoniae antibody titer, 1:640
(negative, <1:40); cold agglutinin titer, 1:256 (nega-
tive, <1:64); and swab culture yielding Acinetobacter
species sensitive to ciprofloxacin, amoxicillin/
clavulanate potassium, and ceftriaxone sodium.

The patient was treated with potassium per-
manganate, compresses twice daily, mupirocin oint-
ment 2% twice daily, intravenous (IV) ceftriaxone

Figure 1. The dorsum of the left foot had purpu-
ric vesicles.

VOLUME 87, JUNE 2011 273

Copyright Cutis 2011. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.



| etter to the Editor

Figure 2. Histology demonstrated leukocytoclastic
vasculitis with fibrinoid necrosis of superficial dermal
blood vessels, infiltration of vessel walls by neutrophils,
nuclear dust, and red blood cell extravasation (H&E,
original magnification X40).

Figure 3. Direct immunofluorescence showed granular
deposits of IgA in a few dermal vessels (original
magnification X40).

sodium 1 g twice daily, and IV imipenem 500 mg/
cilastatin sodium 500 mg twice daily. The IV anti-
biotics were changed 3 days later to oral ciprofloxa-
cin hydrochloride 250 mg twice daily when blood
culture results were negative and swab culture from
the ulcers grew Acinetobacter species. Azithromycin
dihydrate 250 mg twice daily was added on the
fourth day when M pneumoniae antibodies returned
positive. He improved after 1 week of azithromycin
dihydrate and was discharged. He was clinically well
with no signs of relapse when seen 1 month after
admission, and convalescent sera for M pneumoniae
antibody and cold agglutinins a month later were
1:160 and 1:64, respectively.

Comment
Our patient presented with palpable purpura and
small vessel leukocytoclastic vasculitis, thus satisfying
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the American College of Rheumatology (ACR)
criteria for the diagnosis of HSP. In addition, he
had granular deposits of IgA and C3 in a few dermal
vessels. Although not part of the ACR criteria, the
presence of granular IgA deposits in the walls of
the dermal blood vessels is highly characteristic of
HSP.! The diagnosis of acute M pneumoniae infec-
tion is based on a 4-fold increase or decrease in
antibody titer. In our patient, diagnosis was based
on a 4-fold decrease in antibody titer from 1:640 to
1:160 a month later. He had a mild upper respiratory
tract infection (URTI) and his chest radiograph was
normal. Mycoplasma pneumoniae may cause URTI
or atypical pneumonia, or it may be asymptomatic
and can even resolve without antibiotic treatment.
The isolation of Acinetobacter species suggests sec-
ondary infection of the vasculitic ulcers. All lesions
healed after treatment with antibiotic therapy active
against M pneumoniae, and there was no recurrence of
his symptoms.

Myeoplasma_pneuwmoniae is known for its propen-
sity to cause( cutaneous complications. Cutaneous
lesions oceur in as'many as 25% of patients, ranging
from erythema to more severe involvement such
as  Stevens-Johnson syndrome. We reviewed the
literature on cutaneous vasculitis associated with
M pneumoniae by conducting a PubMed search
of articles indexed for MEDLINE using the terms
Mycoplasma, Henoch-Schonlein purpura, and vasculitis
and found 10 patients, including our patient, who
satisfied 'the ACR ecriteria for diagnosis of HSP.*!°
The findingsare summarized insthe Table. Four
patients with HSP were diagnosed on clinical grounds
alone.??®1® The ACR criteria for HSP are not
strict and include presence of any 2 of the 4 cri-
teria for diagnosis: palpable purpura, age 20 years
or younger at disease onset, bowel angina, granu-
locytes in the walls of arterioles or venules on
biopsy.!! Stricter criteria should at least include
histology. If these criteria were applied, then only
6 patients, including our patient, would be consid-
ered to have HSP*" Direct immunofluorescence
probably was not available during the time of the
earlier reports. Hence, DIF was performed in only
4 patients, including our patient.*>" It was negative
in one patient’; 1 patient showed IgA, IgM, and C3%;
1 patient showed IgM and C37; and only our patient
showed granular deposition of IgA and C3 that
is characteristic of HSP. Current opinion high-
lights the deposition of IgA in vessel walls. The
more recent European League Against Rheumatism
and Pediatric Rheumatology Society classification
includes palpable purpura as a mandatory crite-
rion together with at least 1 of the following find-
ings: diffuse abdominal pain, predominant IgA

WWW.CUTIS.COM

Copyright Cutis 2011. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.



| etter to the Editor

Cutaneous Vasculitis Associated With Mycoplasma pneumoniae Infection

Basis for
Noncutaneous Histologic DIF Diagnosis of
Reference Features Findings Findings M pneumoniae
Liew and Boy aged 8 years ND ND CFT
Kessel? with pneumonia and
hematuria
Steare et al® Adolescent girl aged ND ND IgM antibody
17 years with URT],
abdominal pain, arthritis,
melena, and hematuria
Van Bever et al* Adolescent boy aged Signs of IgA, IgM, C3 CFT
13 years with adult vasculitis
respiratory distress
syndromesand
biochemical pancreatitis
Perez et al® Woman aged Leukocytoclastic Negative PA; IgM
28 years with URTI vasculitis antibody
and polyarthritis
Perez and Man aged 75 years Leukocytoclastic ND Antibody.titer
Montes® with pneumonia and vasculitis (testimethod not
encephalitis specified); lgM
antibody
Orlandini et al” Adolescent boy aged Leukocytoclastic lgM, C3 IgM antibody
16 years with fever vasculitis
Timitilli et al® Girl aged 5 years with ND ND PA
pneumonia, migratory
arthritis, and hematuria
Greco et al® Boy aged 7 years with Leukocytoclastic ND PA; IgA, IgM,
retinal vasculitis vasculitis and IgG
antibody
Kano et al'® Girl aged 11 years ND ND IgM antibody
with URTI
Present case Man aged 27 years with Leukocytoclastic IgA, C3 PA
URTI and arthralgia vasculitis

Abbreviations: DIF, direct immunofluorescence; ND, not done; CFT, complement fixation test; URTI, upper respiratory tract infection;
PA, particle agglutination titer.
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deposition (confirmed on skin biopsy), acute arthri-
tis in any joint, and renal involvement (as evidenced
by the presence of blood and/or protein in the urine).
The age criterion was removed."? If IgA deposition
is central, then our case alone would qualify as HSP,
with the remaining cases representing small vessel
vasculitis of some other type.

Mycoplasma pneumoniae infections are endemic
and common throughout the world. However,
our investigation was only able to reveal
10 patients, including our patient, of HSP (based
on ACR criteria) associated with M pneumoniae.
Of these reported cases, only our patient had
HSP confirmed on histology and DIF, which sug-
gests that cutaneous vasculitis, especially HSP, is
either an uncommon cutaneous complication of
M pneumoniae infection or is underdiagnosed.
Although atypical pneumonia represents the most
common severe manifestation of M pneumoniae
infection, many more patients develop a mild URTI
or may even be asymptomatic. Italse is knewn that
persons infected with M pnéwmoniae may expe-
rience extrapulmonary complications at variable
times after onset of or even \in the absence of
respiratory illness. Furthermore, M pneumoniae anti-
bodies increase slowly in the course of the ill-
ness, reaching peak titers 5 weeks after the onset
of clinical symptoms, and the diagnosis would
most | likely. be missed if conyalescent sera were
not tested. Thesé factors may help [expldin why
M pneumoniae is only linfrequently ‘implicated as a
cause ofreutaneousrvasculitis. A more rapidrdiag-
nostic test for M pneumoniae infection is required
and the highly sensitive and specific M pneumoniae
polymerase chain reaction (PCR) analysis is a
welcomed development. Hopefully this test will
become more standardized and widely available
soon. Demonstration of M pneumoniae in the skin
using PCR could have confirmed a causal relation-
ship in our patient, but this test was not available
to us.

In summary, our patient most probably had acute
M pneumoniae infection and HSP supported by his-
tology and IgA deposits in the dermal vessels on DIE.
Tests for M pneumoniae should be included in the
etiologic screening of cutaneous vasculitis, including
HSP, even when respiratory symptoms are absent
or mild.

Sincerely,
Christopher SH Lim, MBBS
Siew-Lin Lim, MBBS
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