A Case Report of Erythema Induratum of Bazin’s Disease
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Abstract

Introduction: Erythema induratum remains one of the rarely encountered tuberculid although tuberculosisis known to be endemicin
thedevel oping countries. Wereport acaseof erythemainduratumrecently encounteredin our centre. Clinical Feature: Clinically, erythema
induratum typically manifestsasulcerativeand indurated lesionson thelower limbs, especially the calves. Treatment Outcome: Thepatient
responded well to a course of anti-tuberculous therapy with marked resolution of the lesions, suggesting the aetiological role of
Mycobacterium tuberculosis in this condition. Conclusion: A short review of the distinguishing features of erythema induratum, the
associated classical histological spectrum and the usefulness of polymerase chain reaction in thediagnosisof erythemainduratumisgiven.

A search for active foci of tuberculosisis advocated in all cases.
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I ntroduction

There are many dermatological manifestations of
tuberculosis, ranging from distinct entities such as
tuberculosisverrucosacutis, lupusvulgaris, scrofuloderma,
to tuberculides. Theterm tuberculideis applied to any of a
group of eruptions which arise in response to an internal
focus of tuberculosis and clear with anti-tuberculosis
therapy. One such tuberculid is erythema induratum of
Bazin.

Erythemainduratum is reported to be rare in devel oped
countries and is seen more commonly in developing
countries where tuberculosis is endemic. We report an
interesting and classical caseof erythemainduratumwhich
was recently encountered in our centre.

Case Report

LKC, a58-year-old Chinesemal etaxi-driver, wasreferred
by hisattending physicianin October 1999 for the problem
of bilateral painful lower limbnodulesof 6 months’ duration.
The skin nodules were associated with ulcerations and
serous discharges. The patient did not have any symptoms
of fever, night sweats, loss of weight or joint pain. Hegave
no prior history of any traumato the affected limbs. There
was no significant recent travel history.

His diabetes mellitus was well controlled with
glibenclamide. Other than apast history of ischaemic heart
disease, he did not have any other significant medical

history or any previous history of tuberculosis.

On examination, there were multiple erythematous and
tender nodules ranging from 2 to 3 cmin diameter on both
his lower legs involving the dorsal as well as ventra
surfaces. Theskinsurrounding thenoduleswasinflamedin
appearanceandindurated. Theepidermisoverlying several
of the lesions were necrotic and the ulcerated nodules
exuded a dlightly haemoserous discharge (Fig.1). The
regional lymph nodes were not enlarged. He was afebrile
and his vital signs were normal (pulse rate: 80 beats/min,
blood pressure 120/70 mmHg). Examination of the
cardiovascular, respiratory and abdominal systems were
unremarkable.

Investigations revealed a strongly positive Mantoux of
21 mm as well as an elevated erythrocyte sedimentation
rate (ESR) of 57 mmHr. Thechest X-ray did not revea any
significant abnormalities. The full blood count (FBC) and
theliver functiontest (LFT) werenormal withthefollowing
results:

FBC—total whitecount 5.98 x 10%L, haemoglobin 13.3 g/
dL, platelet 338 x 10%L, neutrophil 62.7%, lymphocyte
31.8%, monocyte 11.9%, eosinophil 2.8%;

LFT—total protein 80 g/L, abumin 42 g/L, bilirubin 15
umol/L, alkaline phosphatase 128 u/L, alanine
aminotransferase 8 u/L, aspartate amintransferase 18 u/L.

A skin biopsy revealed areas of caseous necrosis,
abscessesin the lower dermis extending into the subcutis.
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Fig.2. Histol ogy showing granulomatousinflammation with multinucl eated

giant cells within the subcutis, scarring and small vessel vasculitis with

Fig.1. Inflammed and ulcerative nodules on the patient’s calves.

A zoneof granulomatousinflammationwith multinucleated
giant cells with perivascular infiltrate of lymphocytes and
histiocyteswaspresent (Fig. 2). Thefat septaewasthickened
by scar tissue. A few small blood vessels showed fibrin
thrombi with infiltration of vessel walls by lymphocytes.
The histological features were compatible with erythema
induratum. Acid-fast bacilli were not demonstrated and
tissue cultures were negative for Mycobacterium
tuberculosis. Mycobacterial DNA wasal so not detected by
apolymerase chain reaction assay targeting the | S6110 of
Mycobacterium tuberculosis.

Both the clinical presentation and histological finding
were consistent with erythema induratum and the patient
had since been started on multidrug therapy comprising of
rifampicin, isoniazid and ethambutol. Within 6 weeks of
starting therapy, he showed rapid improvement with
resolution of the lesions.

Discussion

Erythema induratum was first described by Bazin in
1861inassociationwithtubercul osis. It representsachronic,
persistent or recurrent nodul ar eruption occurring secondary
totuberculosisel sewhereinthebody. Clinicaly, it presents
asanindolent eruption of ill-defined nodules affecting the
lower legs, predominantly the calves. Thelesionsmay also
occur on the thighs, feet, buttocks and forearms. The
nodules may at first regress during warm weather and
eventually persist and ulcerate. The ulcers are ragged,
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luminal occlusion by fibrin thrombus (magnification x200).

irregular and shallow, with a bluish edge.! Our patient
illustrated theclassical presentationwith ulcerativenodules
over the calves and shins.

It has never been easy to separate and subclassify the
inflammatory nodular lesionsincluding erythemanodosum,
nodular vasculitis and erythema induratum from one
another. They havecertain clinical featuresin common that
often makeabsol utediagnosisdifficult orimpossiblebased
on clinical grounds aone.

However, a few clinical features may be helpful to
distinguish erythemainduratum from erythema nodosum.
Erythema induratum tends to have a chronic, recurrent
course and the lesions involve not only the shins but aso
the calves, mainly concentrated in the lower third of the
legs. The nodules also heal with ulcerations or depressed
scar. A skin biopsy would further differentiate the two
conditions.

Onthe other hand, nodular vasculitiswas once proposed
for casesnot associated with tubercul osiswhilethose cases
that have been associated with tuberculosis have been
designated erythemainduratum. However, most authorities
now regard bothnodul ar vasculitisand erythemainduratum
as within the same spectrum of diseases and use the terms
interchangeably.

Histologically, wewould prefer to usetheterm “nodular
vasculitis’ for those cases that demonstrate extensive and
severe vascular changes in medium-sized blood vessels.
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The main histology, however, in erythema induratum is
characterised by a granulomatous, tuberculoid infiltrate,
vascular changes and areas of caseous necrosis. The
variationinthehistol ogic spectrum of erythemainduratum
had been well described in previous publications. In a
study conducted by Cho et al,? the diagnosis of erythema
induratum was supported on histologic grounds in 21 out
of 31 cases and most revealed lobular or septolobular
panniculitis with varying combinations of granulomatous
inflammation, primary vasculitis and necrosis.

In another study by Schneider and Jordaan,® two major
histopathol ogic groups have been identified from patients
with well-documented erythema induratum of Bazin. One
group showed foca septolobular panniculitis in close
association with a single muscular artery or vessel with
primary neutrophilic vasculitis. The other group revealed
a more diffuse septolobular panniculitis with primary
neurophilic vasculitis of either large or smaller vessels. In
general, both may show predominant acute suppurative or
granulomatouspanniculitis. Our patient’ shistol ogy showed
featuresof diffuse granulomatous panniculitisand caseous
necrosis, thus corresponding to the second pattern as
described.

A tuberculous cause may play a crucia role in the
development of erythemainduratum, which has also been
known to be associated with nasopharyngeal, renal and
evenendometrial tubercul osisand asearch should bemade
for active tuberculosis. In tuberculous associated
panniculitis, most of the caseshad constitutional symptoms
(66.6%), abnormal chest radiographs(83.3%) and el evated
erythrocyte sedimentation rates which would aert the
clinician to active tuberculous foci.*

Thedetection of mycobacteriaintuberculousskinlesions
can be difficult. Traditional culture techniques typically
yield low positive results. Recent demonstration of
mycobacterial DNA in lesional skin by polymerase chain
reaction (PCR) has strengthened the association between
erythema induratum and tuberculosis. In a study carried
out by Margall in assessing the usefulness of polymerase
chain reaction (PCR) for the diagnosis of erythema
induratum, mycobacterial DNA was detected in 12 of the
17 samples (70.5%) taken from 14 patients with clinical
erythema induratum.® In PCR, specific fragments of
mycobacterial DNA can beamplified and so detected even
when present only in tiny amounts. In another study
conducted by Baselgaet al®inthedetection of mycobacterial
DNA in lobular granulomatous panniculitis, PCR
amplication was positive in 77% of the skin biopsy
specimens. In our local experience, out of 26 cases of
erythema induratum tested by a standard PCR assay
targeting 1S6110, 54% were PCR-positive and correlated
with adocumented response to anti-tubercul ous treatment

in36% (persona communication—TanSH et al) Therefore,
theclinical decision to initiate anti-tubercul ous therapy in
suspected erythemainduratum should not be based on PCR
results.

Erythemainduratumisbelieved to represent atuberculid
that arises in response to an internal focus of tuberculosis
and can be regarded as a hypersensitivity reaction to
mycobacterium tuberculosis. The point in favour of a
hypersensitivity reaction was shown in immuno-
histochemical |abelling, whichhasreveal ed preponderance
of Tlymphocytes, monocyte-macrophagesand L angerhans
cells, indicative of a Type IV cell-mediated immune
response.2Moreover, resultsof aM antoux test werestrongly
positive usually in most cases of erythema induratum as
also demonstrated by our patient.

The rapid resolution of lesions upon starting anti-
tuberculous therapy with rifampicin, isoniazid and
ethambutol is further confirmatory of the diagnosis of
erythema induratum in this patient.

The skin lesions usually heal with scarring and residual
hyperpigmentation. Relapses have been encountered in
previous reports but more so in patients who received
mono-antituberculous therapy.? There is also a need for
combination therapy given for a sufficiently long period.
Clearanceof theskinlesionswasquicker in patientstreated
with combination therapy.”

In conclusion, erythemainduratum has distinct clinical,
histopathologic and immunochemical features and a
tuberculousfocus of infection should be searched for inal
patients. In countries where tuberculosis is endemic, a
therapeutic trial of multi-drug anti-tuberculous therapy
should be considered in an attempt to eradicate possible
focus of mycobacterial infection.
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