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Unusual presentation of more common disease/injury

Concomitant axillary mycobacteriosis and neuro-sarcoidosis:
diagnostic pitfalls
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Summary

There are many similarities between mycobacteriosis, in particular, tuberculosis, and sarcoidosis such as predominant intrathoracic localisation
(even if all organs and tissues may be concerned), great variability of phenotypic expression, and granulomatous inflammatory reaction,
caseous necrosis not being an absolute criterion of tuberculosis. Moreover, microbial (or mycobacterial?) agents may play a role in the
pathogenesis of sarcoidosis which remains a diagnosis of exclusion particularly in atypical cases.

The authors report a case of a non-immunocompromised female patient who presented, simultaneously, isolated axillary tubercular adenitis
and neuro-sarcoidosis without any other localisation. This case illustrates the difficulty to distinguish between both of these two diseases and
thus to choose an adequate treatment when diagnosis is not proven. Moreover, our patient (human leucocyte antigen B27 positive) presented
symptoms of spondylarthritis which also may have a nosological link with tuberculosis or sarcoidosis.

BACKGROUND and granulomatous inflammatory reaction, caseous
There are many similarities between mycobacterial necrosis not being an absolute criterion of tuberculosis.
infections, in particular tuberculosis, and sarcoidosis, Moreover, microbial (or mycobacterial?) agents may
such as predominant intrathoracic localisation (about play a role in the pathogenesis of sarcoidosis, which
90%), even given that all organs and tissues may be remains a diagnosis of exclusion, particularly in atypi-
concerned, great variability of phenotypic expression, cal cases.
/
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Figure 1 Ziehl stain (axillary adenopathy).
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Figure 2 Homogeneous contrast of the pituitary gland (T1 gadolinium sagittal).

We report a case of a non-immunecompromised female
patient who presented, simultaneously, isolated axillary
mycobacterial (tuberculous?) adenitis and neuro-sarcoido-
sis without any other localisation. This case illustrates the
difficulty in distinguishing between these two diseases and
thus in choosing an adequate treatment in the absence of
diagnostic proofs. Moreover, our patient (human leuco-
cyte antigen (HLA) B27 positive) presented symptoms of
spondylarthritis which may have a nosological link with
sarcoidosis.

CASE PRESENTATION

A 50-year-old caucasian woman consulted for nodular
erythema, arthralgia of ankle and isolated axillary aden-
opathies which already had occurred 3 months before,
persisting after antibiotic treatment which had been admin-
istered after withdrawal of a foreign body on a homola-
teral finger tip. Three weeks before the first occurrence of
adenopathies, she had travelled to Cairo for 4 days; there
was not any known contact with tuberculosis. Moreover,
she was suffering from diarrhoea and inflammatory spine
and heel pain. Her medical history included benign breast
tumour, hysterectomy and smoking; two members of her
family had HLA B27 positive spondylarthritis. Physical
examination was normal besides left axillary adenopathy
of 20 mm.

INVESTIGATIONS

Biological screening revealed a mild inflammatory syn-
drome and a slight elevation of ACE; none of the serolo-
gies was in favour of acute bacterial or viral infection, in
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particular, serologies of HIV and bartonella were negatives,
serologies of Epstein—Barr virus, cytomegalovirus and tox-
oplasmosis revealed acquired immunity, and there was no
evidence of fungal infection. Autoimmune diseases could
be ruled out biologically. HLA B27 was positive, intrader-
mal tuberculin test at 10 mm. Spine x- ray and colonoscopy
were normal as well as CT body scan, besides two left
axillary lymph nodes. Lymph node cytodiagnosis showed
adenitis but all microbial cultures were negative, whereas
on microbiopsy, granulomatous, gigantocellular and necro-
tising adenitis was found but neither caseous necrosis nor
positive Ziehl coloration was present. Cultures of myco-
bacteria remained negative. Surprisingly, a second analy-
sis of the axillary lymph node, performed several months
later, revealed the presence of acid-alcohol resistant bacilli
(AARB) by a positive Ziehl stain (figure 1).

TREATMENT

Inspite of the lack of proof for tuberculosis upon initial
investigations, patient received a classical antitubercu-
lous treatment for a period of 6 months. In the following
weeks, increasing back pain incited to start a treatment
of spondylarthritis by a disease modifying antirheumatic
drug (sulfasalazidine). This treatment was of no benefit
but gave rise to a DRESS syndrome (drug reaction with
eosinophilia and systemic symptoms) which developed
favourably under high dose dermocorticoids.

OUTCOME AND FOLLOW-UP
Later on, patient presented asthenia, hormonal analysis
revealing suprarenal insufficiency of central origin. But
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Figure 3 Homogeneous contrast of the pituitary gland (T1 gadolinium coronal).

asthenia persisted in spite of hydrocortisone replacement
therapy, and slight transitory facial paralysis occurred.
At this time, MRI of the brain revealed signs of inflam-
mation in the stalk of pituitary gland and at the bottom
of the third ventricle (figures 2 and 3), and ACE level in
cerebrospinal fluid (CSF) was at twice the normal upper
value. Hence neurosarcoidosis was diagnosed, even if
complete screening for other localisations of sarcoido-
sis (CT body scan, cardiac MRI, salivary gland biopsy)
remained negative. High dose oral corticotherapy (pred-
nisone) was begun at 1 mg/kg/day, associated with
methotrexate at 20 mg/week intramuscular 3 months
later. Patient felt much better and was able to take up a
half time job again. Prednisone doses could be lowered
by 2,5 mg steps every 2 weeks but relapse of asthenia
occurred at a 7 mg daily dose of prednisone, inciting to
re-increase doses slightly. Nevertheless, at 18 months,
immunosuppressive treatment had to be considered
as insufficient, clinical signs persisting at prednisone
doses at more than 10 mg/day. Moreover, she presented
intense inflammatory spine pain at prednisone doses
beneath 12 mg/day, in the context of spondylarthritis.
Hence, methotrexate was replaced by mycophénolate
mofétil 2 g/day and hydroxychloroquine 400 mg/day
(the latter being rapidly stopped because of ophthalmo-
logic side effects).

Actually, at 20 months of treatment for neurosarcoido-
sis, asthenia is very fluctuating and may be partially linked
to dysthymic disorders (depression) and hormonal imbal-
ance (menopause). Moreover, sleep apnoea syndrome has
been discovered recently but treated adequately.
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DISCUSSION

In spite of the absence of AARB on initial analysis of biopsy
of the adenopathy, and mycobacterial culture remaining
negative, we betted on tuberculous adenitis and treated
upon this hypothesis. Indeed, the probability of adenitis
by mycobacterium avium complex is very low in immu-
nocompetent and adult patients,! and in principle, our
patient had no risk of developing mycobacterium mari-
num infection. By the way, OMS recommendations allow
the diagnosis of tuberculosis in the sole presence of AARB.
In tuberculosis, extrapulmonary localisations are found in
10 to 25 % of all cases,” more than half of them being
situated in the lymph nodes.*® In a series of 636 cases, only
10 presented isolated axillary tuberculous adenopathy.
Differential diagnosis of axillary adenopathy includes sar-
coidosis, lymphoma, breast cancer and infectious diseases
such as bartonella. Concomitant breast cancer and axillary
tuberculosis have been described.®”

Like tuberculosis, sarcoidosis is intrathoracic in up to
90% of all cases.® 10 Extrathoracic localisations occur in
about 20%!! and up to 50% in older patients,'? their inci-
dence being yet higher in series of autopsies.!3 14 All tissues
and organs may be affected. A majority of these patients
have simultaneous thoracic sarcoidosis or typical clini-
cal manifestations of sarcoidosis but isolated extrathoracic
forms may be very difficult to identify as sarcoidosis. Even
biopsy, to be performed whenever possible, may not always
allow establishment of diagnosis. The American Thoracic
Society/European Respiratory Society/World Association of
Sarcoidosis and other Granulomatous consensus® requires
convergence of a compatible clinical, radiological and
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biological presentation, the presence of typical granuloma
and the absence of other types of granulomatosis. Thus, sar-
coidosis is to be a diagnosis of exclusion. Some malignant
lesions or tuberculosis can mimic lesions of sarcoidosis and
can occur simultaneously or successively.!S 16 Moreover,
implication of mycobacteries or propionibacteries has been
discussed in the pathogenesis of sarcoidosis,'’"!” with a
functional deficiency of toll like receptor (TLR-9).20

Incidence of neuro-sarcoidosis is estimated between
5 and 25%!! 2128 but only 10 % of these patients have
no other localisation."* It is twice as high in series of
autopsies,'® remaining without clinical manifestations in
many cases. It is presented as meningitis, invasion of the
hypothalamus, the pituitary gland or cranial nerves, or as
tumour lesions.!3 14 2224 Clinical expression is very poly-
morphous, with numerous non-specific symptoms® such
as isolated psychiatric symptoms comprising dementia or
asthenia.?®-?4 26 Magnetic resonance neurography is con-
tributive less by specificity than by localisation of neuro-
sarcoidosis lesions.!* 21 28 ACE in CSF is elevated in only 33
to 58% of cases.!! 14 Differential diagnosis includes lym-
phoma, vasculitis, Whipple’s disease, Lyme borreliosis and
tuberculosis.!! 1423 26 Biopsy can be realised in only 20% of
neuro-sarcoidosis,?! so that diagnosis may be particularly
difficult in his isolated form. Based on the criteria of perti-
nence defined by Zajicek et al.!! our patient had probable
neuro-sarcoidosis; nevertheless, it was difficult to establish
diagnosis in the absence of other localisations and in the
presence of concomitant tuberculosis.

Follow-up and evaluation of treatment of neurosarcoido-
sis is particularly difficult when clinical manifestations are
non-specific like asthenia or dysthymic disorders which
may either be neuro-psychiatric symptoms of sarcoidosis,
or reactionnal. Moreover, in our patient, active spondylar-
thritis with inflammatory signs may contribute to asthenia
as well and interfere with global clinical evaluation, and
even with the choice of treatment modalities.

Several cases of spondylarthritis associated with sar-
coidosis have been published?”-31; 14 of them were summa-
rised in 2002%. Spondylarthritis could be a rheumatologic
phenotype of sarcoidosis, but presence of HLA B27 (our
case, Connault et al.)®! is rather in favour of coincidence of
two nosological entities.

» Extrathoracic phenotypes of mycobacterial infections
(in particular: tuberculosis) and sarcoidosis are not
so rare and often very similar even if isolated axillary
mycobacteriosis (tuberculosis) and isolated neuro-
sarcoidosis are exceptional; they may constitute
serious diagnostic problems in case of single
localisations.

» In particular, isolated neuro-sarcoidosis needs to
rule out any other differential diagnosis, therapeutic
consequences being important.

» Moreover, tuberculosis and sarcoidosis may occur
successively or simultaneously; in passing, etio-
pathological links are discussed.

» Spondylarthritis may belong to extrathoracic
sarcoidosis phenotypes.
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