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Neurosarcoidosis — an ever-present clinical challenge

Mihailo Stjepanovi¢'? lvana Buha', Nikola Mari¢', Slobodan Beli¢', Mirjana Stjepanovic?,
Sanja Dimi¢-Janji¢'?, Marko Barali¢, Milica Stojkovi¢-LaloSevi¢®, Dragana Bubanja®,

Violeta Mihailovi¢-Vucini¢'?

'Clinical Center of Serbia, Clinic for Pulmonology, Belgrade, Serbia;
2University of Belgrade, Faculty of Medicine, Belgrade, Serbia;

3Dr. Laza Lazarevi¢ Special Psychiatric Hospital, Belgrade, Serbia;
“Clinical Center of Serbia, Clinic for Nephrology, Belgrade, Serbia;
>Clinical Center of Serbia, Clinic for Gastroenterology, Belgrade, Serbia;
®Clinical Center of Kragujevac, Internal Clinic, Kragujevac, Serbia

SUMMARY

Sarcoidosis afflicts the central nervous system more frequently than previously believed. Neurological
symptoms are present in roughly one-half of patients, and depend on the location in the central nervous
system. The probability of spontaneous regression is significantly less when compared to other forms of
sarcoidosis, which means that the proper diagnosis and treatment is paramount. Even when properly
treated, functional defects are not uncommon. Majority of these patients require immunomodulating
drugs and continuous follow-up. New immunomodulating drugs, especially biological agents, have shown
to be significantly more effective, with fewer side effects, and are important when corticosteroids could
not be applied. Less invasive methods, such as cerebrospinal analysis, help greatly in the diagnostics
procedure, and require further research and improvement.
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INTRODUCTION

Even though it has been over a century since
sarcoidosis was first discovered, it remains
a disease of unknown etiology and course.
Sarcoidosis is a systemic granulomatous dis-
ease which, most commonly, afflicts the lungs
and hilar lymph nodes. The lungs are afflicted
in 90-95% of all cases, and peripheral lymph
nodes in 50-70%. In patients with systemic
sarcoidosis, even though nervous system is
rarely afflicted (5-15%), in those cases it can
lead to serious complications and even death.
The exact percentage is difficult to determine
since there is a large number of subclinical
cases, which are discovered only on autopsies.
Neurological symptoms are present in roughly
one-half of the patients. The characteristics
vary greatly, depending on the distribution and
inflammation of certain parts of the nervous
system. The spontaneous regression of the dis-
ease is significantly less probable compared to
the acute form of sarcoidosis, so the neurologi-
cal symptoms are something that should always
be checked for and treated [1, 2, 3].

WHEN TO SUSPECT NEUROSARCOIDOSIS?

Sarcoidosis granuloma can be present in any
part of the nervous system, which leads to a
wide array of neurological symptoms. Possible
manifestations of neurosarcoidosis are as fol-
lows: affliction of the cranial nerves, small fiber

neuropathy, seizures, meningitis, lesions of the
cranial tissue, tumor-like symptoms, disfunc-
tion of the hypothalamus and the pituitary
gland, cerebellar ataxia, spinal cord lesions,
skeletal muscles diseases, and psychiatric dis-
orders.

The most common manifestation of neu-
rosarcoidosis, present in 50-75% of all cas-
es, is some form of cranial nerve disorder.
Depending on which and how many of the
cranial nerves are afflicted, the clinical presen-
tation varies. The disfunction of the nerve can
be caused by different pathological processes,
such as granulomatous infiltration of the nuclei
of the specific nerves, the increase of the intra-
cranial pressure or by meningitis (damaging the
subarachnoid part of the nerve). Sorting by the
frequency of affliction, the unilateral affliction
of the facial nerve is the most common presen-
tation, followed by n. opticus with scotoma [4,
5]. Approximately 15% of patients with neuro-
sarcoidosis have peripheral neuropathy, caused
by the damage of either the large or small neu-
ral fibers. If large neural fibers are damaged, the
patient will have mononeuritis, polyneuritis,
Landry or Guillain-Barré syndrome. However,
if small neural fibers are damaged, the patient
can have restless legs syndrome or other disor-
ders related to movement of the legs, as well as
the loss of sensibility for pain or temperature,
and autonomous disfunction [4]. Sudden onset
of seizures in patients with sarcoidosis calls for
a detailed examination of the central nervous
system, and these patients, unfortunately, have
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poorer outcome with a fulminant course of the disease.
Seizures, present in 5-10% of patients with neurosarcoid-
osis, show the severity, progression, and the relapses of the
disease. Meningeal affliction is, according to the literature,
a common location of neurosarcoidosis, and can be present
in up to 25% of all the patients. Symptoms are similar to
meningitis caused by other agents, and can include fever,
headache, and stiffness of the neck. Lymphocytic pleocy-
tosis can be found in cerebrospinal fluid (CSF), and the
biochemical analysis shows the elevated values of proteins.
Acute meningitis has a good response to corticosteroid
treatment, but the chronic form requires a prolonged pe-
riod of treatment and the outcome is difficult to predict.
Roughly 50% of the patients can develop some form of
brain lesions, such as encephalopathy, lesions of the gray
mass, or lesions of the hypothalamus. The main mecha-
nism of development of these lesions is the presence and
fusion of multiple granulomas in the brain. Tumor lesions
develop similarly; however, the fused granuloma are bigger,
and clinically simulate any other tumor mass in the central
nervous system [6]. Neurosarcoidosis has shown to have
an affinity for the base of the brain, and 10-15% of all the
patients develop neuro-endocrine symptoms due to the
lesions of the hypothalamus and the pituitary gland, most
commonly as a cause of infiltration in the third brain ven-
tricle. One of the most frequent manifestations are polyuria
with polydipsia, due to either diabetes insipidus or dys-
regulation of antidiuretic hormone. Hypovolemia, chronic
hyponatremia, and unregulated thirst can also be present.
Dysregulation of prolactin, with its elevation, can also be
found in these patients, and can lead to galactorrhea and
amenorrhea. Secondary hypogonadotropic amenorrhea
with normal levels of prolactin has also been noted [7].
Cerebellum is rarely afflicted with sarcoidosis and, when
afflicted, it is difficult to differentiate the symptoms from
the symptoms caused by the lesions of the spinal cord.
Spinal cord lesions are present in less than 10% of patients
with neurosarcoidosis. Depending on the location of the
granuloma (extradural, intradural, or intramedullary),
the clinical presentation varies. It should be noted that it
can be difficult to differentiate the granuloma from lep-
tomeningeal tumors or infections. Cervical and thoracic
parts of the spine are most commonly afflicted. The prog-
nosis is unfavorable, and the symptoms at the beginning
are muscular weakness and paresthesia. Skeletal muscles
are afflicted in 1.4-2.3% of all patients with neurosarcoid-
osis; however, up to 80% of these patients have no clinical
symptoms. The types of afflictions in these patients are
acute, nodular, and chronic myopathy, which is the most
common [8]. Up to 20% of patients with neurosarcoidosis
develop cognitive and behavioral symptoms. The cause
can be twofold - either by development of granuloma in
the gray matter, or by psychological stress caused by hav-
ing a chronic, relapsing, or progressive form of the dis-
ease. Psychiatric disorders present in these patients are
hallucinations, refractory psychosis, paranoid psychosis,
and delirium. Aphasia, amnesia, and dementia can also
be present. In some rare cases, schizophrenia, depression,
and bipolar disorders can develop [9].
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HOW TO DIAGNOSE NEUROSARCOIDOSIS

The biopsy of the central nervous system is the most
precise, albeit not the most practical, way to definitively
confirm the diagnosis. Zajicek has given the diagnostic
criteria which are still being used [10]. The criteria are
based on the levels of security of diagnosis, and the catego-
ries include the clinical presentation of neurosarcoidosis
and exclude others. The criteria for definitive diagnosis:
a positive biopsy of the nervous system. The criteria for
possible neurosarcoidosis: clinical symptoms and diagnosis
pointing to neurosarcoidosis; however, infections or ma-
lignancies are not excluded and the patient has histological
conformation of sarcoidosis of other organ(s). The criteria
for probable neurosarcoidosis: clinical symptoms and di-
agnostical evaluation pointing to neurosarcoidosis. The
alternative diagnosis is excluded and there is a histological
conformation of systemic sarcoidosis [10, 11].

Nuclear magnetic resonance (MRI) is the preferable
method for radiological conformation of the disease. Any
patient with a suspicion for neurosarcoidosis is suggested
to perform the MRI scan of the endocranium. The normal
finding does not exclude the diagnosis, especially if the
patient is on corticosteroid treatment. Positron emission
tomography (PET) scan can also be performed, although
the interpretation is relatively difficult. Elevated metabo-
lism is attributed to the inflammation in sarcoidosis, and
the decreased metabolism is caused by the dysfunction of
the neurons. Despite the limitations, PET scan can detect
lesions in patients with no suspicion for neurosarcoidosis,
or can be used to check the treatment response [12, 13].

ANALYSIS OF THE CEREBROSPINAL FLUID

CSF analysis, which is considered a relatively noninva-
sive method, can provide a great deal of data to confirm
the diagnosis. Lymphocytic pleocytosis, elevated protein
levels, decreased levels of glucose, and elevated pressure
are nonspecific signs of neurosarcoidosis. Elevated im-
munoglobulins, lysosomes, and 3, microglobulin, as well
as the ratio of CD4+/CD8+ over 5 can also be found in
these patients. Elevated values of angiotensin converting
enzyme (ACE) is something that can lead to the diagnosis
of neurosarcoidosis. The publications so far have shown
that over 60% of patients with neurosarcoidosis have el-
evated levels of ACE. However, it is not enough for a de-
finitive diagnosis. Studies show that the chitotriosidase
can be used as a new biomarker [14, 15]. A publication
which analyzed the CSF in patients with neurosarcoidosis
and multiple sclerosis (MS) has shown that the elevated
values of IL-6 and CD4/CDS8 ratio were statistically more
significant in patients with neurosarcoidosis [16]. It was
interesting to find that IL-6 in CSF was higher in patients
with the active form of neurosarcoidosis compared with
those with the inactive form, and that the patients with
concentration of IL-6 above 50 pg/ml in CSF have shown
to have a higher probability of reactivation or progression
of the disease. The same publication has shown that the
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concentration of IL-10 can also be elevated in neurosar-
coidosis [16]. Another study tested the levels of IL-2 in CSF
as a diagnostic and biomarker of activity in neurosarcoid-
osis [17]. In this study, the CSF was taken from patients
with neurosarcoidosis, MS, neurotuberculosis, viral and
bacterial meningitis, cerebral lymphoma, Guillain-Barré
syndrome, and 115 patients with non-inflammatory neu-
rological diseases as a control group. IL-2 concentration
was related to the clinical activity of the disease, increased
uptake of gadolinium, and the number of leucocytes in pa-
tients with neurosarcoidosis. It was discovered that IL-2 is
elevated in patients with neurosarcoidosis; however, it was
not specific enough. IL-2 in CSF can be used in order to
differentiate between neurosarcoidosis and MS, and can be
used in order to determine the activity of the disease [17].

THE BEST TREATMENT?

Even though a great number of drugs have shown a posi-
tive response in treatment of neurosarcoidosis, cortico-
steroids, administered in a pulse dosage, still remain the
golden standard. If remission is not achieved, or the clini-
cal response on corticosteroids is not given, the applica-
tion of another immunomodulator is the next treatment
step — methotrexate, hydroxychloroquine, azathioprine,
or cyclophosphamide. In severe forms of neurosarcoid-
osis, which are resistant to any and all pharmacological
treatments, radio treatment, and even surgery, can be
performed. Since tumor necrosis factor (ITNF) is being
produced within granuloma, anti-TNF drugs can be used
in the treatment of sarcoidosis. The treatment with inflix-
imab and adalimumab have shown promising results, and
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there are studies which test other monoclonal antibodies.
However, there is still a great need for further clinical trials
and experience with these treatments [18, 19].

CONCLUSION

Neurosarcoidosis is an uncommon but significant clinical
manifestation of sarcoidosis. There is a significant varia-
tion in clinical presentation of this form of the disease,
depending on the location of the granuloma in the nervous
system. The probability of spontaneous resolution is less
than that in other forms of sarcoidosis, with functional
deficits remaining long after remission is achieved. Due to
previously noted characteristics, patients with neurosar-
coidosis require immunosuppressive treatment and long-
term follow-up. The variation in presentation, similarity to
other diseases, and complexity of treatment are key points
that require a multidisciplinary approach in diagnostics
and treatment of this disease.

The development of less invasive methods, such as the
analysis of CSEF, can provide a quicker and easier way to the
final diagnosis, and should be further developed.
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HeypocapKoup,osa — W Aa/be BeIUKNU KIMHNYKU N3a308B

Muxawuno CrjenaHosuh'? V/BaHa byxa', Hukona Mapuh', CnobogaH benuh', MupjaHa CrjenaHosuh?, Catba Aumnh-Jarbuh'?,
Mapko bapanuh?, Munuua Crojkorh-Jlanowesnh®, paraHa bybara®, Brioneta Muxannosuh-ByunHih'2

'KnuHnukm uentap Cpbuje, Knuhnka 3a nynmonorujy, beorpag, Cpbuja;
2YHuBep3uTeT y beorpapy, MegnumHckn dakyntet, beorpag, Cpouja;

*KnuHwika 3a ncuxujatpujy , Op Jlasa Jlasapesuh’, beorpag, Cpbuja;

*KnuHunukm Lentap Cpbuje, KnuHuka 3a Hedponorujy, beorpag, Cpbuja;

KnuHuukm yentap Cpbuje, KnuHuka 3a ractpoeHTeponorujy, beorpag, Cpbuja;

SKnuHuukn ueHTap Kparyjesal, iHTepHa knuHuKa, Kparyjesa, Cpbuja

CAXETAK

Capkownpo3a 3axBaTa LieHTpasiH HepBu cucTem Yelwhe Hero
LUTO Ce paHuje cmaTpano. HeyponoLwkn cumntomu ce MaHude-
CTYjy KOf OTNPUVKe NOSIOBMHE OHUX Ca HEYPOCaPKONZ030M.
KnuHnuKe n CNMKOBHE KapaKTepucTuke Heypocapkongose
Bapupajy y BeSIMKOj Mepu, a Npe CBera 3aBrce of aHaTOMCKe
anctpubyumje 6onectn. Cama BepoBaTtHoha fja ce Heypocap-
KonAo3a CMOHTAHO NMOBYYe MHOTO je HUXKa HEKO KO aKyTHUX
dopmu capkorgo3e. 3aTo nocebHo Tpeba 06paTUTH NaxKkby Ha
HeypoJoLLKe CUMMNTOME 1 MO NOCTaB/batkby AMjarHo3e 6onect
ofMmax neunTun. BeposaTtHoha fja ce CNOHTaHO pa3peLun Huxa
je Hero Ko capkouao3e yonuwTe, a 3a0cTany GyHKLUMOHANHN
fedunuut Huje peTkocT. Ctora cy BehmHu bonecHuKa ca Heypo-
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CapKoMA030M NOTPEOHM MMYHOCYNPecBHa Tepanija U KOHTH-
HyvpaHo npahetbe. MeByTim, Apyr MyHOCYMPECVBHY areHcK,
Kao 1 HOBWjI BUOMOLLIKM areHcy, nokasainu cy ce Kao edpriKacHa,
[06po noAHoOLWbMBA Tepanuja Koja je HapounTo 3HayvajHa y
CNlyyajeBMMa Kafj ce KOPTUKOCTEPOVAMN He MOTY MpUMeHBa-
TI. Pa3Bujarbe Mare NHBa3MBHMX METOA], Kao LUTO je aHanu3a
LiepebpocnuHanHe TeUHOCTY Kog 0605ennx of HeypocapKo-
1A03e, CBaKako je HeLUTO LITO YMHOFOME MOXKe OflaKLIaTh NnyT
KIMHUYapy A0 AvjarHose, 1 Tpeba fa npefctaB/iba NpeameT
[a/bUX NCTPAXKMBatba.

KrbyuHe peun: capkoufo3a; HeypocapKouao3a; IMKBOp; avjar-
HOCTVKa; fleyetbe
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