LETTERS TO THE EDITOR

273

Acknowledgements

We are grateful to Ingrid Carranza for her assistance with
imaging.

References

-

Somerhausen Aubain N, Dal Cin P. Diffuse-type giant cell tumour.

In: Fletcher CDM, Krishnan Unni K, Mertens F, editors. WHO Clas-

sification of Tumours of the Central Nervous System. Pathology

and genetics of tumours of soft tissue and bone. Lyon: IARC;

2007. p. 111-26.

Fotiadis E, Papadopoulos A, Svarnas T, Akritopoulos P, Sachinis

NP, Chalidis BE. Giant cell tumour of tendon sheath of the digits.

A systematic review. Hand. 2011;6:244—9.

Adams EL, Yoder EM, Kasdan ML. Giant cell tumor of the tendon

sheath: experience with 65 cases. Eplasty. 2012;12:e50.

4. Park G, Kim YS, Kim JH, Lee SW, Song SY, Choi EK, et al. Low-
dose external beam radiotherapy as a postoperative treatment
for patients with diffuse pigmented villonodular synovitis of the
knee. Acta Orthop. 2012;83:256—60.

5. Gianninni C, Scheithauer B, Wenger D. Pigmented villonodular

synovitis of the spine: a clinical, radiological, and morphological

study of 12 cases. J Neurosurg. 1996;84:592—7.

Furlong MA, Motamedi K, Laskin WB, Vinh TN, Murphey M,

Sweet DE, et al. Synovial-type giant cell tumors of the verte-

bral column: a clinicopathologic study of 15 cases. Hum Pathol.

2000;34:670—9.

7. Roguski M, Safain MG, Zerris VA, Kryzanski JT, Thomas CB, Magge
SN, et al. Pigmented villonodular synovitis of the thoracic spine.
J Clin Neurosci. 2014;21:1679—85.

8. Gezen F, Akay KM, Aksu AY, Bediik A, Seber N. Spinal pigmented
villonodular synovitis: a case report. Spine. 1976;21:642—5.

9. Clark LJ, McCormick PW, Domenico DR, Savory L. Pigmented
villonodular synovitis of the spine. J Neurosurg. 1993;79:456—9.

10. Bruecks AK, Macaulay RJ, Tong KA, Goplen G. 13 year old girl

with back pain and leg weakness. Brain Pathol. 2001;11:263—4.

N

w

o

11. Rovner J, Yaghoobian A, Gott M. Pigmented villonodular synovi-
tis of the zygoapophyseal joint. Spine. 2008;33:656—8.

12. Rodallec MH, Feydy A, Larousserie F, Anract P, Campagnha
R, Babinet A, et al. Diagnostic imaging of solitary tumors
of the spine: what to do and say. Radiographics. 2008;28:
1019—41.

13. Chang KJ, Byun BH, Moon HS. Tenosynovial giant cell tumor of
diffuse type mimicking bony metastasis detected on F-18 FDG
PET/CT. Nucl Med Mol Imaging. 2014;48:230—2.

14. Griffin A, Ferguson P, Catton C, Chung P, White L, Wunder J,

et al. Long-term outcome of the treatment of high-risk tenosyn-

ovial giant cell tumor/pigmented villonodular synovitis with
radiotherapy and surgery. Cancer. 2012;118:4901—9.

Celiktas M, Asik MO, Gezercan Y, Gulsen M. Pigmented

villonodular synovitis of the thoracic vertebra presenting

with progressive spastic paraparesis. Case Rep Orthop.
2013;2013:6—9.

16. Baena-Ocampo CL, Rosales Olivares LM. Pigmented villonodular
synovitis of thoracic facet joint presenting as rapidly progres-
sive paraplegia. J Clin Rheumatol. 2009;15:393—5.

17. Tap WD, Wainberg ZA, Anthony SP, Ibrahim PN, Zhang C, Healey
JH, et al. Structure-guided blockade of CSF1R kinase in tenosyn-
ovial giant-cell tumor. N Engl J Med. 2015;373:428—37.

N
ul

F.J. Rascon-Ramirez*, J.M. Avecillas-Chasin,
L.A. Bautista Balbas, S.D. Kita

Servicio de Neurocirugia, Instituto Neurociencias, Hospital
Clinico San Carlos, Madrid, Spain

*Corresponding author.

E-mail addresses: ferrascon@hotmail.com,
drfernandorascon@gmail.com (F.J. Rascdn-Ramirez).
2173-5808/

© 2016 Sociedad Espanola de Neurologia. Published by Elsevier
Espana, S.L.U. This is an open access article under the CC
BY-NC-ND license (http://creativecommons.org/licenses/by-nc-
nd/4.0/).

Rapidly progressing cerebellar
ataxia associated with anti-GAD
antibodies™ ™

@ CrossMark

Ataxia cerebelosa rapidamente progresiva
asociada a anticuerpos anti-GAD

Dear Editor:

The aetiology of sporadic acute ataxia in adults includes
toxic and immune-mediated factors; vitamin deficiencies;

* Please cite this article as: Quintas S, Lopez Ruiz R, Zapata-
Wainberg G, Vivancos J. Ataxia cerebelosa rapidamente progresiva
asociada a anticuerpos anti-GAD. Neurologia. 2018;33:273—275.

*¥ This clinical case was presented as an oral communication
at the 67th Annual Meeting of the Spanish Society of Neurology
under the title ‘‘Rapidly progressing cerebellar ataxia associ-
ated with anti-GAD antibodies with complete remission after
plasmapheresis’’.

and infectious, degenerative, and genetic diseases.! The
literature includes reports of sporadic subacute ataxia
mediated by anti-glutamic acid decarboxylase (anti-GAD)
autoantibodies, with neurological symptoms responding par-
tially to immunosuppressive therapy. We present the case of
a patient who developed symptoms of subacute ataxia, and
laboratory results compatible with ataxia associated with
anti-GAD antibodies. The patient had no other associated
autoimmune diseases, and symptoms fully resolved follow-
ing immunosuppressive therapy.

The patient was a 52-year-old man who smoked 20
cigarettes a day, with no further relevant personal or fam-
ily medical history. The patient presented with vertigo,
mild dysarthria, and truncal ataxia; symptoms had begun
upon waking. Suspecting vascular aetiology, we activated
the code stroke protocol and performed a multi-parameter
cerebral computed tomography (CT) scan with perfusion
and angiography sequences; this revealed no abnormali-
ties. We also performed a brain magnetic resonance imaging
(MRI) scan with FLAIR, T2-weighted, and diffusion-weighted
sequences, which returned normal results. We therefore
ruled out intravenous fibrinolysis. The patient’s clinical
condition worsened rapidly in the first 72 hours following
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onset, with bilateral dysmetria developing, and dysarthria
progressing to anarthria. The patient’s condition was not
associated with constitutional symptoms, fever, infection,
or ingestion of toxic substances prior to symptom onset.

A blood test found no evidence of leucocytosis,
increased acute-phase reactant levels, vitamin deficiencies,
or ion imbalance. A lumbar puncture detected mirrored
oligoclonal bands (banding detected in both serum and
cerebrospinal fluid [CSF]). The remaining biochemical, cyto-
logical, and microbiological parameters were in the normal
range.

In the light of the CSF findings and clinical sus-
picion of an autoimmune process,” we administered
IV methylprednisolone 1g for 5 days, with symptoms
partially improving. However, despite maintaining methyl-
prednisolone at 1mg/kg/day (oral administration), the
patient’s clinical condition deteriorated. We therefore
decided to test for adult-onset acute cerebellar ataxia. We
performed MRI scans to obtain images for all sequences not
previously run, as well as cervical/thoracic/abdominal CT
scans, electroencephalography, and testicular ultrasound;
and ordered serology tests for tumour markers, analysis
of 14-3-3 protein in the CSF, and autoantibody screening
(for antinuclear, antithyroid, onconeuronal, antiganglioside,
antigliadin, and anti-GAD antibodies)."* While awaiting the
results, and given the patient’s rapid clinical deterioration
and our suspicion of underlying inflammatory pathology, we
began plasmapheresis, performing a total of 7 exchanges on
alternating days.

All the complementary tests yielded normal results, with
the exception of the results for anti-GAD-65 antibodies, with
serum levels of 17U/mL and CSF levels of 71 U/mL (thresh-
old for positivity: >5U/mL). Baseline glycaemia was normal
at all times, with Hb1Ac levels of 5.5%; results were nega-
tive for all other autoimmune markers (including antithyroid
antibodies and coeliac disease screening).

The patient’s symptoms resolved fully one month after
discharge. We performed a systemic study to detect any con-
cealed neoplasm, including a PET-CT scan, a mammography,
and a breast ultrasound; all results were normal.

Non-paraneoplastic immune-mediated cerebellar ataxia
is characterised by positive results for antibodies in
the serum or CSF, with no presence of tumour, and
MRI results showing signs of early cerebellar atrophy.*®
Immunotherapy may at least partially improve symptoms.°
There are 3 classic forms of the syndrome, depend-
ing on the type of antibody detected: (1) cerebellar
ataxia associated with antithyroid antibodies (cerebellar
variant of Hashimoto encephalopathy); (2) cerebellar
ataxia associated with coeliac disease; and (3) cere-
bellar ataxia associated with anti-GAD antibodies. More
recently, Jarius and Wildemann’ performed a review
on the aetiology of autoimmune ataxia, observing that
other antibodies associated with cerebellar ataxia (anti-
GluRd2, anti-Nb/AP3B2/beta-NAP, anti-LGI1, anti-MOG,
anti-AQP4, anti-y-enolase, anti-pericentrin, anti-ninein,
anti-PCM1, anti-Mob1, anticentriole, anti-triosephosphate
isomerase, and anti-20S proteasome antibodies) have not
to date been described in connection with any underlying
neoplasm.

Cerebellar ataxia associated with anti-GAD antibodies is
a relatively infrequent form of ataxia, representing around

2% of sporadic, adult-onset, progressive ataxias.? Serum and
CSF anti-GAD antibody titres appear not to be correlated
with the severity of the condition; increased intrathecal syn-
thesis of the antibody is, however, thought to determine the
appearance of neurological symptoms.® Our patient’s serum
antibody titres, while positive, were low in comparison to
the values for the CSF; this demonstrates the importance of
testing both media.>°

These symptoms are most common in women (83%) and
during the sixth decade of life, and are characterised by
insidious onset of chronic or subacute ataxia, with a mean
clinical progression time of 6 years. Neurological symp-
toms are associated with other autoimmune diseases in
72%-92% of cases (mainly insulin-dependent diabetes mel-
litus, thyroiditis, and pernicious anaemia).’ Less frequently,
it is associated with other neurological symptoms, such as
stiff person syndrome, limbic encephalitis, epilepsy, pro-
gressive encephalomyelitis, or paraneoplastic syndromes, in
rare cases.®'

Although the literature considers cerebellar ataxia asso-
ciated with anti-GAD antibodies to be a presentation
of non-paraneoplastic autoimmune cerebellitis, equally
rapidly progressive cases have been described in patients
with tumours simultaneously or prior to the onset of anti-
GAD antibody ataxia; some authors therefore recommend
testing for an underlying tumour.>%'2'3 We attempted to
detect a tumour in our patient (including with a mammog-
raphy); all results were negative.” '

The published case series in the literature report a
partial clinical improvement in 35% of cases treated with
immunomodulation.® A recent series of 3 patients treated
with different immunosuppressive therapies (immunoglobu-
lins, corticotherapy, and azathioprine) reported stabilisation
of symptoms.™

The unusual aspect of our case is the rapid progression
of the disease (2 weeks) and the complete clinical remission
following corticotherapy and plasmapheresis. Such an excel-
lent treatment response is exceptional in the literature?'>;
however, several authors believe prognosis to be dependent
on the speed with which treatment is initiated.?'®

Jones et al.? note that the response to immunosuppress-
ive treatment is better in patients positive for anti-GAD
antibodies, and when the period between symptom onset
and treatment initiation is shorter. They therefore propose
that all patients with autoimmune ataxia should receive
sequential treatment with corticosteroids, plasmapheresis,
and IV immunoglobulins. This would include patients with
paraneoplastic ataxia, although a worse treatment response
should be expected in these patients.

In our patient, the fact that we ruled out other aetiolo-
gies through complementary testing, as well as the clinical
progression of the condition and the detection of oligoclonal
banding in the CSF (which is present in 70% of cases of
ataxia associated with anti-GAD antibodies>'"), supported
our suspicion of autoimmune/inflammatory aetiology and
enabled us to promptly begin empirical treatment without
first receiving confirmation of the aetiology.

We therefore consider it important to include this condi-
tion in the differential diagnosis of rapidly progressive,
acute cases of adult-onset ataxia. Although there is limited
evidence regarding the treatment of these patients, it seems
logical to begin early immunosuppressive therapy, which
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may allow for the full remission of symptoms and prevent
irreparable cerebellar damage.
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Comments on the review article
«Cerebral radiation necrosis:
Diagnostic challenge and
clinical management»*

@ CrossMark

Comentario al articulo de revision «Necrosis
cerebral por radiacién: desafio diagnéstico y
tratamiento clinico»

Dear Editor:

| read with great interest the review article by Eisele
and Dietrich' on the exciting, little-understood subject of

* Please cite this article as: Gil-Sald J. Comentario al articulo
de revision «Necrosis cerebral por radiacion: desafio diagndstico
y tratamiento clinico». Neurologia. 2018;33:275—-276.

cerebral radiation necrosis secondary to surgical treatment
for brain tumours.

The mechanisms involved in the physiopathogenesis
of the condition are largely unknown; they may even
vary with respect to the factors cited by authors as
determinants: type of radiation, dose, treatment vol-
ume, and fractionation schedule. | would also like to add
the type of supplementary treatment administered, which
is normally chemotherapy, as mentioned in the review
article.

The adjuvant chemotherapy used was different in each
of the various studies establishing neuroradiological crite-
ria over the past 3 decades.”™ It is therefore admirable
that other authors® have attempted to compare the degree
of correlation or concordance according to these criteria,
in order to assess the type of progression, and sug-
gest adding hyperintensity to FLAIR sequences to make
contrast-enhanced sequences even more useful for assess-
ing subsequent clinical worsening. We should also highlight
that they compare treatments with the same adjuvant
chemotherapy, in this case bevacizumab +irinotecan, which
confers validity to the study and its results. Their main
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