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L E T T E R

Sotos syndrome and the added value of genetic workup in 

epilepsy surgery

To the editors,

We read with great interest the study by Fortin et al1 describ-

ing the phenotypic spectrum of seizures and epilepsy in 49 

patients with Sotos syndrome based on a structured clinical 

interview and chart review. The authors report patients’ sei-

zure semiologies, with more than two- thirds showing “staring 

spells,” half showing afebrile generalized tonic- clonic seizures 

and half having a history of febrile convulsions. In line with 

previous reports,2 seizures in these patients usually respond to 

antiseizure drug treatment, with only a small fraction of pa-

tients having a drug- resistant epilepsy. The high prevalence 

of “staring spells” by Fortin et al1 suggests a high incidence 

of focal seizures with impaired awareness. Yet, no potentially 

epileptogenic focal lesions were noted on neuroimaging. Focal 

seizures, often with temporal lobe semiology and ictal EEG 

patterns, have previously been noted in patients with Sotos 

syndrome by Nicita et al,2 similarly without associated struc-

tural brain lesions. However, Sotos syndrome is associated 

with a 2%– 3% risk of malignancy.3 Most commonly, these 

comprise lympho- hematological tumors, but can very rarely 

include potential epileptogenic low- grade brain tumors.4,5

We have recently reported a challenging case6 of drug- 

resistant epilepsy with temporal lobe seizures evolving into 

bilateral tonic- clonic seizures in the presence of a mesio-

temporal brain tumor in a boy with developmental delay and 

overgrowth. Because of the focal- onset epilepsy associated 

with a low- grade neuroepithelial tumor, our patient under-

went presurgical evaluation and subsequent epilepsy surgery. 

Histopathology confirmed a diffuse astrocytoma, but its 

gross- total resection failed to control the seizures. Genetic 

testing performed during the reevaluation of this case of un-

successful epilepsy surgery identified an NSD1 pathogenic 

variant, thus establishing the diagnosis of Sotos syndrome.

Our case turns the spotlight on this rare, potentially mis-

leading presentation of Sotos syndrome. Here, a focal epilep-

togenic brain lesion did not fully explain the clinical picture 

of focal seizures associated with dysmorphic features and 

medical comorbidities and an unsuccessful epilepsy surgery 

ultimately led to the unifying diagnosis of Sotos syndrome.

In the context of the case series presented by Fortin et al,1 

which indicates that patients with seizures and Sotos syn-

drome have favorable outcomes in terms of seizure control, 

our case clearly represents a rare exception in terms of poor 

seizure control. Yet, the rarer cases of drug- resistant epilepsy 

in Sotos syndrome can pose important diagnostic challenges 

that should be taken into account. Our case thus highlights 

Sotos syndrome as an important differential for drug- resistant 

epilepsy in the context of an overgrowth syndrome. Most 

importantly, our case underlines the importance of genetic 

testing as part of presurgical workup in drug- resistant focal 

epilepsy, even in apparently straightforward cases of lesional 

epilepsy, to rule out an underlying genetic substrate that may 

preclude surgical success.

CONFLICT OF INTEREST

None of the authors have any conflict of interest to disclose. 

We confirm that we have read the journal's position on issues 

involved in ethical publication and affirm that this report is 

consistent with those guidelines.

Linda Bättig1

Richard Ewald Rosch1

Katharina Steindl2,3

Sarah Elisabeth Bürki1,2

Georgia Ramantani1,2,4

1
Department of Neuropediatrics, University Children’s 

Hospital Zurich, Zurich, Switzerland
2
University of Zurich, Zurich, Switzerland

3
Institute of Medical Genetics, Zurich, Switzerland

4
Children's Research Centre, University Children's 

Hospital Zurich, Zurich, Switzerland

Correspondence

Georgia Ramantani, Department of Neuropediatrics, 

University Children’s Hospital Zurich, Steinwiesstrasse 75, 

8032 Zurich, Switzerland.

Email: georgia.ramantani@kispi.uzh.ch

This is an open access article under the terms of the Creat ive Commo ns Attri butio n- NonCo mmerc ial- NoDerivs License, which permits use and distribution in any medium, 

provided the original work is properly cited, the use is non- commercial and no modifications or adaptations are made.

© 2021 The Authors. Epilepsia Open published by Wiley Periodicals LLC on behalf of International League Against Epilepsy



2 |   LETTER

ORCID

Georgia Ramantani   https://orcid.org/0000-0002-7931-2327 

REFERENCES

 1. Fortin O, Vincelette C, Khan AQ, Berrahmoune S, Dassi C, Karimi 

M, et al Seizures in sotos syndrome: phenotyping in 49 patients. 

Epilepsia Open. 2021;6(2):425– 30.

 2. Nicita F, Ruggieri M, Polizzi A, Mauceri L, Salpietro V, Briuglia 

S, et al Seizures and epilepsy in Sotos syndrome: analysis of 

19 Caucasian patients with long- term follow- up. Epilepsia. 

2012;53(6):e102– 5.

 3. Hersh JH, Cole TR, Bloom AS, Bertolone SJ, Hughes HE. Risk of 

malignancy in Sotos syndrome. J Pediatr. 1992;120(4 Pt 1):572– 4.

 4. Theodoulou E, Baborie A, Jenkinson MD. Low grade gli-

oma in an adult patient with Sotos syndrome. J Clin Neurosci. 

2015;22(2):413– 5.

 5. Deardorff MA, Maisenbacher M, Zackai EH. Ganglioglioma in a 

Sotos syndrome patient with an NSD1 deletion. Am J Med Genet A. 

2004;130A(4):393– 4.

 6. Bättig L, Rosch R, Steindl K, Bürki SE, Ramantani G. Sotos syn-

drome: a pitfall in the presurgical workup of temporal lobe epilepsy. 

Epileptic Disord. 2021;23(3):506- 10. in press.


