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Introduction
Ganglioglioma is a low-grade glioneuronal neoplasm 
commonly associated with a history of seizures [1] and 
typically diagnosed in the first or second decade of life 
[2]. At the molecular level, ganglioglioma is characterized 
by activation of the MAPK pathway, primarily through 
the V-raf murine sarcoma viral oncogene homolog B1 
(BRAF) p.V600E mutation [3]. However, other BRAF 
mutations and fusions, RAF1 fusions, KRAS muta-
tions, as well as NF1 mutations or deletions, can also 
be observed [3, 4]. Additionally, alterations in FGFR-1/-
2 [3, 4], along with ABL2::GAB2 [3], NTRK::EML4 [5], 
and TLE4::NTRK2 fusions [6], have been reported in 
the literature. The differential diagnosis of ganglioglioma 
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Abstract
Glioneural tumors are primary brain tumors that consist of both neural and glial neoplastic cells, often presenting 
with seizures and primarily affecting children and young adults. Specifically, gangliogliomas are composed of 
neoplastic ganglion and glial cells, accompanied by other characteristic histological features such as lymphoid 
cuffing, eosinophilic granular bodies, and Rosenthal fibers. Oncogenic driver mutations and gene fusions have 
been shown to be of prognostic significance in gangliogliomas and can offer potential therapeutic targets. Typical 
molecular alterations are mitogen-activated protein kinase (MAPK) pathway activations with BRAF p.V600E being 
the most frequent one. Here, we report for the first time a gene fusion between epidermal growth factor receptor 
(EGFR) and vesicular, overexpressed in cancer, prosurvival protein 1 (VOPP1) as a potential oncogenic driver in a 
glioneuronal tumor morphologically resembling ganglioglioma. VOPP1::EGFR fusion associated with the activation 
of nuclear factor kappa-light-chain-enhancer of activated B cells (NFκB) signaling. Furthermore, we provide 
histological and epigenetic findings and clinical outcome. The case expands the known molecular spectrum of 
oncogenic drivers in glioneuronal tumors and provides a link to potentially prognostic and therapeutically relevant 
alterations.
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includes other well-differentiated glioneural tumors such 
as dysembryoplastic neuroepithelial tumor (DNT), poly-
morphous low-grade neuroepithelial tumor of the young 
(PLNTY), and multinodular and vacuolating neuronal 
tumor, which can be distinguished based on differences 
in histological growth patterns and characteristic molec-
ular driver alterations [4].

Alterations in PTPN11 and other RAS-/MAP-Kinase 
and/or mTOR signaling molecules have been associated 
with an adverse clinical outcome highlighting the clinical 
significance of these driver mutations [7]. As with other 
CNS neoplasms, the identification of driver mutations 
might prove instrumental to inform prognosis and poten-
tially identify therapeutic targets in ganglioglioma [8]. In 
particular, in pediatric type low grade gliomas identifica-
tion of oncogenic driver alterations can be used to pre-
dict clinical outcome and guide therapeutic decisions [9].

Here, we present a case of a VOPP1::EGFR fusion asso-
ciated with downstream NFκB pathway activation as a 
novel molecular alteration in ganglioglioma.

Case presentation
An otherwise healthy 28-year-old female patient was 
admitted to our institution with the first manifestation 
of generalized tonic-clonic seizures. MR imaging (Fig. 1) 
revealed a contrast enhancing partially cystic lesion in 
the medial gyrus of the right temporal lobe, suggestive of 
a low-grade glioma. The patient was referred to the neu-
rosurgical clinic and treated with lamotrigine for seizure 
prevention. The lesion was surgically removed without 
intraoperative complications. Postoperative MR imaging 
confirmed that a gross total resection had been achieved. 
The patient had no postoperative neurological deficits 
and no further seizures were reported.

Microscopically, a well-differentiated tumor with both 
glial and neuronal components lacking a clear border to 
the adjacent brain parenchyma was observed (Fig.  2A). 
Dysmorphic ganglion cells with prominent nucleoli were 
interspersed, rarely clustering together. Only few binu-
cleated ganglion cells were present in the tissue sample. 
Multifocally, perivascular lymphoplasmacytic infiltrates 
were evident. The matrix showed prominent microcys-
tic changes and sparse Rosenthal fibers, while no eosin-
ophilc granular bodies were observed. There were no 
calcifications. Overall, the mitotic activity was low (< 1 
mitosis/ 10 HPF) without evidence of necrosis or micro-
vascular proliferation. (Fig. 2A).

Immunohistochemically, the glial tumor component 
expressed oligodendrocyte transcription factor 2 (Olig2) 
(Fig.  2D). Neoplastic ganglion cells exhibited retained 
nuclear positivity for the neural marker neuronal nuclear 
antigen (NeuN), which was only focally reduced in neo-
plastic neurons compared to cortical neurons (Fig.  2B). 
Staining for chromogranin A revealed diffuse, strong 
cytoplasmic reactivity (Fig. 2C), suggestive of a neoplas-
tic neuronal cell component [10], while cortical neurons 
showed no chromogranin A expression. Multiple rami-
fied cells, a typical finding in gangliogliomas [1], were 
detected in anti-CD34 immunohistochemistry (Fig.  2F). 
Staining for the proliferation marker Ki-67 showed 
low proliferation, approximately 1–2% (Fig.  2E). Taken 
together, the morphological and immunohistochemical 
findings supported the histological diagnosis of ganglio-
glioma, CNS WHO Grade 1.

Further molecular analysis included mutation analy-
sis and detection of gene fusions using the customized 
QIASeq Targeted DNA Panel for Solid Tumors (Qia-
gen) and the QIAseq Targeted RNAscan Panel (Qiagen), 

Fig. 1 T2 weighted MRI shows a well-defined partially cystic lesion in the right middle temporal gyrus (arrow) with small peritumoral edema (arrowhead) 
(A). Native (B) and contrast enhanced (C) T1 weighted MRI show a circular contrast enhancement of the lesion
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respectively. High-throughput sequencing was then per-
formed on a MiSeq (Illumina) instrument. DNA sequenc-
ing revealed no mutations in any of the analyzed regions 
(a complete list of the included genes is provided in Sup-
plementary Material 1). In particular, no IDH1 or IDH2 

mutations were detected, excluding IDH1/2-mutant glio-
mas. Additionally, no mutations previously described in 
gangliogliomas were detected in BRAF, KRAS, FGFR1-
3, or H3F3A. Furthermore, there was no evidence of 
mutations associated with high-grade gliomas, such as 

Fig. 2 Representative microphotographs of H&E staining show brain parenchyma and a glioneural tumor exhibiting microcystic changes and perivascu-
lar lymphoid cuffing. Inset: higher magnification image showing interspersed ganglion cells (asterisks) (A). A neoplastic neuronal component was identi-
fied by positivity for NeuN immunohistochemistry (B) and chromogranin A immunohistochemistry (C), whereas the glial tumor component was Olig2 
positive (D). Proliferation (Ki-67) was low, approximately 1–2% (E). Multiple CD34-positive stellate cells (asterisks) were identified (F). Scale bar = 100 μm 
for A and E; for B, D, F, scale bar = 50 μm; for C, F, inset A, and inset F, scale bar = 20 μm
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TERT, EGFR, TP53, or H3F3A. To exclude rare muta-
tions in NF1, PTPN11, or other genes described in gan-
gliogliomas, we performed an additional analysis using 
a customized enrichment/hybrid-capture-based panel 
of genes recurrently altered in brain tumors [11] (Sup-
plementary Material 1). No pathogenic mutations were 
detected, and in particular, no mutations in NF1, PTEN, 
PIK3R1, PIK3CA, CDKN2A/B, or PTPN11 were found.

However, RNA sequencing revealed a novel in frame 
VOPP1::EGFR gene fusion (split reads 32; overhang 
75  bp, Exon 1::18), while no BRAF, FGFR or any other 
fusion was detected (Fig. 3A). The gene fusion contained 
the promoter region and Exon 1 of the antisense strand 
of VOPP1 linking most likely via inversion and intrachro-
mosomal rearrangement with the tyrosine kinase domain 
of EGFR on Exon 18 (Fig. 3A). The gene fusion product 
was independently confirmed via PCR and subsequent 
Sanger sequencing (Fig.  3B) using primers specifically 
designed for the breakpoint regions (VOPP1-EGFR for-
ward:  T G G A G A G G A C G C G A G G A G, VOPP1-EGFR 
reverse  T G A A T T C A G T T T C C T T C A A G A T C C T C).

Additionally, genome-wide DNA methylation analysis 
was performed using the EPIC Illumina Human Methyla-
tion 850 (850k) array v1.0. The methylation profile of the 
tumor was compared to previously defined methylation 
classes using the publicly available database of the Ger-
man Center for Cancer Research (DKFZ) [12], accessible 
via  w w w . m o l e c u l a r n e u r o p a t h o l o g y . o r g. The brain tumor 
classifiers v11b.4 and v12.5 assigned the tumor to the 
methylation class for control tissue and reactive tumor 
microenvironment (score 0.99), with no concordance 
found for the methylation class of ganglioglioma or any 
other tumor. However, copy number profiling showed 
a gain of chromosome 7, an alteration reported in 20% 
of gangliogliomas [13], thus confirming the neoplas-
tic nature of the lesion (Fig. 3D). Gene amplifications or 
deletions, specifically CDKN2A/B deletion, indicative of 
high-grade glioma or pleomorphic xanthoastrocytoma 
[4], were not detected. Dimensional reduction via t-SNE 
using the DistSNE platform [14] showed proximity to 
control tissue and low-grade gliomas. Using the MGMT-
STP27 algorithm, the MGMT promoter was predicted to 
be methylated.

Immunohistochemical staining for NFκB (p65) showed 
nuclear staining in neoplastic cells (Fig. 4A) indicat-
ing NFκB pathway activation, while Cyclin D1 was not 
expressed (Fig. 4B). Control cases of gangliogliomas with 
BRAF V600E (control 1, 2) and NF1 association (control 
3) showed strong Cyclin D1 expression (Fig.  4D, F, H) 
indicating MAPK pathway activation, while there was no 
nuclear NFκB staining (Fig. 4C, E, G).

While the histopathological findings formally meet the 
WHO criteria for ganglioglioma (CNS WHO grade 1) 
[4], as independently evaluated by the German Reference 

Center for Brain Tumor Diagnosis, the molecular find-
ings are not typical for this entity. In particular, there is 
no match to the methylation class of gangliogliomas in 
the genome-wide methylation array, nor is there a BRAF 
p.V600E mutation or other MAPK pathway alterations. 
Since there is no histological or molecular evidence sup-
porting the diagnosis of other glioneural tumors (e.g., 
PLNTY, DNT, gangliocytoma), the tumor should be 
regarded as a glioneural tumor with histological features 
of ganglioglioma and VOPP1::EGFR fusion, not else-
where classified (NEC).

After 24 months of follow-up, there has been no evi-
dence of tumor progression, and the patient has reported 
no further seizures. Despite the limited follow-up, the 
current clinical situation suggests a potential beneficial 
prognostic relevance of the detected fusion.

Discussion and conclusions
EGF receptor family (ERBB) fusions are recurrent 
molecular alterations that occur across multiple can-
cer types and are candidates for targeted therapy [15]. 
VOPP1::EGFR fusions have thus far only been reported 
in glioblastoma, invasive breast ductal carcinoma and a 
case of lung adenocarcinoma [15–17], where it has been 
proposed as an additional resistance mechanism to first-
generation EGFR tyrosine kinase inhibitors in EGFR-
mutated NSCLC [17].

Here, we report for the first time, to the best of our 
knowledge, a VOPP1::EGFR fusion in a case of ganglio-
glioma. The same breakpoint for VOPP1 (genomic posi-
tion 55,639,964) has been reported in VOPP1::SEPT14 
and VOPP1::ABCA13 gene fusions in glioblastoma [16]. 
Given the preservation of the tyrosine kinase domain of 
EGFR and based on recent literature, this fusion could be 
classified as a class 1 fusion, with a 5’ gene fusion part-
ner (VOPP1) that introduces a new 5’ promoter, likely 
enhancing EGFR expression and potentially promoting 
dimerization of the fusion kinase [15].

VOPP1 is known to be frequently co-amplified with 
EGFR, as seen in glioblastoma [16], and has been shown 
to promote resistance to apoptosis through the nuclear 
translocation of NFκB [18]. CNV-profiling of the epi-
genetic data showed only a slight increase in copy num-
bers of EGFR (log2 value 0.135) and VOPP1 (log2 value 
0.041) compared to the neighboring genes using IGV files 
downloaded from  h t t p  s : /  / w w w  . m  o l e  c u l  a r n e  u r  o p a t h o l o g y 
. o r g.

Additionally, EGFR signaling is believed to trigger 
NF-κB activation through the proteasome-mediated deg-
radation of the inhibitory molecule IκBα (nuclear fac-
tor of kappa light polypeptide gene enhancer in B-cells 
inhibitor alpha) sustaining cell survival and invasion 
[19]. To gain insight into downstream pathway signal-
ing, we performed immunohistochemical staining for 
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Fig. 3 Schematic representation of RNA sequencing results reveals a gene fusion between Exon 1 of VOPP1 (blue) and Exon 18 of EGFR (orange). (A) A 
fragment of Exon 1 of VOPP1 is inverted from the antisense (3’ to 5’) to the sense direction (5’ to 3’) and then fused to Exon 18 of EGFR. Additionally, PCR 
products spanning the breakpoints were sequenced using Sanger sequencing, confirming the VOPP1::EGFR fusion between Exon 1 of VOPP1 and Exon 18 
of EGFR (B). The copy number profile, calculated from the 850k methylation array, reveals a slight gain of chromosome 7 (C). The copy number calculation 
was obtained from the publicly available database of the German Cancer Research Center (DKFZ) [12] at  w w w . m o l e c u l a r n e u r o p a t h o l o g y . o r g. The inset 
of the chromosomal region chr7:54,346,472 − 56,019,558 shows only a slight increase in copy numbers for EGFR (log2 value 0.135) and VOPP1 (log2 value 
0.041) compared to the neighboring genes, as shown using IGV files
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p65 as a marker of NFκB pathway activation and Cyclin 
D1 as a marker of MAPK pathway activation. Immuno-
histochemical staining for NFκB (p65) revealed nuclear 
staining in our case with VOPP1::EGFR fusion (Fig. 4A), 
suggesting activation of the NFκB pathway. In contrast, 
there was no evidence of MAPK pathway activation 

(Fig.  4B), as indicated by the absence of staining for 
Cyclin D1. Control cases of gangliogliomas with BRAF 
V600E mutation or NF1 association showed strong 
nuclear expression of Cyclin D1 (Fig.  4D, F, H) whereas 
no nuclear staining for NFκB was observed (Fig.  4C, E, 
G).

Fig. 4 Representative microphotograph of ganglioglioma with the VOPP1::EGFR fusion show nuclear staining for NFκB (p65), indicating activation of the 
NFκB pathway(A). This was compared to three control cases of ganglioglioma: two with BRAF p.V600E mutation (control 1, 2) and one with a NF1 associa-
tion (control 3), which showed no staining or only moderate staining for NFκB (p65) (C, E, G). Cyclin D1 is strongly expressed in the control cases (D, F, H), 
whereas there is no nuclear staining in the ganglioglioma with the VOPP1::EGFR fusion (B). Scale bars = 20 μm for A-H
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NFκB is a protein complex composed of transcription 
factors, including RelA (also known as p65), RelB, c-Rel, 
p50, and p52 [19]. In unstimulated cells, NFκB proteins 
are sequestered in the cytoplasm by binding to inhibitory 
molecules such as IκBα  [19]. For example, signaling by 
proinflammatory cytokines leads to the phosphoryla-
tion of IκBα, triggering its polyubiquitination and sub-
sequent degradation via the proteasome. This results in 
the nuclear translocation of NFκB, which drives gene 
transcription of candidates involved in innate immunity, 
inflammation, proliferation, and survival [19]. NFκB is 
known to play an important role in glioma pathogenesis 
and is also linked to aberrant EGFR signaling in glioblas-
toma [20].

We did not observe NFκB pathway activation in other 
gangliogliomas with BRAF p.V600E mutations (control 1, 
2) or NF1 association (control 3) (Fig. 4), potentially sug-
gesting a link to the VOPP1::EGFR fusion. However, the 
association between the VOPP1::EGFR fusion and NFκB 
pathway activation remains circumstantial and requires 
confirmation in larger series of glioneuronal tumors with 
the VOPP1::EGFR fusion.

A recent study showed that when a gene fusion is 
detected, targeting other mutations without the fusion 
results in responses equivalent to those in patients 
receiving unmatched treatments, highlighting the rel-
evance of gene fusion testing [21]. Recent case reports 
have demonstrated therapeutic responses to treatment 
with BRAF and MEK inhibitors in BRAF p.V600E-
mutated gangliogliomas [22–26], underlining the impor-
tance of understanding the driver molecular alterations 
in gangliogliomas. Inhibition of EGFR signaling and 
downstream NFκB pathway activation could represent 
potential molecular targets in glioneural tumors with 
VOPP1::EGFR gene fusion, particularly in cases where 
gross total resection cannot be achieved.

In our case, the methylation profile did not match the 
methylation class of ganglioglioma in two independent 
analyses. Methylation profiling is known to be less sensi-
tive in pediatric low-grade gliomas than in other gliomas, 
which is believed to be due to the infiltration of non-neo-
plastic normal and reactive cells, as well as immune cell 
infiltration [9]. The present case exhibited marked leuko-
cyte infiltration and diffuse tumor infiltration intermixed 
with CNS tissue, which may have resulted in a low rela-
tive tumor cell content, thereby impairing the methylome 
classification. Nevertheless, a significant gain of chromo-
some 7 was detected, confirming the neoplastic nature 
of the tissue, which has been previously reported in gan-
gliogliomas [13]. Additionally, both VOPP1 and EGFR 
are located on chromosome 7, potentially amplifying the 
VOPP1::EGFR-dependent signaling.

To date, there is no evidence of tumor progres-
sion or clinical decline in our patient. Additionally, no 

histopathological features indicative of biologically 
aggressive behavior were observed, such as high prolifer-
ation or mitotic activity. However, with a limited follow-
up of 24 months, these findings need to be confirmed in 
larger cohorts and with longer follow-up periods, along-
side a systematic and comprehensive molecular workup 
of gangliogliomas.

Abbreviations
BRAF  V-raf murine sarcoma viral oncogene homolog B1
DNT  Dysembryoplastic neuroepithelial tumor
EGFR  Epidermal Growth Factor Receptor
ERBB  EGF receptor family
MAPK  Mitogen-activated protein kinase
NeuN  Neuronal nuclear antigen
NFκB  Nuclear factor kappa-light-chain-enhancer of activated B cells
Olig2  Oligodendrocyte transcription factor 2
PLNTY  Polymorphous low-grade neuroepithelial tumor of the young
VOPP1  Vesicular, Overexpressed In Cancer, Prosurvival Protein 1
WHO  World Health Organization

Supplementary Information
The online version contains supplementary material available at  h t t p  s : /  / d o i  . o  r 
g /  1 0 .  1 1 8 6  / s  4 0 4 7 8 - 0 2 5 - 0 1 9 9 4 - 1.

Supplementary Material 1

Acknowledgements
We thank the patient for consent for scientific usage of clincal, radiological 
and neuropathological data. We thank René Köhler-Sandner for excellent 
technical assistance.

Author contributions
Study conception and design: M.B., W.C.M, A.B.F.; data collection: M.B, A.B.F., 
F.W., K.J. M.S., C.S.; analysis and interpretation of results: M.B., A.B.F, M.S.; draft 
manuscript preparation: M.B., A.B.F. All authors reviewed the results and 
approved the final version of the manuscript.

Funding
Open Access funding enabled and organized by Projekt DEAL.

Data availability
No datasets were generated or analysed during the current study.

Declarations

Ethics approval and consent to participate
All procedures were performed in accordance with the ethical standards 
of the institutional and/or national research committee and with the 
1964 Helsinki declaration and its later amendments or comparable ethical 
standards. The report is based on surgically removed tissue in the context of 
routine diagnostic workup and represent a retrospective observational study 
of a single case. Therefore, the Ethics Committee of the medical faculty of the 
university medical center Leipzig (UKL) has confirmed that no ethical approval 
is required as regulated by paragraph 15 of the professional regulation of the 
medical association of Saxony, Germany (§ 15 BO, SLÄK). Consent for scientific 
usage of tumor tissue and publishing of respective data was obtained from 
the patient.

Consent for publication
The patient has given explicit written consent for scientific usage and 
publication of clinical, radiological and neuropathological data.

Competing interests
The authors declare no competing interests.

https://doi.org/10.1186/s40478-025-01994-1
https://doi.org/10.1186/s40478-025-01994-1


Page 8 of 8Braune et al. Acta Neuropathologica Communications           (2025) 13:76 

Received: 7 February 2025 / Accepted: 1 April 2025

References
1. Blumcke I, Wiestler OD (2002) Gangliogliomas: an intriguing tumor entity 

associated with focal epilepsies. J Neuropathol Exp Neurol 61:575–584.  h t t p  s : 
/  / d o i  . o  r g /  1 0 .  1 0 9 3  / j  n e n / 6 1 . 7 . 5 7 5

2. Blumcke I, Spreafico R, Haaker G, Coras R, Kobow K, Bien CG, Pfäfflin M et al 
(2017) Histopathological findings in brain tissue obtained during epilepsy 
surgery. N Engl J Med 377:1648–1656.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 5 6  / N  E J M o a 1 7 0 3 7 
8 4

3. Pekmezci M, Villanueva-Meyer JE, Goode B et al (2018) The genetic landscape 
of ganglioglioma. Acta Neuropathol Commun 6:47.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 1 8 6  / s  
4 0 4 7 8 - 0 1 8 - 0 5 5 1 - z

4. WHO Classification of Tumours Editorial Board (2021) Central nervous system 
tumours.  h t t p  s : /  / t u m  o u  r c l  a s s  i fi  c  a t  i o n  . i a  r c . w  h o  . i n t / c h a p t e r s / 4 5. Accessed 15 
Jan 2025

5. Rubino S, Lynes J, McBride P, Sahebjam S, Mokhtari S, Farinhas J et al (2022) 
NTRK3 gene fusion in an adult ganglioglioma: illustrative case. J Neurosurg 
Case Lessons 3.  h t t p  s : /  / d o i  . o  r g /  1 0 .  3 1 7 1  / C  A S E 2 1 6 4 5

6. Prabhakaran N, Guzman MA, Navalkele P, Chow-Maneval E, Batanian JR (2018) 
Novel TLE4-NTRK2 fusion in a ganglioglioma identified by array-CGH and 
confirmed by NGS: potential for a gene targeted therapy. Neuropathology.  h t 
t p  s : /  / d o i  . o  r g /  1 0 .  1 1 1 1  / n  e u p . 1 2 4 5 8

7. Hoffmann L, Coras R, Kobow K, López-Rivera J, Lal D, Leu C et al (2023) 
Ganglioglioma with adverse clinical outcome and atypical histopathological 
features were defined by alterations in PTPN11/KRAS/NF1 and other RAS-/
MAP-Kinase pathway genes. Acta Neuropathol 145:815–827.  h t t p  s : /  / d o i  . o  r g /  
1 0 .  1 0 0 7  / s  0 0 4 0 1 - 0 2 3 - 0 2 5 6 1 - 5

8. Sturm D, Capper D, Andreiuolo F, Gessi M, Kölsche C, Reinhardt A et al (2023) 
Multiomic neuropathology improves diagnostic accuracy in pediatric neuro-
oncology. Nat Med 29:917–926.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 3 8  / s  4 1 5 9 1 - 0 2 3 - 0 2 2 5 5 - 1

9. Fukuoka K, Mamatjan Y, Tatevossian R, Zapotocky M, Ryall S, Stucklin AG et 
al (2020) Clinical impact of combined epigenetic and molecular analysis of 
pediatric low-grade gliomas. Neuro Oncol 22:1474–1483.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 
0 9 3  / n  e u o n c / n o a a 0 7 7

10. Hirose T, Scheithauer BW, Lopes MB, Gerber HA, Altermatt HJ, VandenBerg SR 
(1997) Ganglioglioma: an ultrastructural and immunohistochemical study. 
Cancer 79:989–1003

11. Sahm F, Schrimpf D, Jones DTW, Meyer J, Kratz A, Reuss D et al (2016) 
Next-generation sequencing in routine brain tumor diagnostics enables an 
integrated diagnosis and identifies actionable targets. Acta Neuropathol 
131:903–910.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 0 7  / s  0 0 4 0 1 - 0 1 5 - 1 5 1 9 - 8

12. Capper D, Jones D, Sill M, Hovestadt V, Daniel Schrimpf D, Sturm D et al (2018) 
DNA methylation-based classification of central nervous system tumours. 
Nature 555:469–474.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 3 8  / n  a t u r e 2 6 0 0 0

13. Hoischen A, Ehrler M, Fassunke J, Simon M, Baudis M, Landwehr C et al (2008) 
Comprehensive characterization of genomic aberrations in gangliogliomas 
by CGH, array-based CGH and interphase FISH. Brain Pathol 18:326–337.  h t t p  s 
: /  / d o i  . o  r g /  1 0 .  1 1 1 1  / j  . 1 7  5 0 -  3 6 3 9  . 2  0 0 8 . 0 0 1 2 2 . x . h

14. Schmid K, Sehring J, Németh A, Harter PN, Weber KJ, Vengadeswaran A et 
al (2024) DistSNE: distributed computing and online visualization of DNA 

methylation-based central nervous system tumor classification. Brain Pathol 
34:e13228.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 1 1 1  / b  p a . 1 3 2 2 8

15. Schubert L, Elliott A, Le AT, Estrada-Bernal A, Doebele RC, Lou Emil, Lou et al 
(2023) ERBB family fusions are recurrent and actionable oncogenic targets 
across cancer types. Front Oncol 13:1115405.  h t t p  s : /  / d o i  . o  r g /  1 0 .  3 3 8 9  / f  o n c . 2 0 
2 3 . 1 1 1 5 4 0 5

16. Ah-Pine F, Casas D, Menei P, Boisselier B, Garcion E, Rousseau A et al (2021) 
RNA-sequencing of IDH-wild-type glioblastoma with chromothripsis identi-
fies novel gene fusions with potential oncogenic properties. Transl Oncol 
14:100884.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 1 6  / j  . t r  a n o  n . 2 0  2 0  . 1 0 0 8 8 4

17. Wang X, Peng W, Zeng Z, Cai J 1, Liu A (2021) Emerging a novel VOPP1-EGFR 
fusion coexistent with T790M as an acquired resistance mechanism to prior 
Icotinib and sensitive to osimertinib in a patient with EGFR L858R lung 
adenocarcinoma: A case report. Front Oncol 11:720819.  h t t p  s : /  / d o i  . o  r g /  1 0 .  3 3 
8 9  / f  o n c . 2 0 2 1 . 7 2 0 8 1 9

18. Park S, James CD (2005) ECop (EGFR-coamplified and overexpressed protein), 
a novel protein, regulates NF-kappaB transcriptional activity and associated 
apoptotic response in an IkappaBalpha-dependent manner. Oncogene 
24:2495–2502.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 3 8  / s  j . o n c . 1 2 0 8 4 9 6

19. Shostak K, Chariot A (2015) EGFR and NF-κB: partners in cancer. Trends Mol 
Med 21:385–393.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 1 6  / j  . m o  l m e  d . 2 0  1 5  . 0 4 . 0 0 1

20. Puliyappadamba VT, Hatanpaa KJ, Chakraborty S, Habib AA (2014) The role of 
NF-κB in the pathogenesis of glioma. Mol Cell Oncol 1:e963478.  h t t p  s : /  / d o i  . o  r 
g /  1 0 .  4 1 6 1  / 2  3 7 2  3 5 4  8 . 2 0  1 4  . 9 6 3 4 7 8

21. Nikanjam M, Okamura R, Barkauskas DA, Kurzrock R (2020) Targeting fusions 
for improved outcomes in oncology treatment. Cancer 126:1315–1321.  h t t p  s : 
/  / d o i  . o  r g /  1 0 .  1 0 0 2  / c  n c r . 3 2 6 4 9

22. Rush S, Foreman N, Liu A (2013) Brainstem ganglioglioma successfully treated 
with Vemurafenib. J Clin Oncol 31:e159–e160.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 2 0 0  / J  C O . 2 0 
1 2 . 4 4 . 1 5 6 8

23. Del Bufalo F, Carai A, Figà-Talamanca L, Pettorini Β, Mallucci C, Giangaspero 
F et al (2014) Response of recurrent BRAFV600E mutated ganglioglioma to 
Vemurafenib as single agent. J Transl Med 12:356.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 1 8 6  / s  1 2 
9 6 7 - 0 1 4 - 0 3 5 6 - 1

24. Marks AM, Bindra RS, DiLuna ML, Huttner A, Jairam V, Kahle KT et al (2018) 
Response to the BRAF/MEK inhibitors Dabrafenib/trametinib in an adolescent 
with a BRAF V600E mutated anaplastic ganglioglioma intolerant to Vemu-
rafenib. Pediatr Blood Cancer 65:e26969.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 0 2  / p  b c . 2 6 9 6 9

25. Touat M, Gratieux J, Condette Auliac S, Sejean K, Aldea S, Savatovsky J et al 
(2018) Vemurafenib and Cobimetinib overcome resistance to Vemurafenib in 
BRAF-mutant ganglioglioma. Neurology 91:523–525.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 2 1 2  / 
W  N L .  0 0 0  0 0 0 0  0 0  0 0 0 6 1 7 1

26. Garnier L, Ducray F, Verlut C, Mihai I, Cattin F, Petit A et al (2019) Prolonged 
response induced by single agent Vemurafenib in a BRAF V600E spinal 
ganglioglioma: A case report and review of the literature. Front Oncol 9:177.  
h t t p s :   /  / d o  i .  o r  g  /  1 0  . 3 3   8 9  / f   o n c .  2  0 1  9 .  0 0 1 7 7 M a r c e l l a -

Publisher’s note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations.

https://doi.org/10.1093/jnen/61.7.575
https://doi.org/10.1093/jnen/61.7.575
https://doi.org/10.1056/NEJMoa1703784
https://doi.org/10.1056/NEJMoa1703784
https://doi.org/10.1186/s40478-018-0551-z
https://doi.org/10.1186/s40478-018-0551-z
https://tumourclassification.iarc.who.int/chapters/45
https://doi.org/10.3171/CASE21645
https://doi.org/10.1111/neup.12458
https://doi.org/10.1111/neup.12458
https://doi.org/10.1007/s00401-023-02561-5
https://doi.org/10.1007/s00401-023-02561-5
https://doi.org/10.1038/s41591-023-02255-1
https://doi.org/10.1093/neuonc/noaa077
https://doi.org/10.1093/neuonc/noaa077
https://doi.org/10.1007/s00401-015-1519-8
https://doi.org/10.1038/nature26000
https://doi.org/10.1111/j.1750-3639.2008.00122.x.h
https://doi.org/10.1111/j.1750-3639.2008.00122.x.h
https://doi.org/10.1111/bpa.13228
https://doi.org/10.3389/fonc.2023.1115405
https://doi.org/10.3389/fonc.2023.1115405
https://doi.org/10.1016/j.tranon.2020.100884
https://doi.org/10.3389/fonc.2021.720819
https://doi.org/10.3389/fonc.2021.720819
https://doi.org/10.1038/sj.onc.1208496
https://doi.org/10.1016/j.molmed.2015.04.001
https://doi.org/10.4161/23723548.2014.963478
https://doi.org/10.4161/23723548.2014.963478
https://doi.org/10.1002/cncr.32649
https://doi.org/10.1002/cncr.32649
https://doi.org/10.1200/JCO.2012.44.1568
https://doi.org/10.1200/JCO.2012.44.1568
https://doi.org/10.1186/s12967-014-0356-1
https://doi.org/10.1186/s12967-014-0356-1
https://doi.org/10.1002/pbc.26969
https://doi.org/10.1212/WNL.0000000000006171
https://doi.org/10.1212/WNL.0000000000006171
https://doi.org/10.3389/fonc.2019.00177Marcella-
https://doi.org/10.3389/fonc.2019.00177Marcella-

	VOPP1::EGFR fusion is associated with NFκB pathway activation in a glioneural tumor with histological features of ganglioglioma
	Abstract
	Introduction
	Case presentation

	Discussion and conclusions
	References


