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. 1*' symptoms Pre-diagnosis Diagnosis
Disease ymp : SR
¢ Diagnosis is based on clinical features
Symptoms appear at >20 years of age Mosaic schwannomatosis makes it hard to and molecular testing:
gall:mark: neuropathic pain identify the underlying mutation in blood - MRl on brain, spine and peripheral
) l\tl :;r):mptoms. samples. nerves determines schwannomatosis
T.u i €33 diagnosis
- lngklng Not all schwannomatosis genes have been - Pathology and histology confirm
-Weakness . identified. tumour type: schwannoma
- Difficulty urinating or bowel dysfunction - molecular testing on blood and
- R LIS frequently also on tumours
- Headaches
- Vision changes _ Diagnostic criteria
-Lumps or swollen areas under the skin A diagnosis of SMARCB1- or LZTR1-related
schwannomatosis can be made when an
Clini Neurological pain Currently only two genes identified; 'cr:ic:'evr'i‘:f‘al IS CHRGHIS D
Inic SMARCBT1 and LZTR1 - At least one pathologically confirmed
schwannoma or hybrid nerve sheath
Schwannomas develop along the nervous Molecular diagnosis is hard: tumour A’_“D @ .SMA.RCB1 (or LZTR1)
roots and central nerves. - DNA blood tests are unreliable Qathogenlc variant in an unaffected
Neurological pain results from subcutaneous | - Two different Schwannomatosis genes have tissue such as blood#.
nodules, i.e. schwannomas, along peripheral been identified: SMARCBT and LZTR1 <A common SM/.'\RC?” or LZTR1
nerves or spinal tumours. - 50% of patients with clinical symptoms, pathoggnlc variant in two schwannomas
Other symptoms of schwannomas, vary that do not have a mutation in one of these or hy_b”d nerve She"f‘th e
depending on the location and the volume two genes. #if a likely pathogenic variant is identified,
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of the tumour.

Awareness of
non-NF2-related schwannomatosis

Clinicians and GPs are aware of
non-NF2-related schwannomatosis.

They know about their characteristics:

- presence of multiple schwannomas

- sometimes meningiomas

- sometimes unilateral vestibular
schwannoma.

Since 2005 non-NF2-related schwannomatosis
is officially recognised as a new entity.

tumour analysis may aid upward
classification.
See guideline on www.genturis.eu

Neoplastic tissue needed for genetic diagnosis

Genetic diagnosis is important for patients and their relatives.
To get a reliable genetic diagnosis, neoplastic tissue is mandatory.

Neurosurgeons should be aware of this need and should send resected neoplastic tissue
for genetic testing.

Non-NF2-related schwannomatosis is very
similar to NF2-related schwannomatosis.
Mild cases of NF2-related schwannomatosis
require genetics test for the differential
diagnosis.

Education of non-NF2-related schwannomatosis

Clinicians and GPs are educated on patients’signs and symptoms.
Quick referral to MRI - the gold standard for diagnosis.

Surgeons should be aware of the need of the genetic test on resected neoplastic tissues.
Genetic tests are positive for SMARCBT or LZTR1 in less than 50% of the cases:
currently, not all schwannomatosis genes are identified.
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