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RECRUITING©® ClinicalTrials.gov Identifier: NCT00598351

Natural History Study of Patients With Neurofibromatosis Type 2

Information provided by National Institute of Neurological Disorders and Stroke (NINDS) (Responsible Party)
Last Updated: October 26, 2022

Original study: 168 subjects. Closed to recruitment.

nf2@nih.gov Ashok Asthagiri, MD  John D Heiss, MD



Updated study: Open for recruitment.

/

RECRUITING©® ClinicalTrials.gov Identifier: NCT00598351

Natural History Study of Patients With Neurofibromatosis Type 2

Information provided by National Institute of Neurological Disorders and Stroke (NINDS) (Responsible Party)
Last Updated: October 26, 2022
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Original Study: Objectives

Primary Objective

To determine the natural history (clinical and radiographic) of nervous system tumors in NF2.

Secondary Objectives

1. To identify stochastic factors that underlie the growth of NF2-associated tumors.

2. To identify imaging and clinical changes that can predict tumor progression and ultimately
the development of neurological signs and symptoms requiring treatment.

3. To determine if serum biomarkers (FSH, LH, testosterone, estradiol, GH, IGF-1, ACTH,

cortisol, TSH, free T4, prolactin, progesterone) can be used to predict or correlate with growth
of tumors.

4. To determine if germ-line mutations can be used to predict the severity and natural history of
NF2.
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Original Study: Interventions

169 subjects

5 year follow up
Closed in 2013 Clnica |

. Neurosurgery clinical evaluation

. Neurootology clinical evaluation

. Karnofsky performance status
. Ambulatory function Patient reported measures

. Functional independence measure

. SF36 evaluation

. Speech and swallowing
guestionnaire

maging
. Volumetric MRI of Brain . ASIA grading scale
. Volumetric MRI of spine

. Specialized exams: MRI FLAIR

Laboratory
. Routine labs

Audiovestibular Speech Lanquage Patholoqy

. Audiometric evaluation Blood/serum testin
. Vestibular evaluation Rehab Medicine Evaluation ' 9
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Clinical Care for NF2

Vestibular
schwannoma
(Acoustic
neuroma)
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Clinical Care for NF2

Other
schwannomas
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Clinical Care for NF2

Presentation

Spinal cord
ependymomas g
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. hearing loss can occur with small vestibular scr
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. hearing loss can occur with small vestibular scr

Natural history of hearing loss in NF2
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. hearing loss can occur with small vestibular scr

Natural history of hearing loss in NF2
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. hearing loss can occur with small vestibular scr

Natural history of hearing loss in NF2
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. hearing loss can occur with small vestibular scr
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1: hearing loss does not occur If MRI FLAIR signe

otal # Ears in Study

Total Excluded Ears (n=15)
« 5 Surgery
Excluded from Abnormal Hearing
2 No/Inadequate FLAIR Read

« 2 ears hearing loss not due to
. NF2
3
@th IAC Vol. <300mm Excluded from Normal Hearing
« 2 Single Audiogram date

« 4 Ears IAC Vol. >500mm3
|

@normal Hea@ Qormal Hear@
18

MRI FLAIR Signal a@ MRI FLAIR Signal a@
Yes Yes
18 16

Characteristics at Study

c
Q
o+
!
=
=
FLAIR Conversion
o & (-2 +)
c =
~ L
o § Yes
11
- New Hearing Loss

Result

- 0/8
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1#1: hearing loss can be predicted by MRI FLAIR
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peech and swallowing dysfunction in NF2 Is unrel
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lesson #2: Neuropathy In NF2 Is unrelated to tum

4 ™
EMG/NCV Studies

Completed (n=31)

 Patients (n=23)
. /

l

Radiculopathy (n=21)
 Patients (n=16)

|
l l

Radiographic evidence No radiographic evidence
of compressive nerve of compressive nerve
root tumor(s) (n=12) root tumor(s) (n=9)
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Genotype-phenotype association in NF2

Mutation types # of patients % (n=166)
Deletion/Insertion - Large partial 26 16% o
Deletion/Insertion - non-frameshift 2 1%
Deletion/Insertion - small frameshift 19 11%
Missense 1 1%
.75
Nonsense 59 36%
Splice site 27 16%
Splice site - predicted truncating 11 7%
= Truncating
Splice site - predicted non-truncating 16 10% % - E "
Not found 32 19% = _
Truncating 89 54%
Non-truncating 77 46% s
Truncating (non-mosaic) 68 41% §
e — tinn fnan.mQEsaic) 44 27% }\ 1 l } i ‘ i ’ t ‘
.00 .
54 33%
1 2 3 4 o G T A 2 0 11 12 13 14 15
® Exon. first.affected.
\_J
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Genotype-phenotype associlation in NF2

Distribution of ~5000 tumors by tumor type in 168 patients.
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" Distribution by
mutation type
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" Distribution by
mutation type

~4&= Truncating

-
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=&=  Non-truncating

Probability of Survival
£
1

0 10 20 30 40 50

: Time (years)
Number at nisk )

Truncating 13 13 4 2 0
Non-truncating 12 10 5 4 |
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NF2 vestibular schwannomas
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Collaborative data sharing

Clearinghouse for natural history ‘control’ cohorts

RECRUITING©® ClinicalTrials.gov Identifier: NCT04374305

Innovative Trial for Understanding the Impact of Targeted Therapies in

NF2 (INTUITT-NF2) \
Information provided by Scott R. Plotkin, MD, PhD, Massachusetts General Hospital (Responsible Party) SC O tt PI O t k | n M D
)

Last Updated: October 18, 2022

Study design: single arm study
Proposed Losartan study A

«  Twmaor size (57 coc vs.>T co)
+  Pediatnc vs. adulf (<27 vs.2 27 years)

Key eligibility: Stable hearing o —
+  [hagnosis of NF2-related

SV
«  4-FPTA 20-80 dBHL | Losartan Hearing evaluation
«  Age =6 years 50-100 mg daily Every & months
+ Mo treatmeant with Canfiemad haa

tosartan in & months Hearing decline Continua declina: :Iamﬂ:r_ﬂ

— Related to ¥S [ losartan for 5
(unconfirmed) 4 months Mo hearing decline:
Continue "
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Updated Study: Objectives

Primary Objective

To determine the natural history (clinical and radiographic) of nervous system tumors in NF2.

Secondary Objectives

1. To identify the underlying causes, and patterns of progression of speech and swallowing
problems in patients with NF2.

2. To identify imaging biomarkers of hearing loss in patients with NF2.

4. To identify the etiology of peripheral neuropathy in patients with NF2.

5. To identify serum biomarkers of NF2 disease progression.

6. To accurately map the epigenome of NF2 tumor related tumors.
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Updated study: Interventions

Target enroliment - 100 subjects
10 year follow up

Clinical
. Neurosurgery clinical evaluation
. Neurootology clinical evaluation
. Pediatric oncology evaluation

maging ' ,IZarSolfstky pferfortr_nance status Patient reported measures
. Volumetric MRI of Brain ' AglAu a %r_y unc :on 1. Functional independence measure
. Volumetric MRI of spine ' grading scale 2—SE36-evaluation-NFTI-QOL

. Specialized exams: MRI FLAIR 3. Speech and swallowing
. Whole body MRI (No contrast) Neuroloqy guestionnaire

. EMG/NCV
. Nerve ultrasound

_ _ Laboratory
Audiovestibular Speech Language Patholoqy _ Routine labs

. Audiometric evaluation . Blood/serum testing
. Vestibular evaluation Rehab Medicine Evaluation . Non-CLIA custom genetic panel

nf2@nih.gov
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