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1 BACKGROUND AND RATIONALE  
 
The most common malignancy affecting adults with the neurofibromatosis type 1 (NF1) 
cancer predisposition syndrome is the malignant peripheral nerve sheath tumor 
(MPNST), a highly aggressive sarcoma that typically develops from benign plexiform 
neurofibromas. While 8-13% of individuals with NF1 will develop MPNSTs during young 
adulthood, currently there are few therapeutic options, and the vast majority of people 
with these cancers will die within 5 years of diagnosis. Little is understood regarding the 
molecular changes within these tumors that are important for progression and 
metastasis.   Further, our treatments are limited to cytotoxic chemotherapy based on 
minimal clinical trial data.  The purpose of this project is to gain clinically useful 
prognostic clues about MPNST natural history and biology and to identify novel 
molecular targets important in the pathogenesis of these tumors that will hopefully lead 
to the identification of new therapeutic targets.   
 
Previous large-scale collaborative efforts within the neurofibromatosis research 
community, such as the Children’s Tumor Foundation (CTF) Synodos NF1 Low-Grade 
Glioma (LGG) Initiative and the International NF1 Autism Collaborative Team (INFACT) 
project (Morris SM et al. JAMA Psychiatry 2016 27760236) serve as models for our 
goal. [Diggs-Andrews KA, Ann Neurol 2014; PMID: 24375753] [Fisher MJ, Neuro-Oncol 
2012- PMID: 22474213; Fisher MJ, Ann Neurol 2014 - PMID: 24740685. The power of 
these analyses supported a model in which clinical and molecular datasets 
encompassing a large international sample would reveal unique genetic and phenotypic 
subtypes of LGG amenable to targeted therapies. This launched a large scale deep 
sequencing effort to characterize these tumors and use this information to create more 
relevant in vitro and in vivo models that could be used to inform future treatments. 
Similarly, the power of the INFACT study, which included existing data over 530 
subjects from six clinical centers worldwide, was the ability to uncover important 
features of NF1-related autism not possible when smaller individual site cohorts were 
employed. 
 
Leveraging these successes, we envision that similar, adequately powered efforts may 
reveal previously-unrecognized, but clinically useful, prognostic clues about MPNST 
natural history and biology. First, we plan to use a retrospective analysis to determine 
the clinical landscape of NF1-associated MPNST and precursor lesions (e.g., atypical or 
nodular plexiform neurofibromas). A worldwide database will be established, collecting, 
in a standardized manner, histologic, immunohistochemical, molecular, radiographic, 
treatment, and related clinical data from centers worldwide with expertise in these NF1-
related cancers. Although retrospective in nature, the resulting data from this registry 
may reveal previously unanticipated patterns, similar to the INFACT effort outcome. 
This registry would then allow the acquisition of data associated with MPNST 
biospecimens collected under associated banks (frozen or paraffin-embedded, germline 
(or normal tissue DNA) samples, and any previously somatic whole-exome or whole-
genome sequencing data for aggregate analyses). Second, we plan to co-register 
patients to institutional banks in order to prospectively collect MPNST samples for 
analysis.  These patients will be consented in order to collect the above information and 
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for banking of tumor tissue and future studies that include genomic characterization of 
the tumors.  
 
 
2 OBJECTIVE 
 
To create a comprehensive database of all relevant clinical and genomic data from 
patients with MPNSTs. 
 
 
3 ELIGIBILITY CRITERIA 
 
Any patient diagnosed with an MPNST, NF1, atypical neurofibroma, or a plexiform 
neurofibroma is eligible for enrollment to this registry provided s/he consents to 
participate (or consent form his/her parent or legal guardian is obtained).   
 
 
4 REGISTRATION 
 
The following steps must be taken before registering patients to this study: 
 

1. Confirmation of patient eligibility (WUSM patients only) 
2. Registration of patient in the Siteman Cancer Center database 
3. Assignment of unique patient number (UPN) 

 
4.1 Confirmation of Patient Eligibility (WUSM Patients Only) 

 
Confirm patient eligibility by collecting the information listed below: 

 
1. The registering MD’s name 
2. Patient’s race, sex, and DOB 
3. Three letters (or two letters and a dash) for the patient’s initials 
4. Copy of signed consent form 
5. Copy of appropriate source documentation confirming patient eligibility 

 
4.2 Patient Registration in the Siteman Cancer Center Database 

 
All patients at all sites must be registered through the Siteman Cancer Center 
database at Washington University.  Patients registered at non-WUSM sites will 
need to forward the following information to the WUSM study coordinator within 
one day of registration so that the patient may be entered in the SCC database: 

1. Your name and contact information (telephone number, fax number, and 
email address 

2. Your site PI’s name, the registering MD’s name, and your institution name 
3. Patient’s race, sex, and DOB 
4. Three letters (or two letters and a dash) for the patient’s initials 
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5. Copy of signed consent form (patient name may be blacked out) 
6. Institution-assigned UPN (see Section 4.3) 

 
4.3 Assignment of UPN 
 
Each patient will be identified with a unique patient number (UPN) for this study 
consisting of institution number followed by unique number.  UPN will be 
assigned by the institution at which the participant is enrolled.  Patients will also 
be identified by first, middle, and last initials.  If the patient has no middle initial, a 
dash will be used on the case report forms (CRFs).  All data will be recorded with 
this identification number on the appropriate CRFs. 

 
  
5 CONSENT 
 

5.1 Consent Process for Participants Enrolled to a Local Sarcoma Tissue 
Bank or Registry  

 
Patients who have consented to a local sarcoma tissue bank or registry may 
become a part of this registry under one of the following scenarios: 

1. Patient is still being followed as part of the local bank/registry; s/he will be 
asked to sign consent for this study for acquisition of data and existing 
specimens.  

2. Patient signed consent for a local bank/registry but is lost to follow-up or is 
deceased. His/her data and samples will be acquired for analysis under a 
waiver of consent submitted specifically for this study.  

3. Clinical data from deceased patient or patients lost to follow-up treated at 
a sarcoma center, but not consented to protocol can be obtained by 
searching for MPNSTs in the pathology database and then the electronic 
medical record.  Data from these patients will be captured under a waiver 
of consent.  

 
5.2 Prospective Collection Consent Process  

 
New patients who are eligible for this registry will be consented both to this study 
and each institution’s appropriate bank for genomics studies. Every effort will be 
made to acquire the consent of these patients prior to surgery; however, in some 
cases patient consent will be obtained after routine surgical resection of tissue. 
These specimens will be tissue that would have been resected as a normal 
course of clinical treatment and discarded by pathologists as not needed for 
diagnosis. Specimens stored prior to patient consent will be no different from any 
other patient tissue specimens stored by pathologists for diagnostic purposes. 
The tissue will not be released for research purposes until consent status is 
verified. Specimens will be stored under the bank; there is no specimen 
acquisition taking place as part of this registry study.  If the patient does not 
consent, the specimens will be discarded as per standard practice. 
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6 STUDY PROCEDURES 
 
Participants are being coregistered to their institution’s bank for specimens and 
associated clinical and research data.  We will collect information for this registry from 
both the banks and the participants' medical records and at their usual clinic and 
hospital visits. We will not be doing any tests or procedures specifically for this study but 
will be collecting information only. Participants will be followed until death. 
 
Information will be collected throughout each participant’s treatment period and for as 
long as possible post-treatment.  Data points recorded will include demographic 
information, disease information, treatment information, toxicity information, outcomes 
information, and survival information.  Genomic data generated as part of a participant’s 
routine care or participation in a bank with a sequencing component will also be 
acquired for this registry. 
  
 
7 REGULATORY AND REPORTING REQUIREMENTS 
 
Because patients aren’t being treated on study, the only reporting requirement is that 
any breach of confidentiality be reported to QASMC and HRPO within 10 days of receipt 
of notification.  Any breaches of confidentiality that occur at WUSM will be reported to 
the participating institutions at the time of QASMC and HRPO notification.  The research 
team at a secondary site is responsible for following its site’s guidelines for reporting 
applicable events to its site’s IRB according to its own institutional guidelines.  
Secondary sites must report breaches of confidentiality to WUSM within 10 days of 
discovery; the WUSM research team will be responsible for reporting breaches of 
confidentiality occurring at secondary sites to HRPO and QASMC within 10 days of 
receipt of notification.  Adverse events due to the proton beam therapy will not be 
reported. 
 
 
8 MULTICENTER REGULATORY REQUIREMENTS 
 
Washington University will provide participating sites with a model consent form which 
can be rewritten as needed.  WUSM requires that each participating site sends its 
internal informed consent document to be reviewed and approved by the Washington 
University Regulatory Coordinator (or designee) prior to IRB/IEC submission.    
 
Each participating institution must have the following documents on file at Washington 
University prior to first subject enrollment: 

• Documentation of IRB approval of the study in the form of a letter or other 
official document from the participating institution’s IRB.  This documentation 
must show which version of the protocol was approved by the IRB. 
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• Documentation of IRB approval of an informed consent form. The consent 
must include a statement that data will be shared with Washington University, 
including the Quality Assurance and Safety Monitoring Committee (QASMC), 
the DSMC (if applicable), and the Washington University study team. 

• Documentation of FWA and signed and dated CV for the lead investigator at 
each participating site. 

 
The Principal Investigator is responsible for disseminating to the participating sites all 
study updates, amendments, reportable adverse events, etc.  There will be one current 
version of the protocol document at any given time and each participating institution will 
utilize that document.  Protocol/consent modifications will be forwarded electronically to 
the secondary sites within 2 weeks of obtaining Washington University IRB approval 
with acknowledgement of receipt requested.  Secondary sites are to submit 
protocol/consent modifications to their local IRBs within 4 weeks of receipt, and 
confirmation of submission must be forwarded to the appropriate contact person on the 
Washington University study team at the time of submission.  Upon the secondary sites 
obtaining local IRB approval, documentation of such shall be sent to the Washington 
University study team within 2 weeks of receipt of approval. 
 
Documentation of participating sites’ IRB approval of annual continuing reviews, 
protocol amendments or revisions, all SAE reports, and all protocol 
violations/deviations/exceptions must be kept on file at Washington University. 
 
The investigator or a designee from each institution must participate in a regular 
conference call to update and inform regarding the progress of the trial. 
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