AOE Analysis of AANP’s 2015 Membership Survey

A short survey was sent to the 2015 membership base of the American Association of Neuropathologists (AANP)
to gain a better understanding of current neuropathology practice characteristics and future topics for the
annual conference. A total of 160 members provided responses to the 19 questions within the survey and the
summary of these results are described below.

The survey asked members to rate 19 different clinical assertion questions using a 5-point Likert-type scale from
1=Disagree Completely to 5=Agree Completely. These questions were developed to determine member’s level
of knowledge regarding five separate therapeutic topics in neuropathology.

Figure 1 provides the results for the five questions evaluating knowledge in the area of intraorbital pathology.
The first two statements in figure 1 are false, while statements three through five are true. While four out of the
five statements had a mean response in the desired direction, educational need among members is documented
by this data, and the statement with the mean on the incorrect side of the scale indicates where additional
education is appropriate, including:
e The majority of intraocular astrocytomas are associated with neurofibromatosis type 1. (False
statement, mean of 3.28)

Intraorbital Pathology

The percentage of WHO grade Il intraorbital meningiomas is almost twice
that of intracranial meningiomas.

The majority of intraocular astrocytomas are associated with
neurofibromatosis type 1.

Massive retinal gliosis may be misinterpreted histologically as a retinal
ependymoma.

Mutations in BRAF V600E are uncommon in uveal melanomas.

Retinal involvement by prion protein deposits has been observed in both
sporadic and hereditary prionopathies.
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Figure 1.

Figure 2 provides the results for the three questions evaluating knowledge in the area of chronic traumatic
encephalopathy (CTE). The first statement in figure 2 is false, while statements two and three are true. Only the
third statement had a mean score in the desired direction (agree completely), and the statements with the
mean score on the incorrect side of the scale indicate where additional education is appropriate, including:
e Chronic traumatic encephalopathy has a unique tau isoform profile and phosphorylation state signature
that differs from Alzheimer Disease. (False statement, mean of 2.97)
e TDP43inclusions are seen in all advanced stages of chronic traumatic encephalopathy. (True statement,
mean of 2.86)



Chronic traumatic encephalopathy has a unique tau isoform profile and
phosphorylation state signature that differs from Alzheimer Disease.

TDP43 inclusions are seen in all advanced stages of chronic traumatic

encephalopathy. _ 288

A unique characteristic of tau pathology found in chronic traumatic encephalopathy
is a perivascular distribution.

Chronic Traumatic Encephalopathy (CTE)
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Figure 3 provides the results for the five questions evaluating knowledge in the area of Amyotrophic Lateral
Sclerosis (ALS)/Frontotemporal Dementia (FTD). The first three statements in figure 3 are false, while statements
four and five are true. Only the true statements had a mean score in the desired direction (agree completely),
while the false statements had mean scores in the opposite direction. This indicates where additional education

is appropriate, including:

e Mutations in genes that encode for DNA binding proteins including TARDBP, FUS, MATR3, HNRNPA2B1
and HNRNPA1 are pathogenic for ALS. (False statement, mean of 3.38)
e TDP43 protein aggregates are seen in nearly all cases of ALS, including familial ALS cases linked to known
autosomal dominant mutations. (False statement, mean of 3.24)
e The FUS/TLS mutation form of ALS is inherited in an autosomal dominant manner and has a long clinical

course. (False statement, mean of 3.13)

Mutations in genes that encode for DNA binding proteins including
TARDBP, FUS, MATR3, HNRNPA2B1 and HNRNPA1 are pathogenic for ALS.

TDP43 protein aggregates are seen in nearly all cases of ALS, including
familial ALS cases linked to known autosomal dominant mutations.

The FUS/TLS mutation form of ALS is inherited in an autosomal dominant
manner and has a long clinical course.

The distribution and number of dipeptide repeat protein aggregates within
the brain and spinal cord in C90rf72 mutation cases does not correlate well
with the extent of neurodegeneration.

In ALS associated with TDP43 gene mutation, the typical clinical phenotype
is classic ALS.

Figure 3.

Amyotrophic Lateral Sclerosis (ALS)/Frontotemporal Dementia (FTD)
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Figure 4 provides the results for the three questions evaluating knowledge in the area of Glioblastoma

Immunotherapy. All statements in this topic area are true and members answered these questions in the
desired direction. The statement with the lowest mean score may indicate where additional education is

appropriate:

e Rindopepimut is a peptide vaccine that generates an immune response against EGFRvIIl and has
demonstrated an increase in progression free and overall survival in Phase Il trials. (True statement,

mean score of 3.36)



Glioblastoma Immunotherapy

Rindopepimut is a peptide vaccine that generates an immune response against
EGFRvIIl and has demonstrated an increase in progression free and overall survival in 3.36
Phase Il trials

Dendritic cells pulsed with patient tumor lysate comprise an immunotherapy 338
modality that has demonstrated promising results in Phase Il clinical trials. :

EGFRvIIl is a deletion of exons 27 of EGFR that is seen in approximately 30% of 371
glioblastomas. .
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Figure 4.

Figure 5 provides the results for the three questions evaluating knowledge in the area of CNS Tumor
Classification, Prognosis, and Reporting. The first statement in this topic area has no correct answer, however,
the result indicates that the majority of members are not using the ISN- Haarlem Consensus Guidelines for
tumor classification and grading (mean score of 2.95). The second and third statements are true and were
answered in the desired direction by most members.

CNS Tumor Classification, Prognosis, and Reporting

When reporting pathology results, | currently use the International Society of
Neuropathology — Haarlem Consensus Guidelines for nervous system tumor 2.95
classification and grading.

A favorable prognosis associated with 1p/19q codeletions is not limited to 3.45
oligodendroglial tumors. .

It is important for the patient to know the 1p/19q deletion status of his/her tumor. 4.03
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Conclusion:

Areas of need for additional education were revealed in the 2015 Membership Survey. These include education
related to intraorbital pathology, chronic traumatic encephalopathy and ALS/FTD. Additionally, only one
statement was within one point of the desired answer. This indicates that members would benefit from
education in all areas surveyed for 2015.



