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There is one other scenario in which a negative panel 
test can change management. Some cancer risk models 
(e.g., the Tyrer-Cuzick model, [5]) incorporate genetic 
results as one parameter to determine risk. A negative panel 
test could lower risk for some individuals from just above 
to just below the 20% threshold that could affect screening 
recommendations.

All of these observations support our original points that 
panel testing offers important clinical information, which 
must be placed into the proper context of personal and fam-
ily history in order to provide maximal benefits.

References

 1. FAME-D-16-00129, Patients with negative multi-gene panel 
testing: a back to the future paradox?

 2. Hermel DJ, McKinnon WC, Wood ME, Greenblatt MS (2016) 
Multi-gene panel testing for hereditary cancer susceptibility 
in a rural Familial Cancer Program. Fam Cancer. doi:10.1007/
s10689-016-9913-5

 3. Wood ME (2016) Family history matters. Cancer 122(17):2618–
2620. doi:10.1002/cncr.30078

 4. Lu KH, Wood ME, Daniels M, Burke C, Ford J, Kauff ND, 
Kohlmann W, Lindor NM, Mulvey TM, Robinson L, Rubin-
stein WS, Stoffel EM, Snyder C, Syngal S, Merrill JK, Wollins 
DS, Hughes KS (2014) American Society of Clinical Oncol-
ogy Expert Statement: collection and use of a cancer family 
history for oncology providers. J Clin Oncol 32(8):833–840. 
doi:10.1200/JCO.2013.50.9257

 5. Tyrer J, Duffy SW, Cuzick J (2004) A breast cancer prediction 
model incorporating familial and personal risk factors. Stat Med 
23(7):1111–1130, (2005) Erratum in Stat Med 24(1):156

We appreciate Dr. Sorscher’s comments [1] in response to 
our report on multi-gene panel testing [2]. We fully agree 
with his main conclusion, that personal and family histories 
are important metrics for assessing cancer risk and mak-
ing recommendations for cancer surveillance. One of us 
(M.E.W.) has published extensively on this topic [3] and it 
is a regular feature of our practice and of national recom-
mendations for cancer genetics care [4].

Regarding some of the specific points raised in the letter:
We acknowledge that a negative result from panel test-

ing does not exclude a pathogenic variant in a gene that is 
as of yet not included in panels. However, we note that fur-
ther genome-wide searches are not expected to find highly 
penetrant genetic variants for common cancers, although 
they are expected to identify variants associated with low 
to moderate penetrance. Such variants will surely need to 
be evaluated in the context of personal and family history.

Individuals can be reassured that their “negative” panel 
genetic testing result is a “true negative” only if it is found 
in the context of a known pathogenic variant in the family. 
This could occur if a panel is ordered in an individual for 
whom a pathogenic variant is present in a relative, but other 
family history suggests a reason to look for a variant in a 
different gene.
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