
LETTER TO THE EDITOR
In Response to Dr. Steven
Sorscher
To the Editor:
We thank Dr. Sorscher for his interest and compliments
on our report on germline CHEK2 mutation (gCHEK2m).1

First, we agree that routine germline testing of patients
with NSCLC is neither practical nor recommended as
most patients with NSCLC have a smoking history.
Even among never-smokers with NSCLC, gCHEK2m is
extremely rare. Nevertheless, the routine use of plasma
genotyping in assessing resistance to targeted therapies,
to perform initial genomic profiling to identify actionable
alterations, or to monitor response to treatment is in fact
in the majority of the cases performing de facto germline
testing because (at least a subset of, but not all) most
plasma genotyping assays sequence most of the common
hereditary genetic mutations (APC, ATM, BRCA1, BRCA2,
CHECK2, etc.) even if they are not purposed for germline
testing. An allele frequency near 50%, particularly in a
cancer susceptibility gene, should prompt consideration
of germline testing, as this was, in fact, how the
gCHECK2m in our report was discovered. Thus, clinicians
who order plasma genotyping of NSCLC should review
the report carefully in detail including any indication of
secondary germline mutation findings.

Second, we completely agree that patients with sus-
pected gCHEK2m must be referred for genetic coun-
seling, and their siblings and descendants should be
checked for the same gCHEK2m so that these family
members can be enrolled into appropriate cancer
screening per guidelines. Furthermore, as we gather
more information on gCHEK2m, more cancer surveil-
lance may need to be performed as our knowledge of
gCHEK2m expands and more NSCLC patients with
gCHEK2m are identified.
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Third, we agree that we need to investigate how
gCHEK2m may modulate response to targeted therapy,
especially to current approved and investigational KRAS
inhibitors, but given the very low incidence of gCHEK2m
in NSCLC (<1%), preclinical investigations will likely
provide the clue way ahead of clinical investigations but
we remain optimistic the pace of clinical development of
combination of inhibitors may get us to the finish line
earlier that we anticipate.

Fourth, we thank Dr. Sorscher for summarizing
the goal of our brief report: to spur further research
on whether gCHEK2m increases predisposition to
NSCLC.
CRediT Authorship Contribution
Statement

Shannon S. Zhang, Alexa B. Schrock, Misako
Nagasaka, Sai-Hong Ignatius Ou: Writing – original
draft, Writing - review & editing.

Shannon S. Zhang, MD
Department of Medicine

University of California Irvine School of Medicine
Orange, California
Alexa B. Schrock, PhD
Foundation Medicine Inc

Cambridge, Massachusetts
Misako Nagasaka, MD PhD
Division of Hematology-Oncology

Department of Medicine
University of California Irvine School of Medicine

Chao Family Comprehensive Cancer Center
Orange, California
Sai-Hong Ignatius Ou, MD, PhD
Division of Hematology-Oncology

Department of Medicine
University of California Irvine School of Medicine

Chao Family Comprehensive Cancer Center
Orange, California

Reference
1. Zhang SS, Lee JK, Tukachinsky H, Schrock AB, Nagasaka M,

Ou SI. A high percentage of NSCLC with germline CHEK2
mutation harbors actionable driver alterations: survey of
a cancer genomic database and review of literature. JTO
Clin Res Rep. 2022;3:100387.
JTO Clinical and Research Reports Vol. 4 No. 1: 1

http://refhub.elsevier.com/S2666-3643(22)00163-1/sref1
http://refhub.elsevier.com/S2666-3643(22)00163-1/sref1
http://refhub.elsevier.com/S2666-3643(22)00163-1/sref1
http://refhub.elsevier.com/S2666-3643(22)00163-1/sref1
http://refhub.elsevier.com/S2666-3643(22)00163-1/sref1
http://crossmark.crossref.org/dialog/?doi=10.1016/j.jtocrr.2022.100453&domain=pdf
mailto:siou@hs.uci.edu
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
https://doi.org/10.1016/j.jtocrr.2022.100453

	In Response to Dr. Steven Sorscher
	CRediT Authorship Contribution Statement
	Reference


