
Reply to “Rare coincident NPM1 and RUNX1
mutations in intermediate risk acute myeloid
leukemia display similar patterns to single mutated
cases”. Haematologica 2014;99(2):e20-21.

We appreciate the efforts of Fasan et al.1 to further inves-
tigate the relationship between NPM1 and RUNX1 muta-
tions in de novo, intermediate-risk acute myeloid leukemia
and confirm the rare co-occurrence of these two mutations
in their cohort. We would like to clarify that we did not
report that all four RUNX1mutations in the NPM1-mutat-
ed cases of our study “were located outside the TAD or
RHD domain”, as stated by Fasan et al.1 Rather, we report-
ed that two of the four RUNX1 mutations (those in
Patients 1 and 2; see paragraph 2 of our paper) were locat-
ed in the transactivation domain (TAD).2 Thus, we must
emphasize that the RUNX1 mutations in our NPM1-
mutated cases were in-frame and located outside of the
Runt Homology Domain (RHD), not outside of all func-
tional domains of RUNX1. Interestingly, four of the
RUNX1mutations identified by Fasan et al. in their NPM1-
mutated cases (c.877C>T, c.984C>G, c. 890 C>T, and c.
977T>C) were also in-frame and located outside of the
RHD. One caveat is that c.877C>T and c.984C>G result in
premature stop codons; a phenomenon we did not see
among the RUNX1 mutations in the NPM1-mutated cases
of our cohort.
We would also like to clarify that we did not report that

all four RUNX1 mutations in the NPM1-mutated cases of
our study “were also present in the germline”, as stated by
Fasan et al.1 in paragraph 1 of their letter. Instead, we
reported in paragraph 3 that “germline material was
screened in those RUNX1-mutated/NPM1-mutated
patients for whom buccal cells were available (UPN 1-3)”.2

Germline material was not available for Patient 4 of our
study and thus germline RUNX1 mutation status of this
patient is unknown.

Jason H. Mendler,1 Guido Marcucci,2

and Clara D. Bloomfield2

1James P. Wilmot Cancer Center, University of Rochester,
Rochester, NY; 2The Ohio State University Comprehensive Cancer
Center, Columbus, OH, USA

Correspondence: jason_mendler@urmc.rochester.edu
doi:10.3324/haematol.2013.100669

Key words: RUNX1, acute myeloid leukemia, NPM1, germline,
mutational interrelationships.

Information on authorship, contributions, and financial & other
disclosures was provided by the authors and is available with the
online version of this article at www.haematologica.org.

References

1. Fasan A, Haferlach C, Kohlmann A, Dicker F, Eder C, Kern W, et
al. Rare coincident NPM1 and RUNX1 mutations in intermediate
risk acute myeloid leukemia display similar patterns to single
mutated cases. Haematologica. 2014;99(2):e20-21.

2. Mendler JH, Maharry K, Becker H, Eisfeld AK, Senter L, Mrózek K
et al. In rare acute myeloid leukemia patients harboring both
RUNX1 and NPM1 mutations, RUNX1 mutations are unusual in
structure and present in the germline. Haematologica. 2013;98(8):
e92-4.

haematologica 2014; 99:e22

LETTERS TO THE EDITOR

© Ferr
ata

 S
tor

ti F
ou

nd
ati

on




