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Kang et al. (BBRC 2018) [1] reported that the increasingly
common genome editing tool CRISPR (clustered regularly inter-
spaced short palindromic repeats)-Cas9 (CRISPR-associated protein
9) may induce host immune response, based on in in vitro results.
The authors showed that exogenous Cas9 protein elicited an in-
flammatory immune response through release of several cytokines
in primary human peripheral blood mononuclear cells and a hu-
man monocytic cell line. Furthermore, the loss-of-function of the
STING-STAT6 pathway blocked Cas9-induced proinflammatory ef-
fect, suggesting that interference of the STING-STAT6 axis may
decrease the CRISPR-Cas9 system associated immune reaction.

I was the editor for this paper, which was accepted by BBRC on
October 13 2018 and e-published on October 20. As a new BBRC
editor starting in 2018, I became familiar with the name of BBRC
when [ became a postdoc at Harvey Lodish’s lab in MIT 18 years ago.
Young postdocs often enjoyed talking about anecdotes involving
former lab members. Through these “gossips”, | became aware of
the story of Aaron Ciechanover, a former postdoc of Lodish who, as
a graduate student, published his seminal discovery about
ubiquitin-mediated protein degradation in BBRC. This was a key
paper that led to his later winning of a Nobel Prize. I have since kept
BBRC uniquely in my mind. After I became a professor at UT
Southwestern, my colleague Ilya Bezprozvanny encouraged me to
consider an editor position in BBRC, and I said yes immediately.

The implication of the finding of Kang et al. was robust. It echoed
prior and later studies that Cas9 may cause immune responses and
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other potential risks in the host [2—5]. The work also left many
questions warranting future investigations, including how Cas9
activates STING-STAT6, why the response is cGAS independent,
why in particular three cytokines MIP3a, CD40L, and MPO were
significantly induced, what happens in vivo, and whether manip-
ulating the STING-STAT6 pathway can reduce the risk of Cas9-
induced immune injury in human cells.

Right after the official publication of Kang et al’s study,
researcher Jiankui He’s creation of the first human genetically
edited babies by CRISPR/Cas9-mediated technology was
announced publicly in late November 2018 (https://en.wikipedia.
org/wiki/He_Jiankui). This work received worldwide condemna-
tion and has since led to proposals of regulations regarding the
manipulation of the human genome using gene-editing techniques.
The result of Kang et al.’s BBRC article, along with related studies,
could, therefore, potentially contribute to the development plan of
future Cas9-related clinical studies. I am excited about the frontline
position of BBRC in cutting-edge research that may impact not only
research but also the general public and policy-making.

Scientific research has changed a lot in the past 60 years. We will
adapt to it and strive to maintain and strengthen the status of BBRC
as a leading international journal for fast submission-to-print.
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