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O Depending on the type of edit and the specific gene involved, epigenetic editing may have long-term effects
within an individual.

O Good governance of human genome editing needs to anticipate epigenetic editing and develop policy about the
permissibility or impermissibility of potential uses.

O Any permitted procedures need to be safe and effective and conducted with the full knowledge and permission
of regulators.

@ The DNA sequence is unchanged. This means that there is little chance of damage from DNA repair (such as
deletions, insertions, or chromosomal rearrangements).

@ Very few, if any, epigenetic changes are likely to be heritable. As such, any risks should be limited to the individuals
on whom the editing is being done and do not extend to future offspring.

3 Epigenetic changes may be difficult to detect. Though transient, such changes may have long-lasting physiological
effects. That is, these changes may be present long after both the tools used to make the edits, and even the edits
themselves, have ceased to be present. For example, suppressing the activity of a specific gene that is critical for
specifying a particular cell type during embryo or postnatal development, will have long term consequences for the
function of the tissue or organ in which that cell type normally resides.

@ A recent important advance could substantially change both the range of uses and the harm-benefit profile of
epigenetic editing, through the use of a CRISPR off tool, which allows scientists to switch off almost any gene in
human cells without making a single edit to the genome sequence.

(3¢) WHO Expert Advisory Committee on Developing Global Standards for Governanve and Oversight of Human Genome Editing
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it would be irresponsible to proceed with any clinical use of heritable
“germline” editing at the time.

Germline genome editing could become acceptable in the future if these risks are
addressed and if a number of additional criteria are met. These criteria include
strict independent oversight, a compelling medical need, an absence of reasonable
alternatives, a plan for long-term follow-up, and attention to societal effects.

A translational pathway to germline editing will require adhering to widely
accepted standards for clinical research, including criteria articulated in genome
editing guidance documents published in the last three years.

Such a pathway will require establishing standards for preclinical evidence and
accuracy gene modification, assessment of competency for practitioners of clinical
trials, enforceable standards of professional behavior, and strong partnerships with
patients and patient advocacy groups.

RAREIAE
Organizing
Second Committee
Internatio | (Nov. 29 2018)
nal
Summit
on Human
Genome
Editing in
Hong
Kong U.S. National
Academy of
Science,
U.S. National
Academy of
Medicine
(Nov. 29 2018)

The summit addressed this troubling revelation and underscored guidance that was
provided in a 2017 report from the U.S. National Academy of Science and National
Academy of Medicine.

That report outlined criteria under which clinical trials and applications of germline
editing might be permitted, but only when there is compelling medical need
with a clear understanding of risks versus benefits, and only under stringent
oversight, with sufficient transparency and public input. Not following there
guidelines would be an irresponsible act.

World Health Organization
Human genome editing 1st
advisory committee
(Mar. 18-19 2019)

agreed core principles of transparency, inclusivity and responsibility that
underpin the Committee’s current recommendations. The committee agreed that it
is irresponsible at this time for anyone to proceed with clinical applications of human
germline genome editing.

agreed that a central registry on human genome editing research is needed in order
to create an open and transparent database of ongoing work. The committee
asked WHO to immediately begin working to establish such a registry.
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