
Letter

Response: First birth following spindle
transfer - should we stay or should we go?

To the Editor

We appreciate the opportunity to respond to the letter by Norbert
Gleicher and colleagues (Gleicher et al., 2017) concerning our report
‘Live birth derived from oocyte spindle transfer to prevent mitochon-
drial disease’ (Zhang et al., 2017). Just as with the first birth following
IVF, this first birth following mitochondrial replacement therapy (MRT)
has provoked medical, ethical and legal debates, most of which are
addressed in an editorial by Alikani et al. (Alikani et al., 2017) and in
a letter from Boiani and Cohen (2017). Here we add some further points
of clarification.

Mitochondrial disease is indeed very devastating and the family
in question has suffered very much on this account. The mother has
had four miscarriages, and two of her children died at a very early
age due to Leigh Syndrome from a mitochondrial DNA (mtDNA) mu-
tation. We counselled her extensively before we made the decision
to pursue the procedure, supported by our ethical review committee.
The couple was fully aware that MRT is a very new and experimen-
tal technology, at least as it applies to humans, and they made the
decision to proceed on this basis. We applied our best knowledge of
nuclear transfer (as was available in 2014) to our internal review board
(IRB) protocols and consents. We did not ‘rush to use this as treat-
ment’ as is quoted in the letter by Gleicher et al. (2017).

The risks to an offspring secondary to nuclear transfer are still
unknown. The first monkey generated by spindle transfer is now
8 years old, and the female monkeys thus generated have had babies
with no major concerns reported to date (personal communication
between Dr. Taosheng Huang and Dr. Shoukhrat Mitalipov). Al-
though several recent publications have suggested that mtDNA drift
after nuclear transfer could be a potential risk (Hyslop et al., 2016;
Kang et al., 2016; Yamada et al., 2016), these reports are based on
in-vitro studies of human embryonic stem cell lines and none reveals
a convincing mechanism for such a radical drift, making it all but im-
possible to develop effective measures to prevent drift. So even if these
information were to have been available at the time we undertook
treatment of this patient, it is difficult for us to know how we could
have informed the family regarding the likelihood of this potential

adverse outcome. Furthermore, the UK Human Fertilization and
Embryology Authority (HFEA) approved application of this technol-
ogy to selected patients in November of 2016 after the organization
had intensively reviewed all relevant publications, including our
data.

The most appropriate way to evaluate the safety of MRT is close
follow-up of the health of the children born following treatment. In
our case, although we had obtained consent for long-term follow-
up, due to privacy concerns (particularly after widespread coverage
by the world’s media) and legal issues (denial of visa application by
United States Consulate), the parents decided not to come back to
allow follow-up on a regular basis, as is their right. Based on our recent
conversation with the parents, the baby seems to be doing well. We
hope that once the media’s interest lessens, the parents will return
and we can follow the protocol as stated in the consent.

In conclusion, we feel it is necessary to consider this case in its
appropriate historical context. Similar questions were raised when
the first IVF baby was reported many years ago, and, of course, such
questions are not without merit. However, an important question for
the field is: Should we stay or should we go? When we raise con-
cerns about the safety of MRT, do we have any solid, scientific evidence
to support the notion that this procedure is not safe? Do we have other
better options to offer similar patients in their quest to have a healthy
baby? And if not, at what point does our caution go from due dili-
gence to stagnation?
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