Recurrent implantation failure
is another indication for the
freeze-all strategy

CrossMark

Magdi and colleagues (1) provide an interesting and timely
report of a prospective quasi-randomized controlled clinical
trial comparing a freeze-all strategy to a fresh transfer strategy
in 171 patients diagnosed with recurrent implantation failure in
a 30-month period. Cryopreservation was by blastocyst vitrifi-
cation and the main outcome measure was ongoing pregnancy
at 20 weeks of gestation. In this study (1), 38.4% of patients in
the freeze all group achieved ongoing pregnancy, as did 20.7%
of patients in the fresh transfer group. This difference was
statistically significant. Comparisons of secondary measures
found significant differences in pregnancy rate, implantation
rate, and clinical pregnancy rate, all favoring the freeze-all
group, but no significant difference in the rate of early preg-
nancy loss. The rate of multiple pregnancy in the freeze-all
group was significantly greater than in the fresh group, sug-
gesting that, in routine clinical practice, the number of embryos
transferred should be moderated in order to compensate for the
greater implantation rate (40.0% vs. 16.0%) with thawed em-
bryos than with fresh embryos in these patients.

The findings of Magdi and colleagues (1) are consistent
with a previous retrospective study in patients with prior im-
plantation failure with fresh blastocysts (2). In this prior study
(2), the cryopreservation technique involved slow-frozen 2pn
oocytes cultured to the blastocyst stage before transfer. Despite
substantial methodological differences, both studies found that
their main outcome measures, ongoing pregnancy or live birth
rates, were approximately doubled with freeze-all, and that
implantation rates were improved by a factor of about 2.5.
The close agreement of these two studies (1, 2) makes their
conclusions more convincing, although Magdi et al. (1) are
certainly correct that a large randomized trial would still be
beneficial. The Shapiro et al. study also included an
intention-to-treat analysis of live birth rates per retrieval and
cumulative live birth rates per retrieval, and again found signif-
icant differences in favor of freeze-all.

To date, the freeze-all strategy has been reported to be su-
perior in multiple patient populations, including those with
polycystic ovary syndrome, use of gonadotropin-releasing
hormone agonist “trigger”, delayed blastulation, elevated
pre-ovulatory progesterone, advanced age, those using pre-
implantation genetic screening, and those with prior fresh
blastocyst implantation failure (3). Magdi et al. (1) introduces
recurrent implantation failure with fresh embryos as another
indication for freeze-all. Interestingly, no prospective study
has identified a population or group for which fresh autolo-
gous transfer has superior success rates.

It seems very likely that patients with repeated failed fresh
transfers are a selected sub-group with significantly increased
risk of impaired endometrial receptivity following ovarian stim-
ulation, among other issues. If all the patients treated by Magdi
and colleagues (1) had received freeze-all from the outset, it
seems likely these patients destined for recurrent failure could
have had earlier success, and no known subgroup would have

had reduced success rates. There is increasing doubt that fresh
autologous transfer should remain the default standard (3).

Current arguments in favor of fresh autologous transfer
include the contention that immediate fresh transfer hastens preg-
nancy. Despite limited intuitive appeal, there is no evidence to sup-
port the hypothesis that time-to-pregnancy is reduced by fresh
transfer. Another is the hypothesis that fresh transfer must reduce
cost-per-pregnancy because it reduces cost-per-cycle. However,
this hypothesis is contrary to published reports of reduced cost-
per-pregnancy with freeze-all when compared to fresh transfer (4).

As early as 1977, even before the first live birth from
in vitro fertilization, Edwards and Steptoe (5) attributed im-
plantation failures to “abnormal endocrine conditions arising
in patients treated with HMG and HCG.” They discussed the
advantages of avoiding the negative effects of uterine expo-
sure to ovarian stimulation by freezing all embryos for subse-
quent transfers of single frozen-thawed embryos. Alas, the
cryo-technology of the period was poor, and their first
in vitro fertilization infant resulted from a fresh transfer.
Fresh transfer then became the default standard.

It is interesting to ponder that if freeze-all had somehow
become the initial default standard treatment, whether the ev-
idence available today would support a migration to fresh
transfer. This seems doubtful, given the absence of prospec-
tive studies finding superior success rates with fresh transfer.

Magdi et al. (1) reported an increased multiple pregnancy
rate per transfer (23.5% vs. 8.9%) with thawed embryo transfers
than with fresh embryo transfer. They conclude that the freeze-
all group should have had fewer transferred embryos, and that
elective single embryo transfer would have been valuable in pa-
tients undergoing freeze-all, even in this challenging group with
recurrent prior implantation failure. This finding fits nicely with
the growing paradigm of universal single embryo transfer to
avoid multiple gestation and its associated increased health risks.
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