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Letter to the Editor

Endometrial scratching: the light at the end of the tunnel

Sir,

The sensation for readers of scientific literature on endome-
trial scratching is akin to immersing oneself in a novel full of plot
twists. The surprising and, perhaps, conclusive final page is writ-
ten by van Hoogenhuijze et al. (2023). It is not only astonishing in
terms of its content but also the result of methodologically im-
peccable work. This is the first meta-analysis of randomized con-
trolled trials (RCTs) with individual participant data, which was
sorely needed to provide a breakthrough in the scratching story.
Such an analysis was necessary because, despite several previous
attempts to synthesize evidence on the effectiveness of scratch-
ing before IVF (Vitagliano et al., 2018; Sar-Shalom Nahshon et al.,
2019; van Hoogenhuijze et al,, 2019; Vitagliano et al., 2019a;
Lensen et al., 2021), it was now possible to adjust for confounders.
These types of meta-analyses represent the pinnacle of
evidence-based medicine as they allow for active integration
rather than passive aggregation of evidence from different clini-
cal settings, geographic areas, and populations with diverse char-
acteristics (Wang et al., 2021).

The meta-analysis by Van Hoogenhuijze et al. (2023) integrates
data from 13 high-quality RCTs (12 published and 1 unpublished)
after ensuring data integrity on 4112 patients (2059 allocated to
scratching and 2053 to the control group). With intention-to-
treat analyses, both two-stage and one-stage, adjusted and unad-
justed (for age, BMI, duration of infertility, number of previous
failed transfers, cause of infertility, and type of treatment), the
authors demonstrate evidence in favour of a positive effect of the
intervention. This evidence remains robust even after conducting
a sensitivity analysis that excludes studies at higher risk of bias.

The beneficial effect of the intervention appears modest but
not negligible, with an odds ratio of 1.29 (95% CI 1.02-1.64).
Assuming a 25% baseline chance of live birth (l.e. without
scratching), this corresponds to a relative risk of 1.20 (95% CI
1.02-1.41) and an estimated chance of live birth of 30.1% (95% CI
25.5-36.3%). This translates to approximately five additional chil-
dren per 100 treatments performed after scratching compared to
routine care, which aligns with our estimate published in 2021
(Vitagliano et al., 2021).

The two-stage scratch-timing analysis suggests that luteal
phase, natural cycle scratching may be superior to other timed
and/or contraceptive cycle scratching. This finding is consistent
with some previous observations (Vitagliano et al., 2019a). What
substantially changes with this study is that the subgroup analy-
sis for age and number of previous failed embryo transfers could
not identify subgroups in which endometrial scratching per-
formed better or worse. This finding contradicts previous studies
that had highlighted a more favourable effect with increasing fe-
male age (Sar-Shalom Nahshon et al., 2019) or after the second/
third transfer (Potdar et al., 2012; Nastri et al.,, 2015; Vitagliano
et al., 2019a). While the age finding is not surprising (due to a

highly contested meta-analysis (Sar-Shalom Nahshon et al., 2019;
Vitagliano et al, 2019b)), what is striking is the lack of effect in re-
lation to the number of previous failures. In this regard, a statisti-
cal observation worthy of attention is that the participant-level
interaction of previous failed transfers with the scratch-effect on
live birth is assessed considering previous failed transfers as a
continuous variable. There is an incremental trend of effect in
the analysis by van Hoogenhuijze et al. (2023), but it is not statis-
tically significant. In this regard, it would be interesting to con-
sider previous failed transfers as a binary variable, arbitrarily
testing various cut-offs (at least one failed transfer, two, three, or
four). This approach would probably address numerical issues
(reducing the dispersion of the effect among smaller subgroups
with an increasing number of failed transfers) and biological con-
siderations (a linear relationship between the number of failures
and the benefit of the intervention seems unlikely).

Although the robustness of the analysis by van Hoogenhuijze
et al. (2023) is unquestionable, as rightly emphasized by the
authors, the limitations of each individual study cannot be over-
come, and adjustment for confounders is a strategy to mitigate
biases rather than abolish them. In essence, the authors have
made the most of the available evidence, and it is an exceptional
achievement given the resources at hand.

Therefore, the results of this study surprise the reader for dif-
ferent reasons. Firstly, because after the pragmatic, multicentre,
RCT published by Lensen et al. (2019a) and the subsequent
Cochrane review (Lensen et al., 2021), almost every scientist and
reproductive specialist had become convinced that the era of
scratching had ended (Lensen et al.,, 2019b; Mol and Barnhart,
2019). More deeply, because the demonstration of the lack of ef-
fect of this type of intervention had balanced the scientific data
with our consciousness, which is not free from biases towards
what we cannot understand or explain with rational biological
logic. Indeed, today, almost 20 years after Barash et al.’s (Barash
et al., 2003) initial chance observation of the potential beneficial
effects of scratching before IVF, after 37 published RCTs on pre-
IVF scratching and over 300 studies published on the topic over-
all, we still have not fully understood why this add-on should im-
prove IVF outcomes (Palomba et al., 2023). Thus, at the first sign
supporting its futility, most of us were immediately ready to set
scratching aside and include it in the endless list of ‘fake news’ in
reproductive medicine. On the contrary, we should have and will
certainly need to dedicate more efforts to understanding why
this intervention yields positive results.

In conclusion, the meta-analysis by van Hoogenhuijze et al.
(2023) shows us again that evidence ultimately prevails over
opinions. This study brings us back down to earth, humbles our
intellectual ego, and reminds us that ‘science replace private preju-
dice with public, verifiable evidence’ (Dawkins, 2007).
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