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The neuropeptide oxytocin has attracted substantial research interest for its role in behaviour and cognition;
however, the evidence for its effects have been mixed. Meta-analysis is viewed as the gold-standard for synthe-
sizing evidence, but the evidential value of a meta-analysis is dependent on the evidential value of the studies it
synthesizes, and the analytical approaches used to derive conclusions. To assess the evidential value of oxytocin

administration meta-analyses, this study calculated the statistical power of 107 studies from 35 meta-analyses and
assessed the statistical equivalence of reported results. The mean statistical power across all studies was 12.2%
and there has been no noticeable improvement in power over an eight-year period. None of the 26 non-significant
meta-analyses were statistically equivalent, assuming a smallest effect size of interest of 0.1. Altogether, most
oxytocin treatment study designs are statistically underpowered to either detect or reject a wide range of

worthwhile effect sizes.

1. Introduction

Oxytocin is an evolutionarily ancient neuromodulator that is mainly
synthesized in the hypothalamus and released both centrally and
peripherally to exert effects on several organ systems [1]. While the ef-
fects of oxytocin on childbirth and lactation are well-established,
oxytocin has more recently attracted immense research interest for its
role in both social and non-social cognition and behaviour [2]. Pre-
liminary results from animal and human research led to the tantalizing
proposal that oxytocin administration may help ameliorate social im-
pairments in various psychiatric illnesses, such as autism [3]. But despite
this early promise, subsequent studies investigating the effects of
oxytocin administration on cognition and behaviour have generated
mixed results and some initial findings (e.g., oxytocin increases trusting
behaviors) have failed to replicate [4].

Several meta-analyses on the effects of oxytocin administration have
been conducted to better understand these mixed results. Although meta-
analysis is widely seen as the gold-standard for evidence sythesis, the
evidential value of a meta-analysis and its conclusions are seldom eval-
uated. A non-significant result is typically associated with the absence of
an effect. However, when using a traditional null-hypothesis significance
test alone it is impossible to tease apart whether a non-significant result is

due to an insensitive design or the absence of an effect. While it is
practically impossible to identify an effect size is exactly zero, equiva-
lence testing can be used to reject a range of effect sizes that are theo-
retically or practically interesting [5]. For example, if a standardized
mean difference (8) greater than or equal to 0.1 is considered worth-
while, then an equivalence test can reject the presence of these worth-
while effects. A non-significant equivalence test in this case would
suggest that the design was not sensitive enough to reject effect sizes of &
> 0.1. Like traditional null hypothesis significance tests, equivalence
tests require appropriate statistical power to reliably reject effect sizes of
interest. While equivalence tests are typically applied to statistical tests
from individual datasets, they can also be applied to meta-analytic
summary effect sizes, which are estimated via the synthesis of multiple
datasets.

Recent work suggests that non-significant results reported from
oxytocin administration studies tend to be derived from insensitive
research designs [6,7]. That is, while results from many of these studies
were not statistically significant, they were not statistically equivalent
either. While this research illustrates the importance of more closely
examining non-significant results, these studies were conducted on a
limited sample of intranasal oxytocin studies. Research has yet to
examine statistical equivalence of the larger body of oxytocin
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administration studies and whether research designs have been
improving over time to become more sensitive to detect or reject a wider
range of effect sizes. Therefore, the present study performed equivalence
tests on published meta-analyses and calculated the statistical power of
intranasal oxytocin administration studies included in these studies to
determine the range of effects that can be reliably detected or rejected.

2. Materials and methods

Meta-analyses that assessed the impact of oxytocin administration on
cognition and behaviour using frequentist statistics were extracted from
PubMed and Web of Science on June 14, 2020 using the following search
string: (oxytocin[Title/Abstract]) AND (meta-analy*[Title/Abstract]).
Effect size measures of standardized mean differences (5), which
included Hedges’ g, Cohen’s d, and standardized mean change values,
and standard errors were extracted from eligible studies. If standard er-
rors were not available, these were calculated using confidence intervals.
Data from meta-analyses that used negative values to represent a positive
outcome after oxytocin administration (n = 8) were reversed, so that all
effects were in the same direction.

Equivalence tests on the summary effect size estimates were calcu-
lated using the ‘TOSTER’ R package [5] using three different equivalence
bounds: 8 = 0.1, § = 0.2, and 8 = 0.3. These bounds were selected in light
of the small meta-analytic effects generally reported in the oxytocin
treatment literature. The statistical power for each study was calculated
using an adapted function from the ‘metaviz’ R package [8], which cal-
culates the statistical power associated with a given standard error via a
two-sided Wald test. As some studies were included in multiple
meta-analyses, a separate analysis that only included effect sizes from
unique studies was performed. The median power was used if multiple
tests were reported from the same study. The Test of Excess Significance
[9] was used to examine whether there was a higher than expected
number of statistically significant studies in the 18 univariate
meta-analyses. The datafile, generated datasets, and R analysis scripts to
reproduce the analyses and figures are available at https://osf.
io/86jvm/.

3. Results

The database search returned 255 potentially eligible meta-analysis
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articles. Ten meta-analysis articles were eligible for inclusion (Supple-
mentary Fig. 1), containing 35 meta-analyses with 107 unique articles
(for full details of each meta-analysis and studies included in the analysis,
see https://osf.io/86jvm). The median summary effect size for stan-
dardized mean differences across the 35 meta-analyses was 0.14 (mean
= 0.18, min = —0.1, max = 1.27). Out of these 35 meta-analyses, 9 re-
ported a statistically significant effect, in which oxytocin administration
was beneficial for the outcome of interest (Fig. 1A). Of the remaining 26
meta-analyses that did not report a statistically significant effect, none
demonstrated a statistically equivalent result, assuming a smallest effect
size of interest (SESOI) of 8 = 0.1. In other words, no meta-analysis was
sensitive enough to reject effects of & > 0.1. When assuming a larger
SESOI of & = 0.2, 4 out of 26 non-significant studies (15.4%) demon-
strated statistical equivalence. With a SESOI of 8 = 0.3, 13 out of 26 non-
significant studies (50%) demonstrated statistical equivalence.

The median statistical power of the studies included in each meta-
analysis, using the observed summary effect size estimate as the true
effect size, was 8.1% (mean = 12.8%, min = 5%, max = 76.8%). The
median statistical power of the studies included in each meta-analysis for
a range of true effect sizes is presented in Fig. 1B, which indicates that for
most areas of oxytocin administration research, studies are generally
designed to only detect effect sizes that are conventionally categorised as
medium-to-large. When only using effect sizes from unique studies (n =
107), there was a median statistical power of 7.8% (mean = 12.2%, min
= 5%, max = 97.7%). There were 68 unique studies in clinical pop-
ulations (mean statistical power = 12.1%; SD = 13.5%) and 39 unique
studies in healthy populations (mean statistical power = 12.3%; SD =
10.7%), but there was no significant difference in statistical power be-
tween these study categories [t(94.6) = —0.06, p = 0.096]. This effect
was not statistically equivalent when using a SESOI of § = 0.2 [t(94.6) =
0.97, p = 0.16]. There were 30 unique studies in clinical populations
observing the effects of multiple oxytocin doses (mean statistical power
= 14.6%; SD = 18.9%) and 38 unique studies in clinical populations
evaluating the effects of a single oxytocin dose (mean statistical power =
10.3%; SD = 6.4%), but there was no significant difference in statistical
power between these study categories [t(34.3) = 1.18, p = 0.25]. These
effects were not statistically equivalent when using a SESOI of 6 = 0.2
[t(34.3) = 0.4, p = 0.65]. The year-to-year statistical power (2010-2017,
n = 104) for a range of true effect sizes is illustrated in Fig. 2A. A one-way
ANOVA indicated no significant change over time between in statistical
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Fig. 1. Effect sizes (diamonds) with 95% null hypothesis significance test confidence intervals (thin lines) and 90% two one-sided test (TOST) confidence intervals
(thick lines) for 35 oxytocin administration meta-analyses are shown in panel A. The dark blue zone represents a 0.1 equivalence bound, the mid-blue zone a 0.2
equivalence bound, and the light blue zone represents a 0.3 equivalence bound. No TOST confidence interval fell within the 0.1 equivalence bound suggesting that no
meta-analysis summary effect size estimate is statistically equivalent at this level. In panel B, the median power for studies included in each meta-analysis is shown,
assuming a range of true effect sizes. Statistical power using the observed summary effect size estimate as the true effect size estimate is also shown. (For interpretation
of the references to colour in this figure legend, the reader is referred to the Web version of this article.)
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Fig. 2. The statistical power of oxytocin administration studies from 2010 to 2017 is presented for a range of assumed true effect sizes () (A). Three out of eighteen
univariate meta-analysees had a higher than expected number of statistically significant studies than expected (B).

power for individual studies [F(14,89) = 0.89, p = 0.57].

Publication bias, in which non-significant results are less likely to be
published, is an ongoing issue for meta-analysis. Meta-analyses typically
use Egger’s regression tests to address this problem, but this tools as-
sesses several sources of small-study bias beyond publication bias [10].
Using the Test of Excess Significance [9] to specifically assess publication
bias for the 18 univariate meta-analyses revealed that three had more
statistically significant results than expected, given the data (p < 0.05;
Fig. 2B).

4. Discussion

Most oxytocin administration studies are unable to reliably detect or
reject a wide range of meaningful effect sizes. Despite repeated calls to
increase statistical power (e.g. Ref. [11]), there has not been any
considerable change over an eight-year period. While the effects of un-
derpowered studies are often framed in terms of their influence on sig-
nificant results there is comparatively little attention given towards the
effects of underpowered studies on results that are not statistically sig-
nificant, which can thwart hypothesis falsification. In the current sample,
no meta-analysis outcome was statistically equivalent at a § = 0.1 level.
When using a level of & = 0.2 for statistical equivalence, 4 out of 26
non-significant meta-analyses demonstrated statistical equivalence.
While this a noteworthy result, the assumption for this test is that effect
sizes less than 8 = 0.2 are not worthwhile. Considering that the median
effect size across these meta-analyses was 0.14, and that it is likely that
these effects are inflated due to publication bias [12], specifying effects
less than & = 0.2 as “not worthwhile” is probably too conservative.
However, for the 18 univariate meta-analyses included in the overall
analysis, only 3 included a higher than expected number of statistically
significant studies, suggesting that publication bias does not appear to be
a widespread issue in the field, at least for primary analyses reported in
papers. When assuming that effects less than & = 0.3 are not worthwhile,
which might be relevant for some resource-intensive clinical in-
terventions, half of the non-significant studies (13 out of 26) demon-
strated statistical equivalence. To evaluate statistical equivalence using
other SESOIs, interested readers can access the summary data and anal-
ysis scripts online https://osf.io/86jvm.

Underpowered research designs that cannot detect or reject a wide
range of effects are usually a result of resource constraints, such as a lack
of finances or time. One approach for operating under such conditions is
to be explicit about the effect sizes that can be reliably detected. If a study
design can only reliably detect an effect size of § > 0.5, for instance, then
the study architects would need to accept that this is a plausible effect for
a given intervention and be satisfied with the fact that effect sizes of § <

0.5 that cannot be reliably detected or rejected. This trade-off might be
worthwhile in some cases, such as the study of rare disease populations in
which recruitment of large samples is unrealistic. While a single lab may
not have the capability of recruiting large samples size, labs can pool
resources across multiple sites (if possible) so that a wider range of effect
sizes can be reliably be detected or rejected (e.g., Ref. [4]).

The present analysis synthesized studies across several research areas,
so it is possible that there are differences in study design between sub-
fields of oxytocin administration research that influence statistical
power. Indeed, there are individual examples of sufficiently powered
research studies that were included (e.g. Ref. [13]), and not included
(e.g. Refs. [4,14]), in the present analysis, therefore the main conclusion
is not applicable to all oxytocin administration studies. In terms of po-
tential moderator effects, there was no significant difference in statistical
power between studies that recruited healthy populations and clinical
populations, nor studies that evaluated a single oxytocin administration
compared to multiple administrations. A limitation of the present
research design is that there is a considerable time-lag between study
planning and publication, so it is possible that improved research prac-
tices are yet to be reflected in the published research record. The
archived and publicly available data and scripts from the present analysis
will facilitate future re-evaluation of this research question, as new data
can be added when available and analyses re-ran using the open script.

Ultimately, these results highlight how study design can influence the
range of effect sizes that can be reliably detected or rejected in oxytocin
administration research. It is possible that the effects of oxytocin
administration are small, yet clinically interesting. However, current
research designs are not typicallyty equipped to determine this.
Conversely, the data from the present study indicates that in general,
study designs are also poorly equipped to reject effects that as large (or
larger) than & = 0.1. Whether explicit or not, researchers make a state-
ment about the range of effect sizes that they not interested (or capable)
of reliably detecting when designing a study. For oxytocin administration
research to date, this range of effect sizes that cannot be reliably detected
is relatively wide. The utility of oxytocin administration for the treatment
of psychiatric illness and the realisation that particular research lines
need to be abandoned or adapted will be more rapidly recognised by
designing studies that are sensitive enough to detect and reject a wide
range of effect sizes.

Declaration of competing interest

The author declares that they have no known competing financial
interests or personal relationships that could have appeared to influence
the work reported in this paper.


https://osf.io/86jvm

D.S. Quintana
Acknowledgements

This research was supported by the Research Council of Norway
(301767) and the Novo Nordisk Foundation (NNF160C0019856). A
prior version of this manuscript was posted to the PsyArXiv preprint
server https://psyarxiv.com/kzp4n/

Appendix A. Supplementary data

Supplementary data to this article can be found online at https://
doi.org/10.1016/j.cpnec.2020.100014.

References

[1] B. Jurek, L.D. Neumann, The oxytocin receptor: from intracellular signaling to
behavior, Physiol. Rev. 98 (2018) 1805-1908.

[2] D.S. Quintana, A.J. Guastella, An allostatic theory of oxytocin, Trends Cognit. Sci.
24 (2020) 515-528, https://doi.org/10.1016/j.tics.2020.03.008.

[3] A.J. Guastella, I.B. Hickie, Oxytocin treatment, circuitry and autism: a critical
review of the literature placing oxytocin into the autism context, Biol. Psychiatr. 79
(2016) 234-242.

[4] C.H. Declerck, C. Boone, L. Pauwels, B. Vogt, E. Fehr, A registered replication study
on oxytocin and trust, Nat. Human Behav. 4 (2020) 646-655, https://doi.org/
10.1038/541562-020-0878-x.

[5]

[6]

[71

(8]

[9

[10]

[11]

[12]

[13]

[14]

Comprehensive Psychoneuroendocrinology 4 (2020) 100014

D. Lakens, A.M. Scheel, P.M. Isager, Equivalence testing for psychological research:
a tutorial, AMPPS 1 (2018) 259-269, https://doi.org/10.1177/
2515245918770963.

D.S. Quintana, Revisiting non-significant effects of intranasal oxytocin using
equivalence testing, Psychoneuroendocrinology 87 (2018) 127-130.

B.A. Tabak, A.R. Teed, E. Castle, J.M. Dutcher, M.L. Meyer, R. Bryan, M.R. Irwin,
M.D. Lieberman, N.I. Eisenberger, Null results of oxytocin and vasopressin
administration across a range of social cognitive and behavioral paradigms:
evidence from a randomized controlled trial, Psychoneuroendocrinology 107
(2019) 124-132, https://doi.org/10.1016/j.psyneuen.2019.04.019.

M. Kossmeier, U.S. Tran, M. Voracek, Metaviz: Forest Plots, Funnel Plots, and Visual
Funnel Plot Inference for Meta-Analysis, 2020.

J.P. Toannidis, T.A. Trikalinos, An exploratory test for an excess of significant
findings, Clin. Trials 4 (2007) 245-253, https://doi.org/10.1177/
1740774507079441.

J.L. Peters, A.J. Sutton, D.R. Jones, K.R. Abrams, L. Rushton, Contour-enhanced
meta-analysis funnel plots help distinguish publication bias from other causes of
asymmetry, J. Clin. Epidemiol. 61 (2008) 991-996.

H. Walum, I.D. Waldman, L.J. Young, Statistical and methodological considerations
for the interpretation of intranasal oxytocin studies, Biol. Psychiatr. 79 (2016)
251-257.

J.P. loannidis, Why most discovered true associations are inflated, Epidemiology 19
(2008) 640-648.

F.S. Chen, R. Kumsta, F. Dvorak, G. Domes, O.S. Yim, R.P. Ebstein, M. Heinrichs,
Genetic modulation of oxytocin sensitivity: a pharmacogenetic approach, Transl.
Psychiatry 5 (2015) e664.

Y. Liu, S. Li, W. Lin, W. Li, X. Yan, X. Wang, X. Pan, R.B. Rutledge, Y. Ma, Oxytocin
modulates social value representations in the amygdala, Nat. Neurosci. 22 (2019)
633-641, https://doi.org/10.1038/541593-019-0351-1.


https://psyarxiv.com/kzp4n/
https://doi.org/10.1016/j.cpnec.2020.100014
https://doi.org/10.1016/j.cpnec.2020.100014
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref1
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref1
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref1
https://doi.org/10.1016/j.tics.2020.03.008
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref3
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref3
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref3
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref3
https://doi.org/10.1038/s41562-020-0878-x
https://doi.org/10.1038/s41562-020-0878-x
https://doi.org/10.1177/2515245918770963
https://doi.org/10.1177/2515245918770963
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref6
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref6
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref6
https://doi.org/10.1016/j.psyneuen.2019.04.019
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref8
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref8
https://doi.org/10.1177/1740774507079441
https://doi.org/10.1177/1740774507079441
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref10
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref10
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref10
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref10
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref11
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref11
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref11
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref11
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref12
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref12
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref12
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref13
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref13
http://refhub.elsevier.com/S2666-4976(20)30014-X/sref13
https://doi.org/10.1038/s41593-019-0351-1

	Most oxytocin administration studies are statistically underpowered to reliably detect (or reject) a wide range of effect sizes
	1. Introduction
	2. Materials and methods
	3. Results
	4. Discussion
	Declaration of competing interest
	Acknowledgements
	Appendix A. Supplementary data
	References


