Letters

Response to: “Updated and rectified meta-analysis
shows no effect of propranolol versus placebo on
traumatic memory reconsolidation disruption”

In their letter to the editor, Steenen and colleagues! argue that
the conclusions of our meta-analysis® on the clinical efficacy
of reconsolidation impairment using propranolol are “incor-
rect in the context of (...) psychotrauma-related symptomatol-
ogy.” They claim that we did not assess risk of bias and cri-
tique our omission of 3 unpublished studies (Aikins,?
Saladin,* and Orr®). We are not convinced by their attempt to
rectify our analysis.

Although this is a matter of debate,® we were asked during
the JPN peer review of our manuscript to omit unpublished
data from our meta-analysis because the methodological qual-
ity of such studies is difficult to verify. Indeed, we could not
verify important methodological information with respect to

the unpublished results (1 = 6) of Aikins,® such as the ade-
quacy of blinding methods. Moreover, we verified method-
ological information in the study by Orr® with the author him-
self and concluded that the data from this pre-emptively
terminated (rather than unpublished) study with #n = 5 ran-
domized participants were not suitable for meta-analytic pur-
poses. The inclusion of studies with very small samples in a
meta-analysis (n < 3 per group) is bound to compromise the
precision of the overall effect estimate.®

We also could not verify important information such as the
outcomes used to compute the effect size for Saladin’s unpub-
lished study of reconsolidation interference in participants with
posttraumatic stress disorder (PTSD) and comorbid alcohol
dependence.* Considering that Steenen and colleagues' argue
against including studies of addiction (but see Gisquet-Verrier
and colleagues’), it is unclear why they included Saladin’s
study in their analysis. But even more problematic, we found

Relative
Study name Statistics for each study Sample size Hedges g and 95%ClI weight
95%Cl
g SE LL UL Ppnl  Pbo
Addiction-related disorders
Jobes et al." 0.60 0.35 -0.08 1.29 18 15 19.87
Lonergan et al.™ -0.46 0.47 -1.38 0.45 9 8 16.10
Pachas et al.™ 0.10 0.27 -0.43 0.64 23 31 2245
Xue et al.™ -063 029 -121 -0.05 23 24 —— 21.73
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Overall Addiction -0.27 025 -0.77 0.23 91 96
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Brunet et al.® —-0.51 026 -1.02 -0.00 30 30 —— 14.05
Elsey & Kindt? 019 039 -096 (57 13 13 — 10.18
Elsey et al.'” —0.00 027 062 44 40 20 - . 13.69
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Roullet et al.?® severe -0.51 035 -1.19 0.17 18 15 —a— 11.37
Soeter et al.?! -1.13 0.38 -1.88 -0.38 15 15 . 10.35
Steenen et al.8 0.22 0.33 -0.42 0.87 19 17 —— 11.93
Overall Fear/trauma -0.41 019 -0.78 -0.03 177 144 <4
Overall Effect -0.36 0.15 -0.66 -0.06 268 240 ‘
—2.50 0.00 2.50
Propranolol Placebo

Test of addiction-related disorders: z = -1.07, p = 0.339

Test of Fear/trauma disorders: z=-2.12, p = 0.034

Heterogeneity between subgroups: Q1 = 0.181, p = 0.671

Test of overall effect: z = -2.34, p = 0.019.

Heterogeneity: Tau? = 0.18, Q13 = 33.28, p = 0.002, > = 60.94

References for two additional studies.®®

Figure 1: Forest plot results: reconsolidation interference by disorder. Cl = confidence interval; LL = lower limit; Pbo = placebo; Ppnl = propranolol;

SE = standard error; UL = upper limit.
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discrepancies across public forums in how Saladin reported the
results of this unpublished study,* casting reasonable doubts on
the validity of the data used by Steenen and colleagues.! We
also could not replicate the large effect size estimate of 4 = -3.59
that Steenen and colleagues' reported for the Saladin study,* as
it seems to have been erroneously computed using standard
errors rather than standard deviations on a measure of subjec-
tive distress to trauma and alcohol cues (based on data avail-
able at https://clinicaltrials.gov/ct2/show/results/
NCTO01055171?term = propranolol+and-+alcohol&draw =
2&rank = 2&view = results). Scrutiny indicates that we were
justified to not include such unpublished studies.

Steenen and colleagues' re-analyzed our data by excluding
a number of studies that they deemed had high risk of bias
(retaining only 4), adding to these the 3 unpublished studies
mentioned above. They also included 2 studies published
after our paper was completed and accepted for publication
(see Steenen and colleagues® and Elsey and Kindt’). Exactly
how they concluded that this set of studies had low risk of
bias is not specified. Moreover, their computation of the effect
size for Elsey and Kindt’s phobia study suggests a possible
outcome selection bias.’ It appears that Steenen and col-
leagues' computed an effect size of d = 0.45 using the Behav-
ioural Avoidance Test (reporting n = 0 per group when it ap-
pears to have been 1 = 13 per group). However, Elsey and
Kindt also measured phobia severity with a posttreatment
self-report questionnaire.” All available outcome data should
be included in a meta-analysis to minimize bias;"° this does
not seem to have been considered by Steenen and colleagues.'

We agree that it would have been appropriate to include
these 2 studies in our meta-analysis had they been available.
However, a re-analysis of our data with these studies in-
cluded indicates that our finding remains (Figure 1). Al-
though not mentioned by Steenen and colleagues,’ we noted
in our original meta-analysis that study quality was assessed
and did not significantly moderate the overall outcome effect.?

Considering these important issues, Steenen and col-
leagues™ results cannot and should not constitute evidence
against our rigorous meta-analysis. Rather, we argue that our
meta-analysis provides empirical support in favour of a
reconsolidation-based treatment method involving narrative
and pharmacological interventions that are more efficacious
than simply giving “some tablets of propranolol.”
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