|:| LETTERS TO THE EDITOR

Brief Pulse and Ultrabrief Pulse Right Unilateral
Electroconvulsive Therapy (ECT) for Major Depression:
Efficacy, Effectiveness, and Cognitive Effects

To the Editor: We appreciate the contribution to the
electroconvulsive therapy (ECT) literature of Spaans and colleagues’
careful study' comparing brief pulse and ultrabrief pulse stimuli.
However, given the study limitations, we suggest that it is premature
to conclude that right unilateral (RUL) ultrabrief pulse ECT confers
inferior efficacy and no cognitive advantage.

ECT was given twice per week and at 8 x seizure threshold,
major technique differences from previously published studies,?
which may have reduced efficacy of ultrabrief pulse ECT as
well as cognitive effects of ultrabrief pulse ECT. Regarding the
neurocognitive outcome, the study utilized a limited neurocognitive
battery, which precluded assessment of important neurocognitive
functions, including attention, processing speed, and verbal learning
and memory. Also, the statistical analyses were not adjusted for
demographic characteristics (eg, age, education, premorbid 1Q),
which are known to affect neurocognitive outcome. While not
statistically significant, there were 6 dropouts (10%) for “confusion/
delirium” in the brief pulse group, and 0 in the ultrabrief pulse group.
Thus, the most cognitively vulnerable patients were unable to have
follow-up neurocognitive assessment, as they exited from the brief
pulse condition. Such dropout could have biased the neurocognitive
outcomes. Also, the post-ECT neurocognitive testing occurred up to
1 week later, possibly missing immediate posttreatment differences
between the 2 groups. Finally, failure to find a difference does not
ensure that such a difference does not exist.

Regarding efficacy of the 2 types of ECT, despite the statistically
significant differences in remitter rates and number of treatments
needed, the decrease in Montgomery-Asberg Depression Rating
Scale (MADRS) scores was identical in the intent-to-treat (ITT)
sample. Furthermore, the MADRS score at week 5 was actually lower
in the ultrabrief pulse group than in the brief pulse group, despite
starting at a higher baseline. The authors noted the real-world
generalizability of their methods, since they allowed concomitant
psychotropics. In the real world, treatment effectiveness is just as
important as efficacy. While the authors noted superior ITT efficacy
of brief pulse ECT, they failed to discuss the reduced effectiveness
of brief pulse ECT, as brief pulse had only a 65.5% completion rate
compared with an 84.5% completion rate for ultrabrief pulse ECT.
The meaning of the difference in completion rates could have been
clarified if Figure 1 had included number of dropouts due to “lack
of efficacy”

Our group is currently conducting a clinical trial using RUL
ultrabrief pulse ECT (0.25 millisecond pulse width) in geriatric
depressed patients (over 200 enrolled to date).*> While there is no
brief pulse comparator group in the study, our efficacy rates (~ 60%
remission) are good. Our preliminary cognitive data suggest that
global cognitive function (as based on the Mini-Mental State
Examination) remains stable during the acute course. We are
conducting a comprehensive neurocognitive battery to assess the
effects of ultrabrief pulse ECT on multiple cognitive domains,
including processing speed, attention, verbal learning and memory,
verbal fluency, and executive function.

We believe that comprehensive evaluation of efficacy and
neurocognitive profiles of various ECT techniques is an important
research arena because ECT remains a vital treatment option for
the most severely ill patients.* Optimizing ECT technique through
well-conducted clinical trials should continue to be a high priority
research goal of our field.
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Dr Spaans and Colleagues Reply

To the Editor: We greatly appreciate the comments made
by the colleagues from the CORE/PRIDE group with respect to
our randomized controlled study! in brief and ultrabrief pulse
electroconvulsive therapy (ECT), and we welcome the opportunity
to clarify a number of issues raised.

Differences in techniques between countries demonstrate that
any concept of “the ultimate” ECT technique is still illusory. It is
doubtful whether the European twice-weekly schedule reduces
efficacy significantly compared to thrice-weekly sessions.?

In order to reduce the chance of a less efficacious outcome for
ultrabrief pulse ECT, we chose a higher dose, ie, 8 x times seizure
threshold. Notably, our mean treatment dose of 206 mC in the
ultrabrief pulse ECT group was well above the mean charge of 103 mC
(6 x seizure threshold) in the Sackeim et al study.* Therefore, we had
expected the efficacy of ultrabrief pulse ECT to be comparable.
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It is true that a higher dose usually impacts negatively on
cognition.* However, although the mean treatment dose in the
ultrabrief pulse ECT group was below the charge in the study by
Loo and colleagues® and the mean treatment dose in our brief
pulse group of 495 mC was above the final treatment dose of
469 mC of their brief pulse group, we did not find cognitive
differences.

While the practice of ultrabrief pulse ECT has increased,®’
the question whether or not this should be the standard of care
remains debatable. We sought to further clarify whether ultrabrief
pulse right unilateral (RUL) ECT differs in efficacy in severe
depression from standard pulse RUL ECT.>*® In this respect,
the clinical issues of clinical response and speed of remission are
considered of more importance than the change in Montgomery-
Asberg Depression Rating Scale score from baseline, in particular
as there was no minimum score for inclusion in our study.

Our focus on retrograde amnesia was based on the knowledge
that anterograde amnesia and deficits in other cognitive domains
are transient,”!® while retrograde amnesia for past memories
might show more enduring deficits. Our results did not confirm
the hypothesis that ultrabrief pulse ECT produces less severe side
effects in retrograde memory.

We agree that the article did not contain a clear description
of the covariates. We can confirm that we included age and
education as covariates in the cognitive analyses.

The observation that in our brief pulse group more patients
(n=6) dropped out of the study because of confusion, and thus
biased the cognitive results, is true. However, the suggestion
that we might have missed immediate posttreatment differences
between the 2 groups by performing neurocognitive testing up to
1 week after finishing the treatment course is, in our opinion, of
little clinical significance.

Finally, we can agree that, at this point in time, with the current
state of knowledge, it is premature to draw firm conclusions. It
remains unclear whether “ultrabrief ECT should be the new
standard of care;” as Charles Kellner stated 5 years ago.!' We are
looking forward to reading the results of the CORE studies and
welcome the wealth of high-quality studies and the attention this
discussion brings to the field of ECT.
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