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The study Reduced Brain Responsiveness to
Emotional Stimuli With Escitalopram But
Not Psilocybin Therapy for Depression 1,
published in the American Journal of Psychi-
atry, offers a compelling comparison of psil-
ocybin therapy and escitalopram, a selective
serotonin reuptake inhibitor (SSRI), in treat-
ing major depressive disorder (MDD). Using
functional MRI (fMRI) to measure blood-ox-
ygen-level-dependent (BOLD) signals, this
randomized controlled trial highlights diver-
gent effects on emotional processing. The
findings reveal significant drawbacks of
SSRIs, particularly their side effects, while
showcasing psilocybin’s potential as a trans-
formative treatment. When paired with in-
sights from A Critical Evaluation of QIDS-
SR-16 Using Data from a Trial of Psilocybin
Therapy Versus Escitalopram Treatment for
Depression 1], psilocybin emerges as a supe-
rior option, offering fewer side effects and a
streamlined dosing schedule.

Decoding BOLD Imaging for Everyone

BOLD imaging, used in fMRI scans, is like a
window into brain activity. Picture your brain
as a network of regions that “light up” when
you experience emotions or thoughts. When
a region, such as the amygdala (linked to fear
responses), is active, it demands more oxy-
gen-rich blood. BOLD imaging tracks these
blood flow changes, creating a visual map of
which brain areas are working hardest. In this
study, BOLD signals showed how emotional
face stimuli (happy, fearful, neutral) acti-
vated brain regions before and after treat-
ment, revealing how escitalopram and psilo-
cybin reshape emotional responses.

Major Findings: Escitalopram vs. Psilocy-
bin

The trial compared two MDD groups: one re-
ceived two 25-mg psilocybin doses (with pla-
cebo capsules) three weeks apart, while the
other took daily escitalopram (10-20 mg) for
six weeks plus two 1-mg psilocybin doses (a
non-active placebo). Both groups had equal
psychological support. The results high-
lighted critical differences:

o Escitalopram Reduced Emotional Re-
sponsiveness: After six weeks, the es-
citalopram group displayed significantly
lower BOLD responses to emotional
faces (fearful, happy, neutral) in regions
like the dorsolateral prefrontal cortex and
insula. The amygdala, vital for fear pro-
cessing, showed reduced activity, espe-
cially for fearful faces, consistent with
emotional blunting—a common SSRI
side effect impacting about half of users
31, Patients scored lower on the Laukes
Emotional Intensity Scale (LEIS), reflect-
ing a dulled emotional experience. Es-
citalopram also increased sexual dysfunc-
tion, as shown by elevated Psychotropic-
Related Sexual Dysfunction Question-
naire (PRSexDQ) scores, a frequent SSRI
issue affecting libido and sexual perfor-
mance 4. Notably, the reduced amygdala
activity may explain why SSRIs are often
more effective for anxiety disorders than
depression. Anxiety conditions, like gen-
eralized anxiety disorder, are linked to
heightened amygdala reactivity to threat
stimuli. By dampening this response,
SSRIs can reduce excessive fear and
worry, providing targeted relief for anxi-
ety symptoms . However, this same
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blunting may hinder emotional engage-
ment in depression, where reconnecting
with emotions is therapeutic.

o Psilocybin Maintained Emotional Vi-
tality: Conversely, the psilocybin group
showed little change in BOLD responses,
with a slight uptick for neutral faces.
Amygdala activity remained stable, indi-
cating that psilocybin preserves emo-
tional processing. Higher LEIS scores
suggested increased emotional intensity,
and lower PRSexDQ scores indicated
minimal sexual dysfunction. Despite sig-
nificant reductions in depressive symp-
toms (assessed via the Quick Inventory of
Depressive Symptomatology, QIDS-SR-
16), psilocybin achieved these results
with only two doses, contrasting with es-
citalopram’s daily intake.

These outcomes suggest distinct neural path-
ways. SSRIs increase serotonin through
reuptake inhibition, potentially over-activat-
ing inhibitory 5-HT1A receptors in limbic ar-
eas, causing emotional and sexual side effects
[61, Psilocybin, acting as a 5-HT2A receptor
agonist, enhances cortical plasticity and emo-
tional reconnection, avoiding these draw-
backs [71.

QIDS-SR-16 Analysis Bolsters Psilocy-
bin’s Case

Weiss et al. (2! critique the QIDS-SR-16, used
in the original trial ¥ revealing its limitations
in capturing psilocybin’s benefits. The
QIDS-SR-16’s compound items (e.g., merg-
ing insomnia and hypersomnia) and sum-
scoring obscure improvements in specific
symptoms. The analysis showed psilocybin
outperformed escitalopram in areas like en-
ergy, libido, and anhedonia—key to quality
of life but underemphasized in QIDS-SR-16.
Psilocybin excelled in reducing depressed
mood and anhedonia, among the most debil-
itating depression facets [°), suggesting its

advantages may be undervalued by broad
scales like QIDS-SR-16.

Study Critiques and Limitations

The study, while robust, has caveats. The de-
sign was slightly asymmetrical: the escital-
opram group received 1-mg psilocybin doses,
while the psilocybin group had no escital-
opram exposure, though 1-mg psilocybin
lacks psychoactive effects [!%]. Posttreatment
fMRI scans, conducted hours after the last es-
citalopram dose but three weeks after psilo-
cybin, may have missed psilocybin’s acute
neural impacts, as prior research noted in-
creased amygdala activity one day post-dose
(1], The passive-viewing fMRI task may have
been less sensitive than active paradigms.
Functional unblinding, where psilocybin’s
psychoactive effects may reveal treatment al-
location, is a concern, though expectancy did
not significantly influence outcomes 1. The
small sample (21 escitalopram, 25 psilocy-
bin) and COVID-19-related dropouts call for
larger trials.

Why Psilocybin Outshines SSRIs

Psilocybin and classical psychedelics offer
substantial advantages over SSRIs for MDD.
Unlike SSRIs, which require daily dosing for
4-8 weeks with moderate efficacy 3], psilo-
cybin delivers powerful antidepressant ef-
fects with just 2-3 doses weeks apart, easing
patient burden and boosting compliance. Its
rapid action, often within days %), contrasts
with SSRIs’ delayed onset. Critically, psilo-
cybin avoids SSRIs’ burdensome side ef-
fects. Emotional blunting, which can impede
emotional recovery, is absent; instead, psilo-
cybin fosters emotional engagement 131, Sex-
ual dysfunction, a leading cause of SSRI dis-
continuation ¥, is significantly reduced, as
PRSexDQ data confirm.

Psilocybin’s 5-HT2A receptor-driven
neuroplasticity creates a window for
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psychological growth, amplified by therapy
[7] unlike SSRIs’ reliance on chronic seroto-
nin modulation, which often sacrifices emo-
tional and sexual health. Weiss et al. 2l high-

light psilocybin’s edge in tackling core symp- 3.

toms like anhedonia, offering a more compre-
hensive recovery.

Conclusion

Wall et al. [Y, supported by Weiss et al. 2,

signal a paradigm shift in depression care. 4.

Psilocybin therapy, with its minimal dosing,
preserved emotional and sexual function, and

potent
SSRIs. While larger studies are needed to re- 5.

antidepressant effects, surpasses

fine protocols, psilocybin’s promise is unde-
niable, offering a future where depression
treatment is both effective and life-enhanc-
ing.
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