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Dear Editor,
The use of the psychedelic lysergic acid diethylamide

(LSD) has again provoked scientific debate over its effi-
cacy and safety. In the 1950s-1960s LSD was used in psy-
chotherapy for treating depression, anxiety related to
terminal cancer, addiction, and pain. However, these stud-
ies were not conducted under current guidelines (Fuentes,
Fonseca, Elices, Farré., & Torrens, et al., 2020). 

Given the enormity of studies conducted on LSD in
psychotherapy the psychiatric community has yet to reach
a consensus on its therapeutic value. As a way of fuelling
this discussion a new systematic review identified 3668
papers on LSD out of which 11 papers were used (Fuentes
et al., 2020). Despite the heterogeneity of the studies the

review concluded that there is a potential for LSD as a
therapeutic agent for treating individuals with alcoholic
disorder. This is hardly novel. Published studies in the
1960’s had made a similar conclusion (Ungerleider &
Andrysiak, 1981).

An interesting finding in the review points to the in-
adequacy of assessments and procedures or lack of control
groups or appropriate statistical designs in most studies
examined (Fuentes et al., 2020). This is reflected in the
very few studies which were used in the review. In any
case I concur with the review authors who highlight the
difficulty in establishing satisfactory placebo control as
well as monitoring psychological and objective experi-
ences of LSD users when comparing them with other hal-
lucinogens. This makes double blind studies very difficult
to conduct (Fuentes et al., 2020). On this note, psychiatry
is still uncertain whether the effects of single dose of LSD
during psychotherapy are due to the action of psyche-
delics or by the intense psychological reaction (Carhart-
Harris et al., 2016).

Legal purchase of LSD is expensive and difficult to
access. Hence, do the reported positive benefits of LSD
therapy justify such expense and time investment for ther-
apists? Psychiatrists really need to think about this. Are
there alternatives to LSD which are therapeutic, cheaper
and legal? The non-psychedelic, 4-Methylene-
dioxymethamphetamine (MDMA) is a potential candi-
date. Various studies have identified that MDMA based
exposure-therapy (usually 125 mg + a 62.5-mg top-up
after 2 hours) can have therapeutic results in treating Post-
Traumatic Stress Disorder (PTSD) and alcoholism with
major trauma (Nutt, 2019; Mithoefer, Wagner, Mithoefer,
Jerome, & Doblin, 2011; Mithoefer et al., 2018). 

Some critics have argued whether it is the intensive
discussion between therapist and patient, and not the drug
alone, that vehicles the therapeutic process while others
note that omitting therapy (not the drug) may work
equally well (Nutt, 2019). Consequently, the use of non-
drug follow-up sessions provide an opportunity to address
both the value of the psychedelic sessions for both thera-
pist and patient, as well as, better understanding psycho-
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logical mechanisms of LSD (Tupper, Wood, Yensen, &
Johnson, 2015). 

This leads us to another clinical problem, that is, many
patients suffering with depressive disorders are invariably
on anti-depressants which may hinder the effect of LSD
and other psychedelics (Nutt, 2019). For instance, selec-
tive serotonin reuptake inhibitors can desensitize 5-HT2A
receptors thereby attenuating a psychedelic’s effectiveness
(Bonson, 1996). Consequently, should a patient stop tak-
ing anti-depressants for the duration of psychedelic based
therapy which could produce withdrawal reactions and
risk worsening his/her mental illness? (Nutt, 2019). Again,
this is unclear. Even if LSD based sessions do not require
a long-term time period do possible economic benefits
outweigh current uncertainties regarding the drug’s effect
at a neurobiological level. Our knowledge of the neuro-
biological effects of psychedelics is still inadequate
(Gasser, Kirchner, & Passie, 2015). 

Finally, many psychiatrists are either unfamiliar or
sceptical of previous clinical LSD research. Therefore,
how do we encourage the younger generation of psychi-
atrists in using LSD based therapy considering the afore-
mentioned challenges? While this short letter only scrapes
the surface of psychedelic research the question whether
LSD has a place in clinical psychiatry is still uncertain. 
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