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The Idea Of Enhancing Psychological Treatment Of Ptsd Pharmacologically To Improve Effectiveness, 

Increase Tolerability, Or Reduce Dropout Is Not New. However, Results From Previous Pharmacological 

Approaches, Including D-Cycloserine, Propranolol, And Ssri Augmentation, Have Been Mixed And Overall 

Disappointing.

MDMA-assisted psychotherapy is currently undergoing international trials to treat posttraumatic stress dis-

order (PTSD). Results are encouraging – using MDMA as an add-on to psychotherapy may be helpful for 

many patients, even those who have suffered from severe PTSD symptoms for decades and for whom other 

treatments have failed.1,2 Understanding how therapeutic interventions lead to desired outcomes can help us 

optimize and further develop them, train clinicians to deliver them optimally, and identify patient characteristics 

on which their effectiveness may depend.3 This is also the case for MDMA-assisted psychotherapy.

Below, I outline what we know and still need to learn about how and why MDMA-assisted psychotherapy 

might be an effective treatment for PTSD. I argue that with this novel treatment, more patients may be able to 

adequately process their trauma. While much of its efficacy might be attributable to mechanisms of change 

shared with other PTSD treatments, such as adaptive changes in trauma-affected beliefs and improved 

inhibition of unhelpful fear reactions, combining MDMA administration and psychotherapy may also tap into 

unique recovery processes.

Current strategies to treat PTSD

The best evidence currently suggests that trauma-focused psychological therapies are most effective for 

treating PTSD. For instance, some commonly used therapies are prolonged exposure, cognitive processing 
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therapy, narrative exposure therapy, and eye movement desensitization and reprocessing therapy.4 These 

are typically short, manual-based, broadly cognitive-behavioral interventions. All of them involve engaging 

with and processing traumatic memories in some way through methods such as imagining and describing 

the memory or identifying and evaluating problematic thoughts and beliefs related to it. Clinical research 

demonstrates that these treatments are safe and quite effective, even for people with repeated traumatic 

experiences or those with more complex symptoms.5-8

Still, existing trauma-focused treatments are far from perfect. Around 10–30 % of patients who intend to start 

treatment either never start it or drop out before completing it.9,10 A further one third or so experience no 

meaningful respite from their symptoms despite completing treatment.10 The idea of enhancing psychological 

treatment of PTSD pharmacologically to improve effectiveness, increase tolerability, or reduce dropout is 

not new. However, results from previous pharmacological approaches, including d-cycloserine, propranolol, 

and SSRI augmentation, have been mixed and overall disappointing.11,12 As quite a different approach to 

pharmacological augmentation, making use of the acute effects of MDMA in psychotherapy appears much 

more promising.1,2

How and why might MDMA-assisted psychotherapy be a particularly effective treatment for PTSD? First, the 

unique psychological effects of MDMA may allow more trauma survivors to undergo psychotherapy in the 

first place and to engage in it intensely enough for it to be helpful. Second, while this MDMA-augmented 

psychotherapy may promote recovery from PTSD through mechanisms shared with other forms of treatment, 

it may do so more effectively. Third, it may work through some unique mechanisms of change that other 

treatments are not able to tap into.

Promoting ability to engage

Based on clinical observations, MDMA seems to reduce avoidance and enable patients to engage in imaginal 

exposure, wherein they revisit their traumatic memory in their imagination. This may allow them to process 

traumatic memories which they otherwise feel unable to revisit.13 This could be because MDMA helps patients 

tolerate the negative emotional reactions associated with the memory better or because it attenuates such 

reactions in the first place. MDMA tends to reduce anxiety and stress reactivity,14,15 and the ability to detect 

and process negative emotional information15 – all while promoting an overall happier, more receptive, and 

open mood.15,16 The stimulating effects of MDMA, on the other hand, elevate levels of arousal, which may 

increase motivation to engage and make avoidance, withdrawal, or dissociation less likely.15 This combination 

of effects has led to descriptions of MDMA as providing an “optimal state of engagement for effectively 

processing traumatic memories”.17 MDMA-induced increases in emotional empathy, trust, and closeness16 

are additional factors that may increase willingness and ability to deal with traumatic material, especially as 

they promote a stronger therapeutic alliance.

Interested in interdisciplinary research investigating how MDMA may foster the therapeutic alliance and how 

this can contribute to PTSD recovery? Check out this interview with Prof. Gül Dölen about how MDMA and 

classic psychedelic can modify social learning.

Mechanisms of action shared with other treatments
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Provided patients can revisit or re-evaluate their traumatic memories with the help of MDMA, how could this 

then lead to reduced symptoms and suffering? The most established mechanism of change in recovery from 

PTSD are changes in maladaptive or dysfunctional posttraumatic appraisals and beliefs.18 Studies have 

found that positive change in problematic beliefs about the self, others, and the world appears to drive PTSD 

symptom improvement in many effective treatments.18,19

Clinical research on MDMA-assisted psychotherapy has so far not included typical self-report measures of 

changes in trauma-affected cognitions, yet there are reasons to believe that it could profoundly affect them. 

First, the capacity of MDMA to induce empathy and compassion towards oneself may help correct problematic 

self-related thoughts and feelings such as shame and self-blame. Qualitative research on MDMA-assisted 

therapy provides examples of such positive re-evaluation of one’s own role in the traumatic event and 

felt blame.20,21 Second, the strong therapeutic alliance and connection to the therapists could act as a 

corrective experience for re-assessing trauma-affected beliefs about what one can expect from other people. 

In addition, reduced reactions to social rejection or threat22 and increased experiences of connectedness 

and closeness15,16 could help patients re-evaluate their relationships with other people, both in relation to 

their trauma and beyond. Finally, reduced fear, distress, and need for vigilance when recalling the trauma 

may disprove trauma-induced beliefs about the world, such as that it is a totally unpredictable and dangerous 

place.

Researchers and treatment developers have suggested that changes in the qualities of the traumatic 

memories themselves, such as better organization and coherence, less sensory-laden nature, or clearer 

temporal and spatial context, could be another mechanism behind the effectiveness of trauma-focused treat-

ments,23,24 though empirical evidence is limited.18 Again, while the effects of MDMA-assisted psychotherapy 

on traumatic memories have not yet been studied with typical measures in humans, animal research and 

basic research into the neurobiology of memory suggest that MDMA may make traumatic memories more 

labile and subject to change.25 This could be useful for altering both the qualities of these memories and the 

emotionally charged meanings and reactions associated with them. At least healthy participants also appear 

to experience reduced negative mood when thinking about a difficult memory under the influence of MDMA.26 

Since memory is a reconstructive process, one’s current emotional state greatly influences what we recall 

about events. Hence, a less negative mood paired with increased empathy and open-mindedness could lead 

participants to focus on different parts of their traumatic experiences. They could notice perspectives and 

elements they have previously missed when recalling the event under great distress. The result could be a 

more complete, balanced memory. For the moment, this is quite speculative, however. Given that MDMA also 

impairs some aspects of memory function,27 how patients’ memories of their traumatic experiences change 

as a result of recalling and re-evaluating them under the influence of MDMA is an important area for future 

research.

A third mechanism that MDMA-assisted psychotherapy may share with other treatments concerns how 

patients learn to inhibit their excessive and unhelpful fear reactions when faced with traumatic memories or 

their triggers. Previously, methods like imaginal exposure were thought to be therapeutic mainly because links 

between triggers and fear reactions would gradually weaken through habituation.28 However, more recent 

research suggests that exposure supports so-called inhibitory learning, where new, overriding connections 

form between triggers and feelings of safety or at least the lack of danger.29,30 Here, the MDMA state may 

again be useful. As it lets patients access traumatic memories under feelings of psychological safety and even 

empathy and love, strong overriding connections may form that function to inhibit the earlier links to a sense 

of ongoing danger and threat.25 The massive mismatch between what was expected to happen if traumatic 
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memories are triggered (fear, uncontrollable reactions, panic) and what actually occurred (nothing bad, feeling 

safe, able to consider the memory from many different perspectives) helps such inhibitory learning.30

Possible unique mechanisms of MDMA-assisted psychotherapy

MDMA-assisted psychotherapy could, of course, have some other, unique psychological mechanisms of 

action that other treatments do not employ. For one, reduction in PTSD symptoms after giving MDMA in 

psychotherapy has been found to co-occur with increases in the personality domain ‘openness’.31 It is not 

yet clear, however, whether the increased openness leads to recovery from PTSD, or is better understood as 

a side-effect of the treatment or even a result of recovery itself.

Surprising insights or revelations about one’s life and thinking may constitute another mechanism of change 

that could be particularly involved in MDMA-assisted psychotherapy.25 Again, the available qualitative 

research provides examples of such breakthroughs and insights.20,21 Breakthroughs or sudden changes in 

thought and perspective can certainly occur in other forms of therapy, but they are rare, sought-after events. 

If this augmented psychotherapy regularly results in meaningful insights or truly fresh perspectives on one’s 

life, this could be an important factor in its effectiveness in treating PTSD as well as other conditions.

Conclusions

In sum, the power of using MDMA as an adjunct to psychotherapy for PTSD may lie in three directions: 

First, it may help patients to engage in trauma-focused work, both by reducing treatment dropout and 

by inviting in patients who may be reluctant to engage in treatment because they find confronting their 

trauma too challenging; second, it may enhance recovery through established therapeutic processes such 

as adaptive changes in trauma-affected beliefs and improved inhibition of unhelpful fear reactions; and third, 

its distinctive characteristics may set in motion unique recovery processes, perhaps beyond the resolution of 

PTSD symptoms.

What should come next? Trials comparing MDMA-assisted psychotherapy to evidence-based psychological 

treatments would be highly informative both for assessing relative effectiveness and for understanding how 

mechanisms of action may differ. In addition, future trials would do well to include explicit analyses of 

psychological mechanisms of change and recovery, using existing, validated measures.

Increased understanding of the mechanisms of change underlying MDMA-assisted psychotherapy can be 

highly informative for further developing even more effective treatments. Given the evidence for the efficacy 

of trauma-focused treatments, I am most enthusiastic to see treatment modalities developed and tested that 

would explicitly focus on processing traumatic memories with the assistance of MDMA. Fortunately, several 

distinct models of how to use MDMA in psychotherapy are currently being trialed,32,33 and in the longer term, 

a range of MDMA-assisted psychotherapies could develop.
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