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HOW SSRIS INTERACT WITH
PSILOCYBIN

I’'m often asked a version of this question:
“I'm on X, Y, or Z SSRI—should I microdose or consider a full macro journey?”

There’s no simple answer. Every body—and every body’s circumstances—are different.
While I lean into the belief that you can trust yourself and your deepest intuitive wisdom,
when it comes to mixing compounds that affect the serotonergic system (as both SSRIs and

psilocybin do), I advise caution and expert opinion.

If you’re currently taking an SSRI and considering psychedelics, my standard guidance is
"Talk to your medical prescriber—if that feels safe—about your plans. Ask whether they would

advise it, and whether they can support a tapering protocol if appropriate."

This guide doesn’t aim to answer whether you should or shouldn’t pursue a psychedelic
journey. Rather, it offers insight into how SSRIs and psilocybin interact, what effects to be

aware of, and several options to discuss with a qualified provider.

BASIC MECHANISM

Psilocybin works by activating serotonin 2A (5-HT2A) receptors, which helps create

altered states of consciousness, emotional insight, and neuroplasticity associated with

psilocybin and other psychedelic compounds.

SSRIs like Zoloft and Lexapro flood the brain with serotonin over time by blocking its
reuptake—but in doing so, they downregulate (desensitize) or reduce the number of 5-

HT2A receptors over time.

What this means is that psilocybin has fewer places to "land", which blunts its effects.



Imagine psilocybin as a radio signal trying to reach a set of special satellite dishes on

your brain (5-HT2A receptors).

SSRIs turn down the sensitivity of those dishes or even fold some of them away to
avoid overload from the constant serotonin buzz. So when psilocybin tries to

"broadcast" its signal, the reception is muffled or only partly received.

DULLING EFFECT OF SSRIS ON PSILOCYBIN: TWO
EXAMPLES

Typical Daily Dulling of

RI Esti Eff
55 Dose Psilocybin? stimated Effect
Zoloft 100 mg Yes 40-70% reduction
Lexapro 10 mg Yes (milder) 30-50% reduction

Here are a few examples. Zoloft (sertraline) has stronger serotonin transporter affinity and

more 5-HT2A receptor downregulation over time.

Lexapro (escitalopram) is considered more selective and might have a slightly lighter

dulling effect, but still significant.

Some psychedelic users report "muted" effects, emotional flatness, or no noticeable

benefit while on SSRIs.

Individual response varies. Some microdosers, for example, still report a benefit from

sub-perceptual mood uplift, especially if tapering has begun.



TAPERING STRATEGY: ONE EXAMPLE

For illustrative purposes only — must be guided by a medical professional

Week Zoloft Dosage Microdosing Notes
1-2 100 mg — 75 mg No psilocybin yet — observe mood, sleep, anxiety
3-4 75 mg — 50 mg Begin microdosing every 3rd day

Observe potential effects — microdose may start to feel

5-6 50mg — 25 mg stronger

Only if stable, continue low-dose protocol, pause or adjust

/ 25mg = 0mg as needed

This approach would be a long, cautious taper—designed to reduce receptor desensitization
gradually and minimize emotional instability. Some may pause SSRIs for weeks before
microdosing begins. Others use bridging compounds like buspirone, but this is more

advanced and experimental. Everyone is different.

SSRIs should never be abruptly stopped, as this can cause withdrawal symptoms,

relapse, or serotonin discontinuation syndrome.

Tapering is highly individual and depends on medication, dosage, duration of use, and

mental health history.
Again this is not medical advice; consult your physician before adapting a tapering
strategey

SSRI BOTTOM LINE: DON'T DIY CRITICAL TRANSITIONS

If you're thinking about reducing or stopping SSRIs in order to try microdosing or theraputic

macrodoses of psilocybin, seek out the guidance of a medical professional. Tapering

SSRIs requires careful planning and support to avoid withdrawal symptoms

or emotional destabilization.



SSRI withdrawal can cause serious symptoms — physical, emotional, and

neurological.
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