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Working Draft — Not for Distribution


This volume is a working draft. It is provided to a limited audience for editorial review and feedback only.

It is not for distribution, sale, citation, quotation, or sharing in any form.

The text, structure, citations, and editorial decisions are subject to revision before publication. Footnote numbers, citation forms, chapter cross-references, and even chapter ordering may change between drafts. No part of this draft should be quoted in published or public-facing work.


Industry convention

In trade publishing, manuscripts at successive stages of completion are circulated under specific notations, each with a defined audience and a different level of textual finality. Knowing which stage a draft occupies clarifies what kind of feedback is appropriate.


	Working draft. A pre-revision manuscript shared with the editor, co-authors, and a small circle of early readers. The text is provisional; whole sections may be cut, rewritten, or re-ordered before the next stage. Substantive feedback on argument, structure, framing, sourcing, and accuracy is welcome. This volume is at this stage.

	Uncorrected proof. A near-final manuscript shared with reviewers and a wider editorial circle. The text is essentially settled; expected feedback is on factual errors, copy-editing issues, and last-pass concerns. Often labeled “uncorrected proof — not for sale.”

	Advance reading copy (ARC). A polished pre-publication copy distributed to long-lead reviewers, booksellers, blurbers, and trade-press contacts. Distinguished from the finished book primarily by labeling and the absence of a final ISBN. Often marked “advance reading copy — not for resale.”



A working draft is not yet evidence of how the published book will read. Treat any quotation, claim, or citation found here as subject to revision; verify against the published edition before relying on it.



Revision history

v0.91 · 2026-06-06 · Prose pass.


	Contrastive-reframe negation (the “X, not Y” antithesis) recast to affirmative throughout, with no substitute negation introduced; verified volume-wide.

	Full copyedit: humanizer-v2 (AI-pattern and register cleanup) then professional proofreading (grammar, punctuation, mechanics). Citations verified intact.



v0.90 · 2026-05-29 · Initial circulated working draft.


	All seventeen chapters drafted via the speedrun-codex pipeline (research artifacts produced externally, drafting and chapter-level review performed inside the Mindfield voice and reviewer skills), then carried through a volume-level editorial pass (cross-chapter stay-in-lane, recurring-entity, and jargon audits) and per-chapter copyedit.

	This volume split from a former combined DMT + 5-MeO-DMT volume on 2026-05-28; the two short-acting serotonergic tryptamines share mechanistic and experiential common ground but differ enough in pharmacology, source-culture, and clinical pipeline that each now stands as its own book.

	Four reproduced peer-reviewed data figures integrated: Figure 4.1 (Rucker et al. 2024 intranasal BPL-003 dose–response across the Ego Dissolution Inventory and MEQ-30); Figure 10.1 (cross-trial treatment-resistant-depression panel, Cubala et al. 2026 GH001 beside Roberts et al. 2026 BPL-003); Figure 10.2 (Roberts et al. 2026 MADRS trajectory to day 85); Figure 11.1 (Marsden et al. 2025 alcohol-use-disorder drinking-outcome panel).

	Citation integrity verified clean volume-wide; all inline Chicago (Author Year) markers resolve against the per-chapter citation files consolidated into the back-matter bibliography.



Reader feedback shapes these revisions. If you have comments on argument, structure, or sourcing, send them through the channel you received the file from.



What to do with this file

If you are reviewing the volume, your feedback (in the form most useful to you: marginalia, line edits, structural notes, factual corrections) is welcome through the channel you received the file from.

If you have received this file in error, please delete it and notify the editor. Receipt of this file does not constitute permission to share it.

Draft revision: v0.19 · 2026-06-16.







A Note from the Orchestrator

This is a new kind of book.

The careful review of several thousand sources, the kind of synthesis that pulls a fast-moving scientific literature together with decades of underground practice and the lived testimony of contemporary practitioners, is a task that has historically taken authors years, sometimes decades, to perform once. Producing a definitive single-volume reference on a substance like 5-MeO-DMT, with the depth that does justice to the experience and the precision that does justice to the science, is a gargantuan undertaking. This volume rides a wave of innovation that has made such a project possible at a scope and a rate which were until recently out of reach.

I am not the author of this book, and I would not call myself its co-author. I think of myself as its orchestrator, and a new kind of editor—deciding what to keep, what to cut, what to rephrase. The writing was done by Anthropic and its Claude Sonnet and Opus models, which drafted, audited, and revised the prose chapter by chapter under the disciplines that make this volume what it is. My contribution has been to design those disciplines and to apply them: I am a passionate student of psychedelics who has spent the last few years cultivating the craft of AI-assisted academic research, and the volume in your hands is what that craft can produce when held to an obsessive standard of care. Every claim in these pages was systematically verified against its primary source. Every chapter was held to a foundational stance that the experiential, the cultural, and the biomedical accounts of 5-MeO-DMT are separate axes that intersect rather than collapse into one another. The work was performed slowly and patiently, with attention to detail, and with the conviction that a reference book is only as good as its weakest paragraph.

The mission is ambitious. The Mindfield Guides series intends to produce one volume for every significant psychedelic, consistent in its structure and in its breadth, and to issue an updated edition of each every two years. The aim is to be the definitive single-volume guide to each medicine: a meticulous analysis of the latest research and literature, alongside a synthesis of the significant earlier works, framed for the reader who wants a serious account on the substance’s own terms. My goal is for this to be the first book a reader reaches for when they want a crash course on the current state of the field, and the book they keep on the shelf when they want to return to it. The series intends to be there in this journey for the researcher, the clinician, the practitioner, the naturalistic user, the inner cosmonaut, and the simply curious.

A word about provenance and indebtedness. 5-MeO-DMT occupies an unusual place among the medicines this series covers. It is found in the defensive secretion of the Sonoran Desert toad (Bufo alvarius, now classified Incilius alvarius) and in the seeds of several Anadenanthera species, and it is also readily synthesized in the laboratory; the volume treats it in both its toad-derived and its synthetic forms. Its contemporary ceremonial use is largely a creation of the late twentieth century, and this volume is careful not to dress that recent history in a borrowed antiquity. Where claims of deep pre-contact lineage have been made, it reports them as contested rather than settling them, and it takes seriously the conservation pressure that the toad now faces and the Tohono O’odham and other communities whose land its range crosses. Where the volume describes biomedical research, it does so without flattening the underground practitioners whose work preceded the clinic; where it describes ceremonial practice, it does so without inventing a continuity the record cannot support. Honoring those distinctions is part of what this volume tries to do well.

The psychedelic field is changing fast. The current cycle has seen new clinical trials, new regulatory architecture, new pharmaceutical-pipeline candidates, new legal frameworks, and a rising indigenous voice in the global governance of these medicines. The world’s relationship to its own consciousness is shifting at a pace this kind of reference work has not previously had to keep up with. The mission of the Mindfield Guides is to offer clarity and insight in a manner and a format designed for this current era, with editions updated frequently enough to remain trustworthy and a foundational structure stable enough to remain coherent. The volume in your hands is one installment of that mission. It will not be the last.

Diego S. Ding, MPH, MPP




Introduction: The Shortest Distance to the Edge of the Self

No psychedelic takes a person to the edge of the self faster than 5-MeO-DMT, and none leaves less behind to describe. A vaporized dose works within a single breath and is largely spent inside half an hour, and in that window it does not crowd the mind with vision so much as dissolve, almost entirely, the boundary between a person and everything else (Reckweg et al. 2022). An event so brief and so total is a problem before it is anything else, and it resists the very things a reference book is built on: it is hard to study, hard to put into words, and easy to mythologize. That resistance is part of why a molecule that spent most of a century as a chemical footnote could, inside a single decade, become at once a desert sacrament, a conservation emergency, a contested claim of indigenous ancestry, and the active ingredient in clinical trials run to regulatory standards.

The molecule is far older than that decade of fame, and stranger in where it turns up. The venom of the Sonoran Desert toad runs, by dry weight, to between five and fifteen percent 5-methoxy-N,N-dimethyltryptamine. The molecule had been synthesized in a laboratory long before anyone thought to smoke a toad: it was first made in 1936, and Alexander Shulgin would later give it an entry in TIHKAL, the second of his two encyclopedic self-experiment memoirs (Shulgin and Shulgin 1997). 5-MeO-DMT also occurs in the seeds of several Anadenanthera trees, the source of snuffs used across South America for centuries, though those snuffs carry it alongside its chemical cousins DMT and bufotenine, and the historical record cannot cleanly assign any one effect to any one molecule. The compound this book is about can therefore be met in three forms at once: dried from a desert toad, pressed from a tree’s seed, or made from scratch on a bench. The volume treats all three, and it is careful throughout not to dress the recent history of the toad in a borrowed antiquity it does not possess.

What sets the experience apart from its tryptamine relatives is as much what it withholds as what it delivers. For most people it produces none of the kaleidoscopic visions of DMT or psilocybin, only a featureless white light, an obliterating brightness with no narrative content to hold onto; and it leaves behind no afterglow window of the kind ayahuasca or psilocybin reliably provide, only the abrupt fact of having been somewhere unspeakable and come back. That combination, intensity without duration and dissolution without imagery, is what makes the molecule both clinically interesting and uniquely hard to handle.


A substance that resists simplification

This volume is a comprehensive reference on 5-MeO-DMT, current through early 2026. Its central interpretive problem is set by the gap between the molecule’s reputation and the molecule’s evidence. In the underground and in the retreat economy, 5-MeO-DMT is spoken of in superlatives: the strongest, the purest, the closest thing to the absolute that a person can survive. In the clinical literature, it is a short-acting serotonergic tryptamine with an unusually high relative affinity for the 5-HT1A receptor, the inverse of DMT’s 5-HT2A dominance, now being developed by two companies as a rapid-acting treatment for depression (Dourron et al. 2023). Neither account is wrong. Each is incomplete without the other. The reverence misses the screening failures and the cardiovascular risk; the pharmacology misses why anyone would smoke a toad in the first place.

The risk is real and concentrated. Because the experience is so brief and so total, a person can lose all motor control within seconds, and the practitioner literature is full of accounts of falls, of aspiration, of dangerous physical thrashing in those who were not held. Toad secretion taken by mouth is poisonous, carrying cardioactive bufotoxins that are destroyed by smoking but not by swallowing, a distinction that has killed people who did not understand it. Combined with serotonergic antidepressants, the molecule carries a serotonin-syndrome risk that screening is meant to catch and sometimes does not. No part of that picture is convenient. It is what the clinical and naturalistic record consistently reports, and the job of a comprehensive reference is to make the picture legible without prettifying it.



Why a current reference, why now

Several developments in the years before this edition closed make the case for a synthesis. The pharmaceutical pipeline matured abruptly. In October 2025, the intranasal benzoate formulation BPL-003, developed by the merged company AtaiBeckley, received Breakthrough Therapy designation from the United States Food and Drug Administration for treatment-resistant depression, with a Phase 3 program planned to begin in 2026. The inhalable synthetic GH001, from GH Research, reported an eight-day remission rate near fifty-eight percent in a randomized, placebo-controlled trial in the same indication. A separate proof-of-concept study delivered 5-MeO-DMT alongside cognitive behavioral therapy to people with alcohol use disorder and reported continuous abstinence in half of a small cohort at twelve weeks (Marsden et al. 2025). A molecule that existed only in the underground a decade ago is now the active ingredient in registered clinical trials run to regulatory standards.

At the same time, the source of the underground supply came under documented pressure. The Sonoran Desert toad faces overharvest, habitat loss, and climate stress across its range, and conservation scientists have flagged the gaps in monitoring its populations (Ermakova and Gandy 2025; Villa 2023). And the cultural framing of the practice came under scrutiny: the claim, advanced by some practitioners, that toad ceremony descends from a pre-contact indigenous tradition has been examined by researchers who conclude that it is better understood as a recent invention, a fabricated ancestrality, than as a documented continuity (Ortiz Bernal et al. 2026). The clinic, the conservation crisis, and the contested origin story are unfolding at once, and each is part of why a careful account is needed now.



What this book adds

The trade-book literature on 5-MeO-DMT is thin and mostly written from inside the practice. James Oroc’s Tryptamine Palace and Ralph Metzner’s The Toad and the Jaguar are the literary anchors; the practitioner texts of Octavio Rettig Hinojosa, Gerardo Sandoval Isaac, and Martin W. Ball carry the underground’s own theories of what the molecule is and does (Metzner 2013; Ball 2021). Each taught the audience something this reference owes a debt to, and each writes from a commitment the present book does not share, namely the conviction that the experience speaks for itself.

What this volume adds is comprehensiveness, an evidence-graded reading of a fast-moving clinical pipeline, and a sustained engagement with the conservation and provenance ethics that the popular coverage has handled unevenly. The pharmacology is grounded in the contemporary receptor, pharmacokinetic, and clinical-trial literature (Reckweg et al. 2022; Sherwood et al. 2020). The phenomenology is read against the naturalistic studies of Davis and colleagues and the narrative synthesis of Ermakova and colleagues, rather than taken on the practitioners’ terms alone (Davis et al. 2018; Ermakova et al. 2021). The conservation and ancestrality questions are reported as live and contested. Where this volume draws a contrast with DMT, the short-acting tryptamine with which 5-MeO-DMT was once bound into a single project, it does so briefly and points the reader to that companion volume rather than carrying a parallel thread.



A note on the series

This volume belongs to a ten-book reference series on the major psychedelic substances. Each book follows the same seventeen-chapter scaffold across six parts (origins, mechanism, experience, medicine, practice, landscape), so a person familiar with one volume’s structure will navigate the others without re-learning the geography. The series gives each substance its own book because the field has stopped being one field. The receptor profile, cultural framing, clinical signal, legal status, and ethical structure of 5-MeO-DMT differ from those of psilocybin, of MDMA, of ibogaine. Treating the substances as variations on a single phenomenon, the way several trade-book surveys do, loses what is most informative about each.

Volumes are updated on a two-year cycle. The chapters where 5-MeO-DMT research is most active (Chapters 10 and 11 on the clinical evidence, Chapter 16 on regulation, Chapter 17 on what is still unsettled) will take the heaviest revisions, because the clinical pipeline that this edition catches in motion will have moved by the next.



How to read this book

The chapters move in the order 5-MeO-DMT itself has been encountered. Part I addresses origins: the substance and its first uses in toad, seed, and synthetic form (Chapter 1), the lineages and the westward journey from the 1983 pamphlet to the global retreat economy (Chapter 2), and the stewardship and ownership questions, conservation and contested ancestry foremost, that a desert toad and a patentable molecule cannot avoid (Chapter 3). Part II addresses mechanism: the molecule, its receptors, and the dose (Chapter 4), the brain under its influence (Chapter 5), and the interactions and contraindications, including the serotonin-syndrome risk and the oral toxicity of raw secretion, that the molecule forces to be taken seriously (Chapter 6). Part III addresses the acute experience: the very short arc of a session (Chapter 7), the formless phenomenology of perception, emotion, body, mind, and self (Chapter 8), and the difficult experiences and their aftermath (Chapter 9). Part IV addresses clinical evidence: depression and treatment-resistant mood disorders (Chapter 10), and the emerging indications beyond depression, including alcohol use disorder and post-traumatic stress disorder (Chapter 11). Part V addresses practice: ceremony, clinic, and the self-directed setting (Chapter 12), the elements of a container (Chapter 13), harm reduction and who should not take 5-MeO-DMT (Chapter 14), and integration after an experience that leaves little time to integrate from (Chapter 15). Part VI addresses the landscape: legal status and the regulatory moment (Chapter 16), and the open questions and the cultural moment (Chapter 17).

A note on tone. The reverence that surrounds this molecule is itself a fact to be reported, not adopted. The convention through the volume is to take the practitioners’ accounts seriously as testimony while holding them to the same evidentiary standard as everything else, so that no chapter accidentally produces a one-sided picture the rest of the book then has to repair.

What Albert Most described in his 1983 pamphlet was a desert animal and a few minutes of obliterating light. What researchers have now is a molecule with three sources, a clinical pipeline run to regulatory standards, a conservation problem, a contested origin story, and an experience so brief and so total that it strains every framework built to contain it. The chapters that follow walk that record.





Part I — Origins



Part I

Origins








1 The Substance and Its First Uses

In 1984, a slim, anonymous pamphlet began circulating through the American psychedelic underground under the title Bufo alvarius: The Psychedelic Toad of the Sonoran Desert. It ran to a few dozen pages, was sold by mail order and passed hand to hand, and gave plain instructions: find the large desert toad that emerges after the summer rains, press the glands behind its eyes until they yield a milky secretion, let the secretion dry on glass, and smoke the residue. The author wrote under the name Albert Most. What the pamphlet described was not a folk custom that Most had collected from elders in the field. It was a technique, recently worked out, for converting the venom of a particular toad into one of the most intense psychedelic experiences a human being can have.

The plant medicines that anchor most of this series reach back through centuries of documented ceremonial use. That toad reaches back to a mimeographed booklet from the Reagan administration.

The compound is old in the chemical sense: it occurs in plants and in an animal, it has an unremarkable place in the tryptamine family tree, and it was synthesized in a laboratory before most of the people now smoking it were born. The practice of consuming it deliberately, in the form most people now mean when they say they have done toad, is a recent invention dressed in borrowed antiquity. That gap between a molecule’s antiquity and a practice’s youth is sharper for 5-MeO-DMT than for almost any substance in the series, and keeping those two timelines apart is the work of this chapter.

A toad can tell you where the molecule lives. It cannot tell you that anyone used it the way a Tulum retreat or a London clinic uses it now.


What the molecule is

5-MeO-DMT is a tryptamine. Its full chemical name, 5-methoxy-N,N-dimethyltryptamine, names the two features that distinguish it from its more famous relatives: a methoxy group fixed to the fifth position of the indole ring, and two methyl groups on the terminal nitrogen. Strip the methoxy group and add a hydroxyl in its place and the molecule becomes bufotenin; remove the methoxy entirely and it becomes N,N-dimethyltryptamine, the DMT that drives ayahuasca and the snuffs of the Orinoco. These are close cousins, separated by a few atoms, and the closeness is the source of a great deal of confusion that runs through both the historical record and the marketing copy. A reader who keeps the structures straight is already ahead of much of the literature.1-2

Pharmacology that follows from that structure is taken up in Chapter 4. What matters for an origins chapter is that 5-MeO-DMT behaves as its own thing and deserves to be filed as its own substance, distinct from a milder or stranger DMT. Its action leans heavily on a serotonin receptor, the 5-HT1A receptor, that DMT engages far less;3-4 the experience it produces is fast, overwhelming, and characteristically empty of the elaborate visionary scenery that the sibling molecule is famous for. The reviews converge on a profile of compressed onset and unusual intensity, a self-dissolution that many people describe as a white or formless light—not as a journey through populated inner landscapes.5-7 Where the contrast with DMT genuinely clarifies something, this chapter draws it briefly and leaves the rest to the DMT volume. Structurally, the two molecules share a chemistry and almost nothing of their cultural story.

The molecule occurs in nature in two very different kinds of source, and the difference matters. One is botanical. 5-MeO-DMT appears, alongside DMT and bufotenin, in the seeds of Anadenanthera trees and in related plants used to make the snuffs of South America. This is the deep end of the natural record, reaching back thousands of years in the archaeological evidence for snuff use. It is also the most treacherous ground for anyone trying to write a clean origin story, because the snuffs contain all three tryptamines at once, in proportions that vary by plant and preparation, and no one inhaling a pinch of yopo in 1200 BC was consuming 5-MeO-DMT as such. 5-MeO-DMT was present, but what those snuffs did cannot be cleanly assigned to it.8

The second source is the one the modern practice is built on, and it is genuinely singular. Of the more than four hundred toad species in the world, exactly one carries 5-MeO-DMT in quantity:9 the Sonoran Desert toad, named Bufo alvarius in the older literature and Incilius alvarius in the current taxonomy. It is a large, warty amphibian endemic to the Sonoran Desert of the United States–Mexico borderlands, surfacing from underground only after the summer rains. The parotoid glands behind its eyes and along its limbs secrete a defensive venom, and that venom, when dried, runs to roughly twenty-five to thirty percent 5-MeO-DMT by weight—a concentration without parallel anywhere else in the animal kingdom.10-12 Cardioactive toxins in the same secretion are dangerous if the venom is swallowed, a hazard the practice neutralizes by burning: heat destroys the toxins and volatilizes the tryptamine. In the practitioners’ phrase, the toad is the only creature on earth that makes the molecule in usable amounts.

Facilitator manuals dwell on that chemical singularity, as the Bufo Codex does here:


The metabolic pathway of Incilius alvarius is unique within the Animal Kingdom in that it produces large amounts of 5-methoxy indole derivatives.13





When it became a chemical

The laboratory history of 5-MeO-DMT is older than its reputation suggests, and it runs on a separate track from any story about ceremony. The molecule reached people first as a synthetic, made on a chemist’s bench decades before anyone harvested it from a toad. In 1936, working in Japan, the chemists Toshio Hoshino and Kenya Shimodaira synthesized 5-MeO-DMT as part of the methodical work then being done on the structure of the indole alkaloids, years before anyone had a reason to look for it in living tissue.14 For nearly three decades it remained a compound on a shelf, a structure in the tryptamine series with no particular fame attached to it.

The connection to the toad came later, and through a route that had nothing to do with North American deserts. In the mid-1960s the Italian pharmacologist Vittorio Erspamer, who spent his career cataloging the bioactive compounds in amphibian skin, identified 5-MeO-DMT in Bufo alvarius secretion and reported its remarkable abundance there.15 The American chemists John Daly and Bernhard Witkop extended the analytical work on toad alkaloids into the early 1970s.16 What Erspamer, Daly, and Witkop had established was, in other words, a finding of mid-twentieth-century natural-products chemistry, arrived at by scientists interested in what amphibian glands manufacture, not by anyone who had smoked the secretion or watched it used in a rite. The toad was a chemical curiosity for a generation before it was a sacrament.

Alexander Shulgin gave the molecule its place in the modern psychedelic canon. In TIHKAL, the 1997 compendium he wrote with Ann Shulgin, 5-MeO-DMT appears with its synthesis, its dose ranges, and Shulgin’s own characteristically precise account of an experience that arrives within seconds and rearranges the self with a violence the visual psychedelics rarely approach.17 Chemistry continued to develop along practical lines. A pharmaceutical-grade salt of the molecule was synthesized and characterized for clinical use in 2020, and the full landscape of routes by which the molecule has been made, including the long-standing folk practice of harvesting it from toads, has since been surveyed in the chemical literature under a title that captures the chemists’ dry humor about their own origins: We Licked the Toads so You Don’t Have to.18-19 The path from Hoshino’s bench in 1936 to a synthesized clinical salt is a chemistry-history lineage, clean and datable, and it ran on its own track for decades regardless of whether anyone had ever used the molecule before the chemists named it.



The problem of ancient use

The temptation, given a charismatic toad endemic to a region rich in ancient civilizations, is to assume a deep ceremonial past. The temptation should be resisted, and McKenna’s survey of the field resists it hardest. Toad imagery is genuinely abundant in Mesoamerican art and mythology, and amphibians figure in the iconography of the Olmec, the Maya, and later cultures. Practitioner authors have read that iconography as evidence of an unbroken tradition of toad intoxication: the toad effigies with their prominent glands become, in this reading, depictions of a known psychedelic sacrament, and “mythology then becomes science”.20 It is an attractive story. Evidence fails it.

The archaeological record for the deliberate use of Bufo alvarius secretion as a psychedelic is empty of anything that would satisfy a careful reader. Frog and toad imagery in Mesoamerica is real, but it specifies no species, no chemistry, and no practice, and most of the toad species depicted in or available to those cultures carry venoms that are toxic rather than psychoactive. The single species that does carry 5-MeO-DMT in quantity is endemic to a desert well to the north of the Mesoamerican heartland. The most authoritative survey of the field states the caution plainly: although the subjective effects of Bufo venom were first reported in the scientific literature only in 1994, there is little evidence that these toad species were ever used as psychedelic medicines in any ethnomedical or shamanic tradition.21 On the current evidence, smoked-toad use has no demonstrated antiquity at all.

The botanical record complicates the picture more than it rescues it. 5-MeO-DMT genuinely does reach back into deep antiquity through the Anadenanthera snuffs, with snuffing paraphernalia recovered from sites that push the practice back several thousand years.22 But the molecule traveled in company. The snuffs carried DMT and bufotenin alongside it, and the records of their use, where they exist, describe the effect of the whole preparation, not of one isolated tryptamine. To claim 5-MeO-DMT as an ancient sacrament on the strength of the snuff record is to assign a single molecule the history of a mixture. Botanically the molecule reaches back several thousand years, but always in company: never in isolation, never in the smoked form the modern practice depends on.



How the modern practice began

If the ancient story collapses, the modern one is unusually well dated, and it begins with the pamphlet. Albert Most’s Bufo alvarius: The Psychedelic Toad of the Sonoran Desert, published in 1984, is the founding document of the contemporary practice: the first text to instruct readers in identifying the Sonoran Desert toad, extracting its secretion, and smoking the dried residue for its effect. What the pamphlet described was a method, assembled in the late twentieth century from the chemical knowledge that Erspamer and others had produced. Its psychoactive secretion had been a fact in the scientific literature. Turning it into a usable rite was Most’s contribution, and it was an invention, not a recovery.

From that root the practice grew quickly and acquired the trappings of tradition as it went. Through the 2000s and 2010s a handful of figures built the toad into a movement. The Mexican practitioner Octavio Rettig Hinojosa promoted high-volume toad ceremonies and presented the practice as a recovery of indigenous Sonoran heritage, linking it in particular to the Comca’ac, or Seri, people of coastal Sonora. Gerardo Sandoval Isaac scaled a practitioner network and produced the manuals, The God Molecule and the Bufo Alvarius Medicine Codex, that supply much of the movement’s working vocabulary and most of its dose folklore.23-25 The American psychologist Ralph Metzner, a veteran of the first psychedelic era, lent the substance intellectual respectability with a 2013 field report,26 and Martin Ball built a nondual interpretive framework around it.27 By 2018 the movement could convene a First World Bufo Alvarius Congress in Mexico City.28 A practice three and a half decades old had acquired conferences, lineages, and an origin myth. Most traditions take centuries to grow an origin myth; the toad managed one inside a single working lifetime, while the man who wrote the founding pamphlet was still alive to read it.

The origin myth is where the discipline of this chapter bites hardest. The claim that toad ceremony is an ancestral Comca’ac rite, carried forward from pre-contact times, has been examined directly in the recent scholarship and found to be a construction. The story of an unbroken Seri tradition is better understood as fabricated ancestrality: a recently assembled practice given the authority of indigenous antiquity it does not possess, with the attribution itself becoming a tool in the contemporary politics of who owns the toad and who may profit from it.29 This charges no one who sits in a toad circle with bad faith. It is a statement about provenance. The practitioner authors’ own claim of pre-Columbian continuity is best read as interpretation rather than as settled history.30



What the substance is now

Strip away the borrowed antiquity and the substance that remains is, if anything, more interesting. 5-MeO-DMT in the late 2020s leads two lives. It is a synthetic compound moving through formal drug development, and it is a toad-derived secretion moving through a loosely regulated global ceremony circuit, and the evidence base for the two transfers poorly between them.

On the clinical side, the molecule has become a serious pharmaceutical candidate, almost entirely in synthetic form and by routes that have nothing to do with smoking dried venom. An intranasal formulation and a proprietary inhalable formulation have both advanced into controlled trials for treatment-resistant depression, with early results that the depression chapter takes up in detail and that are best read here as promising and preliminary, well short of established.31-32 What the origins reader needs is the categorical point: a clinical claim about 5-MeO-DMT is a claim about a specific synthetic formulation given at a measured dose under medical supervision, and it carries no automatic authority over what happens when someone smokes toad secretion of unknown concentration at a retreat. The route, the dose, and the setting are part of the substance’s identity, well beyond incidental detail.

On the naturalistic and ceremonial side, the evidence is thinner and of a different kind. Survey work on people who have used 5-MeO-DMT outside clinics finds that they report it overwhelmingly in spiritual and self-exploratory terms, and that they describe both intense benefit and real adverse experience.33 A single supervised study of vaporized toad secretion in a retreat-like setting found sustained improvements in well-being afterward, and small studies have confirmed that the experience scores at the very top of standardized measures of mystical intensity.34-35 These are textural findings about a self-selected population, useful for understanding what people seek and report, and they carry little of the weight a controlled trial would. Scheduled as a controlled substance in the United States since 2010, the molecule shapes both the legal exposure of everyone in the ceremony circuit and the difficulty of studying the compound at all.36

There is, finally, the toad itself, which is an exhaustible resource. Beneath the clinical and ceremonial conversation, the Sonoran Desert toad faces documented pressure from habitat loss and from harvest for the ceremony trade, and conservation biologists have begun to flag it as a species of concern, with the further complication that its precise protected status under wildlife law and international treaty has been repeated carelessly in secondary sources and needs checking against primary law before any confident statement is made.37-38 The synthetic molecule sidesteps the toad entirely, which is one reason the clinical developers favor it and one of the genuine ethical arguments for doing so. In barely four decades, 5-MeO-DMT has moved from a shelf compound to a global ceremony circuit to controlled clinical trials, faster than any other substance in the series, and faster, in nearly every domain, than the evidence has been able to keep pace.



Key Takeaways


	5-MeO-DMT is a tryptamine closely related to DMT and bufotenin but pharmacologically distinct, leaning on the 5-HT1A receptor and producing a fast, formless, high-intensity state rather than DMT’s populated visionary scenery. It should be treated as its own substance.

	The molecule occurs in Anadenanthera snuff plants and, in singular abundance, in the secretion of one toad, the Sonoran Desert toad (Bufo alvarius / Incilius alvarius), the only animal known to make it in usable quantity.

	The chemistry is old and well dated: first synthesized by Hoshino and Shimodaira in 1936, identified in toad secretion by Erspamer in the mid-1960s, and given its modern psychedelic profile by Shulgin’s TIHKAL in 1997. This lineage runs entirely separately from any story of ceremonial use.

	There is little credible evidence for ancient deliberate use of toad secretion as a psychedelic; Mesoamerican toad imagery does not establish it, and the one psychoactive toad species is endemic well north of the Mesoamerican heartland. The molecule’s only deep antiquity is botanical, through snuffs that also contained DMT and bufotenin.

	The contemporary smoked-toad practice dates to Albert Most’s 1984 pamphlet and is a late-twentieth-century invention. Claims of an unbroken ancestral Comca’ac (Seri) tradition are best understood as fabricated ancestrality rather than historical continuity.

	The substance now lives a double life: a synthetic clinical candidate for depression, advancing in controlled trials by intranasal and inhaled routes, alongside a toad-derived ceremonial medicine on a global retreat circuit. Findings from one setting say little that is reliable about the other, and the toad that supplies the second is a species of conservation concern.
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2 Lineages and the Westward Journey

Most psychedelics reach the West through a story of arrival. A chemist isolates a compound, a traveler brings back a custom, a magazine prints a photograph, and the substance enters Western awareness with a date attached and a name to credit. 5-MeO-DMT reached the West through the opposite of that story. Those best positioned to introduce it chose, deliberately and for years, to keep quiet. Claudio Naranjo, the Chilean psychiatrist who ran some of the earliest human trials of new compounds with Alexander Shulgin, later told a colleague that the omission of 5-MeO-DMT from their published writing had been a conscious decision, made so the molecule would slip beneath the notice of the prohibitionists then tightening the law around its relatives.1 Introduced in Chapter 1 as a chemical curiosity and a recently invented sacrament, the substance had, in the decades between, almost no public lineage at all.

Its westward journey is less a migration than a long silence with a few keepers.

That silence is the organizing fact of the lineage. Unusually short, unusually recent, and unusually tangled, the lineage of 5-MeO-DMT is the product of four kinds of transmission that for older psychedelics arrived in sequence over a century or more but here all arrived at once and are still arriving: an underground exploratory tradition, a retreat movement with a contested origin story, a research literature built almost entirely after 2015, and a pharmaceutical pipeline absent a decade ago. Each has to be dated precisely and kept distinct from the others, against the pull, strong in the popular literature, to braid them into a single ancient-seeming rope.


A molecule kept deliberately quiet

A strategy of concealment governed the earliest Western handling of 5-MeO-DMT, and understanding that strategy explains why the molecule has so thin a paper trail before the 1980s. The compound was legal in the United States until January 2011, decades after its better-known relative had been banned. DMT and the rest of the classic tryptamines were scheduled by 1970, but 5-MeO-DMT was left off the lists.2-4 To the small circle of researchers and explorers who knew what the molecule did, that legal gap was an opportunity they were determined to protect, and the way to protect it was to draw no attention to it. Naranjo and Shulgin’s deliberate omission was a decision to let the substance pass under what one of its keepers called the censorious radar.

For its first chapters, the lineage has to be reconstructed from people instead of from documents. Shulgin eventually broke the silence himself: in TIHKAL, the 1997 compendium that sits at the chemical origin of the modern practice, 5-MeO-DMT finally appears in print with its synthesis and its dose ranges and a frank account of its force.5 The strategic reason for quiet had partly lapsed by then, because the underground had already found the molecule by other routes, and because the legal protection would itself end within a decade and a half.



The underground that carried it

Before there was a movement, there was a small underground exploratory tradition, and its clearest record runs through Ralph Metzner. A veteran of the first psychedelic era at Harvard and a working psychotherapist, Metzner documented his own circle’s experiments with 5-MeO-DMT across the 1980s in a field report he did not publish until 2013, observing the implicit secrecy commitment he had inherited until prohibition had, as he put it, brought the substance the perverse recognition of being banned.6 What he described fell well short of ceremony in any traditional sense: a handful of friends, two or three at a time, smoking the molecule with a vaporizer, sometimes alone and sometimes in a measured combination with DMT that the circle nicknamed the Mayan Twins, for the way the sudden onset echoed the shape-shifting Hero Twins of the Popol Vuh.

Across some thirty years Metzner reckoned he had observed hundreds of sessions with these short-acting tryptamines, many of them repetitions with the same people, and had compared notes with other therapists working quietly in the same informal network.7 Private, careful, conducted largely in legality but entirely out of public view: this is the texture of the real transmission in those decades, a repeat-dosing practice among experienced people that generated a body of practitioner knowledge that never entered the scientific literature and survives mostly as a single retrospective account. It is a lineage in the genuine sense, knowledge carried forward by named practitioners, but a lineage of the underground laboratory, not of the ceremonial hall, and one that would be followed by a movement making claims to a far older ancestry.



The toad becomes a movement

From a private practice into a public movement, the transformation of 5-MeO-DMT happened fast, in the 2000s and 2010s, and it happened around the toad, not the synthetic molecule. The figures who drove it are recent and named. Octavio Rettig Hinojosa, a Mexican practitioner, built high-volume toad ceremonies and supplied the movement much of its public visibility, framing the smoked secretion as a recovered indigenous Sonoran medicine and linking it specifically to the Comca’ac, or Seri, people of coastal Sonora.8 Gerardo Sandoval Isaac scaled a practitioner network through the same years and wrote the manuals, The God Molecule and the Bufo Alvarius Medicine Codex, that gave the movement much of its working vocabulary and its dose folklore.9-10 Martin Ball supplied an interpretive overlay, a nondual-energetic reading of the experience that travels widely in the practitioner world.11-12 By 2018 the movement was organized enough to convene a World Bufo Alvarius Conference in Mexico City.13

Dating the streams matters most at the origin story those practitioners told. The practitioner manuals present the toad practice as an ancestral rite and read the abundant toad imagery of Mesoamerican art as its proof: one account moves directly from Aztec and Mayan toad iconography to the claim that mythology has become science.14 The lineage claim is more specific and more personal than the ancient-art claim. Rettig’s published author note states that he learned ancient Seri songs and rites from an elder named Don Pancho and was authorized by a council of Seri elders to carry the medicine to the West. Sandoval describes being taught a Seri power-song by a desert acquaintance during a peyote hunt.15-16 Both are insider testimony, and neither survives independent examination.

On the recent provenance scholarship, the Comca’ac continuity claim is a construction, and it has a precise name: fabricated ancestrality, a recently assembled practice given the authority of an indigenous antiquity it does not possess, with the attribution itself doing political work in the contemporary contest over who owns the toad and who may profit from it.17 The same caution arrives from the ecological side, where conservation and biocultural researchers treat the invented or contested ceremonial ancestry as part of the pressure on the toad, not as established history.18 This charges no one in a toad circle with bad faith. It is a statement about provenance, and it is the load-bearing correction the lineage has to carry forward: the movement that looks oldest in the practitioner literature is in fact the youngest of the four streams, dressed in a borrowed antiquity that the evidence does not support.



Who built the early evidence base

A long pause followed by a sudden burst: that is the shape of the research lineage of 5-MeO-DMT, and the pause is itself part of the story. The compound’s effects in the toad secretion were first reported in the scientific literature only in 1994, and the broader field of which it is a part had been frozen for decades before that.19 The freeze was political. At the 1967 Ethnopharmacologic Search for Psychoactive Drugs symposium, the first interdisciplinary gathering of ethnobotanists, anthropologists, neuroscientists, and psychopharmacologists to examine natural psychedelics together, there was a moment of real institutional openness. The political winds shifted abruptly after it, and government funding for the research dried up for a generation.20 Never famous to begin with, 5-MeO-DMT spent those decades in a field nobody was funding.

Almost entirely a product of the years since 2015, the contemporary evidence base was built by a small number of identifiable groups. The first reach into the naturalistic population came through epidemiological survey work, which established that people who use 5-MeO-DMT outside clinics describe it overwhelmingly in spiritual and self-exploratory terms and report both intense benefit and real difficulty.21 A research group at Maastricht University then carried much of the early human work into measurement: a study of vaporized toad secretion in a retreat-like setting found sustained gains in well-being and life satisfaction afterward, and the same lineage of work produced the early controlled pharmacology.22-23 Written in this same period and by overlapping authors, the reviews that now define the molecule’s profile (its compressed onset, its unusual intensity, its reliance on a serotonin receptor that DMT engages far less) appeared within a few years of each other.24-26 In effect, the molecule had only about a decade in which it could be studied at all.

What that evidence cannot do is also part of the lineage. The naturalistic and retreat findings describe a self-selected population that sought the experience out, and they carry the textural weight of testimony, well short of the inferential weight a controlled trial supplies. Survey results about reasons for use and reported benefit are evidence about what people seek and say, leaving open what the molecule does to a representative person.27-28 Schedule I status, acquired in 2010, shaped the research as much as it shaped the ceremony circuit, narrowing who could study the compound and how.29 Built in only partly thawed conditions, after forty years of institutional hostility, the evidence base is thin, thin enough that any later claim has to reckon with how much weight it can bear.



From quiet molecule to clinical pipeline

Strangest of all four streams, and the fastest-moving, is the newest: the one that severs the molecule almost entirely from the toad. Within a few years 5-MeO-DMT became a serious pharmaceutical candidate, developed in synthetic form and by routes that have nothing to do with smoking dried venom, and the development is being carried by named companies through the ordinary processes of drug trials. An intranasal benzoate formulation entered first-in-human testing in healthy volunteers, with single ascending doses establishing a short monitoring period and no serious adverse events. An inhalable formulation advanced on a parallel track into early trials for treatment-resistant depression, taken up in detail in Chapter 10.30-31 For the lineage reader, what matters is their character: promising, route-specific, sponsor-linked, and early, describing a precisely measured synthetic dose given under medical supervision, which is a different object from a secretion of unknown concentration smoked at a retreat.

Patients with treatment-resistant depression, given the intranasal formulation in an open-label study, were quickly ready for discharge and showed antidepressant effects that held for months.32 The inhalable formulation’s early trial reported early signs of rapid remission, with remissions in that subgroup coming within a day, though the sample was small and the design open-label.33 Within a single development cycle, those findings turned a quiet molecule into a competitive clinical asset and drew pharmaceutical developers who had had no interest in it a decade ago. A substance with almost no public lineage before 1997 had become, thirty years later, the subject of formal drug development.

All four now run side by side, and they show no sign of resolving into one. The synthetic clinical candidate and the toad-derived ceremonial secretion share a chemical identity and little else, and evidence about one transfers poorly to the other. Underground tradition through the 1980s, a retreat movement with a contested ancestry in the 2000s, a research base assembled after 2015, a pharmaceutical pipeline in the 2020s: four lineages alive at the same time, each drawing on the same molecule and making incompatible claims about what it is, where it comes from, and who may carry it.



Key Takeaways


	5-MeO-DMT has an unusually short and recent Western lineage. It was kept deliberately out of the early published literature: legal in the United States until 2011, it was omitted from Naranjo and Shulgin’s writing as a conscious strategy to keep it beneath the notice of prohibition, and it entered the canon in print only with TIHKAL in 1997.

	The genuine underground transmission ran through small exploratory circles rather than ceremony. Ralph Metzner’s circle smoked the molecule, often with DMT in a combination they called the Mayan Twins, across the 1980s, generating practitioner knowledge that never reached the scientific literature.

	The toad movement is the youngest of the molecule’s lineages, not the oldest. It was built in the 2000s and 2010s by named practitioners (Rettig Hinojosa, Sandoval Isaac, Ball) and convened a first congress in 2018; its claim of an ancestral Comca’ac (Seri) tradition is best understood as fabricated ancestrality, a construction the provenance scholarship has examined and confirmed as such.

	The research base was built almost entirely after 2015, by a small number of groups, following a decades-long political freeze on the whole field. Epidemiological survey work and the Maastricht human studies anchor it; it remains thin because the molecule had only about a decade in which it could be studied.

	Naturalistic and retreat findings are testimony about a self-selected population, evidence of what people seek and say, with the inferential weight of a controlled trial belonging to a separate question, and Schedule I status since 2010 has constrained both the ceremony circuit and the research.

	The clinical pipeline is the newest stream and severs the molecule from the toad: synthetic intranasal and inhalable formulations have advanced into early depression trials with promising, preliminary, sponsor-linked results. The four lineages now run in parallel, making incompatible claims about the same molecule.
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3 Ethics, Stewardship, and Ownership

Somewhere in the middle of The Toad of Dawn, the 2016 book by which Octavio Rettig Hinojosa introduced the smoked secretion of the Sonoran Desert toad to a global audience, the author makes an admission that sits oddly against everything the book is selling. During the four years he lived in Hermosillo, in the Mexican state of Sonora, investigating the molecule the toad carries, Rettig writes, he was unable to find any information about that molecule’s medicinal use in the region. There is, he says plainly, no recent history of use by indigenous communities in Mexico’s national territory.1 A few pages on, and in the years of practice that followed, the same author and the network he helped build would describe the toad ceremony in the language of ancestral medicine, of a sacred Sonoran sacrament, of a tradition the Comca’ac people had carried forward.

Both claims live in the same book, and the gap between them is the ethical center of this chapter.

That gap is the defining problem of 5-MeO-DMT’s contemporary moment, and it runs through three distinct sets of obligations that the chapter has to keep separate even as they pull on one another. First is the ecological: the practice depends, in its most charismatic form, on the secretion of a single desert amphibian whose population is under pressure, and the question of who may take from that animal, and at what rate, is a stewardship question before it is anything else. Second is provenance and credit: who is named as the source of this practice, whose identity is attached to it for marketing purposes, and whether those attributions are true. Third is the ownership question that follows any molecule into a clinic: who holds the patents, who runs the trials, who profits, and who carries the risk when a fifteen-minute pharmaceutical session replaces a toad and a lighter. Conservation and provenance lead here, with the pharmaceutical question close behind, because that is the order in which the harms are currently landing on people and on an animal.


Who bears the cost of the demand

The toad is the place to start, because the toad cannot consent and cannot relocate. The Sonoran Desert toad, Incilius alvarius in the current taxonomy and Bufo alvarius in the older literature, is the only animal known to manufacture 5-MeO-DMT in usable quantity, and it does so in glands that a harvester squeezes by hand. A practice that in the 1980s involved a handful of people in the Sonoran borderlands has become, in the 2010s and 2020s, a retreat circuit running through Tulum and Mexico City and outward to Europe and the United States,2 and every session in that circuit that uses animal-derived secretion, as against synthetic powder, traces back to an actual toad pressed by an actual hand.

Conservation scientists have begun to document the strain. A 2025 survey of psychedelic species of conservation concern places the Sonoran Desert toad alongside peyote, the ayahuasca vine, and the iboga shrub as organisms whose growing commercial demand has outrun the monitoring needed to know whether the harvest is sustainable.3 The toad faces the ordinary pressures of a desert amphibian in a warming, drying borderland (habitat loss, road mortality, the long-term squeeze of climate on the summer rains it depends on to surface) and now an additional pressure that is specific to its chemistry. Villa’s biocultural history of the animal documents overharvest, illegal trafficking of dried secretion, and the stress that repeated milking places on wild populations, against a baseline of population data too thin to support either alarm or reassurance.4 What can be said with confidence is narrow: demand is rising, harvest is largely unmonitored, and the animal that anchors the practice has no advocate in the transaction.

The legal protections around the toad are easy to overstate, and overstating them has become its own small genre. It is frequently asserted in practitioner and popular sources that Incilius alvarius is listed under the Convention on International Trade in Endangered Species, the treaty that governs cross-border movement of threatened wildlife. That claim deserves more skepticism than the strength of secondary citation can bear. As of the most recent verifiable record, the species appears on a working list of animals to be considered for proposals at an upcoming CITES conference, which is a different and weaker thing than a current listing.5 Protections that do constrain harvesting form a patchwork: Mexican wildlife law, which governs the animal across most of its range; the species-protection rules of individual US states where the toad also lives; and the stewardship claims of the communities and foundations on whose land it surfaces. A reader who wants to know whether moving toad secretion across a border is legal will search in vain for a clean answer, because the rules differ by jurisdiction and are still changing.

Synthetic 5-MeO-DMT is the obvious technical escape from the conservation problem, and the fact that it is also an ethical pressure point exposes how the practice understands itself. The molecule made in a laboratory is chemically identical to the molecule in the gland; the clinical pipeline, as the next sections describe, runs entirely on synthetic material. Yet some of the practice’s most prominent figures have resisted the synthetic, on the ground that the medicine and the animal are inseparable. Rettig himself wrote that he had no intention of promoting the synthetic production of this or any other sacred substance.6 The position is coherent on its own terms, and it carries a cost that falls on the toad. A practice that insists on animal-derived secretion for reasons of sacredness scales its harvest with its popularity.



Which ownership claims hold

The provenance problem and the ecological problem braid together at the point where a marketable lineage gets constructed, and the cleanest scholarly name for what has happened to 5-MeO-DMT is fabricated ancestrality. A 2026 study traces how the Sonoran Desert toad, a recently adopted vehicle for a synthesizable molecule, acquired the narrative of an ancient indigenous sacrament, and how that narrative serves the politics and economics of a globalizing psychedelic market.7 By accretion more than malice, a practitioner attaches a community-engagement story to a named indigenous people, the story travels into marketing copy, the marketing copy hardens into received history, and within a decade the retreat brochure describes as immemorial a ceremony that the brochure’s own foundational text could not document beyond the 1990s.

The Comca’ac, the indigenous people of coastal Sonora often called the Seri in older sources, sit at the center of this construction, and the discipline they are owed is to separate their actual position from the uses their name has been put to. On the historical evidence, the record for deliberate Comca’ac use of toad secretion as a psychedelic is empty; the most rigorous survey of the field finds little evidence that the relevant toad species was ever used as a psychedelic medicine in any ethnomedical or shamanic tradition.8 The practitioner who did most to attach the Comca’ac name to the practice is also, in the same book, the source of the clearest statement that he could find no such tradition when he looked for it.9 To name a people as the ancestral stewards of a practice they had no hand in originating is not reciprocity. It is the appropriation of identity for provenance, and it is more damaging than the cruder kind of appropriation precisely because it wears the costume of respect. A people can refuse to sell their plants and still find their name on the label.

Older than 5-MeO-DMT’s moment, this vocabulary for doing better was worked out in the broader ethnopharmacology literature, where the stakes of knowledge extraction have been visible for decades. Indigenous peoples have been the explorers, experimentalists, stewards, and knowledge-holders for much of the world’s medicinal biodiversity, and protecting their intellectual-property rights and ensuring they share in the benefits of that knowledge are scientific responsibilities, binding ones.10 Bioprospecting’s central criticism in this literature is the exploitation of local and traditional knowledge without fair benefit returning to the people who preserved it. Where 5-MeO-DMT complicates that principle is in the assumption that there is traditional knowledge to share in. Where the ancestrality is fabricated, the honest application of the principle is to refuse the false attribution in the first place instead of routing benefits to a community as payment for a tradition it never held, and to treat the Comca’ac as a people with the right not to be conscripted into someone else’s origin story.

Traditional medicines, in this literature’s formulation, are embedded in living medical systems, not isolated raw materials waiting to be converted into products.11 Meant as a caution against extraction, this line cuts for 5-MeO-DMT in an unusual direction. Genuinely, for the most part, the molecule is an isolated raw material: a compound first synthesized in 1936, recognized in toad secretion by mid-century chemists,12-13 and built into a modern practice that traces to a deliberately quiet underground and a 1983 pamphlet. The danger is not that a living medical system is being stripped for parts. The danger is the reverse—that an isolated raw material is being dressed in the borrowed clothes of a living medical system it never belonged to, so that a synthesizable chemical can be sold with the authority of ancestry.



The institutional story that reveals the stakes

The retreat circuit is the institution where the conservation question, the provenance question, and the human-harm question meet, and it is an institution with no center at all. The contemporary toad scene has no church with a doctrine and no company with a compliance department behind it; it is a loose and rapidly commercialized network of facilitators, some trained in lineages that trace back to the practice’s earliest figures, many trained in nothing verifiable, operating retreats in jurisdictions chosen partly for their legal ambiguity. The molecule those facilitators administer is the most intense psychedelic in common use, with an onset measured in seconds and a capacity for overwhelming ego-dissolution that the reviews describe as categorically different from the visionary travelogue of its sibling molecule.14-15 A practice that delivers that kind of force through an unregulated network of variably competent facilitators is a practice with a built-in safety problem, and the deaths and injuries that have surfaced in and around the Mexican retreat hubs are the predictable expression of it rather than a run of bad luck.16-17

Against any account that treats the retreat circuit only as a hazard, the epidemiology of who uses 5-MeO-DMT and why is the necessary counterweight, and the reasons people seek the experience are serious. A survey of more than five hundred people who had used the toad or synthetic secretion found that most reported the experience as among the most personally and spiritually meaningful of their lives, with lasting improvements in life satisfaction and reductions in anxiety and depressive symptoms, alongside a real minority who reported lasting fear or difficulty.18 The people walking into these retreats are, in the main, sufferers in search of relief; they are carrying depression, anxiety, addiction, and grief, and they have heard that fifteen minutes with the toad can do what years of conventional treatment did not. That hope is the engine of the demand that strains the animal and feeds the network—and it is also the reason the safety failures matter so much. The harm is concrete, and it lands on people who came looking for help.

For ayahuasca and peyote, named churches, harm-reduction organizations, and indigenous federations can at least speak for a tradition; for 5-MeO-DMT, that accountability layer is thin to absent, and its absence is itself part of the institutional story. There is no toad equivalent of the União do Vegetal’s legal standing or the Native American Church’s federal exemption, because there is no continuous tradition to anchor such a body. The 2018 gathering in Mexico City that styled itself the First World Bufo Alvarius Congress 19 was a convening of the practice’s commercial and practitioner wings rather than a regulatory or stewardship authority, and the practice has produced no entity with the standing to set a harvest limit, certify a facilitator, or speak for the animal. The governance vacuum is the condition the pharmaceutical developers are now moving into.



Who can reach it, and who is counted

The people who can actually reach a supervised 5-MeO-DMT session are a narrow and self-selecting slice of those who might benefit from it, and the question of who is priced out, screened out, or kept out has so far surfaced only as a methodological footnote. Davis et al.’s largest survey of who uses the molecule and why drew its more than five hundred respondents from a population that was Western, motivated enough to seek the experience out, experienced with other drugs, and overwhelmingly white.20 That profile is usually cited as a caution about generalizability, but it is also an equity fact: the people the early evidence describes are the people who already had the means, the information, and the freedom from legal exposure to go looking, and the reasons the rest were absent are the substance of this section.

Underrepresentation in the trials that will define the molecule’s medical legitimacy is the most measurable part of the problem. Across eighteen early psychedelic-therapy studies, 82.3 percent of participants were non-Hispanic white, against 2.5 percent African-American and 2.1 percent of Latino origin.21 A later systematic review of ethnoracial inclusion, pooling nearly fourteen hundred participants across the field, found the same skew essentially unmoved: 85 percent non-Hispanic white overall, and no meaningful improvement in the studies published after 2017 despite a decade of explicit calls for diversity.22 None of those numbers are 5-MeO-DMT-specific, because no one has measured the demographics of the toad’s clinical or retreat populations at all, and that unmeasured silence is the closest thing to a finding on the question. A molecule whose depression trials are run by the same sponsors, recruited from the same pools, and reported in the same journals as the broader field has no reason to be more inclusive than that field, and every structural reason to be less.

Money and law are the structural reasons, and they compound. A supervised synthetic session is expensive by construction, requiring medical screening, a monitored room, trained staff, and follow-up, and the up-front cost of that package is high enough that whether any insurer will reimburse it remains an open question.23 The retreat circuit that most people actually encounter is more expensive still, charging thousands of dollars for a stay in Tulum or Mexico City on top of the price of international travel, so that the practice sorts its participants by disposable income before it sorts them by need. For lower-income Black Americans, the barriers documented in the broader psychedelic-therapy literature are concrete and layered: a justified mistrust grounded in the long history of racist medical research, the time cost of a treatment that cannot be slotted into a lunch hour, and obstacles as ordinary as childcare and transportation.24

Sharpest of the three is the legal asymmetry, which extends the consent logic this chapter has already drawn. In jurisdictions that have decriminalized possession without legalizing supply, the risk of using an illegal substance does not fall evenly. Black Americans are arrested and incarcerated for drug offenses at rates far out of proportion to their use, a disparity rooted in a drug war whose architecture was racialized from the start.25 A well-resourced participant who sits with the toad in a private retreat is buying not only the session but a buffer of distance from that enforcement; a lower-resourced user in the same gray zone carries a legal exposure the retreat client never feels. The molecule is the same. The jeopardy is not. Williams et al. (2023) have told researchers now building 5-MeO-DMT’s medical case plainly that culturally inclusive access has to be designed in rather than assumed. On the available evidence, that design work has not been done for the toad practice.



The pharmaceutical claim and its limits

Ownership in the clinical sense arrives with the synthetic molecule and the trials built on it, and the contrast with the retreat circuit is the sharpest in the chapter. Where the toad scene has no institution, the clinical pipeline is nothing but institutions: publicly traded companies, patented formulations, regulatory designations, and placebo-controlled trials. Two programs anchor the current moment, both running on synthetic 5-MeO-DMT delivered by routes that have nothing to do with a toad. An intranasal benzoate formulation, developed by the company now known as AtaiBeckley and designated by the US drug regulator as a breakthrough therapy for treatment-resistant depression in October 2025, has moved through early human testing into open-label work in depressed patients.26 An inhalable formulation developed by a separate company has reported a randomized, placebo-controlled result in treatment-resistant depression that is, on its face, large.27

Magnitude and uncertainty arrive in the same breath when reading the trial numbers. Rucker et al.’s first human trial of the intranasal program gave single ascending doses to forty-four healthy volunteers and reported no serious adverse events, with the fullest dissolution experiences appearing at the higher doses and a rapid-onset, short-duration pharmacokinetic profile.28 Its open-label study in a dozen patients with treatment-resistant depression used a single intranasal dose and tracked reductions in depression scores that held from the second day out to nearly three months.29 The inhalable program’s randomized trial enrolled eighty-one patients, allowed up to three doses in a single day, and reported a separation from placebo of about fifteen and a half points on the standard depression scale at day eight, with remission in well over half of the treated patients and in no patient on placebo.30 By the standards of antidepressant trials these are striking results. They are not yet established ones. They are early, sponsor-linked, and specific to a route and a formulation that the broader practice does not use.

What the trials buy, ethically, is a setting in which the molecule’s force is contained: medical screening that excludes the cardiovascular and psychiatric and serotonergic risks the experience can trigger, a monitored room, trained staff, and a follow-up structure. What they leave unbought is everything the retreat circuit needs and lacks. A supervised safety finding in a screened clinical population is no safety warrant for an unscreened person in a Tulum villa, and that line must hold, because a short session invites the inference that a short risk period follows, and the inference is false. Screening, consent, cardiovascular monitoring, and the slow work of making sense of what the experience disclosed all remain substantial whether the session lasts fifteen minutes or eight hours. The pharmaceutical evidence narrows what can be claimed for unsupervised use even as it strengthens what can be claimed for the supervised kind.

The ownership question that the clinical pipeline raises in its sharpest form (who holds the patents on formulations of a molecule that occurs in an animal and was first synthesized ninety years ago, and whether a publicly traded company should profit from a compound with this provenance) is one the chapter names and hands forward, because the regulatory and legal terrain that will decide it lives in Chapter 16. The point that belongs here is narrower and is the ethical through-line of the chapter. The toad cannot consent; the Comca’ac were named without their consent; the retreat participant consents to a fifteen-minute session without a stable basis for knowing its risks; and the clinical-trial participant, alone among the four, consents inside a structure built to inform that consent. Across those four positions, only one sits inside a framework designed to protect it.



Key Takeaways


	The contemporary toad practice is recent, not ancestral. The practitioner who attached the Comca’ac (Seri) name to it could find no history of indigenous medicinal use in Sonora when he looked, and the cleanest scholarly account treats the practice’s claimed antiquity as fabricated ancestrality rather than continuity.

	The Sonoran Desert toad is the only animal that makes 5-MeO-DMT in usable quantity, and rising commercial demand has outrun the monitoring needed to know whether the harvest is sustainable. Legal protections are a jurisdiction-dependent patchwork; the frequently repeated claim that the species is CITES-listed is not confirmed and should not be stated as current law.

	Synthetic 5-MeO-DMT is chemically identical to the toad-derived molecule and removes the conservation problem entirely, which is why some practitioners’ insistence on animal-derived secretion is an ethical pressure point rather than a neutral preference.

	The retreat circuit is where conservation, provenance, and human harm meet, and it has no central institution, no certified-facilitator standard, and no body with standing to set a harvest limit or speak for the animal. The people it draws are largely carrying real suffering, which is why its safety failures matter.

	The clinical pipeline (intranasal and inhalable synthetic formulations, with promising early depression results) buys a setting in which the molecule’s force is contained, but a supervised safety finding in a screened population is not a safety warrant for unscreened use.
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4 The Molecule, the Receptors, and the Dose

A few seconds after the dried secretion catches and the smoke reaches the lungs, the molecule is already across the blood-brain barrier and the person holding the pipe is no longer in a recognizable relationship with the room. There is no climb. With most psychedelics the onset is a slope, twenty minutes or forty of mounting strangeness that gives a person time to notice what is happening and brace against it.

With smoked or vaporized 5-MeO-DMT there is a cliff.

The first full breath is roughly the last ordinary moment; what follows arrives faster than the mind can narrate it, and many people retain no memory of the transition at all, only that they were somewhere and then the somewhere was gone. The compressed speed is the single most important fact about how the molecule behaves in the body, and almost everything else in this chapter follows from it—from how fast the molecule reaches the brain, how briefly it stays, which receptors it occupies while it is there, and how small a quantity is needed to produce the whole effect.

Behind that speed, the pharmacology resists two opposite simplifications. The first is the slogan that files 5-MeO-DMT under the serotonin-2A receptor the way the other classic psychedelics are filed. The receptor story here is genuinely more complicated than that, and the complication is the interesting part. The second is to let the molecule’s intensity, the charisma of the toad, or the momentum of a clinical pipeline carry more weight than the evidence supports. The numbers that follow are calibration, not proof. They describe what specific formulations did to specific people under supervision, and the gap between a supervised safety finding and an everyday-practice recommendation is one this chapter keeps open throughout.


What the molecule is built from

5-MeO-DMT is a small molecule, and its smallness is part of why it acts so fast. Its structure matters here for functional reasons rather than ornamental ones. The molecule is light, fat-soluble, and uncharged at the pH of the lungs and blood, three properties that together let it cross membranes almost unimpeded, including the membrane that normally guards the brain against most of what circulates in the blood.1-2 A molecule that crosses that barrier slowly produces a slow onset. A molecule that crosses it almost instantly produces a cliff. The structure that taxonomy treats as a matter of classification, a methoxy group at one position and two methyl groups at another, is also the structure that sets the speed.

Careful synthetic chemistry has targeted that same scaffold, because the gap between a toad and a medicine is, in practical terms, a gap in purity and consistency. Material squeezed from an animal and dried on glass varies from toad to toad and season to season. Material built in a reactor does not. A pharmaceutical-grade salt of the molecule was synthesized and characterized for clinical use in 2020 specifically to give trials a compound of known identity and known dose.3 Since then, a survey of the full range of routes by which the molecule can be made, from the indole starting materials of classical tryptamine chemistry through to the harvesting practice itself, found the toad an inefficient and ethically fraught factory compared with the bench.4 The molecule that a desert animal makes for its own defense and the molecule that a contract manufacturer makes for a clinic are the same molecule; only the provenance and the reliability differ.

Work on close chemical relatives has begun to show which features of that scaffold matter for which effects. A 2024 study built a series of analogs around the 5-MeO-DMT core and measured both their receptor activity and their behavioral effects in mice, and found that small changes to the molecule could pull its serotonin-receptor activity and its tendency to lower body temperature partly apart from one another.5 What the analog study reveals about the parent compound matters more than what it says about any particular derivative: the molecule’s various effects form a separable set rather than a single indivisible package, and the chemistry that drives the subjective experience can in principle be pulled apart from the chemistry that drives some of its physical costs. That is the premise on which a next generation of designed compounds is being built. It is a genuinely consequential result, suggesting that the molecule’s effects are more separable than the overwhelming unity of the experience implies.



How route changes everything

No fact about 5-MeO-DMT is intelligible without naming the route, because the route, more than the dose, governs what the experience is. Vaporized, that same milligram quantity produces a brief overwhelming dissolution; swallowed, it produces almost nothing, and the reason is metabolic. Taken by mouth, the molecule meets an enzyme in the gut wall and liver that strips it apart before much of it can reach the brain. Long before the clinical work formalized it, the trade-book authors writing on the toad captured the practical upshot: unlike its plant-medicine cousins, which need a second plant to disable that enzyme before they will work orally at all, 5-MeO-DMT keeps some oral activity, but swallowing it badly blunts the effect.6 Still, it works far better when it skips the gut entirely; the molecule keeps a foothold of oral activity that the snuffs and the brews lack, depending on a metabolic accomplice far less than they do.

Skipping the gut is what every serious route does, by one path or another. Vaporized or smoked, the molecule crosses the lung’s enormous surface directly into the blood and reaches the brain in seconds; this is the toad route, and the route of most underground practice. Metzner, reporting underground work with the vaporized secretion, fixed the comparison that researchers still use: both DMT and 5-MeO-DMT come on almost immediately when inhaled, because the smoke is absorbed through the lungs and the membranes of the mouth and throat, but where DMT burns off in three to five minutes, 5-MeO-DMT is cleared more slowly and runs about fifteen to twenty minutes, three times as long.7 That single comparison contains the molecule’s whole temporal signature: faster to arrive than almost anything, gone again before an hour is out.

Most people who have taken 5-MeO-DMT outside a clinic took it by one of two routes, and the survey evidence reflects the underground’s preferences. A large epidemiological study of people reporting use described a population that overwhelmingly vaporized or smoked the substance, in either its synthetic form or as toad secretion, for a brief and intense experience, with other routes a distinct minority.8 That real-world pattern is the inheritance the clinical developers were working against when they reached for something more controllable than a flame.

The two compounds furthest along both abandon the lungs for more controllable routes. One is an intranasal spray, BPL-003, that delivers a benzoate salt of the molecule across the lining of the nose; the other, GH001, delivers the molecule as an inhaled mist through a device that meters the dose. Both routes preserve the molecule’s speed, since both skip the gut and reach the blood quickly, while giving a clinician something the lighter and the pipe never offered—a known quantity, delivered the same way every time, with a pharmacokinetic profile that can be charted and a monitoring period that can be planned around. The intranasal phase-1 work mapped that profile in healthy volunteers and found a short window from dose to peak and a correspondingly short period of monitoring before participants were ready for discharge.9



What the body does to it

The brevity that defines the experience is, at bottom, a fact about metabolism. Crossing into the brain in seconds, the molecule is also being dismantled in the body almost as quickly, and the speed of the dismantling sets the duration of the effect. Breaking it down is the same enzyme that limits oral activity, a monoamine oxidase built to clear serotonin and the tryptamines on its skeleton. For 5-MeO-DMT specifically, the body has an unusually efficient disposal system, which is why the experience, however overwhelming, does not last.10

A second enzyme complicates the picture in a way that matters for individual variation. Beyond the monoamine oxidase pathway, 5-MeO-DMT is also handled by a liver enzyme, CYP2D6, that varies widely from person to person for genetic reasons. CYP2D6 metabolizes a long list of common drugs, and a substantial minority of people carry versions of it that work faster or slower than the population norm. For 5-MeO-DMT, CYP2D6 variation is a live source of individual differences in clearance rate: two people given an identical dose by an identical route may metabolize it at meaningfully different rates depending on which version of the enzyme they carry.11 The clinical reviews flag this as a live source of unpredictability, and it is one reason the early trials lean so heavily on careful dose-finding and individual monitoring instead of a single standard dose for everyone.

A molecule built in a reactor arrives alone, but the secretion squeezed from a Sonoran Desert toad arrives as one compound among many, carrying both the tryptamine and a set of cardioactive steroids alongside it, which is why the toad material is smoked instead of swallowed and why the oral-toxicity hazard it carries belongs to the account of interactions and contraindications in Chapter 6.12



Two receptors, not one

The popular account of how the classic psychedelics work has condensed, over the past two decades, into a single receptor: the serotonin-2A receptor, the site where LSD and psilocybin and DMT do most of their characteristic work, and the site whose blockade abolishes most of their effects. For 5-MeO-DMT that account is incomplete, and the incompleteness is where the molecule’s pharmacology gets interesting. It engages the serotonin-2A receptor, as its relatives do. But it engages a second serotonin receptor, the 5-HT1A receptor, with unusual strength, and the reviews of the molecule converge on the judgment that this dual engagement, rather than the 2A site alone, is what gives 5-MeO-DMT its distinctive character.13-15

Broadly speaking, the serotonin-2A receptor is the excitatory site associated with the visual and perceptual fireworks of the classic psychedelic experience, the geometry and the populated inner landscapes. Working the other way, as a brake, the 5-HT1A receptor quiets the cells that carry it.16-17 A molecule that strongly engages both does two things at once: lighting up the system that produces psychedelic effects while simultaneously damping parts of it. A dissolution into formlessness or white light with little of the elaborate scenery that DMT is famous for is the characteristic phenomenology, consistent with a molecule whose 1A activity is pulling against its 2A activity, suppressing the visual elaboration that the 2A site alone would produce. The reviews treat this as the best available mapping of the molecule’s character, with the human receptor-blockade studies that would nail it down remaining undone.

Preclinical work has begun to test the interaction directly. A 2024 study in mice examined how the two receptors interact in producing the molecule’s behavioral effects, and found that the 5-HT1A receptor modulates the effects driven by the 5-HT2A receptor, the two sites acting as a system in which one tunes the other.18 Downstream of the receptors, the same lineage of work has looked at the genes cells switch on after exposure, finding changes in markers associated with neural plasticity, the brain’s capacity to rewire, though not every marker the researchers hoped to see shifts at the times the studies measured.19 Linking a receptor on a cell surface to a lasting change in mood is a mechanism still being assembled, and the animal work supports a plausible pathway without yet closing it.

A small body of human work has reached for measurable physiological correlates of the experience itself. A prospective study of people inhaling synthetic 5-MeO-DMT in individualized, one-on-one sessions at a facilitator’s studio in Prague sampled their saliva before and after and tracked an inflammatory signaling molecule, interleukin-6, along with the stress hormone cortisol, finding shifts in both alongside the participants’ reports of improved mood and increased non-judgment in the days that followed.20 Observational in design, without a control group, the study’s biological measures are a long way from a mechanism; what it offers is a first thread connecting the acute experience to the body’s stress and immune signaling, the kind of measurable handle that a fuller account of how a fifteen-minute experience leaves a longer trace will eventually have to grasp.

A short distance past the two principal receptors, the molecule’s pharmacology becomes a list of possibilities rather than established facts. 5-MeO-DMT interacts with other serotonin-receptor subtypes and has been examined at the sigma-1 receptor and the trace-amine receptors that several tryptamines touch.21-22 What those secondary interactions contribute to the experience, if anything, remains an open question; they appear in both reviews as part of the molecule’s full profile, their functional meaning noted and listed but not yet built into any account of the experience.



What the mechanism does and does not explain

A receptor profile, an enzyme pathway, and a set of gene-expression changes can describe a great deal of what 5-MeO-DMT does to a nervous system. They describe why the onset is fast, why the duration is short, why the experience leans toward formless dissolution rather than populated vision, and why two people may respond differently to the same dose. They form a real and growing account of the molecule as a physical event in a body.

They fall well short of exhausting what the experience is, and the more careful sources are explicit that they do. The fear, the sense of dying and returning, the conviction of having touched something fundamental, the difficulty of putting any of it into words afterward, the slow work of making sense of fifteen minutes that felt like everything: these live in no binding affinity and on no plasma curve. The mechanism explains why the state may feel the way it does. What the state means is the kind of question the instruments were never built to settle.23-25



How much, and at what risk

The active quantities of 5-MeO-DMT are small, and the smallness is itself a hazard. Because the active quantity is measured in single-digit milligrams, the difference between a threshold dose and an overwhelming one is a matter of a few milligrams either way, a margin too fine to manage by eye with material of uncertain strength. Shulgin and Shulgin recorded the canonical dose range as roughly six to twenty milligrams for smoked or vaporized 5-MeO-DMT, and the comparison that range invites is instructive: the effective smoked dose of DMT runs five to ten times higher, which makes 5-MeO-DMT, gram for gram, one of the most potent psychedelics known.26-27 Single-animal yields go a long way for exactly this reason. By one field calculation, a toad yielding a quarter to half a gram of dried secretion at concentrations as high as fifteen percent carries on the order of seventy-five milligrams of the drug, enough, at a smoked effective dose of three to five milligrams, for a dozen to two dozen doses from one animal.28 That arithmetic also explains why the toad material varies in potency in a way the synthetic compound does not: it is dosed not in milligrams of pure molecule but in milligrams of dried whole secretion, of which the active fraction shifts from animal to animal and season to season.29 The practical hazard this variable strength creates for anyone dosing toad-derived material by eye, and the harm-reduction response to it, belongs to Chapter 14.

The clinical work, starting from a compound of known strength, has mapped the dose-response relationship far more precisely than the underground ever could. Forty-four healthy, psychedelic-naive volunteers in the intranasal phase-1 trial received single doses rising from one milligram to twelve, and watched the experience deepen with the dose: no serious adverse events across the range, a short and chartable pharmacokinetic window, and the complete, fully immersive form of the experience appearing only at the top of the range, at ten and twelve milligrams.30 Dose-ranging work with the inhaled compound in healthy volunteers told a compatible story, a steep relationship between dose and depth across a narrow band of milligrams.31 Both trials establish that the threshold for the full effect is sharp: below a certain dose the experience is partial, and a small increment carries a person over the edge into the complete dissolution. Visible in the dose-response curve itself is the cliff the chapter opened on.
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Where the molecule’s intensity most invites overconfident language, the safety findings most demand precision. The available human studies report that the great majority of adverse events are mild or moderate, that the supervised intranasal sessions reach discharge readiness quickly, and that the trials achieve this record through stringent screening that excludes participants with cardiovascular disease, personal or family histories of psychotic or bipolar illness, and concurrent serotonergic medication.32 Those exclusions are load-bearing: they are the conditions under which the safety record holds. The animal toxicology supports the same caution from a different direction. A safety-pharmacology study in dogs, using continuous EEG and behavioral video monitoring over a nine-day escalating-dose protocol, evaluated the compound’s seizure liability and found no evidence of seizures or epileptiform discharges at any dose, a low seizure-risk profile that held even at levels producing clear signs of serotonergic stimulation.33 A separate computational toxicology analysis modeled the molecule’s hazards alongside related tryptamines and sharpened the questions about dose and repeated exposure.34 This evidence licenses supervised study, and the reviews are careful to keep the supervised finding and the everyday recommendation apart: the experience itself is brief, but the screening, the cardiovascular monitoring, the psychological risk, and the work of making sense of it afterward endure well past the fifteen minutes.

Two practical questions that loom large for the longer-acting psychedelics turn out to matter less here, for reasons that trace back to the molecule’s speed. Tolerance, the dwindling of an effect across closely spaced doses that makes daily psychedelic use self-limiting, has not been the focus of the human 5-MeO-DMT literature, in part because the supervised model is built around single, widely spaced sessions instead of repeated dosing. And microdosing, the regular sub-perceptual regimen that has grown up around psilocybin and LSD, has almost no foothold here: no mature practice culture exists, and the human efficacy evidence is effectively absent, with only a few early supervised studies of sublingual and transdermal formulations standing in for a practice that, for a molecule this fast and this brief, has never cohered.35-36 Chapter 12 takes up that absence where it belongs, in the account of how the molecule is actually used.



Key Takeaways


	The defining pharmacological fact about 5-MeO-DMT is speed. A small, fat-soluble molecule that crosses into the brain in seconds produces an onset with no climb, and an efficient metabolic disposal system clears it within fifteen to twenty minutes, so the whole experience is compressed into a window most psychedelics spend merely getting started.

	Route governs the experience more than dose does. Swallowed, the molecule is largely destroyed before it acts; vaporized, sprayed intranasally, or inhaled as a metered mist, it reaches the brain quickly. The clinical developers chose the controllable routes precisely to convert the toad’s cliff into a chartable, monitorable procedure.

	The receptor story is not a single receptor. 5-MeO-DMT engages the serotonin-2A site that the classic psychedelics share, but it also strongly engages the 5-HT1A receptor, and the dual engagement, with one site tuning the other, is the best current account of why the experience tends toward formless dissolution rather than elaborate vision.

	The active dose is measured in single-digit milligrams, making the molecule one of the most potent psychedelics known and making toad-derived material, of variable strength, genuinely hard to dose safely. Clinical trials of compounds of known strength found a sharp threshold for the full effect across a narrow band of milligrams.

	The supervised safety record is real. Its conditions are the whole of it. It rests on stringent screening that excludes cardiovascular, psychiatric, and serotonergic risk, and it describes what happened under monitoring; it is not a warrant for unsupervised use, and the toad’s secretion carries cardioactive compounds the synthetic supply does not.
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5 The Brain Under the Influence

Psilocybin and LSD have been scanned in functional MRI scores of times over two decades, and the picture that emerged is recognizable: a quieting of the brain system that maintains the ordinary sense of self, a loosening of the boundaries between networks that normally stay separate, a rise in the moment-to-moment variability of brain activity. Anyone who has met that picture in the psilocybin or the ayahuasca literature arrives at 5-MeO-DMT expecting the same kind of evidence, only faster and more extreme.1-2 The expectation is reasonable. It is also, for this molecule, mostly unmet.

The defining fact about the brain on 5-MeO-DMT is how little of it has been directly measured.

Direct measurement of the brain on 5-MeO-DMT is scarce enough to be the chapter’s organizing problem, and naming the scarcity honestly is the first job. No published functional-MRI study of 5-MeO-DMT in humans exists, no map of which networks quiet and which couple during the fifteen minutes the experience lasts. No imaging of brain anatomy in long-term users exists either, no count of cortical thickness in people who sit with the toad month after month. The imaging tools that built the psilocybin picture have barely been pointed at this molecule, partly because an experience that arrives in seconds and is gone inside half an hour is an awkward fit for a scanner, partly because the research base is young and was, until recently, split off from the better-funded work on its chemical cousins. What exists instead is a smaller and more particular body of evidence: a handful of electrical recordings made in ceremony and in the clinic, a row of rodent studies tracing what the molecule does to genes and to the physical shape of neurons, and a receptor-level account of how it engages the serotonin system. The honest move, when the picture is thin, is to say it is thin: to report exactly what those sources measured, to name what they did not, and to refuse to borrow the imaging signatures of other psychedelics to fill the gap.


What has actually been measured

Strongest among the molecule-specific evidence is the electrical kind: a reading of the cortex’s rhythms rather than of its blood flow. Brain activity can be read in two broad ways: by tracking blood flow with a scanner, which is what functional MRI does, or by reading the electrical rhythms of the cortex directly from the scalp, which is what electroencephalography does. Of those two, psychedelic researchers have spent most of their funding on the first. Almost all of the direct 5-MeO-DMT evidence lives in the second, for the practical reason that an electrode cap can be worn in a ceremony or carried to a retreat, and a five-ton magnet cannot.

In the clearest recording to date, experienced participants were fitted with portable EEG and given vaporized 5-MeO-DMT in the ceremonial settings where they would have taken it anyway. During the acute experience, the cortex showed two changes that ran together: a broad drop in alpha-band power, the mid-frequency rhythm that dominates the resting, eyes-closed brain, and a more localized drop in beta-band power toward the back of the head.3 Alpha is the rhythm of the idling cortex, the signature of a brain holding its own model of the world steady against incoming sense. When alpha collapses, the standing model loosens. Timmermann and colleagues read the combined reduction as the electrical correlate of a brain whose top-down expectations have been turned down, which fits the subjective report of a self and a world that have stopped being assembled. That reading is a plausible interpretation of a robust measurement, and the gap between those two things stays in view.

Recorded from a different angle, the cortex under 5-MeO-DMT showed something stranger. Analyzing the shape of the brain’s electrical activity instead of only its frequency bands, Blackburne and colleagues described the emergence of large, slow, complex waves rolling across the cortex during the deepest part of the experience, a pattern unlike ordinary waking rhythms.4 Slow waves of some kinds are familiar from deep sleep and from anesthesia, states in which consciousness recedes. Their appearance here, in a person who is awake and reporting an experience of overwhelming intensity, is the sort of finding that sits awkwardly with the existing frameworks, and the authors present it as a description of an unusual brain state, not a solved mechanism. It is the most distinctive electrical observation in the small 5-MeO-DMT literature, and it has been made once.

Two EEG studies, both recent, neither yet replicated by an independent group. That is the spine of the direct human evidence about the brain on 5-MeO-DMT, and stating its size plainly is more useful than dressing it up. What the recordings establish is that the molecule produces measurable, reproducible-in-principle changes in the electrical activity of the awake cortex, concentrated in the rhythms that track the brain’s ordinary model of self and world. Which brain regions drive the change, how the change maps onto the second-by-second course of the experience, and whether the signatures are specific to 5-MeO-DMT or shared with every intense psychedelic all lie beyond their reach, on their own and at this sample size. Neither recording resolves those questions, and neither claims to.



How the recordings map to the experience

Paired with careful first-person accounts collected in the same sessions, the electrical findings gain much of their meaning from that pairing, which is where the molecule-specific work has been most disciplined. Rather than scanning people and inferring what they felt, the naturalistic EEG study interviewed them afterward using a structured method designed to recover the moment-to-moment texture of a brief experience, then set the reported phenomenology against the recorded rhythms.5 What emerged was less uniform than the molecule’s reputation suggests. Complete erasure of self and content, the so-called white light in which there is awareness but nothing to be aware of, occurred only in the most extreme cases. More commonly the experience moved through a variable sequence in which visual imagery, the disruption of the bodily sense of self, the dissolution of the narrating inner voice, and a blurring of the ordinary distinctions between things appeared in different combinations and to different degrees. The reputation describes the ceiling of the experience—not its average.

That variability is itself a finding, and it warrants the phenomenological discipline that every experiential claim demands. The pedagogical shorthand for 5-MeO-DMT, the single overwhelming dissolution into formless light, is a real description of what the molecule can do at its most extreme. What it reliably does is more varied. The structured interviews recovered a fuller range, and anyone preparing to make sense of an account, their own or someone else’s, is better served by the range than by the ceiling.

Against the clock, that same variability has been mapped in a separate clinical study. Thirty-two psychedelic-naive volunteers in an early-phase trial of the intranasal formulation, interviewed shortly after dosing with the same microphenomenology method, yielded a generic time-course of subjective effects with a rapid onset and a structured, internally differentiated unfolding.6 The detail on timing belongs to the chapter on the arc of the experience. What matters here is that the brief, seemingly instantaneous event has internal structure, and that structure is what the electrical recordings are trying to track. Rhythms and reports have been gathered in the same sessions, but locking them together moment by moment has not yet happened. EEG describes the brain across the acute period as a whole. Fine-grained correspondence between a particular rhythm and a particular felt shift remains, in the authors’ own framing, a goal not yet reached.



Two receptors already settled in tension

Beneath the brain-level findings sits the receptor-level account established in Chapter 4, which needs no rebuilding here. Briefly carried forward—5-MeO-DMT acts on the serotonin system, and its profile leans more heavily on the 5-HT1A receptor than the classic psychedelics do, where the 5-HT2A receptor dominates. That difference is the leading candidate explanation for why the experience is so often empty of the elaborate visionary scenery that DMT and psilocybin produce. The receptor pharmacology and the brain-level signatures describe the molecule at different scales, and researchers have only begun to connect them.

Rather than acting in isolation, the 5-HT1A receptor turns out to actively modulate the behavioral effects driven by the 5-HT2A receptor, so that the two targets pull against each other. The finding came from a study that built a series of close chemical relatives of 5-MeO-DMT and measured how each engaged the two serotonin receptors.7 On a mouse, the molecule’s effect is the resolved sum of those two actions, never the simple output of one. This is the receptor-level shape of the same complexity the human recordings show at the level of cortical rhythm, and it is the reason to resist filing 5-MeO-DMT under a single receptor and calling the mechanism understood. All the pieces of a mechanism are present; none of them has yet been assembled into one.



The rodent brain after the dose

Beyond what human EEG can answer, which receptors do what inside which structures and what the molecule leaves behind in the days after it clears, the evidence is almost entirely from rodents, and it is more developed than the human imaging literature. For 5-MeO-DMT, more is known about gene expression in a mouse hippocampus than about blood flow in a human cortex.

A single dose of 5-MeO-DMT sets off a measurable cascade of gene activity in the structures that handle fear and emotional memory. Within hours of a dose, the molecule changed the expression of immediate-early genes in the circuit that anchors threat processing and emotional learning: the hippocampus, the amygdala, and neighboring regions.8 These are the fast-acting genes a neuron switches on when it has been strongly stimulated. Days later, a separate set of genes tied to the regulation of neuronal excitability had shifted in the same hippocampal region. Between the early gene activity and the later changes, the treated mice behaved differently in the standard tests of rodent anxiety: stressed animals given the molecule beforehand spent several times longer exploring the exposed, unprotected parts of a maze than animals given saline, a behavioral signature of reduced anxiety and greater stress resilience. The molecule had reached the fear circuitry, switched on the processes of cellular change, and left the animal measurably less fearful days after it was gone.

Physical form, not just gene activity, also shifts. That is the rodent finding bearing most directly on the durability of psychedelic effects. Across the broader psychedelic literature, the leading account of why a single dose can produce lasting change is one of physical remodeling: psilocybin promotes the growth of dendritic spines, the small protrusions where neurons receive their connections, effectively rewiring circuits over the days that follow.9 Earlier rodent work had shown that a single dose of 5-MeO-DMT stimulates the birth and survival of new neurons in the adult hippocampus,10 and the gene-expression study extends the molecule into the same structural-plasticity story researchers tell about psilocybin and ketamine.11 An honest qualifier travels with the finding: this is the mouse brain, on doses and timescales set by experimenters, and the leap from a remodeled mouse hippocampus to a durable change in a depressed human is exactly the leap the clinical chapters have to make carefully, and one a brain chapter has no warrant to make for them.

Awake rats given 5-MeO-DMT and imaged for changes in the coordination between brain regions showed altered connectivity that varied with both sex and dose, a first attempt at the regional question human imaging would normally answer.12 The study begins to supply the kind of network-level, whole-brain map that does not yet exist for humans, and it is also a reminder of how early the work is, since a rat brain in a scanner is a model of a human brain on the molecule, not the thing itself. It points at where the human imaging would have to go without standing in for it.



Stress markers at the body’s edge

Not limited to the brain, the molecule also reaches peripheral tissue, and the handful of measurements taken at the edge of the body matter precisely because the central ones are so scarce. Saliva collected from eleven people before and immediately after they inhaled vaporized synthetic 5-MeO-DMT in a naturalistic retreat setting, then assayed for two markers of the body’s stress and immune state, showed a clear pair of shifts: cortisol, the principal stress hormone, rose, while interleukin-6, an inflammatory signaling molecule the immune system releases, fell.13 The cortisol rise is the unremarkable half. Any acute, arousing, overwhelming event tends to push cortisol up, and an experience that strips away the sense of self in seconds qualifies. The drop in the inflammatory marker is the more interesting result, since it points, however faintly, toward the anti-inflammatory effects that have been claimed for serotonergic tryptamines on the strength of cell-culture and animal work,14 and gives those claims a first thread of human data.

The reach of the finding is narrow, and naming the limits is most of the work. Eleven people, sampled at two time points in a field setting rather than a controlled laboratory, are a small foundation for any general claim, and a single study falls short of turning a same-day dip in one cytokine into a durable anti-inflammatory effect. Markers at the periphery, cortisol in saliva and interleukin-6 in saliva, report on the stress and immune axes of the whole body rather than on what the cortex is doing, leaving any brain mechanism unreached. Most tellingly, the biomarker shifts ran independently of everything subjective: the size of a person’s cortisol rise or inflammatory drop tracked neither the intensity of the experience nor any improvement in mood the participants reported afterward.15 That independence is a caution against reading the markers as a readout of the experience or as an early sign of clinical benefit. What the measurement establishes is modest: the molecule perturbs the body’s stress and immune signaling acutely, in a direction that can at least be recorded in a human being.



What the safety recordings add

Serotonin-acting compounds carry a theoretical risk of triggering seizures, since serotonin toxicity at its most severe can manifest that way, and a compound headed for clinical use has to rule the risk out. One strand of EEG work exists to check exactly that, rather than to characterize the experience, and it earns a place here because it is one of the few recordings made under controlled conditions. Beagle dogs surgically fitted for continuous recording of brain and muscle electrical activity, given the intranasal formulation under video monitoring, were watched for any electrical sign of seizure activity.16 The study belongs to the toxicology literature that supports the clinical pipeline, and its value for a brain chapter is narrow and real: direct electrical evidence, gathered under controlled conditions, bearing on whether the molecule does something acutely harmful to the cortex. Animal safety pharmacology stops short of establishing what the molecule does to a human brain in the way an interaction study could, and it was designed for a narrower job. What it can do is anchor a specific safety question in a measurement instead of an assumption. Most claims about this molecule’s effect on the brain do not have that much direct evidence behind them.



What cannot be borrowed

The rich imaging literature on psilocybin, LSD, and DMT tempts a particular error in those who read it: presenting those findings as though they described 5-MeO-DMT. Genuinely useful is the framework that has organized psychedelic neuroscience for a decade, the idea that these drugs relax the brain’s high-level models of the world and let activity become more disordered and more free,17 and the 5-MeO-DMT EEG findings are consistent with it as far as they go. But consistency with a framework is not measurement within it. Alpha-power reduction and the emergence of slow complex waves can be read through the entropic-brain language, and the researchers who made the recordings do read them that way, with appropriate caution. The default-mode-network suppression that anchors the psilocybin story, by contrast, remains unmeasured for 5-MeO-DMT, because the functional-MRI study that would measure it has yet to be done. To write that 5-MeO-DMT quiets the default mode network would be to import a finding from another molecule and attach this molecule’s name to it. Context makes the framework available. Evidence does not. The borrowing happens anyway, routinely, in the popular accounts that describe this molecule’s brain in pictures taken of a different one.

A biomedical account of what 5-MeO-DMT does to the brain and an experiential account of what it does to a person are two descriptions of one event, and holding the line between them matters for more than accuracy: neither is the master of the other. EEG recordings describe a cortex whose ordinary rhythms have loosened; the people wearing the electrodes describe a self that has dissolved into something they reach for words like light to convey. The recordings track the state without explaining it away. The felt sense that something true was disclosed in those minutes, the quality the experiential accounts hold to be central, is a real feature of what people report, and the small body of electrical recordings neither confirms nor dissolves it. What brain science can offer, at the present state of the evidence, is a partial and molecule-specific account of the physical substrate, a companion to the experience and a peer of it. That is less than what the psilocybin literature can offer.



Key Takeaways


	There is no published functional-MRI study of 5-MeO-DMT in humans and no imaging of brain anatomy in long-term users. The brain-imaging picture that anchors the psilocybin and ayahuasca literature does not yet exist for this molecule, and the honest chapter reports the absence instead of borrowing other psychedelics’ findings to fill it.

	The strongest direct human evidence is electrical. Two recent EEG studies, neither independently replicated, found a broad reduction in alpha-band power and a posterior reduction in beta power during the acute experience, and the emergence of large, slow, complex waves unlike ordinary waking rhythms. Both are read as a brain whose top-down model of self and world has loosened.

	The complete dissolution into formless awareness that gives 5-MeO-DMT its reputation occurs only in the most extreme cases. Structured interviews paired with the recordings recovered a more variable experience in which visual imagery, bodily and narrative self-disruption, and blurred distinctions appear in different combinations.

	More is known about the molecule in the rodent brain than in the human one. A single dose changes immediate-early gene expression in the fear-and-emotion circuitry, promotes physical remodeling of neurons and new neuron survival in the hippocampus, and reduces anxiety-like behavior days later, extending 5-MeO-DMT into the same plasticity story researchers tell about psilocybin and ketamine.

	The few human physiological measurements that exist sit at the edge of the body, not inside the brain. In eleven people, inhaled 5-MeO-DMT raised salivary cortisol and lowered a salivary inflammatory marker immediately afterward, with the inflammatory drop the more interesting finding, but both shifts ran independently of the experience’s intensity and of any mood improvement, so they report on the body, not the cortex, and stop short of a marker of benefit.

	The receptor complexity established in Chapter 4 reappears at the brain level. The 5-HT1A and 5-HT2A receptors pull against each other instead of acting in isolation, and the receptor pieces and the cortical-rhythm pieces remain unassembled into a connected mechanism.
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6 What Doesn’t Mix: Interactions and Contraindications

A toad presses its case against being eaten. Anchoring the charismatic form of this practice, the Sonoran Desert toad does not carry 5-MeO-DMT as a gift to the seeker; it carries a defensive cocktail meant to sicken or kill whatever tries to swallow it. Squeezed from the glands behind its eyes, the milky secretion contains 5-MeO-DMT at roughly twenty to thirty percent of its dry weight, along with bufotenine, and a mixture of cardioactive steroids, the bufagins (bufandienolides), that act on the heart the way the foxglove-derived drug digitalis does, by jamming the pump that keeps cardiac muscle in rhythm.1 An animal that bites the toad gets a dose of heart poison. A person who swallows the raw secretion, or licks the toad, or drinks a tea made from it, is swallowing the same poison, and the medical literature on toad-toxin poisoning, most of it from the use of dried Bufo preparations in other traditions, runs to seizures, vomiting, collapse, and cardiac arrest.2 Heat is what makes the practice survivable. Large and fragile, the cardioactive steroids break apart when the secretion is dried and burned, while the 5-MeO-DMT, smaller and more heat-stable, vaporizes intact and reaches the lungs.3

Smoking the toad is more than a cultural preference. It is the step that destroys the poison and leaves the drug.

That asymmetry is the organizing principle: the danger is rarely in the molecule by itself. It is in the molecule plus something else. Plus a cardiotoxin that the wrong route of administration fails to destroy. Plus an antidepressant already crowding the same serotonin system. Plus a heart that cannot tolerate a surge in blood pressure, a vulnerability to psychosis that the experience can tip, a second drug that the liver was already struggling to clear. Those pairings, and why they are dangerous in pharmacological terms, are the subject here. The mechanisms come first. How a clinic or a retreat actually checks for these risks, and what to do when something goes wrong in the room, belongs to Chapter 14, where the practical safeguards read as earned consequences of these mechanisms.

One discipline runs through all of it. 5-MeO-DMT reaches people in at least four forms that behave differently in the body, and a risk that is real for one can be irrelevant for another. Fastest and most unstandardized is the vaporized freebase of the underground and the ceremony. Distinct from the rest is the dried toad secretion, which carries the cardiotoxins the synthetic forms lack. Then there is the intranasal benzoate salt that the clinical developers have taken furthest, delivered as a measured spray, and the inhaled synthetic mist of a competing clinical program. When the evidence below bears on one of these and not the others, the distinction is noted. Collapsing them into a single “5-MeO-DMT” is the central error to avoid, the same error that lets a supervised clinical finding be read as a license for an unsupervised practice it never tested.


The serotonin problem

Serotonin syndrome is what happens when there is too much serotonin signaling in the body at once. The neurotransmitter does ordinary work in mood, digestion, and blood-vessel tone, and the body holds its level within a range; push the level far above that range, or push too hard on the receptors it acts on, and the result is a recognizable and sometimes fatal state: agitation and confusion, a racing heart and high blood pressure, fever, muscular rigidity, tremor, and in severe cases seizures and organ failure.4 The syndrome is a matter of degree, an overshoot of a normal system, which is why it can arrive gradually and be missed until it is severe.

5-MeO-DMT is a serotonergic drug. It is a tryptamine built on the same molecular skeleton as serotonin itself, and it produces its effects by acting on serotonin receptors, with an unusually strong pull on the 5-HT1A receptor that Chapter 4 identified as central to its formless character. A drug that adds serotonin signaling is, in principle, a drug that can contribute to serotonin syndrome when it meets another drug doing the same thing. The combinations that matter are the ones that stack serotonergic load or remove the body’s ability to clear it.

Antidepressants represent the first stack. Selective serotonin reuptake inhibitors, the SSRIs that are the most prescribed class, work by blocking the reabsorption of serotonin after it is released, leaving more of it in the synapse. SNRIs do the same for serotonin and noradrenaline together. A person on one of these drugs is already running an elevated serotonin level as the intended therapeutic effect. Adding a serotonergic psychedelic on top is the textbook setup for an interaction, and toad-circuit practitioners have absorbed the concern: the manual that facilitator Gerardo Sandoval Isaac wrote to govern his own practice names antidepressants and SSRIs as a reason to delay or decline the medicine, and tells people on them to come off the drugs for a period before a session, with the interval given as his own conservative rule, a practitioner’s judgment that no trial established.5

The sharper danger is the monoamine oxidase inhibitors. Monoamine oxidase is the enzyme that breaks tryptamines down. It is the reason swallowed 5-MeO-DMT is nearly inert, since the gut and liver destroy it before it reaches the brain, and it is the same enzyme that the harmala alkaloids in ayahuasca inhibit in order to make oral DMT active. A drug or plant that inhibits monoamine oxidase removes the body’s main route for clearing a tryptamine, so a dose that would have been handled becomes one the body struggles to clear, prolonged and intensified, with the serotonergic load climbing instead of falling. The combination of an MAO inhibitor and 5-MeO-DMT is the one the underground treats with the most fear, and the toad-circuit practitioners reflect it: the same manual names serotonin syndrome directly and lists a wide family of substances to keep away from the medicine, among them SSRIs, SNRIs, the older tricyclic antidepressants, MAO inhibitors, the amphetamines, opioids and dextromethorphan, L-tryptophan, and St. John’s wort.6 Assembled from observation rather than formal trial design, this list was built entirely outside the clinic by watching what went wrong.

One more practitioner observation belongs here, because it connects to the molecule’s pharmacology directly. An experience that runs far longer than expected is treated, in the toad-circuit safety material, as a danger sign.7 The reasoning is sound. Vaporized 5-MeO-DMT is normally brief, a matter of minutes, because the body clears it fast. An intoxication that will not end raises the possibility that something is blocking that clearance, an MAO inhibitor on board, an unusual metabolism, a dose far larger than intended, or another drug in the mix. Prolonged effect is not a diagnosis of serotonin syndrome on its own. It belongs to the family of warning signs that move a session from ordinary support toward medical concern, and it is one of the few that a sitter without clinical training can actually notice.

Against all of this sits a single, genuinely surprising piece of clinical evidence, and it has to be handled with care, because it is the kind of finding that is easy to over-read. A small proof-of-concept trial deliberately gave intranasal 5-MeO-DMT benzoate to twelve people with treatment-resistant depression who stayed on their SSRIs throughout, split between a ten-milligram and a twelve-milligram dose, specifically to test whether the combination practitioners warn against could be done under supervision. No severe or serious adverse events occurred, and antidepressant response signals appeared and persisted out to day eighty-five.8 This finding narrows the serotonergic caution—it does not erase it. What it supports is a precise and supervised claim: that a particular salt of the molecule, at a known low dose, delivered by a controlled route, with medical monitoring in the room, did not produce serotonin toxicity in a small group kept on their SSRIs. What it cannot support is the easy inference that mixing the two is therefore safe. The dose was small and known; the route was controlled; staff were watching for exactly the syndrome that stayed away. None of those conditions holds for a person who smokes toad in a field while taking an undisclosed antidepressant.



When the heart is the limit

The cardiovascular caution begins, again, with the toad rather than with the drug. The cardioactive steroids in Bufo secretion are dangerous to the heart in the same way the foxglove glycosides are,9 and the route discipline that opens this chapter is, at bottom, a cardiovascular safeguard: burning the secretion destroys the heart poison. A person who takes the toad by any route that does not apply heat, swallowing it or absorbing it through the mouth, is exposing the heart to a toxin that vaporizing would have removed. This is the one cardiovascular risk specific to the animal-derived material and absent from the synthetic forms, and it is the reason the distinction between toad and laboratory salt goes beyond purity.

Set the toxin aside, and a second cardiovascular question remains for every form of the molecule, because the experience itself is a physiological stressor. A serotonergic drug acting on blood-vessel tone, delivered as a sudden surge, raises blood pressure and heart rate during the acute phase. For a healthy cardiovascular system this is a transient load of the kind exercise imposes. For a damaged one it is a genuine hazard, and the clinical programs have treated it as such from the start. In the phase 1 trial of the intranasal benzoate, only psychedelic-naive but otherwise healthy volunteers were enrolled, and the safety case was built on that foundation, escalating single doses from one to twelve milligrams in a monitored unit. The screening that selected those volunteers is itself part of the finding, because it tells you which hearts the developers were unwilling to expose.10 Clinical trials of this class exclude the same conditions consistently: uncontrolled high blood pressure, clinically significant abnormalities on an electrocardiogram, and major cardiovascular disease.11-12 Practitioner manuals reach for the same territory by a cruder instrument, pairing questions about antidepressants with questions about blood-pressure medication on their intake forms.13 Sandoval Isaac, a facilitator with no pharmacology training, had landed on the two medication histories that mattered most, the serotonergic one and the cardiovascular one, because watching enough sessions go wrong is one route to what a pharmacology textbook would have said first.

The remaining question is whether 5-MeO-DMT is dangerous in combination with cardiovascular drugs specifically. The direct human evidence is thin, the caution is built on mechanism alone, and documented cases are scarce. A drug that raises blood pressure and heart rate is a drug whose effect a person’s antihypertensive medication is working against, and the question of how a blood-pressure-lowering regimen interacts with an acute pressor surge is exactly the kind of question that clinical screening answers by exclusion instead of by management. The point of the screening is narrower than a blanket exclusion of everyone on a cardiovascular drug. Blood-pressure history and current medication are signals requiring medical judgment before exposure, because the acute physiology of the experience pushes on the same system the drugs are managing.



Why the metabolism matters here

How the body disposes of 5-MeO-DMT (Chapter 4) explains a class of danger separate from serotonin and from the heart. Two enzyme systems clear the molecule. Monoamine oxidase is the first and the reason oral dosing fails; the second is a liver enzyme called CYP2D6, one of the cytochrome P450 family that handles a large share of the drugs in a pharmacy. CYP2D6 varies widely between people, from slow metabolizers to fast ones, and that variation matters more for 5-MeO-DMT than for its close cousin DMT.14

CYP2D6 does more to 5-MeO-DMT than clear it. Stripping a methyl group from the molecule, the enzyme turns it into bufotenine, a second active tryptamine that behaves differently from the first. The parent molecule pulls hardest on the 5-HT1A receptor, the one behind its formless, low-visual character; bufotenine pulls harder on the 5-HT2A receptor, the one most psychedelics work through, where 5-MeO-DMT itself is comparatively weak.15 Metabolism is therefore more than a clock running on the dose. It is a second drug being manufactured inside the body—and how much of it appears depends on the same CYP2D6 variation that governs clearance. A rapid metabolizer converts more of the parent into the more 2A-active metabolite; a poor metabolizer or a person on a CYP2D6-blocking drug converts less, and the receptor character of the experience shifts with it. This is mechanistic reasoning rather than a documented human interaction outcome, and the human pharmacokinetic studies that would pin down how much bufotenine a given person makes from a given dose remain undone. In other words, the body is running a small, uncharted synthesis no one has yet measured, and a second drug touching this enzyme can change what the experience pharmacologically is, beyond merely how long it lasts.

The consequence for interactions is a third pathway to a dangerous dose, alongside the serotonergic stack and the cardiovascular surge. A poor metabolizer, by genetics, clears the molecule slowly, so a dose calibrated for an average person lingers and intensifies in their body. A second drug that inhibits CYP2D6, and many common ones do, can convert a normal metabolizer into a functionally poor one for the duration, with the same result. This is the mechanism beneath the practitioner observation that an unusually prolonged experience is a warning sign: a session that runs long past its usual span may be a session in a body too slow to clear the drug at the expected rate, whether by inheritance or by a second drug quietly occupying the enzyme. Clinical programs manage this risk by using known low doses of standardized material and by watching. The unsupervised user, taking variable material with an unknown personal metabolism and an unreviewed medication list, has none of those protections.



Minds that the experience can tip

Some contraindications have nothing chemical about them. They are matters of a person’s psychiatric vulnerability meeting an experience powerful enough to destabilize it, and these have governed who is allowed to take serotonergic psychedelics in research settings for as long as the research has existed. The conditions at issue are the ones in which a profound, identity-dissolving experience can precipitate or worsen a lasting psychiatric crisis: a personal or family history of psychotic disorders, where the concern is that the experience can trigger a psychotic episode in someone predisposed; bipolar disorder, where the concern is the precipitation of mania; and severe instability of the kind that the experience can deepen rather than illuminate.

The clinical exclusions here are firm, and they rest on real risk, not reflex. In the psychosis-vulnerability literature across the serotonergic psychedelics, the intensity of 5-MeO-DMT, a fast and total dissolution of the ordinary self, is exactly the kind of stressor treated as a precipitant in those at risk, which is why trials of the molecule have been conducted in people screened to exclude psychotic and bipolar disorders and close family histories of them. Working with entirely different language and no diagnostic manuals, the toad-circuit manual excludes people with psychosis, schizophrenia, and severe personality disturbance from receiving the medicine.16 Its categories differ from the clinical ones, and a clinician would describe them differently. The practical judgment underneath is the same: a person whose hold on a stable self is already fragile is the wrong person to give a drug whose whole effect is to dissolve the self, whether the warning comes from a trial protocol or from a practitioner who has watched it go wrong.



The diet and supplement questions

The last family of interactions is the one the public most often asks about and the one the evidence speaks to least directly, because much of it is inherited, by analogy, from the better-studied world of the MAO inhibitors. The classic dietary danger for anyone on an MAO inhibitor is tyramine, a compound in aged cheeses, cured meats, and fermented foods that the gut’s monoamine oxidase normally breaks down; with that enzyme inhibited, tyramine builds up and can drive blood pressure to a crisis. This is a real and well-documented danger for a person combining 5-MeO-DMT with an MAO inhibitor, but the hazard there is the MAO inhibitor, and the tyramine restriction is the MAO inhibitor’s restriction. 5-MeO-DMT taken on its own, with no MAO inhibitor on board, imposes no tyramine rule.

The supplements raise the same shape of question. 5-HTP, sold as a mood and sleep aid, is a direct serotonin precursor that the body converts into serotonin, so it adds to serotonergic load by the most direct route available and belongs on the list of things that compound the central serotonergic risk. St. John’s wort, the herbal antidepressant, acts partly like an SSRI and partly as an inducer of the liver’s drug-clearing enzymes, which gives it two ways to interfere, and it appears on the practitioner cautions alongside the pharmaceutical antidepressants for good reason.17 For the specific 5-MeO-DMT evidence on most of these pairings, human data does not exist; the caution is reasoned from what the molecule is and how it is cleared. Grapefruit juice earns its long-standing reputation by inhibiting a different liver enzyme, CYP3A4, that handles a wide range of drugs; the operative principle is the same one at work throughout: a common food or supplement can quietly slow the clearance of a drug without any of the felt signals a drug interaction tends to announce.



What the laboratory work cannot settle

The strongest interaction claims rest on a small number of human studies, and the reason the safety case is not built more heavily on laboratory toxicology is a matter of what each kind of evidence can establish. Animal and computational toxicology can sharpen a statement about dose, about repeated exposure, and about which organ systems to watch. They cannot stand in for human interaction studies, because an interaction is a question about a specific second drug in a specific human body.

The most relevant animal work to date is a functional safety-pharmacology study in beagle dogs, which used continuous EEG and behavioral video monitoring to evaluate seizure liability and characterize the central effects of a short-acting serotonergic psychedelic in a controlled veterinary setting.18 Work like this is how a developing compound’s safety profile is built before and alongside human trials, and it supports mechanistic caution about the cardiovascular and central effects the human screening already targets. It cannot tell a person on an antidepressant whether their combination is safe, because the dogs took no antidepressants and were, in the end, dogs. A separate computational study modeled the predicted toxicity of a panel of tryptamines, 5-MeO-DMT among them, against psilocybin, DMT, and their relatives.19 Such in-silico work flags where to look and ranks compounds against one another on predicted hazard, a screening tool rather than a measurement of what happens in a body, and it carries the same limit as the animal data with respect to interactions. Both kinds of study supply evidence that supports caution about the molecule’s intrinsic effects, but neither can establish whether any particular human combination is safe, which is the only question that licenses or refuses unsupervised mixing.



Key Takeaways


	The danger with 5-MeO-DMT is almost never the molecule alone; it is the molecule plus a second factor: a cardiotoxin the wrong route fails to destroy, an antidepressant crowding the same serotonin system, a heart unable to absorb a pressure surge, a psychiatric vulnerability the experience can tip, or a second drug the liver was already struggling to clear.

	Toad-derived secretion carries cardioactive steroids that poison the heart and are orally toxic; the act of drying and smoking the secretion destroys those steroids while leaving the heat-stable 5-MeO-DMT intact. Smoking the toad is the step that makes it survivable, and the synthetic forms carry no equivalent cardiotoxin.

	Serotonin syndrome is the central interaction risk, and it is sharpest with monoamine oxidase inhibitors, which remove the body’s main route for clearing the drug, and with the serotonergic antidepressants, which already run an elevated serotonin level. A supervised proof-of-concept trial kept depressed patients on their SSRIs through a low intranasal dose without serotonin toxicity, which narrows the caution to a precise supervised claim and does not make unsupervised mixing safe.

	The liver enzyme CYP2D6 varies widely between people, so a genetically slow metabolizer, or anyone taking a second drug that blocks the enzyme, can turn an ordinary dose into a prolonged and intensified one. An experience that will not end is the warning sign this mechanism produces.

	Psychiatric contraindications are matters of psychological vulnerability the experience can destabilize, and clinical trial exclusions and ceremonial safety practice independently converge on the same ones: histories of psychotic disorders, bipolar disorder, and severe instability. Animal and computational toxicology support mechanistic caution about the molecule’s intrinsic effects but cannot establish whether any particular human combination is safe.
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Part III — Experience



Part III

Experience








Disclaimer

The three chapters that follow describe the 5-MeO-DMT experience in more detail than any other part of this book: the shape it takes as it rises and falls, the dissolution of self and world people report from inside it, and the forms it takes when it turns frightening or hard. They are built from what researchers measured, what clinicians and self-experimenters recorded, and what people who have taken the molecule have tried to put into words afterward. They describe what has happened to others, not what will happen to you, and the accounts vary so widely that no two sessions look alike.

That distinction matters most for one kind of reader: the person preparing to take 5-MeO-DMT. Detailed descriptions of an altered state, read in advance, do not sit inertly in memory. They furnish the mind with images, and the mind under 5-MeO-DMT reaches for what it has been given. A reader who has just studied an account of what others saw is more likely to see something like it, and to interpret the experience through the frame the page supplied, than a reader who arrives without a script. The most striking and most useful part of a session, when it comes, tends to arrive in a place no prior description could have named, and a map drawn in advance can quietly close that place off.

So if you are preparing for your own session, take this as the book’s one direct piece of advice about its own contents: the most useful thing you can do with the chapters that follow is to read them afterward rather than before. Let the experience be itself first, then come back here for the language to think about what happened. Nothing in these three chapters is needed beforehand. The preparation that does matter, the medical screening, the setting, the people present, lives in Part Five and is written to be read ahead of time.

For every other reader, the curious, the clinician, the person trying to understand what this molecule does to a human mind, no such caution applies. Read straight through. The detail is the point.




7 The Arc of an Experience

In a treatment room somewhere in the clinical-trial network that has carried 5-MeO-DMT furthest, a patient whose depression had survived years of medication lay back with a measured spray of the molecule’s benzoate salt delivered into the nose, and the clock began. Within a minute or two the room was gone. By the eighth minute the experience was at its height, and a person who a quarter of an hour earlier had been answering screening questions was, by their own later account, no longer anywhere a screening question could reach. By the end of the first hour they were sitting up, oriented, able to speak. The median time from the spray to the judgment that the patient was steady enough to be discharged was around ninety-eight minutes.1 The whole arc, from the first change to the return of ordinary footing, had run its course inside the span of a long lunch.

The 5-MeO-DMT experience unfolds across seconds, minutes, and the slower period in which a person finds their way back to ordinary life. The molecule’s defining trait is speed, and speed is a temporal fact before it is anything else. What that speed does to the felt shape of an experience, how it differs by the form the molecule takes and the route it travels, and what it leaves behind once the acute event is over are the matters that follow. Naming the route and the formulation has to come before any claim about timing, because with this molecule there is no single clock: the measured time course of the clinic and the reported time course of the ceremony run alongside each other.


A clock measured in minutes

Brevity is the single most consequential fact about the arc. Smoked or vaporized as freebase, the molecule reaches the brain in seconds and the acute experience runs roughly fifteen to twenty minutes before the steepest part is over. The underground field reports converge on this figure with striking consistency. Ralph Metzner, writing from the underground research that first mapped the vaporized route for a Western readership, fixed the comparison researchers still use: both DMT and 5-MeO-DMT come on almost immediately when inhaled, because the smoke crosses the membranes of the mouth and throat as well as the lungs, but where DMT extinguishes in three to five minutes, 5-MeO-DMT clears more slowly and lasts about fifteen to twenty.2 A practitioner manual built around the toad secretion gives the duration in the same range, putting the average time in what it calls the sole material world at around sixteen to twenty minutes, longer in the inexperienced, shorter in the seasoned.3

A short span makes for a vast experience, and this is the first thing the brevity obscures. Subjectively, those minutes are enormous. People who have been gone fifteen or twenty minutes by the wall clock commonly report having been somewhere timeless, somewhere that felt nothing like minutes at all; one toad-ceremony account describes participants remembering white light for what felt like a fraction of a second when fifteen or twenty minutes had in fact passed, and others describing the same stretch as an eternity.4

Time distortion is not a side effect of the arc. It is part of the arc’s content, and it is why the measured duration and the experienced duration pull so far apart. A peculiar thing to sit with: the same fifteen minutes that a stopwatch records without comment can register, to the person inside them, as a fraction of a second or as forever, and nothing in the pharmacology predicts which.

Route governs the clock, and the curve changes when the route changes. Reaching the brain more slowly than vaporized freebase, the intranasal benzoate salt taken furthest in clinical development stretches the curve modestly: in a study mapping the phenomenology of intranasal 5-MeO-DMT in psychedelic-naive healthy adults, the onset arrived within zero to two minutes, the intensity climbed across roughly two to eight minutes, the peak settled at around eight to fifteen minutes, and the return to ordinary awareness came by forty-five to sixty.5 Between the two sits the inhaled synthetic formulation of a competing clinical program, fast like the vaporized route but delivered in a measured, individualized dose.6 Each form draws a slightly different curve.

What they share is the compression: even the slowest of them is finished, as an acute event, within the hour.



Onset as a threshold, not a climb

With most psychedelics, onset is a slope. For the first half hour, the mounting strangeness gives a person time to take in what is happening and to brace. With smoked or vaporized 5-MeO-DMT there is no such grace. Onset is a threshold crossed in a few breaths. Sandoval Isaac describes the first thirty seconds as an almost overwhelming arrival, a complete absorption into a chemical event marked by an overload of perception, a brief collapse of the ordinary self, and the loss of the sense of space and time.7 The nondual-therapy practitioners who grew up around the molecule describe the same instant differently, as an acceleration: with a full dose, within a few heartbeats, the experience expands from zero to what one account calls infinity.8 Rak Razam, the journalist who introduced Rettig Hinojosa’s account, crossed that threshold this way:


Consciousness unfolds like a lotus petal into a white, white pool of becoming… everything is here and it swallows me whole, the drop returns to the ocean and there is no longer an I left to remember being separate… I’m fading in and out of the white, drowning in the remembrance, and what’s left of my ego is panicking, split apart, bleeding soul stretched between all points in the space-time singularity — and at that exact moment, I am held.9



How a person meets that threshold appears, in the practitioner accounts, to shape what comes after. Across the ceremonial and nondual literature, the recurring observation is that the moment of onset presents something like a choice between holding on and letting go, and that the response to the initial surge is largely determinative of how the rest of the experience unfolds.10 This framing belongs to a particular practice tradition and describes what its practitioners report, short of a measured mechanism; it is the language of people who have sat with many sessions, offered as a pattern they observed instead of a rule the molecule enforces. Built around the same belief, the breath technique that several toad-ceremony accounts prescribe (a firm and full inhalation held as long as possible and taken with deliberate surrender) treats the manner of crossing the threshold as conditioning the passage.11

Where the practitioner accounts speak to the manner of onset, the clinical work speaks to its strength, and what it can say with more confidence is narrower and concerns magnitude: in the intranasal phase-1 work, the ratings that mark a complete mystical-type experience appeared only at the higher doses, the ten- and twelve-milligram steps, suggesting that the fullest form of the arc has a dose threshold below which the threshold of onset opens onto something less than the whole.12 Earlier dose-ranging work with the inhaled synthetic formulation in healthy volunteers found the same dose-dependence from the other direction, with the intensity of the experience climbing step by step as the dose rose until it reached the ceiling of what the participants could undergo.13 Peak-experience intensity has since drawn enough research attention to warrant its own rapid measure: a scale developed specifically to gauge the strength of the state, on the reasoning that an experience this brief and this overwhelming needs an instrument that can be administered quickly once a person is able to speak again.14 The naturalistic record reaches the same magnitude by comparison, with the mystical-type intensity occasioned by the toad rated at or above what a high dose of psilocybin produces.15



The peak and the dissolving self

Early in the arc, within the first several minutes of a vaporized dose and a little later for the intranasal route, the peak arrives, and it is the part of the experience around which the rest of the session is shaped. What happens inside it, the near-absence of visions and the unusually complete dissolution of the ordinary self that sets 5-MeO-DMT apart from its visual cousin, is the subject of Chapter 8; here the relevant fact is that the peak occupies a brief, bounded stretch near the front of the experience.16-17 Sandoval Isaac names the peak phase plainly and bounds it tightly, describing a full entheogenic phase that, in the practitioner’s accounting, should not last more than about seven minutes; if the peak persists much beyond that, the same source reads it as a possible sign of danger instead of depth.18 As phenomenology the bound is approximate; as a safety heuristic from someone who has watched many sessions it is serious.

The receptor pharmacology suggests why the peak might feel the way it does, and the brain-level work, thin as it is for this molecule, points in the same direction. During the acute state the cortex shows a broad drop in its mid-frequency alpha rhythm, the signature of a brain that ordinarily holds a steady model of the world against incoming sense; when that rhythm collapses, the standing model loosens.19 A separate human recording described large, slow, complex waves rolling across the cortex at the deepest part of the experience, a pattern unlike ordinary waking rhythms.20 Both are descriptions of an unusual brain state measured during the peak, well short of a solved account of why the self gives way; the available instruments can time the dissolution while its explanation stays out of reach. Why this peak takes the particular form it does, and how the molecule’s receptor pharmacology shapes that form, belongs to the inside-the-experience account; the brain-level signature is locked to the peak’s position in time, tracking the depth of the experience downward as it settles.



The return and the absence of an afterglow

In the recurring language of the practitioner accounts, the descent from the peak is a second threshold rather than a simple fade. After the molecule reaches its height and begins to wear off, the accounts describe a distinct downhill phase, a reincorporation back into the body and the self that has the felt quality of a transition in its own right; one practitioner schema names it a downhill, descending curve, and another describes a second transition as definite as the first.21-22 The toad-ceremony accounts lend the return a particular warmth, describing the descent as a beautiful phase of merging and reincorporation, the individual reassembling into body and self along an obvious descending pattern.23 Several of these accounts note that extreme brevity is itself a kind of safeguard: whether an experience has been ecstatic or harrowing, in most cases there is a return to ordinary body-centered awareness within five to fifteen minutes, particularly when the session takes place in a protected and familiar setting.24 One practitioner account that recorded the cortex during ceremony puts a slightly longer outer bound on the full settling, describing a large slow wave that persisted for ten to twenty minutes after the dose and a complete return to baseline conditions by twenty to thirty minutes.25 The two figures are compatible; the felt return of ordinary footing comes first, and the brain’s measured settling trails a little behind it.

What 5-MeO-DMT appears to lack is a formal afterglow period of the kind that the longer psychedelics carry. Ayahuasca and psilocybin sessions are known for a protracted, glowing post-acute period; the compressed arc here seems to close without leaving one behind. Practitioner accounts do describe a pleasant psychedelic afterglow appearing fairly regularly after the toad, with no hangover, but they also locate this glow as something that recedes and fades, lasting perhaps a few days, a few weeks, or a few months before it is gone.26-27 From the clinical side, the intranasal benzoate work measured a median time to discharge readiness of around ninety-eight minutes, a marker of how quickly the acute pharmacology clears the system, not of any sustained altered state.28 The molecule’s acute event is brief and its immediate offset is clean, and whatever durable change a session produces is carried less by a lingering afterglow than by what happens in the days and weeks that follow, which is the domain of integration rather than of the arc itself.

That durable change, where it appears, runs on a different and slower clock than the fifteen-minute experience. In the open-label study of the intranasal benzoate salt in treatment-resistant depression, twelve patients given a single ten-milligram dose showed reductions in depression scores that began within a couple of days and persisted out to nearly three months.29 Earlier work with the inhaled synthetic formulation in treatment-resistant depression reported rapid remission signals, with the remissions in that subgroup appearing within a day of dosing, though the sample was small and open-label.30 Naturalistic surveys of people who have taken 5-MeO-DMT outside any clinical setting point the same way, with users reporting unintended and sustained improvements in depression and anxiety in the period after a session.31 Prospective field studies that measured participants before and after a single inhalation tracked the same slow clock more closely: a single session of vaporized dried toad secretion was followed by raised satisfaction with life and mindfulness-related capacities and a drop in psychopathological symptoms that held for weeks,32 and a parallel study of the synthetic compound found the affective lift accompanied by measurable changes in salivary stress markers in the hours and days afterward.33 The measurements were taken in self-selected groups without control conditions, so they describe a trajectory rather than prove a cause; what they establish is that the slow clock runs for weeks where the fast one runs for minutes. These are promising signals, and they are route-specific. They are also early. Each describes what happened to a specific small group under a specific formulation in a supervised setting, which is not yet the same as a reliable property of the molecule. The acute arc closes inside the hour; what lasts, where it does, belongs to a slower and separate accounting.



What the setting does to the clock

More than pharmacology alone shapes the arc, and the practitioner manuals are emphatic that what surrounds the experience conditions what the experience becomes. Toad-ceremony accounts make set and setting load-bearing, defining set as the preparation of the person, including their character and their mood at the time, and setting as the physical, social, and cultural surround, and treating both as decisive for how the brief, intense passage goes.34 The breath, the presence of a facilitator, the protection and familiarity of the room recur across the accounts as the variables that determine whether the descent feels like a safe reincorporation or a frightening one. Metzner’s observation that the return to ordinary awareness comes reliably within minutes is explicitly conditioned on the session taking place in a protected and familiar setting.35

Clinic answers the same intuition through exclusion and monitoring instead of ceremony, and the contrast is instructive. The phase-1 intranasal work screened out cardiovascular, psychiatric, and serotonergic risk before dosing and conducted the sessions under direct medical observation, reporting no serious adverse events across single ascending doses from one to twelve milligrams in forty-four psychedelic-naive participants.36 Where the ceremony manages the arc through breath, surrender, and the facilitator’s presence, the clinic manages it through screening, dose control, and the readiness of medical help. Both are answers to the same feature of the molecule: an experience that arrives faster than a person can prepare for in the moment, and that therefore has to be prepared for in advance, by whoever holds the session. Setting leaves the pharmacological clock itself largely untouched; what it changes is whether the person is held through those few compressed minutes, and that, as the practitioner accounts show, is a matter of preparation rather than of the molecule itself.



Key Takeaways


	The 5-MeO-DMT arc is among the most compressed of any psychedelic. Smoked or vaporized as freebase it runs roughly fifteen to twenty minutes; the intranasal benzoate salt stretches the curve to a peak around eight to fifteen minutes and a return by forty-five to sixty. Even the slowest form is finished as an acute event within the hour.

	Onset is a threshold crossed in a few breaths, not a climb. The brevity of the arc coexists with a felt experience of timelessness; the measured duration and the experienced duration pull far apart.

	The peak occupies a brief, bounded stretch near the front of the arc, marked by a measurable shift in cortical activity that tracks the depth of the experience; what the peak feels like from the inside, and why it takes the form it does, is taken up in the next chapter.

	5-MeO-DMT appears to lack the formal afterglow period that the longer psychedelics carry. The acute offset is clean, with clinical discharge-readiness around ninety-eight minutes; durable benefit, where it appears, runs on the slower clock of the days-to-weeks interval and belongs to integration rather than to the arc.

	Route and formulation govern the timing, and set and setting govern whether the brief, intense passage is held or unheld. Ceremony manages the arc through breath and the facilitator’s presence; the clinic manages it through screening, dose control, and monitoring.
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8 Inside the Experience: Perception, Emotion, Body, Mind, Self

Ask a room of experienced psychedelic users to describe what they saw under 5-MeO-DMT, and a strange thing tends to happen.

The question itself starts to fail. There were no jaguars, no machine-elves, no lattice of jeweled geometry unrolling behind the eyelids, no populated visionary theater of the kind the sibling tryptamine DMT is famous for.

Many people who have inhaled vaporized toad secretion or synthetic freebase, or who have taken one of the intranasal and inhaled clinical formulations now in trials, come back reporting that there was nothing to see at all, in the ordinary sense of seeing, and that this absence was the most important thing about it.

What filled the space where a vision might have been was, in the recurring language of these accounts, white light, a void, an ocean without edges, a force, or simply the disappearance of the one who would have done the seeing.

The experience unfolds inside the compressed fifteen-to-thirty-minute window of vaporized freebase, or the slightly longer rise-and-return of the intranasal benzoate, the course Chapter 7 follows by the clock. The question here is a different one: when the visual world thins and the boundaries of the self give way, what is actually happening across perception, emotion, thought, body, and the sense of being someone? Two kinds of knowledge run through the answer. There is what the clinical and naturalistic studies have measured, in volunteers wired to electroencephalography or scored on questionnaires built for other psychedelics. And there is what the practitioners, the ceremonial reports, and the first-person accounts describe in a language closer to theology than to pharmacology. Both are held visible throughout, with each claim named by which one it rests on.


When the visual field thins

The first thing to say about 5-MeO-DMT perception is what tends to recede. Inside the peak, the complex narrative visual imagery that defines a DMT or an ayahuasca journey is largely absent.1 The reviews that synthesize the small 5-MeO-DMT literature describe the same pattern: a fast, high-intensity tryptamine whose phenomenology often differs from DMT’s visual-narrative style—weighted instead toward the formless.2-3 What the molecule does, reliably, is move the center of gravity away from the visual field and toward the body, the emotions, and the sense of self.

When perceptual content does appear, accounts more often reach for light than for image. The practitioner and ceremonial accounts return again and again to white light, brightness, and a sense of luminous totality in place of scenes or figures.4-5 Decorated, figurative imagery of a classic visionary state largely falls away. What people describe is closer to being inside a brightness with no objects in it. Clinically, that description is kept from hardening into metaphysics: light language is what many people use, and a useful way to hold it is that the visual system is doing something unusual under the molecule, short of revealing any literal cosmic radiance. The experiential language stands on its own, with no cosmology attached.6-7 The ethnobotanist Wade Davis, who tried the dried venom while characterizing the species, recorded one of the earliest first-person accounts:


Shortly after inhalation, I experienced warm flushing sensations, a sense of wonder and well-being, strong auditory hallucinations, which included an insect-cicada sound that ran across my mind and seemed to link my body to the earth. Though I was indoors, there was a sense of the feel of the earth, the dry desert soil passing through my fingers, the stars at midday, the scent of cactus and sage, the feel of dry leaves through hands. Strong visual hallucinations in orblike brilliance, diamond patterns that undulated across my visual field.8



Davis’s account is one of the rare cases where the toad produced image-like content at all.

Time perception loosens along with the visual field. In a state that lasts perhaps twenty minutes by the clock, participants frequently describe something that felt timeless, or eternal, or outside duration altogether, and the gap between measured and felt time is one of the more reliable features of the accounts.9-10 Body schema, the ordinary sense of having a bounded physical form located in space, can distort or vanish entirely, which is part of why the somatic dimension and the dimension of selfhood are so hard to separate in 5-MeO-DMT reports. A person who has lost the felt sense of where their body ends is already partway into the dissolution of the self.



Emotion across the whole range

Affect under 5-MeO-DMT runs the full span, and which end a given session lands on appears to vary sharply between people and settings. The intranasal-phenomenology work describes accounts that include both intense fear and profound peace, sometimes within the same brief experience, and the early clinical and naturalistic studies record a similar range from terror at the dissolving of the self to bliss, awe, and a sense of homecoming.11-12 Emotional intensity tends to be high in either direction, and the molecule rarely seems to produce mild states.

Fear deserves naming on its own terms here, because it is specific. Where a difficult psilocybin or ayahuasca passage often has narrative content, a frightening memory, a menacing figure, an unfolding scene to move through, the fear under 5-MeO-DMT is more often described as panic at the loss of self itself, the dread of an annihilation that is already underway and cannot be stopped within the brief interval.13 Several of the ceremonial accounts move through exactly this sequence: a terror of dissolving, a surrender into it, and then a state on the far side that the reporters describe as peace or unity.14-15 That sequence is a pattern documented in particular reports, not a promise that fear reliably resolves into peace. It sometimes does in these accounts. The literature is too thin and too self-selected to say how often, and Chapter 9 takes up the cases where difficulty is the dominant note.

On the far side of the fear, the recurring emotional report is of a positive, often overwhelming, sense of significance. In the naturalistic survey of people who had used 5-MeO-DMT, large fractions rated their experience among the most personally meaningful and spiritually significant of their lives, and described lasting improvements in mood and life satisfaction afterward.16 A single inhalation of vaporized toad secretion across several European ceremonial settings was followed, in a prospective observational study, by sustained gains in satisfaction with life and mindfulness-related capacities and a drop in self-reported psychopathology over the following weeks.17 Those are real signals about affect, and they belong to supervised or surveyed contexts; they do not license the conclusion that the molecule reliably lifts mood for anyone who takes it. What clinical depression outcomes that mood signal points toward is taken up in Chapter 10.



Thought, insight, and the sense of meaning

Cognition under 5-MeO-DMT is harder to study than perception or emotion, because so much of what people report is the suspension of ordinary thought instead of a transformation of its content. Where DMT and ayahuasca often deliver narrative cognition, autobiographical scenes, problem-solving, dialogue with apparent others, the 5-MeO-DMT accounts more often describe the falling-away of the thinking, narrating self entirely, leaving a state that participants struggle to put into propositions afterward.18-19 The cognitive report is frequently a report of cognition’s absence.

What survives, and what people most want to convey afterward, is the noetic quality: the conviction that something was genuinely known during the state. This is the felt-knowledge character documented in the cross-cultural mystical literature for over a century, and 5-MeO-DMT accounts carry it strongly. Participants come back certain that they encountered something fundamental about consciousness, reality, or the self, and that certainty is itself a stable feature of the reports.20-21 That noetic quality is a phenomenological fact about the experience, not a misreading of altered neurochemistry, and it deserves to be taken on those terms. The metaphysical content of what was “known” is left open. What deserves to be taken seriously is that the sense of having known is real, important, and a consistent part of what people report.

The insight, where people can articulate it, tends to be unitive in shape more than biographical. Many psychedelic insights are about one’s own life, a relationship seen clearly, a pattern of behavior recognized. The 5-MeO-DMT insight is more often about the structure of selfhood itself, the recognition, in the practitioner Martin Ball’s reading, that personal identity is something constructed or projected instead of given.22 Ball builds an entire nondual philosophy on that recognition, arguing from the experience toward a metaphysics in which the separate self is the central illusion the molecule dissolves.23 That is one practitioner-author’s interpretation, drawn from a particular metaphysical tradition. Ball reads that phenomenology as disclosure of final nondual reality; clinical researchers treat it as a profound but bounded alteration of self-referential processing, and neither reading dissolves the other.



When the self dissolves

Ego dissolution, the loss of the ordinary sense of being a bounded, continuous self, is the dimension on which 5-MeO-DMT is most distinctive, and the one its reputation rests on. The term covers a family of related shifts: depersonalization, the sense of being detached from oneself; the loss of body ownership and of agency, the feeling that one is no longer the author of one’s actions or the owner of one’s limbs; and at the far end, the complete disappearance of the self as a center of experience. Psychedelic research has built instruments to measure this, notably the Ego-Dissolution Inventory, a questionnaire that asks people how fully their sense of self gave way. On 5-MeO-DMT, the reports cluster at the high end of that range more consistently than for almost any other psychedelic.24-25

What makes the 5-MeO-DMT version distinctive is its completeness and its lack of a witness. In many psychedelic ego-dissolution experiences, some observing awareness remains, a self that watches its own boundaries soften and can report on the softening. The 5-MeO-DMT accounts more often describe an absolute self-loss with no remainder, an annihilation more than a witnessed dissolving, from which the person then returns.26 Ralph Metzner’s own first vaporized session, recorded in his field report, ends inside that paradox:


A shattering annihilation, a feeling of being inside an explosion, and being fragmented into countless tiny shards. I felt as though I was being turned inside out, as though my innards were extruding through my mouth. My body was apparently rolling on the ground (as I later realized), coiled into a ball like the ourobouros serpent. All distinctions between inner and outer, self and other, above and below, were obliterated. Animal sounds appeared to be coming from my mouth. There were no feelings of fear, indeed no feelings at all, other than a kind of impersonal ecstasy. No sense of body, no sense of self, no “I” — only a sparkling sense of awe-inspiring beauty.27



The ceremonial reports use the vocabulary of death and rebirth for exactly this reason: the experience is narrated as the obliteration and re-emergence of the one having it, from inside the event itself.28-29 Clinical work describes the same territory in cooler terms, as a deconstruction of the structures that ordinarily generate the sense of self.

This is also where the question of entities and relational content arises, and where 5-MeO-DMT diverges most sharply from its sibling. DMT is famous for populated encounters with apparently autonomous beings. 5-MeO-DMT generates far less of that narrative entity content, and what relational content does arise, practitioners tend to read as projection of the dissolving ego itself, a reflection turned inward rather than outward.30-31 That reading is Ball’s and Sandoval’s, an interpretation drawn from their own practice, without claiming the authority of a settled ontology. The molecule generates little of the entity theater. What it generates instead is the dissolution of the self that would have met an entity in the first place.



The body as the doorway

It would be a mistake to read 5-MeO-DMT as a purely mental or spiritual event, because the body is often where it happens. The somatic dimension runs through these accounts, central rather than incidental. Participants and practitioners describe intense bodily activation: tremor, shaking, involuntary movement, vocalization that ranges from sounds to what observers call tongues, sometimes nausea or purging, and a pervasive sense of energy or force moving through the physical form.32-33 In the controlled studies, the autonomic signature shows up in measurable terms; one prospective study of synthetic 5-MeO-DMT inhalation tracked changes in salivary stress markers, cortisol and an inflammatory signal, around the experience, alongside shifts in affect and non-judgmental awareness.34

Practitioners read this bodily intensity as meaningful work in its own right. Ball reads the tremor and movement as the release or exposure of stored resistance, the body letting go of what it has been holding, and the surrender into that physical process belongs to the work itself.35 The ceremonial accounts treat the body’s upheaval, the shaking and the vocalizing, as part of a healing encounter, a process to move through rather than a symptom to manage.36 Both readings are drawn from ceremonial and practitioner settings and carry no claim about what the autonomic activation means or whether it is therapeutic. For some people in these accounts, the body becomes the doorway: the place where dissolution begins and where the experience is most undeniably felt. Body-schema dissolution and self-dissolution tend to arrive together, which is why the somatic and self dimensions run as one current through these accounts.



Unity, sacredness, and a borrowed yardstick

The mystical character of 5-MeO-DMT experiences is strong, measurable, and easy to misread. When researchers administered the thirty-item Mystical Experience Questionnaire (MEQ30), a standard measure of mystical experience, to people undergoing 5-MeO-DMT in a group retreat and compared the scores to a prior psilocybin study,37 the 5-MeO-DMT experiences reached mystical-experience intensities at or above those occasioned by a high dose of psilocybin.38 By the primary yardstick psychedelic researchers use for this kind of experience, 5-MeO-DMT is among the most reliably mystical of the psychedelics, despite its brevity and its lack of visionary content.

That yardstick deserves a caveat. Built around dimensions including sacredness, ineffability, unity, and the noetic quality,39 the dominant thirty-item instrument measures something real. It measures it consistently. It was also built for a different shape of experience than the unitive, source-dissolving one the 5-MeO-DMT accounts describe. More careful reviews raise the question directly: how well does a construct designed in one tradition capture an experience that some participants describe in frankly nondual terms?40 High scores are evidence that the experience scores strongly on the instrument, short of proving that the instrument is the right shape for what is being measured.

What gives the 5-MeO-DMT mystical experience its distinctive quality is that its sacredness arrives through unity and dissolution instead of through relationship or revelation. There is no encounter with a divine other, no message delivered, no figure met. There is, in the recurring language of the ceremonial and practitioner accounts, a collapse into a single undifferentiated source, often narrated as light or as the divine itself, with the separate self gone into it.41-42 This unitive, source-dissolution shape is the molecule’s distinctive contribution to the broader conversation about mystical experience, and it is part of why the accounts so often slide toward theology.



The whiteout the instruments can only watch

Underneath all six dimensions sits a single methodological discipline. Mechanism can explain a great deal about why the state might feel the way it does, and it cannot explain the feeling away. The receptor pharmacology of Chapter 4, the high relative affinity for one serotonin receptor pulling against another, plausibly shapes why 5-MeO-DMT dissolves the self into formlessness where DMT builds visionary worlds.43-44 The naturalistic electroencephalography work points in a complementary direction: during the state, recordings show reduced activity in certain frequency bands, and one study casts 5-MeO-DMT as a pharmacological model for what its authors call deconstructed consciousness, a stripping-down of the brain’s ordinary organizing activity.45 Another describes complex slow-wave patterns in the brain under the molecule.46 These are measurements of a brain doing something genuinely unusual, taken while the person inside it was reporting the end of the world.

They are also hypothesis-generating more than definitive. Run in naturalistic settings, the electroencephalography studies are better at suggesting where to look than at fixing mechanism, and not one of them turns the recordings into a complete account of fear, surrender, noetic certainty, or the felt collapse of the self.47-48 The slow cortical waves and the annihilation into light are the same fifteen minutes seen from a scalp electrode and from inside the dissolving self, and the recording can time the collapse without saying what collapsed. What the experience was, for the person who had it, is what the slow waves leave open.



Key Takeaways


	The center of gravity of a 5-MeO-DMT experience tends to move away from the visual field, which the molecule occupies far less than DMT does, and toward the body, the emotions, and above all the sense of self. The recurring perceptual language is of white light, void, and formlessness rather than of populated visionary scenes.

	Ego dissolution is the molecule’s signature dimension. The accounts describe an unusually complete self-loss, often with no observing witness left to report it, narrated in the vocabulary of annihilation and return, and the reports cluster at the high end of the standard ego-dissolution measures more consistently than for most psychedelics.

	Emotion runs the full range from panic at the dissolving of the self to bliss and a sense of homecoming, at high intensity in either direction. In several ceremonial accounts the fear gives way to peace; the literature is too small and self-selected to say how reliably.

	The body is often where the experience happens: tremor, vocalization, and a sense of force moving through the form, read by practitioners as the release of resistance and measurable in studies as autonomic activation. The somatic and the self dimensions arrive together.

	By the standard mystical-experience measure psychedelic researchers use, 5-MeO-DMT scores at or above high-dose psilocybin, with a sacredness that comes through unity and source-dissolution rather than through encounter or revelation. The instrument was built in a Western contemplative frame and may not be the right shape for a frankly nondual phenomenology.

	Mechanism, in receptor pharmacology and brain recordings, can describe parts of why the state feels as it does without explaining the feeling away. What the recordings cannot settle is what the experience was for the person who had it.
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9 When the Experience Turns Difficult

The hardest thing about a difficult 5-MeO-DMT experience is that, at its worst, there may be no one left inside it to call it difficult. The molecule’s signature is not the populated nightmare that the word “bad trip” conjures from the psilocybin and LSD literature, the demons and the spiders and the walls breathing menace.

It is closer to erasure. People who have inhaled vaporized toad secretion or a synthetic freebase, or who have taken one of the clinical formulations now in trials, describe a blankness so total that ordinary fear has nothing to attach to, followed, sometimes, by a worse fear on the way back: the suspicion that the self which dissolved might fail to come back together, or might come back wrong. The practitioner Martin Ball, who has written more about this molecule than almost anyone outside the clinic, calls the worst version a failure to reassemble. The phrase names something real, and it names it more precisely than the borrowed vocabulary of the older psychedelics can.

What goes wrong sits deliberately apart from the two chapters that precede it. Where Chapters 7 and 8 describe the shape and texture of the experience, this chapter describes its hard edges: what difficulty looks like with this particular molecule, how often it appears, who is at elevated risk, where the genuine physical dangers lie, and what separates a frightening experience that resolves from a harm that lasts. The actionable safety information a prospective participant most needs, the medical screening, the contraindications, and the question of who should not take 5-MeO-DMT at all, is gathered in Chapter 6 and Chapter 14 and is meant to be read in advance. That information neither dramatizes the risks into a scare nor smooths them into reassurance, and holding that line is harder than it sounds, because 5-MeO-DMT lends itself to overconfidence from two directions at once. The session is short, which tempts the casual user to treat it as low-stakes. The intensity is extreme, which tempts the enthusiast to treat every terror as a breakthrough. Both readings are wrong.


Difficulty is not the same as harm

A difficult psychedelic experience and a harmful one are different things, and the distinction is the one this chapter turns on. Difficulty is the panic, the terror, the sense of dying or going mad, the bodily disorganization that arrives during the acute event and largely resolves with it. Harm is what persists: the anxiety that lingers in the days after, the intrusive return of the state weeks later, the perceptual disturbance that will not switch off, the psychotic break in someone who was vulnerable to one. Most difficulty stays difficulty and never becomes harm. A terrifying fifteen minutes under vaporized 5-MeO-DMT, fully recovered from by the next morning, is a difficult experience and, by itself, no injury. Researchers who review the molecule reach for this separation repeatedly, distinguishing transient acute fear from clinically meaningful adverse events and from the slower problems of integration that come later.1-2

How often the experience turns difficult is harder to pin down than it should be, and the answer depends on which population is being counted. The largest naturalistic survey of 5-MeO-DMT users to date asked about consequences alongside benefits, and a substantial minority reported that their use had produced difficulties, ranging from the merely unpleasant to episodes the respondents themselves classed as harmful.3 That figure is a report-language pattern from a self-selected sample of people motivated to fill out a survey, and it cannot be read as the odds that any given session goes badly. What it does establish is that difficulty is common enough to be a routine feature of the practice, as predictable as any other aspect of its use, and that the people closest to the molecule have known as much for years. Reviews that have since synthesized the scattered literature reach the same place: 5-MeO-DMT’s intensity makes hard experiences a predictable part of its use, a standing feature of the practice.4

One rough instrument exists for the first category. Developed for psilocybin research, the Challenging Experience Questionnaire scores the bad parts of a session across dimensions like fear, grief, physical distress, and the feeling of insanity or death, and has become the standard way to put a number on how hard an experience was.5 Built on a slower, more visual drug, it captures some of what 5-MeO-DMT does and misses some of it, which is a recurring problem with this molecule: the measurement tools were calibrated on its cousins. What the instrument does well is insist that “challenging” covers several distinct things. A session can score high on the dread of annihilation and low on everything else, or it can be physically brutal while never frightening the person, and lumping these together as a “bad trip” loses the information a clinician or a sitter actually needs.

The distinction matters more for 5-MeO-DMT than for most psychedelics because the molecule’s difficulty has a particular shape. Across the practitioner accounts and the few naturalistic descriptions, the hard 5-MeO-DMT experience tends to feel unbounded, self-dissolving, blank, or difficult to return from, rather than populated by threatening others.6-7 Ralph Metzner, the psychologist who circulated one of the earliest underground field reports on the molecule, drew the line explicitly: the dissociative whiteout is its own category, distinct from the LSD or psilocybin bad trip.8 Forcing 5-MeO-DMT difficulty into the template of the older drugs produces the wrong expectations and, worse, the wrong aftercare. One of the trial accounts the Shulgins published, quoted by Metzner at pp. 533–534, captures the contentless terror that the category turns on:9-10


An instant later (after 30 mg smoked) I was crawled up on my bed, in the fetal position, with my eyes closed, squirming around, screaming in my head, “Fuck! You killed yourself.” I repeated this several times, very fearful of death. I didn’t see anything… I concentrated on breathing and that helped me survive (mentally). Next memory was of putting a CD on the stereo — to my surprise 40 minutes had passed, in what I remembered as mere seconds.



Both halves of the category are there: the terror with nothing to attach to, and the forty minutes that returned as seconds.



The physical event and its dangers

Before any of the psychological difficulty, there is a body on the floor. Inhaled or vaporized 5-MeO-DMT takes hold in seconds, and in those seconds a person loses voluntary control of their movement and their attention almost completely.11-12 The limbs may go slack or may thrash; vomiting can happen suddenly and beyond any ability to manage it; the person is unable to reposition themselves, to clear their own airway, to ask for help. This is the plainest physical danger the molecule carries, and it is a danger of the setting as much as of the chemistry. Someone who vomits while flat on their back and unattended can aspirate. Someone who falls has no reflex to break the fall. The compressed timeline that makes the experience feel brief is exactly what makes an unattended dose hazardous—self-rescue is impossible, because by the time anything goes wrong the person is already gone.

Beyond the motor danger, the body also surges. A sharp, fast rise in heart rate and blood pressure during the acute phase (the autonomic spike that accompanies the subjective peak) is monitored in the supervised clinical trials and, in the populations those trials admit, tolerated without serious cardiovascular events. In the phase 1 study of intranasal BPL-003, the benzoate-salt formulation, single ascending doses from one to twelve milligrams were given to forty-four healthy, psychedelic-naive volunteers, with no serious adverse events across the dose range.13 At a larger scale and in a sicker population, the randomized trial of inhaled GH001 tells the same story: eighty-one people with treatment-resistant depression received up to three doses in a single day, and the adverse events the trial logged ran mostly mild to moderate, with the antidepressant effect large and the safety profile clean enough to carry the program forward.14 Both findings are bounded by who was in the room. Trial participants are screened hard for exactly the conditions that turn a transient blood-pressure spike into an emergency: uncontrolled hypertension, arrhythmia, structural heart disease. Screening, not the molecule’s gentleness, is what keeps the trial record clean: the cardiovascular surge that a monitored volunteer rides out is the same surge that could be dangerous in an unscreened person with a weak heart.

Supervised-trial findings do not transfer to unsupervised use. Monitored administration of a known dose to a screened population produced mostly mild-to-moderate adverse events and rapid recovery: Rucker et al. 2024 (phase 1, healthy volunteers) recorded no serious adverse events across the dose range, while Roberts et al. 2026 (phase 2a, TRD patients) logged one severe adverse event, a transient blood pressure spike that returned to baseline within the observation period, alongside eight mild and nine moderate events.15-16 Inhaling an unknown quantity of toad secretion of unknown concentration, alone or in the hands of an untrained facilitator, is a different situation entirely. Between toad and synthetic, between known dose and guessed dose, between a clinic with a blood-pressure cuff and a retreat tent with no plan for the person whose surge does not resolve, the two situations share a molecule and almost nothing else, and much of the real-world risk lives in what they do not share.



When the difficulty outlasts the session

Most of 5-MeO-DMT’s difficulty ends when the molecule clears, which is fast. Some of it outlasts the drug. The category that matters here is prolonged distress: anxiety that persists into the following days, a flattened or dysphoric mood, intrusive fragments of the experience, in the worst cases a destabilization that brings the person nearer to suicidal thinking than before. The clinical evidence on how often this happens with 5-MeO-DMT specifically is thin, because the controlled studies are small and recent and their participants are watched closely and followed up. What the reviewers do establish is that a short drug guarantees nothing about a short aftermath. The acute event compresses into minutes; the psychological work of making sense of it, and the risk that the sense-making goes badly, can run for weeks.17-18

Practitioners have been describing one form of extended difficulty for longer than clinical researchers have measured it. Ball uses the image of Humpty Dumpty for the person who comes back from a shattering session frightened and fragmented, struggling to put ordinary identity, language, and function back together.19 It is a metaphor, not a diagnosis, and it should stay a metaphor, but it points at something the surveys have since confirmed in outline: a session that goes to the edge of total dissolution can leave a person disoriented and afraid in a way that persists past morning, and that needs careful aftercare in place of a pat on the back and a ride home. Gerardo Sandoval Isaac, writing from the Bufo-practice communities of Mexico, treats reactivation and bodily and emotional aftermath as expected, which is itself a useful corrective: the facilitators closest to the practice regard difficulty as routine, something to be anticipated.20

Reactivation is the form of extended difficulty most specific to this molecule, and it is the one most often confused with something else. In the practitioner and survey descriptions, a reactivation is the spontaneous return of the 5-MeO-DMT state, or something like it, days or weeks after the session, often without warning and sometimes without any drug at all. Ortiz Bernal et al. 2025 documented these recurrences among Spanish-speaking users as common enough to characterize, with their own predictors and their own emotional range: reactivations split across the emotional spectrum, some experienced as unwelcome intrusions and others as neutral or even valued, with the valence tracking features of the original session and the person’s state afterward.21 The finding matters because it cuts against both of the easy stories. A reactivation is sometimes a symptom to be managed and sometimes a gift to be valued, and its meaning is made, partly, by how the person and their support meet it. Whether a reactivation is harmful depends less on the recurrence itself than on the fear, the context, and whether it interferes with functioning. A returning wave of the dissolution-state, recognized for what it is and ridden out, is unsettling but harmless. Hitting someone driving a car, or someone who believes they are losing their mind, is a different matter.

The naturalistic follow-up studies add a useful counterweight to a chapter about difficulty, which is that the after-period is often the opposite of hard. Prospective surveys of people who inhaled 5-MeO-DMT in group settings have recorded sustained improvements in life satisfaction and reductions in psychological distress in the weeks afterward, alongside measurable shifts in stress-linked biology.22-23 Those are uncontrolled, self-selected findings, and they describe the average of a sample more than any individual’s trajectory, but they belong beside the difficulty rather than beneath it: the same molecule that can leave one person struggling to reassemble can leave another steadier than before. Screening, setting, and aftercare are the levers a practice community can pull to push that distribution in a better direction: not to eliminate difficulty, but to keep it from hardening into lasting harm.



Reactivation is not HPPD

Filing reactivation under Hallucinogen-Persisting Perception Disorder is tempting, but the two should be kept apart. HPPD, as the diagnostic literature defines it, is a lasting disturbance of perception: the visual snow and trailing and haloed lights that some users of LSD and other classic psychedelics report continuing for months or years, accompanied by distress or functional impairment. Rare, with poorly established prevalence and an obscure mechanism, it is a phenomenon researchers have documented mainly in users of the visual psychedelics.24 A 5-MeO-DMT reactivation is a different animal: a recurrence of a state-like or energy-like process, the return of the experience itself in place of a lingering perceptual glitch.25-26 Collapsing one into the other muddies both. A person told that their reactivations are HPPD may brace for permanent visual damage they lack; a person with genuine persistent perceptual disturbance is poorly served by language built for a recurrent state.

On perceptual aftereffects specific to 5-MeO-DMT, the dedicated evidence is sparse. Much of what is known about persisting perceptual disturbance comes from the literature on the visual classic psychedelics, and 5-MeO-DMT, with its blank signature, sits awkwardly there. Persistent perceptual disturbance attributable specifically to 5-MeO-DMT remains poorly documented, which is a statement about the state of the evidence and not a clean bill of health, since absence of a literature differs from absence of a phenomenon.



Who is at elevated risk

Some people should not take this molecule, and the clearest of them are identifiable in advance. Practitioners have long warned that severe mental-health conditions can be amplified by a 5-MeO-DMT experience, and the clinical trials act on the same principle from the other direction, excluding candidates with personal or family histories of psychotic and bipolar disorders before anyone is dosed.27-28 Psychosis precipitation is the central concern: the possibility that a powerful serotonergic upheaval can tip a genetically or clinically vulnerable person into a psychotic or manic episode that does not resolve when the drug does. Direct evidence on 5-MeO-DMT and psychosis is limited, and most of the caution is reasoned across from the broader psychedelic literature and from the trials’ own exclusion logic rather than from a body of 5-MeO-DMT case reports. The careful reading of that limited evidence leaves the risk undisproven: real enough that the trials screen for it, and real enough that anyone with a personal or family history of psychotic illness sits in the population the supervised studies deliberately keep out.

Vulnerability extends past the psychiatric. Trial exclusion criteria draw a wider perimeter, and they are the best available map of who is at elevated risk, because they encode what the people designing supervised administration were most afraid of. Assembled across the clinical studies, the gates run roughly as follows: a current medication review, with particular attention to serotonergic drugs that could compound the molecule’s effects; cardiovascular screening for the surge already described; the psychiatric history above; and, in practice, the requirement of monitoring and a known dose that lies beyond the reach of unsupervised settings.29-30 The serotonergic gate deserves a word of its own, because it is the one a casual user is least likely to think about. 5-MeO-DMT acts hard on the serotonin system, and stacking it on top of an antidepressant that already floods that system carries a theoretical risk of serotonin toxicity, the cluster of agitation, fever, and autonomic instability that serious cases produce.31-32 The clinical programs have begun to test the boundary deliberately, with one BPL-003 study dosing patients who stayed on their existing antidepressants,33 but the everyday version of this combination happens with no supervision at all, in people who may overlook their daily medication entirely as relevant to the toad they are about to inhale.

The picture is now organized enough that it has reached the primary-care literature, where a 2026 clinician primer lays out the screening a general practitioner should run before a patient pursues 5-MeO-DMT, treating the molecule’s risks as a matter for ordinary medical attention.34 The deeper treatment of how those gates are operated, and of harm reduction more broadly, belongs to Chapter 14; what matters here is that the list of people for whom a difficult experience is most likely to become a lasting harm is already known, and it is largely the list the trials wrote down when they set their exclusion criteria.



What difficulty becomes afterward

Any difficult episode can be read more than one way, and which reading a person and their community reach for shapes what the difficulty becomes. A terrifying dissolution can be understood as a clinical adverse event, as an unfinished piece of integration, or, in the interpretations practitioners offer, as a spiritual rupture, an initiation, a confrontation with ego that the ego experienced as death.35-36 None of these readings is the truth, and all of them can be reached from the same session. Meaning-making is part of whether a hard experience heals or harms, and it is too consequential to leave to chance or to whoever happens to be in the room. Octavio Rettig Hinojosa, writing from the facilitator side of the toad ceremony, puts the emphasis on preparation, respect, and post-session care, which is the practical content underneath the interpretive language: a difficult experience held by someone who knows what they are looking at is more likely to resolve than the same experience left to a frightened person alone.37

What the meaning-making must avoid is romance. A tradition that reads every terror as a breakthrough lacks a category for the experience that was simply harmful, and so fails to recognize the person who needs more help than a reframe. The error runs the other way too: a clinician who reads every difficult session as a psychiatric adverse event lacks a category for the experience that was hard and meaningful and fine, and so may medicalize what required no medicalizing. Telling the two apart requires attention more than ideology, and the molecule’s speed and intensity make the attention harder to pay.

A short session is not a small one.



What deserves to stay unsettled

A few things about 5-MeO-DMT difficulty deserve to stay unsettled, held open against the pull toward reassuring consensus. The cardiovascular surge is real, and the clean trial record is a product of hard screening, full stop. The loss of motor control on a compressed timeline makes an unsupervised dose physically dangerous in a way no amount of ceremonial staging removes. Reactivation is common enough that the practice communities named it before the surveys caught up, and it deserves to be taken seriously, never waved away as a curiosity or misfiled as HPPD. The evidence that the supervised trials produce is genuine and promising. What it does not touch is the unscreened person inhaling an unknown dose of toad secretion in a setting with no plan for the night going wrong. None of these is a reason for alarm. Each is a reason for the kind of seriousness that the brevity of the experience makes harder to sustain. The worst difficulty this molecule produces is the kind that, in the moment, leaves no one home to recognize it as difficulty, which is exactly why the recognizing has to be built into the room beforehand. Of everything that is asked of the people who take it and the people who sit with them, that is the strangest and the most exacting: to prepare, in advance and on someone else’s behalf, for a danger whose defining feature is that no one will be present to notice it.



Key Takeaways


	5-MeO-DMT difficulty has a distinctive shape: blank, unbounded, self-dissolving, and hard to return from, rather than populated by threatening others. The practitioner image of a “failure to reassemble” names the worst version more precisely than the borrowed “bad trip” vocabulary of the visual psychedelics.

	Difficulty and harm are different. Most of the terror and bodily disorganization resolves with the acute event; harm is what persists into the days and weeks after. The two require different responses, and conflating them loses the information a sitter or clinician needs.

	The plainest physical dangers are the rapid loss of motor control, the risk of vomiting and aspiration while unable to self-rescue, and a sharp cardiovascular surge. The clean safety record of the supervised trials reflects hard screening and monitoring, not an inherently gentle drug; it fails to transfer to unsupervised or toad-secretion settings.

	Reactivation, the spontaneous later return of the state, is specific enough to this molecule that practice communities named it before academic surveys characterized it. It should not be collapsed into Hallucinogen-Persisting Perception Disorder, which is a different and visual phenomenon.

	The people at highest risk of lasting harm are largely identifiable in advance, and they are mostly the people the clinical trials already exclude: personal or family histories of psychotic or bipolar illness, cardiovascular vulnerability, and serotonergic medications.
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10 Depression and Treatment-Resistant Mood Disorders

Eighty-one people whose depression had survived the drugs that are supposed to lift it came into clinics across Europe and North America, sat back, and inhaled a measured dose of a synthetic 5-MeO-DMT formulation, up to three times in a single day. Eight days later, on the standard clinician-rated scale that trials use to grade the severity of a depression, the people who had received the active drug had improved by about fifteen and a half more points than the people who had received a placebo, and well over half of them, 57.5 percent, no longer met the threshold for depression at all. Not one of the placebo group reached that mark.1 For a body of evidence whose most-cited entry had until then been a survey of people who used the drug in living rooms and desert ceremonies, this was a different kind of sentence to be able to write: a randomized, placebo-controlled trial, with a separation between drug and placebo that would be large by the standard of any antidepressant ever brought to market.

That sentence is why depression became a serious clinical question for this molecule, and it is also why the question has to be handled carefully. A single randomized trial of eighty-one patients is strong evidence. It is also narrow. One trial, run by the company that owns the molecule, falls short of establishing a medicine on its own. The work of this chapter is to hold the strength and the narrowness in the same view: to say plainly what the depression evidence for 5-MeO-DMT now supports, and to keep visible, at every step, the difference between what a controlled trial has shown, what an open-label study has suggested, what a naturalistic survey has reported, and what a company has announced.

The molecule’s clinical career is young enough that all four kinds of claim are live at once—and the most common way to misread the evidence is to let one kind borrow the authority of another.


How to read the evidence that follows

The design of a psychedelic depression trial shapes what its numbers can mean, so the verdict has to be read through the way it was reached. These methodological problems are practical ones. They are the difference between a result that will survive a larger trial and a result that will evaporate.

Blinding is the first problem, and it is more severe for a psychedelic than for almost any other drug. A trial is meant to be double-blind: neither the patient nor the rater knows who got the active drug and who got the placebo, so that hope and expectation cannot masquerade as effect. A drug that vaporizes the sense of self in under a minute defeats this arrangement. Patients know, raters often can guess, and the knowledge itself can lift mood through expectancy. The fix that trialists have reached for is the active placebo, a comparator that produces some bodily effect of its own, so that the contrast lies between two felt somethings instead of between something and nothing. It is an imperfect fix, and the better trials acknowledge that the blind was probably broken and reason about how much the breakage could explain.

Sample composition is the second problem. Early-phase trials enroll an unrepresentative slice of the depressed population a medicine would eventually serve. They skew toward the educated, the Western, the psychologically motivated, and the relatively physically healthy, because those are the people who pass the screening and consent to a profound altered state. A result in that population is a real result. For now it speaks about that narrow group alone.

The outcome measures need a word, because they recur throughout. The Montgomery-Åsberg Depression Rating Scale, usually shortened to MADRS, is a clinician-rated questionnaire that scores the severity of a depression across ten items. A higher number is a worse depression, and a drop of fifteen points is a large clinical move.2 Remission, in these trials, means the score has fallen below the threshold that defines a depression at all. Response means it has fallen far enough to count as a meaningful improvement without necessarily crossing into remission. These are the instruments through which the entire evidence base speaks, and they are imperfect translations of a felt state into a number. The trials run on them, and their precision is real but partial.

One more orientation governs all the others. Evidence in this chapter arrives in distinct tiers, and the tiers stand apart from one another. A randomized placebo-controlled trial sits at the top. An open-label study, in which everyone knows they got the drug, sits below it. A proof-of-concept cohort, a registry, and a naturalistic survey sit lower still, each useful for what it is and dangerous when it is read as more. A press release from a company sits at the bottom, a signal of institutional movement alone. Naming the tier before the number, and the formulation and route before the claim, is the discipline this chapter imposes, because with this molecule a result about an inhaled synthetic dose in a clinic says nothing automatic about an intranasal spray, a vaporized toad secretion, or a desert ceremony.



The two molecules that carry the evidence

The depression evidence for 5-MeO-DMT runs almost entirely through two proprietary formulations, and keeping them distinct is the first task of reading the evidence. One is an inhaled synthetic preparation, dosed as a vapor in a clinic and titrated upward within a single visit. The other is an intranasal benzoate salt, sprayed into the nose at a fixed dose. They are the same molecule delivered two ways, developed by two companies, and tested in two separate lineages of trial. Almost everything the controlled and clinical trials establish about depression, they establish through one or the other.
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The inhaled synthetic preparation carries the strongest single result in the field. In the randomized trial, eighty-one patients with treatment-resistant depression received up to three escalating inhaled doses in one day, and the gap between drug and placebo on the depression scale at day eight was fifteen and a half points, with remission in well over half the active group and in not one of the placebo group.3 The trial was placebo-controlled and randomized, which is what lifts it above everything that came before it. A fifteen-point separation is the kind of number researchers wait years to be able to report, and it earns a moment’s pause before the caveats crowd back in: a gap that size, in a population this resistant, is not nothing, whatever the second trial does to it. It was also a single trial, run by the formulation’s sponsor, in a screened population, with the blinding caveat that hangs over every psychedelic study. The result is the best depression evidence for the molecule to date, and what it most clearly establishes is that a larger trial is now owed.

The inhaled synthetic preparation reached patients only after a dose-ranging study in healthy volunteers established the shape of its acute effect and the doses that produced it safely, a study that found prominent effects at all three single-dose levels tested, with peak mystical-experience intensity achieved only through individualized dose escalation rather than any fixed high dose.4 That finding shaped how the later patient studies were designed, with individualized escalation protocols.

Behind the controlled result sits an earlier, smaller study of the same inhaled preparation, open-label and without a placebo arm, in which patients received individualized vaporized doses and a subset reached remission rapidly, with the remissions in that subgroup appearing within a day of dosing.5 An open-label study cannot separate the drug’s effect from the expectation of it, and a small one cannot rule out chance. What it can do is establish that the larger, controlled trial was worth running, and show the speed that makes a short-acting psychedelic attractive in the first place: a remission that arrives within twenty-four hours is a different clinical object from one that takes six weeks of a daily pill to appear.

Among the two routes, the intranasal benzoate salt carries a thinner but broader spread of evidence, and its development has drawn the most institutional attention. In a first-in-human study, forty-four healthy volunteers with no prior psychedelic experience received single ascending intranasal doses from one to twelve milligrams. There were no serious adverse events, the pharmacological and monitoring interval was short, and the complete, fully immersive version of the experience appeared at the top of the dose range, at ten and twelve milligrams.6 A first-in-human safety study is a floor, not a depression result. It is the evidence the depression work is built on, that the intranasal route could be given to people at a dose that produces the full state while keeping the acute hours safe.

Depression evidence for the intranasal route arrived next, in an open-label study of twelve patients with treatment-resistant depression given a single ten-milligram dose. The median time from dose to the judgment that a patient was steady enough to go home was around ninety-eight minutes, and the depression scores fell within two days of the dose and stayed down through the twelfth week of follow-up.7 Twelve patients without a placebo arm is the lowest rung of clinical evidence that still counts as clinical, and the durability across eighty-five days is the more significant finding: whatever the open-label design cannot rule out about expectancy, the improvement was still there at week twelve.
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What the drug seems to do for a depression

What 5-MeO-DMT appears to do for a treatment-resistant depression, when it does anything, has a particular shape that should be described in plain terms before the trials are allowed to speak for it. There is a sudden and total interruption of the ordinary self, briefer and more complete than anything the older psychedelics produce.8-9 There is, in the accounts that come back, a sense of having been emptied out and returned, and a quieting of the relentless inner commentary that a depression keeps running. There is, often, the experience of contact with something the person describes as larger than themselves, and a residue of that contact that outlasts the fifteen minutes of the acute event by days or weeks.10 The improvement, where it comes, tends to arrive fast and to be felt as a sudden change in the ground of things.

That description is a portrait, not a clinical claim, and the two must be kept separate. It is what the experience is reported to be like. What the trials establish is whether the reports track a measurable change in a depression. A person can have a profound dissolution and no change in their depression, and a person can improve without any experience they would call mystical. The evidence on whether the felt depth of the experience predicts the clinical benefit is not yet strong enough in this molecule to license the common assumption that the more complete the dissolution, the better the outcome. The assumption is plausible and widely held, and for 5-MeO-DMT it remains unestablished. It is the kind of correlation these early trials were not built to isolate.

Two accounts of the mechanism run through the same evidence. One reaches for the receptor pharmacology established in Chapter 4, where the molecule’s unusual pull on one serotonin receptor relative to the receptor the classic psychedelics favor was tied to the formless quality of the experience, and for the post-acute biology that the rapid antidepressant psychedelics share, in which a brief, intense receptor event appears to open a period of heightened plasticity in the days that follow.11-12 A phenomenological account reaches for what the person underwent: the emptying, the contact, the return. No measurement yet turns the receptor event or the plasticity that follows it into a complete explanation of why a depression lifts. Naming the receptor describes part of the acute event and leaves the insight, the surrender, and the durability unexplained.

Naming a receptor does not name the cure.



How it compares, and how long it lasts

The comparison a depressed reader most wants is the one the evidence can least support: how 5-MeO-DMT stacks up against the antidepressants they have already failed. No trial has tested the molecule head-to-head against a standard antidepressant, against ketamine, or against psilocybin, and so every comparison is indirect, a matter of laying one trial’s numbers beside another’s across different patients and designs. Read that way, the fifteen-point advantage over placebo on the depression scale in the controlled inhaled-synthetic trial is large, larger than the separations that earned the conventional antidepressants their approvals.13 But larger than what? By construction the comparison is indirect. Cross-trial numbers cannot account for the differences in who was enrolled, how the blind held, and how the outcome was rated, and psychiatry has learned repeatedly that effects which look enormous in a first controlled trial shrink when the trial grows.

The speed is the genuine point of difference, and it is real across the formulations. A depression that begins to lift within a day of a fifteen-minute session, as the open-label inhaled and intranasal studies both reported, is a different clinical proposition from one that takes weeks of daily medication. Speed is why a short-acting psychedelic is attractive to develop, and the brevity of the session is also what leaves the surrounding methodology untouched: a brief session leaves intact the work of screening, consent, monitoring, and the slower business of making the experience mean something afterward. A fast acute event still sits inside a treatment that is mostly the work around it.

Durability is the question on which the molecule’s future as a medicine most depends, and the answer so far is partial. The intranasal open-label study followed its twelve patients to day eighty-five and found the improvement holding.14 The controlled inhaled-synthetic trial reported its headline at day eight, with the longer follow-up still accumulating.15 What is still missing for 5-MeO-DMT is a clear picture of relapse: how many patients who respond will still be well at six months, who will need a second dose and when, and whether a repeated session works as well as the first. Naturalistic studies provide a hint short of a proof. A study that pointed the whole clinical program toward depression in the first place came from people who took the drug in group settings outside any clinic and reported, unprompted, that their depression and anxiety had eased: a study of such a group found that participants who entered with diagnosed depression or anxiety showed improvements in those symptoms after a single session, improvements the researchers described as unintended because the participants had come for something other than treatment.16 A prospective study of people who inhaled the drug in non-clinical settings likewise found gains in satisfaction with life and reductions in symptoms of depression and anxiety that persisted for weeks after a single session,17 and a related study tracked changes in stress-related biology and affect across the same period.18 These are people who chose the drug and chose to answer the surveys, which limits what their persistence can prove, but the direction matches the trials, and that convergence holds even at the lowest evidence tier. The naturalistic evidence is what made the clinical question worth asking. The controlled trial is what begins to answer it.



Where the depression story came from

Before any of the trials, the idea that 5-MeO-DMT might treat a depression came from practitioners, and that source deserves an honest account of what it can and cannot establish. Far from the clinic, in the desert and the retreat, the modern therapeutic imagination around the toad and its synthetic twin was built, and the people who built it kept records of a kind. The practitioner Octavio Rettig Hinojosa, who worked extensively with vaporized toad secretion in the Sonoran borderlands in the early 2000s, described his work as producing benefits he placed in a single broad category that ran from addiction through social suffering to what he called affective and emotional disorders, and reported collecting thousands of testimonials to that effect.19 Rettig framed the healing in a vocabulary that mixed neurotransmitters and cellular change with an energetic and spiritual model, and his own story of collapse and recovery from crack cocaine shaped his authority as a healer. Gerardo Sandoval Isaac, who scaled the practitioner network through the following decade, described the Sonoran work as a moment when toad secretion was tested as a treatment for hard-drug dependence among communities facing methamphetamine and other harms, and wrote that he himself had introduced toad medicine to Rettig in 2006, framing Rettig’s work as something that began only after Sandoval shared the practice with him.20

These accounts are the pre-history of the clinical evidence. What they preserve is the therapeutic intuition that sent the molecule toward depression in the first place, and what they lack is everything that makes a clinical claim a clinical claim: there is no validated depression score, no placebo group, no blinded rater, no prespecified endpoint, and no systematic accounting of who failed to improve or who got worse. A practitioner’s comparison of his results against the other therapies he had seen is a comparison without a comparator. A list of conditions a healer believes he has helped is a long way from a list of conditions screened, diagnosed, and measured. Breadth of claims is itself the warning: a treatment reported to help depression, anxiety, insomnia, trauma, addiction, and a range of serious medical histories all at once is a treatment whose reported benefits have escaped the gates that clinical trials impose. What these accounts can properly establish is why depression became a plausible indication, and what the trials, not the practitioners, must carry from there.



What the evidence cannot yet say

The newest studies narrow what can be claimed in both directions. On the encouraging side, a finding that complicated an earlier worry: a proof-of-concept study kept twelve patients with treatment-resistant depression on their existing antidepressants and gave them intranasal 5-MeO-DMT at ten and twelve milligrams, and reported no severe or serious adverse events along with responses that held through day eighty-five.21 The serotonergic interaction explored in Chapter 6 had made concurrent antidepressant use a standing concern, and this small study suggests the concern may be narrower than feared, though twelve patients cannot settle a safety question of that kind. On the cautionary side, these same recent studies are precise about their own limits. They leave the drug’s safety outside supervision unproven, lend no support to the harvesting of wild toads, supply no ancient ceremonial pedigree for smoked toad secretion, and stop well short of turning small open-label and proof-of-concept cohorts into a regulatory approval. Both programs have drawn regulatory attention and are advancing toward larger trials,22-23 but those milestones measure institutional momentum, with efficacy still a separate question, and Chapter 16 takes up the regulatory story in full. What the depression evidence supports today is what these trials measured, and Chapter 11 takes up the indications beyond depression where the evidence is earlier still.



Key Takeaways


	The strongest evidence that 5-MeO-DMT treats depression comes from a single randomized, placebo-controlled trial of an inhaled synthetic formulation in eighty-one patients with treatment-resistant depression, which reported a fifteen-and-a-half-point advantage over placebo on the standard depression scale at day eight and remission in well over half the active group, against none on placebo.24

	The evidence runs through two distinct proprietary formulations, an inhaled synthetic and an intranasal benzoate salt, and a result for one route does not transfer automatically to the other, to vaporized toad secretion, or to ceremonial use.

	The improvement, where it comes, tends to arrive within a day and to persist for weeks; the intranasal open-label study held its gains to day eighty-five, but no clear picture yet exists of relapse, retreatment, or six-month durability.

	The speed of the acute event, under fifteen minutes with discharge readiness around ninety-eight minutes for the intranasal route, is the molecule’s genuine point of difference from conventional antidepressants, but it does not shorten the surrounding work of screening, consent, monitoring, and integration.

	The practitioner accounts that first sent the molecule toward depression preserve a real therapeutic intuition and supply no clinical evidence, lacking validated scores, controls, blinded raters, and any systematic accounting of non-response.

	Every clinical result so far comes from screened populations, mostly sponsor-run trials, and designs in which the blind was probably broken; the results are promising and early, and no head-to-head comparison against any standard treatment exists.
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11 Beyond Depression: Emerging Indications

Thirteen people who drank too much, and could not stop, agreed to inhale a single dose of something that would dismantle them for a quarter of an hour. They sat in a clinic rather than a desert tent or a ceremonial circle, screened for the cardiac and psychiatric conditions that would have ruled them out, prepared in advance by a therapist and scheduled for the integration sessions that would follow. The dose was ten milligrams of an intranasal formulation of 5-MeO-DMT, a benzoate salt sprayed into the nose rather than vaporized from a pipe, given once and wrapped inside a course of cognitive behavioral therapy. Twelve weeks later, by the measures the trial tracked, the group was drinking less: fewer heavy drinking days, more days abstinent, than before the session.1 It is the single best piece of evidence that this molecule does anything for a condition other than depression. It also rests on thirteen people, in an open-label study, with no placebo arm.

Distance between those two facts is what this chapter occupies.

Depression carried the previous chapter and remains the strongest indication the molecule has. Everything else the drug is being pointed at follows here: alcohol use disorder, post-traumatic stress, bipolar depression, the depression that follows childbirth, generalized anxiety. The evidence thins fast as it moves away from depression, and the discipline required is to keep visible, at every step, which tier of evidence a given claim is standing on. The ladder is the one set out in Chapter 10: a randomized placebo-controlled trial at the top, an open-label study below it, a single case study and a naturalistic survey lower still, and a company’s registration of an as-yet-unreported trial at the bottom, as evidence that an organization intends to look rather than that it has found anything. With this molecule the ladder matters more than usual, because the same five letters cover an intranasal spray, an inhaled synthetic vapor, and the secretion squeezed from a desert toad—and a result in one of them says nothing automatic about the others.


The condition with the most evidence is drinking

Alcohol use disorder is the secondary indication in which 5-MeO-DMT has come closest to a real clinical result, and what exists for drinking is the strongest secondary evidence for any indication beyond depression. The proof-of-concept trial that produced it gave thirteen people with the disorder a single ten-milligram intranasal dose of the benzoate formulation, the same preparation being developed for depression, and built the session into a structure of psychological preparation and integration alongside a course of cognitive behavioral therapy. By week twelve the participants were drinking less by the measures the trialists tracked: fewer heavy drinking days and more abstinent days than at baseline.2 The trial registered as a phase 2 study of the intranasal formulation in adults with the disorder.3


[image: Figure 11.1. Drinking before and twelve weeks after a single 10 mg intranasal dose of 5-MeO-DMT delivered alongside cognitive behavioral therapy, in the twelve-person efficacy set of an open-label, phase 2 proof-of-concept trial (no placebo arm). Panel A: the percentage of abstinent days rose from 33% to 81% and the percentage of heavy drinking days fell from 56% to 13% (means with SD whiskers). Panel B: the responder split, with half the group continuously abstinent, a quarter meaningfully reduced, and a quarter showing no or limited change. The shift is large and the sample is twelve, open-label, with no placebo arm to separate drug from the therapy or the expectation that surrounded it; the wide SD whiskers are part of the finding, the chapter’s “promising and fragile” result in one frame. Source: Marsden et al. 2025, abstract and Table 4 (efficacy set n = 12).]
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Promising is an accurate word for the finding’s shape. Its fragility is a matter of arithmetic and design. Thirteen people is a pilot. Open-label means everyone in the room knew what they had taken, which leaves the door open to expectancy: the improvement that follows from believing a powerful thing has been done to you. The cognitive behavioral therapy is a real treatment in its own right, so the drug’s specific contribution cannot be separated from the therapy that surrounded it. What the trial establishes is narrower than that the molecule treats alcohol use disorder: that the question is worth a larger and better-controlled trial, and that a single supervised session of a short-acting psychedelic can sit inside a structured course of addiction therapy without destabilizing it. That is a real thing to have shown. It is also the floor of clinical evidence, the first rung above the ground.

Drinking is a plausible place for an intense, ego-dissolving drug to help, and the wider psychedelic research suggests why, as long as the analogy is borrowed carefully and labeled as borrowed. A recent meta-analysis of dimethyltryptamine and 5-MeO-DMT for substance misuse pooled what evidence exists and found the base still thin, the studies small, and the designs mostly uncontrolled.4 A scoping review of ibogaine, a different anti-addictive psychedelic with a far longer treatment history, traced how that molecule has moved from a standalone intervention toward sequential models that pair the drug with structured aftercare.5 Neither of those is evidence about 5-MeO-DMT for drinking. They are evidence about the class of question, useful for situating the thirteen-person trial inside a longer line of research asking whether a brief overwhelming experience can interrupt a compulsion, and useless as support for any specific claim about this molecule. A finding about another drug stays context.



A single case of post-traumatic stress

Post-traumatic stress is the indication people most often expect a psychedelic to address, given the MDMA story and the trauma framing that surrounds the whole field, and it is the indication in which the 5-MeO-DMT evidence is thinnest of all. What exists is a single case. A real-world longitudinal case study followed one patient with post-traumatic stress disorder through 5-MeO-DMT administration and reported improvement in symptoms over the follow-up period.6 One person is one person. A case study can show that an outcome is possible, can generate a hypothesis worth testing, can describe in close detail what happened to a particular patient over a particular span of months, and is powerless to separate a drug effect from the dozen other things that change in a person’s life across a year. It is the seed of a research question.

What the case can do, held at its proper weight, is mark the territory. Trauma sits close to the conditions in which the molecule has shown more, and the clinical interest is real: veterans’ organizations and trauma clinicians have been among the most motivated to look at 5-MeO-DMT, drawn by the speed of the experience and by anecdotal reports from the ceremonial world that a single session can shift something a decade of other treatment has not. Those anecdotal reports are exactly the kind of evidence that cannot carry a clinical claim. They belong to the practitioner world placed carefully in Chapter 10: a pre-clinical therapeutic intuition, sincere and sometimes decades deep, that arrives without the supports a clinical claim requires, no validated symptom scale, no comparison group, no blinded assessor, no systematic accounting of the people for whom nothing changed or for whom things got worse. Until that intuition is tested in a controlled study, the claim about 5-MeO-DMT for post-traumatic stress will remain a hypothesis; for now, the published evidence is Ragnhildstveit et al. 2023 and the one patient they followed.



What the companies have registered

Among the most-watched secondary findings are those a company has announced but left unpublished, and they require their own kind of reading. Two registered trials of the inhaled synthetic formulation, GH001, point the molecule at mood conditions adjacent to the depression target: one in bipolar II depression, the depressed pole of the milder bipolar disorder, and one in the depression that can follow childbirth.7-8 A trial registration is a real and meaningful thing. It commits a sponsor to a protocol, a sample size, a primary outcome, and a public record, and it marks where the development money is going. What it is not is a result. A registered trial in postpartum depression establishes that GH Research intends to study the inhaled formulation in that population, and it establishes nothing about whether the formulation works there. A registration is a promise to look, dressed in the grammar of a finding, and the trade press reliably reads the costume rather than the body underneath.

The same discipline applies to the sponsor announcements that surround the programs. When the regulator lifted a clinical hold on GH001 in early 2026, clearing the path toward a later-phase trial, the company announced it, and the announcement is evidence of institutional movement, of a regulatory obstacle removed, of a development program resuming its forward motion.9 It remains silent on whether the drug treats anything. The distance between “the hold is lifted” and “the drug works” is the distance between the bottom rung of the ladder and the top, and the fast-moving press around short-acting psychedelics collapses that distance constantly. A reader following the field through company releases and trade coverage will encounter the bipolar and postpartum programs framed with an optimism the underlying evidence has not yet earned. At the time of writing, GH001 has two registered protocols: one in bipolar II depression, one in postpartum depression, both underway and neither reported.



The mood improvements nobody set out to find

Anxiety enters the picture sideways, through people who took the drug for other reasons. The largest naturalistic finding on 5-MeO-DMT and mood comes from a survey of people who inhaled the drug in group settings and were asked afterward about their psychological state: a substantial share reported unintended improvements in depression and anxiety in the weeks that followed, improvements that arrived unbidden when they sat down.10 The word doing the most work in that finding is unintended. These were people in ceremonial and group contexts, recreational and spiritual users rather than patients in a trial for anxiety, and they reported, after the fact, that something in their baseline distress had eased. A naturalistic survey of that kind is self-selected twice over, by the people who chose to use the drug and again by the people who chose to answer the questions, and it measures what people are willing to report, which is a step removed from what a clinician would independently observe. It cannot carry a claim that 5-MeO-DMT treats anxiety.

What it can do is corroborate, from a real-world population, a direction the supervised studies point in. Prospective surveys of people inhaling the synthetic compound or vapor from dried toad secretion in naturalistic settings have recorded sustained improvements in life satisfaction and reductions in psychological distress in the weeks after a single session, alongside measurable shifts in stress-linked biology such as cortisol and an inflammatory marker.11-12 The earlier and largest epidemiological survey of users likewise catalogued the reasons people give for taking the drug and the benefits and consequences they report, with mood improvement prominent among the benefits.13 That convergence is real and easy to over-read. Several uncontrolled samples of self-selected users describing eased distress in the weeks after a session are a consistent finding at the lowest evidence tier, and the pattern sits beneath, not beside, the controlled depression evidence of the previous chapter. The honest reading is that the naturalistic surveys and the controlled trials point the same way for low mood. That agreement is a reason to keep studying anxiety as a target, and the studies that would settle it have not been run.



One mechanism or many

A question runs underneath the whole spread of indications: whether a single thing the molecule does could account for benefit across conditions as different as drinking, trauma, and depression. The transdiagnostic idea is attractive and, for psychedelics generally, increasingly taken seriously: that a brief, profound interruption of the ordinary self might loosen the rigid patterns of thought and behavior that several disorders share, and that the loosening is the therapeutic mechanism, acting across conditions. For 5-MeO-DMT the candidate mechanism has a particular shape. The molecule’s fast, near-total dissolution of the self, its engagement of the serotonin system through a receptor profile that Chapter 4 took up in detail and that cannot be reduced to the single receptor most psychedelics act on, and the period of neural plasticity that may follow the acute event, together form a plausible account of why one drug might move several conditions.14-15 The reviews that have surveyed the molecule describe it as fast-onset, unusually intense, and pharmacologically distinctive, and they treat its therapeutic potential as broad and unproven in roughly equal measure.16

The mechanism story explains why the state may feel the way it does and why it might help, without claiming to be the whole of what happens. A receptor event, a rise in a plasticity-related protein, a steep pharmacokinetic curve: each describes a piece of the acute experience.17-18 None of them adds up to the felt sense of annihilation and return, the noetic conviction that something true was disclosed, the meaning a person makes of the fifteen minutes in the weeks afterward. The biomedical account names the molecular events but does not reach the felt experience. The transdiagnostic hypothesis is a hypothesis, the kind of unifying idea that organizes a research program before the program has produced the evidence to confirm it, and its present value lies in the predictions it generates about where trials ought to run next.



The failures that have yet to arrive

The published record holds essentially no account of 5-MeO-DMT failing in a secondary indication, and at the time of writing the failures are an absence rather than a list. Nothing about that absence implies the drug has swept its targets. The secondary programs are simply too early to have produced negative results. The alcohol trial is a single open-label pilot; the post-traumatic stress evidence is one case; the bipolar and postpartum programs are registered but unreported. Trials produce null results once they are large enough and controlled enough for a null result to mean something, and the secondary-indication work remains short of that stage. Depression is further along, which is exactly why it already carries the caveats a maturing evidence base accumulates: the broken blind, the sponsor’s hand, the screened and unrepresentative sample.

This matters because an absence of failure differs from a record of success, and the temptation with a charismatic, fast-acting, intensely subjective drug is to read the early enthusiasm as if the trials had already been run and won. They remain unrun. What exists for the secondary indications is one promising pilot in drinking, one case in trauma, two registered mood programs, and a scatter of naturalistic and survey reports pointing in encouraging directions. A larger alcohol trial that showed no separation from a proper comparator, or a postpartum program that stalled, would be neither a surprise nor a scandal. It would be the evidence base doing what evidence bases do as they grow. To expect only good news from the emerging indications is to misread how early this research is. Secondary-indication programs are early, and most of their eventual null results have yet to be generated.



Where the medicine cluster leaves the careful reader

Across both medicine-cluster chapters, the molecule’s clinical evidence is real, recent, narrow, and steeply tiered. That hierarchy should be stated plainly before practice takes over from medicine. The strongest claim the evidence supports is the one carried in Chapter 10: that an inhaled synthetic formulation of 5-MeO-DMT produced a large antidepressant effect against placebo in a single randomized trial of treatment-resistant depression, with the usual psychedelic-trial caveats attached. Everything in the present chapter sits below that. The best secondary result, the thirteen-person alcohol pilot, is genuine and fragile in equal measure. The rest is weaker still and cannot serve as proof: the single trauma case, the registered bipolar and postpartum programs, the naturalistic mood improvements.

The convergence across the cluster is easier to state than the divergences. Where the evidence converges, it points at mood: the controlled depression result, the naturalistic depression-and-anxiety improvements, the drinking pilot whose participants were also, plausibly, depressed, all move in the same direction, and the transdiagnostic mechanism offers a reason they might. Where the evidence diverges, it diverges by tier and by formulation. A result for the inhaled synthetic says nothing automatic about the intranasal benzoate or vaporized toad secretion, and a randomized depression trial offers no warrant for an open-label drinking pilot. The careful reader holds the cluster as a single picture with a clear center of gravity and soft edges: depression at the center, well evidenced and well caveated; alcohol use disorder the most credible of the emerging targets; trauma, bipolar depression, postpartum depression, and anxiety as registered or reported directions of travel rather than established uses.

A calibrated optimism is what the medicine cluster as a whole supports, with the calibration doing as much work as the optimism. The molecule has earned a real clinical research program, which a few years ago it lacked. It remains short of earning the language of a treatment. Between those two statements is where the evidence actually sits, and the years ahead will be spent finding out which of the emerging indications crosses that gap. The questions that will decide the matter are clinical ones: whether the depression result replicates in a larger and better-blinded trial, whether the alcohol pilot survives a controlled one, whether the registered mood programs report anything, and whether the brief, overwhelming intensity that makes the experience so compelling turns out to be linked to durable change once the trials grow large enough to tell. Chapter 16 takes up the regulatory and commercial activity moving around these questions, the legal and approval landscape. Clinically, what the medicine cluster adds up to is promising early evidence that has not yet crossed the threshold a treatment claim requires.



Key Takeaways


	Alcohol use disorder is the secondary indication with the strongest 5-MeO-DMT evidence, and that evidence is a single open-label pilot: thirteen people given one ten-milligram intranasal dose of the benzoate formulation alongside cognitive behavioral therapy, drinking less by fewer heavy drinking days and more abstinent days at twelve weeks. With no placebo arm, it cannot separate the drug from expectation or from the therapy that surrounded it, which is why the result warrants a controlled trial rather than a clinical conclusion.

	The post-traumatic stress evidence is a single documented case. It can generate a hypothesis worth testing; it cannot separate a drug effect from everything else that changes in a person’s life across a year of follow-up.

	The bipolar II and postpartum depression programs for the inhaled synthetic formulation are registered trials and sponsor announcements, not results. A registration shows where development money is going; a lifted regulatory hold shows institutional movement. Neither is evidence that the drug treats the condition.

	Naturalistic surveys of people who inhaled the synthetic compound or toad-derived vapor report unintended improvements in depression and anxiety and in stress-linked biology in the weeks afterward. These are the lowest evidence tier, drawn from people who chose both to take the drug and to report on it, and they corroborate the direction of the controlled depression work without carrying any claim of their own.

	A transdiagnostic mechanism, in which a brief and near-total dissolution of the self loosens the rigid patterns several disorders share, is a plausible and unconfirmed hypothesis. Its present value is to predict where trials should look; the question of whether the molecule is a general-purpose corrective remains for those trials to answer.

	Taken with the depression chapter, the medicine cluster has a clear center of gravity and soft edges: depression well evidenced and well caveated, alcohol use disorder the most credible emerging target, everything else a direction of travel. The molecule has earned a clinical research program; it has not earned the language of a treatment.
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12 In Ceremony, in the Clinic, on One’s Own

On a stretch of shore on Tiburón Island, in the Gulf of California, a small group of people in white stand around a ring of stones while the afternoon sun comes down and the waves keep time. One of them has just inhaled the vapor of a desert toad’s secretion and lies at the center of the circle, gone somewhere the others cannot follow. A man in a red shirt shakes a rattle and sings. Octavio Rettig Hinojosa, a Mexican physician who spent years carrying 5-MeO-DMT into settings like this one, recorded the scene and described the island ceremony as a place where, one by one, “our Western guests are broken upon the shores of heaven”.1

The picture repays a closer look. This is a contemporary ceremony, assembled in the last two decades by a small number of facilitators, some of them with indigenous sanction and some without, and no surviving fragment of an ancient rite. What collapses under scrutiny is the claim that the peoples of the Sonoran Desert smoked the toad for centuries, and that distinction matters, because the single most common way to misread 5-MeO-DMT is to let the charisma of the toad, or the intensity of the experience, stand in for evidence the sources do not actually provide.

Three settings exist for this molecule, and the cleanest way to tell them apart is by what protects the person inside the experience—never by how they feel. A ceremony, a clinic, and a solitary room can each be the safe place or the dangerous one. What separates them is a short list of safeguards: who has screened the participant for the conditions that make the drug dangerous, who controls the dose, who is watching while the self is gone, what happens if the body or the mind destabilizes, what legal exposure the participant and the facilitator carry, whether informed consent was real, and whether anyone is available afterward to help make sense of what happened. On every one of those points the settings differ. Ceremony comes first here because it is where the contemporary practice took shape and because the clinic borrowed its structure from it. Second comes the clinic, because the trials now under way are a translation of the ceremonial form into a regulated one. Solitary use comes last because it has the fewest safeguards and the highest baseline risk, and because it is the practice that most often goes wrong.


The contemporary toad ceremony

The ceremony as it is practiced today is a recent assembly, and its best documentation comes from the practitioners who run it. Gerardo Sandoval Isaac, an obstetrician who has facilitated what he counts as thousands of sessions over a twelve-year period,2 set down the most complete facilitator’s manual in the literature, and its structure reveals how much of a serious ceremony is occupied by safeguards instead of ritual. Sandoval lays out a seven-phase sequence, and the striking thing about it is where the experience sits inside it. The first phase is introduction and questions; the second is a medical interview and the signing of a waiver; only the fourth is the inhalation itself, the threshold and the dissolution of the self; the sixth is the long descent and what he calls the imprinting or integrating phase; the seventh is a formal closure.3 The actual encounter with the molecule, the part that lasts a quarter of an hour, is bracketed front and back by structure. Screening and consent come before; integration and closure come after.

That medical interview is not a formality. Sandoval’s protocol asks the facilitator to take a family history of mental illness, to ask about every medication and herbal supplement taken in the past month, to ask about recent surgery and any medical condition the facilitator should know, and to work from a signed consent and liability waiver before anyone inhales anything. It names the pharmacological exclusions in plain terms: people taking antidepressants, particularly the serotonin reuptake inhibitors, along with tricyclics and dopaminergic medications, are treated as contraindicated and asked to be off them for at least a month.4 Reasoning for that exclusion belongs to the pharmacology chapters, where the interaction between a serotonergic psychedelic and a serotonergic antidepressant is the subject; what matters here is that a careful ceremonial practitioner is running, in effect, the same screening logic a clinic runs, drawn up from experience where a clinic works from a trial protocol but pointed at the same hazards.

The preparation before a session is ritual where the clinic’s is procedural, and the contrast is instructive beyond the merely atmospheric. Sandoval describes a preparatory phase of relaxation and a short meditation or prayer, the blessing and smudging of the space with palo santo or white sage or frankincense, the optional use of rapé, a tobacco snuff, to clear the energy, and the building of an altar or a shared silence for whoever wishes to invoke a tradition of their own.5 This part is not screening, and it does not control the dose. What it does, in the practitioner’s understanding, is settle the participant’s internal state before an experience that will arrive within seconds and leave no time to compose oneself once it begins. Ralph Metzner, the psychologist who spent decades observing underground use of 5-MeO-DMT and related tryptamines, made the same point in flatter language: with a drug whose effect comes on within seconds, beginning to meditate after inhaling is too late, and the equilibrium has to be found beforehand.6 The ritual and the meditation are aimed at the same target the clinic’s preparation session aims at, which is a person who is as ready as preparation can make them for something no preparation fully readies anyone for.

The physical shape of a ceremony has a recurring form. Metzner describes the standard posture sequence in medicine circles with a spiritual orientation: the participants sit in a circle and attune themselves through meditation, take the medicine, and then lie down for the duration, eyes closed or covered, turned inward, while the music or guided meditation has been chosen and agreed in advance so that no decision about the outside world has to be made by someone who has left it.7 The detail about music decided beforehand is a small piece of design doing real work. A person fifteen seconds into a full dose of 5-MeO-DMT cannot choose a playlist, cannot ask for the volume to change, cannot indicate that anything is wrong; the whole setting has to be built before the door closes, because once it closes there is no one available inside to adjust it.

What the facilitator is for, in this setting, is contested in a way that maps onto a live argument in the wider practice. Sandoval’s account of the facilitator’s role foregrounds character over technique:


Facilitators must act like shepherds guiding the flock back home. […] It is not necessary to have a great deal of specialized information to be a superb guide. The essential prerequisites are compassion, intuition, and loving kindness.8



Martin Ball, who practiced as an underground 5-MeO-DMT therapist before going public with his work and whose book on the subject is among the most widely read in the field, draws a sharper line. He distinguishes a provider, who makes the medicine available and holds space, from a practitioner, who actively works with the energy of the experience, and he argues that the second is harder and rarer than the first.9-10 The disagreement is a live practical one: it is the contemporary retreat circuit arguing with itself about what training a facilitator needs, and it sits directly upstream of the harm-reduction questions Chapter 14 takes up, because a practice with no agreed standard for who may sit for a stranger having the most destabilizing experience this class of drugs produces has no floor under its competence.

Ball is also among the few who name the facilitator failures the practice would rather leave unspoken. A provider rushing from one person to the next, dosing each before the last has finished, denies everyone adequate time or attention; and a facilitator who provides 5-MeO-DMT and then engages sexually with the participant is in plain violation of basic care, a breach Ball states without euphemism.11 These are the predictable hazards of an unregulated practice in which the participant is, for a quarter of an hour, entirely without defenses, and in which no licensing body, no oversight, and no recourse exists. The ceremony at its best is a carefully built setting; the same form, run by someone unqualified or predatory, removes every protection at once.

One practitioner observation deserves a place here precisely because it is an observation, well short of a finding. Sandoval reports that up to a quarter of participants given a strong dose experience what he calls spontaneous reactivations, a kind of flashback that tends to arrive at night, often between one and three in the morning, and he folds an aftercare instruction around it,12 telling participants to expect the possibility and facilitators to be ready to hold space if it comes.13 The figure is a single practitioner’s tally across his own ceremonies, an impression well short of a measured rate in a defined population, and it should be read that way. But it is the kind of thing a ceremonial practitioner working at volume notices and a small early-phase trial may miss, and it points at the after-period of a 5-MeO-DMT experience as something that extends past the session and needs tending.



The Seri question and a third form

The most photographed version of contemporary toad ceremony is the one set among the Comcaac, the people of the Sonoran coast more commonly called the Seri, and it requires careful handling because the story attached to it is partly invented. Rettig Hinojosa describes years spent among the Seri with the sanction of community leaders, formalities approved for the safe consumption of the desert toad, and work helping members of a community devastated by poverty and methamphetamine addiction to break their dependence through the toad medicine.14 Taken on its own terms, this is a real and specific thing: a Western-trained physician practicing, with indigenous sanction, a form that is neither a traditional rite nor a clinical trial but a negotiated third arrangement, aimed at addiction in a particular community at a particular moment.

What the account does not establish is an unbroken ancient tradition. The archaeological and ethnohistorical record for centuries of toad-secretion use among the Sonoran peoples is empty,15 as the chapters on origins and ethics establish in full. Rettig’s addiction work among the Seri is real and recent; what cannot be sustained is the ancient-tradition story attached to it.



The clinic as a recent translation

The clinical setting arrived late, and it is best understood as a regulated translation of the ceremonial form, far from the molecule’s native home. The trials now under way, which Chapters 10 and 11 examine for what they show about depression and other conditions, are treated here only for the shape of the practice they have built. That shape will be familiar from the ceremony, because it is largely the same shape with the ritual elements stripped out and replaced with measurement and oversight.

A clinical session has the same front-and-back bracketing Sandoval’s ceremony has, rendered in the vocabulary of a trial. Screening is a formal eligibility assessment that excludes people with the cardiovascular conditions a sharp rise in blood pressure would endanger, the psychiatric histories a profound dissociative experience could destabilize, and the serotonergic medications that carry an interaction risk. The published trials report stringent exclusion on exactly these grounds.16-18 Dose control, which in a ceremony rests on the facilitator’s judgment and the keeper’s vigilance, becomes a measured quantity delivered by a defined route: an intranasal spray of a benzoate salt of 5-MeO-DMT in the Beckley work, an inhaled vapor of a synthetic formulation in the GH Research work, each given at doses fixed by protocol where a ceremony estimates by eye.19-20 Preparation and integration sessions with a therapist sit on either side of the dosing day, the clinic’s version of the ceremony’s preparatory blessing and its closing phase. And a feature of the clinical model with no exact ceremonial parallel is the discharge-readiness window: because the synthetic short-acting forms resolve quickly, the open-label intranasal work reported patients ready for discharge at a median of roughly ninety-eight minutes, a turnaround that is part of the clinical pitch for these formulations.21

Recognizably the ceremony’s roles in clinical dress, the therapist pairing and the dosing-day structure mirror what a ceremony does with different materials. Where a ceremony has a guide and, in the more careful underground groups, a non-ingesting watcher, the clinic has a therapist dyad and a monitored room. Where a ceremony has an altar and chosen music, the clinic has a prepared space and a protocol for what the staff do and say. Something is lost in the translation. Screening is more rigorous and the dose more exact in the clinic; the cosmology and the communal setting that ceremonial practitioners regard as therapeutically active, as part of the medicine over mere decoration, are largely absent. Whether that trade improves or degrades the outcome is one of the open questions the medicine chapters leave standing, and the practitioners who have written on it leave it unsettled.

A short session remains a large one. The acute experience may last fifteen minutes, but the screening, the consent, the psychological preparation, the cardiovascular monitoring, and the work of making sense of what happened all keep their full weight regardless of how briefly the drug acts. A fast-acting psychedelic invites the assumption that the encounter is therefore low-commitment, but surrounding the dose with preparation, monitoring, and integration is precisely what the clinical model does, because the after-period extends well past ninety-eight minutes and the weight of the experience does not resolve when the molecule does.



Underground and self-directed use

Outside the ceremony and outside the clinic lies the largest and least visible category of use, and it is the one the practitioners write about most anxiously, because it is where the safeguards thin out fastest. Metzner, whose decades of participant observation among underground groups in the United States and Europe give the most systematic account available, found that self-directed use takes two recognizable forms. In the first, one experienced person serves as a guide and conducts the session without taking the medicine. In the second, a small group of roughly equally experienced people come together by agreement, and even here the best practice is for one person to abstain and act as what Metzner calls ground control, available to support the others and to monitor the doses so that dosing itself stays clear of the distortions of the experience.22 Ground control names a role, and that role is the load-bearing safeguard in a setting that has given up the clinic’s screening and the ceremony’s facilitator.

Why the role matters is something Metzner observed directly. Peer groups in which everyone dosed at will, with no one holding back, tended to degenerate quickly into chaos and confusion, with a raised likelihood of panic and little useful result, regardless of how experienced the individuals were. Groups that worked were the ones that met deliberately, on a set cadence, and rotated the role of what he called the keeper of the sacrament, the person responsible for the medicine and the dosing, precisely to guard against the inadvertent overdosing that is unusually easy with this drug.23 Observational and drawn from one researcher’s experience across many groups, the finding is nonetheless consistent and specific: the difference between a self-directed practice that holds and one that collapses is whether someone sober is watching and controlling the dose.

The sitter principle runs deeper than convenience, and Metzner grounded it in the wider ethnographic record. Across shamanic traditions that use altered states for out-of-body work, the practitioner who departs is watched over by an assistant who guards the vacated body. Non-ingesting witnesses are a recurring feature of how human cultures have handled the problem of a person who has temporarily left themselves — a form of care that predates any modern safety bureaucracy.24 The more serious underground networks Metzner knew applied a still higher standard, taking the medicine in pairs with one person as voyager and one as witness, and arranging for a physician to participate or at least to be reachable and on call in case life-saving measures were ever needed.25 The image of an underground practice maintaining a physician-on-call norm is a useful corrective to the idea that informal necessarily means careless; some informal practice was more rigorous about medical preparedness than the casual user dosing alone in a bedroom will ever be. There is something quietly admirable in a clandestine network that kept a doctor by the phone for an emergency that almost never came, out of a care for one another that no protocol obliged and no license rewarded.

Ball treats the relationship among the three settings as a sequence instead of a menu, and the idea is the most useful single one in the self-directed literature. Because 5-MeO-DMT is so radical in its action, he argues, the right entry is an initial introduction through an experienced facilitator, and he advises against self-experimentation from a standing start. Solo work becomes safe and productive, in his account, only once a person has learned their own reactions and the differences among doses across several facilitated sessions, because reactions and results vary from one session to the next in ways a newcomer cannot anticipate.26 The progression runs from facilitated to solitary, and the solitary end is something earned through experience—a destination and never a starting point. Why the order matters is the same reason ground control matters: a person alone with a full dose of this molecule has no margin for a mistake in dose, in set, or in setting, and the experience that has just erased them is not one they can manage from inside.

A note belongs here on the coded online reports, the self-selected first-person accounts drawn from sources such as Erowid that constitute the lowest tier of evidence drawn on here. They cannot speak to how common any practice is, because the people who write them remain a self-selected sample, far from a representative one. What they offer is texture, confirmation that the patterns the practitioners describe show up in the accounts of ordinary users, and a reminder that a substantial amount of 5-MeO-DMT use happens entirely outside any of the settings this chapter has described, with no facilitator, no ground control, and no screening at all. That unmonitored solitary use is the practice the rest of the chapter’s safeguards exist to argue against.



Where microdosing fits, which is barely

Microdosing has a large place in the practice of psilocybin and LSD and almost no place in the practice of 5-MeO-DMT, and the subject is better stated plainly than dressed up as a culture nobody actually practices. There is no established 5-MeO-DMT microdose practice, no body of protocols passed around among users, no community of regular sub-perceptual dosers comparable to the ones that have grown up around the classic psychedelics, and no completed human trial showing that repeated low doses of the drug do anything therapeutic at all.27-28 The pharmacology offers no obvious reason to expect one, and the practice has yet to produce one.

Early and supervised, the only human work pointing in the direction of low-dose 5-MeO-DMT should be named as the exception it is. Whether a serotonergic agonist this potent and this brief can do anything useful at sub-perceptual doses, and by what route it would even be delivered, remains a question researchers have barely begun to ask. A randomized, double-blind, placebo-controlled study tested the safety and tolerability of repeated sublingual microdoses in adults with moderate depression or anxiety symptoms, a tolerability investigation well short of a demonstration of benefit.29 Separately, a pharmaceutics group has developed and tested microarray skin patches as a route for delivering psychedelics, including 5-MeO-DMT, in micro-doses, a delivery-engineering exercise at the laboratory stage.30 Both are legitimate early science, and neither is evidence of a practice.



Key Takeaways


	The three settings for 5-MeO-DMT use are best distinguished by safeguards, not atmosphere: screening, dose control, a sober watcher, an emergency plan, legal exposure, real consent, and access to integration. A ceremony, a clinic, and a solitary room can each satisfy or fail every one of those.

	The contemporary toad ceremony is a recently assembled form, well documented by its own facilitators, in which screening and consent precede the experience and integration follows it. A careful ceremonial practitioner runs much the same screening logic a clinic runs, derived from experience instead of from a trial.

	The clinical setting is a regulated translation of the ceremonial form, with ritual replaced by measurement: formal eligibility screening, fixed doses by a defined route, therapist-supported preparation and integration, and a rapid discharge-readiness window for the short-acting synthetic formulations.

	Self-directed use is the largest and riskiest category. The load-bearing safeguard is a non-ingesting sitter, or ground control, who watches and controls the dose; peer groups without one reliably degenerate. Solo use is best understood as earned through facilitated experience, not as a starting point.

	The claim of an ancient Sonoran toad-smoking tradition is not supported by the record. Contemporary indigenous-sanctioned practice such as the Seri addiction work is real. It is also recent. The two should not be conflated.

	There is no established 5-MeO-DMT microdose practice and no completed human efficacy trial. Early supervised research on sublingual microdoses and transdermal patches is the exception that proves the absence, not the beginning of a culture.
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13 The Container: Set, Setting, Sitters, Music

A person fifteen seconds into a full dose of 5-MeO-DMT can do nothing to protect themselves. They cannot adjust the volume of the music, cannot ask for a door to be opened, cannot turn their head if they begin to vomit, cannot say that something is wrong, cannot leave. For the next quarter of an hour the body lies somewhere on the floor between collapse and thrashing while the person who inhabited it is, by every later account, somewhere a question cannot reach.1-2 Everything that will protect that person has to be decided and built before the inhalation, because once the molecule lands there is no one available inside to make a single further choice. This is the fact that organizes the whole subject of the container for 5-MeO-DMT, and it is the fact that makes the surround matter more here than for almost any other psychedelic. The set, the setting, the sitter, and the sound do more than set a mood around the experience.

With a drug this fast and this total, the surround is the only safety system, and it is fully spent the moment the dose begins.

Set and setting is the standard phrase for all of this, carrying the same meaning since the 1960s: the mindset a person brings to a psychedelic and the physical and social environment they take it in. For most psychedelics the phrase covers a long experience in which the surround can be tended as it unfolds: a sitter can speak, a hand can be held, a piece of music can be changed, a frightened person can be talked down across the hours. For 5-MeO-DMT the same phrase has to do different work, because the experience it surrounds is brief, overwhelming, and largely beyond reach once it starts. Four classic pieces make up the container — what the person brings, where they take it, who watches, and what they hear — and each does something different when the experience it is built around lasts minutes and admits no mid-course correction. With the settings in which the molecule is used already sorted, this chapter asks a narrower and more practical question. Given that someone is going to be gone, and gone fast, what makes the difference between a container that holds and one that fails.


What the person brings to the threshold

Preparation for a long psychedelic is partly preparation for the journey itself: an intention to return to, a question to hold, a way to make sense of what may come. Preparation for 5-MeO-DMT is closer to preparation for a fall, because the thing prepared for arrives before the mind can compose itself and dissolves the very faculties that preparation usually equips. Practitioners who work with the molecule say so directly. Ralph Metzner, the psychologist who circulated one of the earliest underground field reports on it, made the point in flat language: with an effect that comes on within seconds, beginning to settle oneself after inhaling is already too late, and whatever equilibrium the person is going to have must be found beforehand.3 Front-loaded by necessity, the preparation allows no settling in once the door has closed.

What the front-loading is for is a readiness to surrender intention. Martin Ball, who practiced as an underground 5-MeO-DMT facilitator before going public, pushes the point to its edge: the belief system a person carries is one of the primary structures from which their ordinary prison is built, and the most useful preparatory stance is to set all beliefs aside.4 The advice is consistent with the molecule’s particular action. Where a slower psychedelic may reward a held intention, leading a person through visionary material they can interpret, 5-MeO-DMT tends to erase the interpreter. With no self left to work a question, the preparatory task, on the practitioner accounts, is to reduce the resistance the experience will meet, so that a person whose self is about to go finds the going easier than they would by fighting a dissolution already beyond their control.

Expectation is the part of set the clinical work has examined most closely, and it cuts in two directions. A study mapping the phenomenology of intranasal 5-MeO-DMT in psychedelic-naive healthy adults found that fear and peace frequently arrive together instead of in sequence, and that the experience holds little of the complex visual narrative a first-timer primed on the older psychedelics might be braced for.5 A person who expects the populated, image-rich journey of psilocybin or LSD and instead meets a formless white annihilation can read the absence of the expected content as something going wrong. Calibrating the expectation to the molecule is the preparation that helps: telling a person that there may be no visions, no narrative, no recognizable journey, and that the absence is the experience, not a failure of it. Both the clinical preparation session and the ceremonial talk before a circle aim at the same target from different vocabularies: a person braced for what the molecule actually delivers.

Preparation guarantees nothing. The same naturalistic and clinical accounts that describe surrender and readiness also describe people who prepared carefully and were terrified anyway, and people who came in casually and were unharmed. Preparation shifts the odds of a difficult passage and a clean return. It cannot control them. What it most reliably does is the unglamorous work the rest of the safety system depends on: a person who has genuinely understood what they are about to do, and consented to it with that understanding, is a person whose sitter is watching over a chosen act.



The room and the body in it

The physical setting for 5-MeO-DMT is built around a single anticipated event: a person losing motor control within seconds and remaining without it for several minutes. Almost every concrete design choice follows from that. When the body goes down, the floor is padded and clear; the practitioner manuals describe a properly cushioned space with enough pillows and blankets that a person who collapses or thrashes does not strike anything hard.6 The reclined or supine position is the default for safety: a seated person who goes limp will fall and a standing one will drop. Eyes are closed or covered, turning the attention inward toward an experience that has no outward content worth attending to anyway. From outside, the arrangement looks like a person lying still on cushions in a quiet room. What it is engineered against is the few minutes in which that person has lost all command of their own body.

Two physical hazards drive the setting harder than comfort ever could, and both are specific to how this molecule acts on the body. The first is the airway. A person who vomits while unconscious and supine can inhale it, and 5-MeO-DMT can produce both nausea and a total loss of the protective reflexes that would normally clear the throat.7 The setting answers this with position and proximity: a body placed so that fluid drains away instead of pooling, and a watcher close enough to turn the head in the seconds it would take. The second is the surge in heart rate and blood pressure the molecule drives during the acute phase, which is why serious settings screen out cardiovascular risk before anyone is in the room and why the early-phase clinical work has been conducted with monitoring and a crash cart within reach.8 The room, in other words, is doing two jobs. It is a place to have an overwhelming inner experience, and it is a place to manage a brief medical event in a person who has lost the capacity to manage it themselves.

The contrast between the clinical room and the ceremonial one is real, but it is smaller than the difference in vocabulary suggests, because both are answering the same physical facts. The clinical setting is spare and instrumented: a reclining chair or bed, a monitor, fixed lighting, a defined route and dose, a discharge-readiness check before the person leaves.9-10 The ceremonial setting is dense with meaning the clinic strips out: an altar, the smoke of palo santo or copal, an outdoor circle under the sun.11-12 A field report from a ceremony on Tiburón Island in the Gulf of California describes participants in white standing around a ring of stones while one of them lies at the center, gone, and the others hold the space and, at the moment of return, physically support the body as it comes back.13 That scene and a clinic look nothing alike. But strip each to what protects the person and the lists converge: a soft place to lie, an inward turn, a watcher within arm’s reach, and an environment composed in advance so that nothing in it will demand a decision from someone who has lost the capacity to make one.

The ceremonial framing of that environment carries a claim the setting itself withholds, and the distinction should not disappear into the atmosphere. Assembled in the last two decades by a small number of facilitators, some with indigenous sanction and some without, the Tiburón ceremony 14 has had the charisma of the desert toad and the intensity of the experience repeatedly mistaken for evidence of a deep tradition the historical record does not support. The setting’s safety functions are genuine, and they stand on their own terms. The ancestral pedigree sometimes wrapped around them is contested, a question the chapters on origins and ethics take up directly.



What the sitter is actually for

The sitter is the one part of the container that has to be supplied live, in the room, and for 5-MeO-DMT the sitter’s importance scales directly with the participant’s helplessness. A person under the molecule is, for several minutes, incapable of self-rescue. They cannot recognize a danger, cannot summon help, cannot protect their own airway, cannot find the way back on their own. Everything that the long course of a slower psychedelic lets a sitter do gradually, the reassuring, the redirecting, the hand held through a hard passage, collapses here into a few minutes of attention that have to be undivided, because the only minutes in which an intervention matters are the minutes in which the person can do nothing. Experienced or not, a sitter is something more demanding than a comforting presence on a journey. For the duration, the sitter is the participant’s only functioning nervous system.

What that sitter most needs is steadiness and the judgment to know when to hold back. Sandoval Isaac, the obstetrician who set down the most complete facilitator’s manual in the literature, describes the role as a shepherd guiding the flock home and lists its essential qualifications as compassion, intuition, and loving kindness ahead of any great deal of specialized knowledge.15 Ball draws a sharper and more demanding line, distinguishing a provider, who makes the medicine available and holds space, from a practitioner, who actively works with the energy of the experience, and arguing that the second is harder and rarer than the first.16-17 The disagreement between them is a live argument in the practice about what training is enough, and it sits directly upstream of harm reduction, because a practice with no agreed standard for who may sit for a stranger having the most destabilizing experience this class of drugs produces has no floor under its competence. Ball’s own account of the witness role gives the demand its sharpest form:


As a witness, it is not your job to get involved with either the facilitator or the individual having a session with the medicine. You are not even there to “hold space,” as many people like to imagine their role to be. You are solely there to observe. […] In such a case, just be passive and non-responsive.18



Restraint under pressure is the hardest skill the role asks for: the capacity to watch a person appear to suffer and to intervene only when the body, not the drama, requires it.

The reason the standard matters is that the practice has produced the failures that prove its necessity. Metzner recorded two of them in plain terms. In one, a provider with a history of inappropriate behavior toward clients inhaled the molecule alongside two women near a hot tub, with prolonged underwater breath-holding part of the evening. One of the women submerged after dosing and drowned while the others were too incapacitated to reach her, and because the tryptamine clears so fast it left no trace and the death was ruled accidental.19 In the other, a psychiatrist began dosing himself before and during sessions with his own patients, and on one occasion, having just inhaled, opened the door to his waiting room and assaulted the next patient, perceiving her through the drug as a goddess. He was eventually reported and lost his license.20 The drug-induced perception of the patient as a goddess is an explanation of his state, not a mitigation of the act; a clinician who dosed himself and then assaulted a woman who had come to him for care committed an abuse, and the flat clinical phrasing the case is usually given should not be allowed to launder it into a cautionary anecdote about boundaries. Both cases share a single feature. In each, the person who was supposed to be the container had himself entered the experience and was therefore no safeguard at all. The dead-simple rule practitioners draw from this, that the sitter does not dose, is dead simple precisely because the consequences of breaking it are this severe and this irreversible.

The proliferation of people willing to sit without that discipline is itself a hazard the practitioners name. Sandoval, writing from inside the practice, describes a surge of newly self-appointed facilitators sharing the molecule across several continents in ways he calls unqualified at best and, at the extremes, predatory, and locates the motive for his own manual in alarm at what he had watched the practice become.21 Through structure, the clinical model answers the same problem: a defined therapist role, a second person in the room, training tied to a protocol, and an institution that can revoke the right to practice. Neither model has solved the question of who is competent to hold the most extreme few minutes in psychedelics. It is the kind of question a protocol can constrain while leaving its hardest part to human judgment. What both make clear is that this is the central question for the molecule, because during the minutes when the participant is entirely defenseless only the sitter can intervene, and only if they have stayed sober to do it.



Whether sound holds or fills

Music is treated, across the psychedelic-therapy field, as a load-bearing part of the session, a guiding presence that shapes the emotional course of a long experience, carries a person through hard passages, and gives the hours a shape to move along. Psilocybin’s clinical model leans on a curated program of music for hours at a time.22 For 5-MeO-DMT the role of sound is genuinely unsettled, and the reason is the same brevity and formlessness that complicate everything else about the surround. An experience that lasts a quarter of an hour, that often dissolves the self entirely, and that carries little narrative content gives music far less to do. With no long course for a playlist to follow, frequently no one present to hear it, and at the peak no perceiving subject for sound to reach, the question of whether sound holds the experience or merely fills the room is, for this molecule, an open one.

Practitioner accounts split along exactly that line. Sandoval offers the most operationally specific claim in the literature, with a protocol that prescribes music tuned to 432 hertz and treats it as physiologically active: in his account, exposure to those vibrations can prolong and deepen the experience, and music and vibration bear a direct proportional relationship to its duration and intensity.23 The claim rests on the practitioner’s observation rather than on any controlled evidence, and it should be read as a ceremonial protocol, not an established physiological effect; what it reflects is a tradition that takes sound to be acting directly on the body during the experience, more than merely accompanying it. A second ceremonial thread treats sound as an embodied form of holding more than a soundscape. In the Tiburón ceremony described earlier, icaros, the sung medicine songs drawn from Amazonian practice, were carried into the toad work, sung over a participant whose body has collapsed in the sun, with the song bound up in the physical tending of the body as it begins to return.24 On that account the music’s function lies past the dissolved peak, beyond its reach: it marks the threshold and accompanies the return, the moment when a perceiving person is coming back into a body and a world and the sung voice is the first thing waiting there.

The other half of the practice reaches for the opposite. Silence has its own logic with this molecule: if the peak admits no perceiver, sound at the peak may be simply nothing, and some practitioners and the clinical settings lean toward quiet or minimal sound on the reasoning that there is little to guide and nothing to distract. What both approaches share is a constraint the longer psychedelics escape: whatever sound is used has to be chosen and set before the inhalation, because a person fifteen seconds into a full dose can no longer ask for it to change. Metzner’s description of the standard ceremonial posture makes the constraint explicit, with the music or guided meditation agreed in advance so that no decision about the outside world falls to someone who has left it.25 Controlled work on music selection for this molecule does not yet exist, so the choice rests on preference and practitioner tradition. Where a psilocybin sitter can read the room and adjust the program across the hours, the 5-MeO-DMT setting gets one decision about sound, made while the person can still hear (a deepening frequency, a song of return, or silence), and then no further chance to revise it.



What the container can and cannot do

The container for 5-MeO-DMT is unusually consequential and unusually front-loaded, because the experience it surrounds is brief, total, and beyond reach once it starts. Preparation has to be finished in advance, because there is no doing it in the moment. Before a person loses motor control, the room has to be right, because rearranging it around them once they have is too late. Sober and in place from the start, the sitter must be ready because the participant’s only functioning judgment for the duration is the sitter’s. Sound is set while the person can still hear, because once the experience begins its single setting is fixed. Each piece is a decision that has to be complete before the inhalation, and the quality of those decisions is most of what separates a container that holds from one that fails.

Making the experience safe in the sense a casual user might hope for is what the container leaves undone. A well-built setting reduces the chance that a difficult passage becomes a lasting harm, but it cannot guarantee an easy passage, and it has no power to turn an unscreened cardiovascular or psychiatric vulnerability into a non-event. Clinical work examining the molecule under the most controlled conditions reports mostly mild-to-moderate adverse events and rapid recovery, but it reaches those numbers inside exactly the container this chapter describes: medical screening, fixed dose, monitoring, a trained second person, and a plan for the body if it falters.26-27 Those findings are evidence about supervised use under design, and they transfer only as far as the design does. The short session invites the casual user to treat the container as optional. The intensity makes that the most dangerous mistake available with this molecule, because the few minutes in which everything can go wrong are precisely the few minutes in which the person can do nothing about it, and the container is the only thing standing in the gap.



Key Takeaways


	For 5-MeO-DMT the container matters more than for almost any other psychedelic and works differently, because the experience is brief, overwhelming, and beyond reach once it starts. Set, setting, sitter, and sound are its only safety system, and they are fully spent the moment it begins.

	Preparation is front-loaded by necessity. With an effect that arrives in seconds and dissolves the interpreting self, the useful preparatory work is a readiness to surrender intention and a calibrated expectation of formlessness — the dissolution this molecule delivers, distinct from the image-rich narrative arc of the slower psychedelics.

	The physical setting is engineered against two molecule-specific hazards: a person who loses motor control and protective reflexes within seconds, and a surge in heart rate and blood pressure during the acute phase. The reclined position, the padded floor, the protected airway, and a watcher within arm’s reach all follow from those facts. Stripped to their safety functions, the clinical room and the ceremonial circle converge.

	The sitter is the participant’s only functioning judgment for the duration and cannot have dosed. The recorded failures of the practice, including a drowning and an assault, share the single common feature of a supposed container who had himself entered the experience. Practitioners have settled on no agreed standard for who is competent to hold the most extreme few minutes in psychedelics.

	Music’s role is genuinely unsettled for this molecule. A short, formless, often unwitnessed peak gives sound far less to do than in a long narrative psychedelic. Practitioner traditions reach for a deepening frequency or a song of return, while clinical settings often lean toward silence; whatever the choice, it must be made before the inhalation, and controlled evidence on music selection for 5-MeO-DMT specifically does not exist.
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14 Harm Reduction and Who Should Not Take It

Somewhere in the paperwork of the contemporary toad ceremony there is a single-page form, and it tells more about the practice than most of what surrounds it. The version reproduced in Gerardo Sandoval Isaac’s facilitator manual asks the participant to list every prescription, over-the-counter, and natural medication they are taking; to declare whether they use antidepressants, steroids, or blood-pressure drugs; to state whether they have a history of cardiac failure or stroke, whether they have ever had a seizure, whether they have a diagnosis of psychosis or schizophrenia, and whether they are pregnant.1 It is a crude instrument, hand-built by a practitioner working outside any regulatory system, and it captures something the marketing around 5-MeO-DMT usually omits: that the first act of harm reduction with this molecule is deciding who gets turned away before they ever inhale it.

In its own plain language, the form is the practice admitting that the medicine is not for everyone, and that the work of telling the two groups apart happens before the lighter is ever lit.

Screening someone out sits one step further toward the practical than the pharmacology of what 5-MeO-DMT does and does not mix with (Chapter 6); the mechanism of why a serotonergic antidepressant is dangerous in combination belongs there, while here the questions are what a serious screening actually checks for, what a person can do to reduce the risk of the thing they hold being something other than what they think it is, and what a sitter is supposed to do when the few minutes go wrong. The scope is deliberate: this guidance can say honestly who is at elevated risk and what a careful setting looks like, leaving aside how to obtain or prepare an illegal drug. The central discipline runs underneath all of it. The intensity of the experience, the charisma of the toad, the announcements coming from the clinical pipeline, and the claims of ancient lineage are none of them evidence of safety, and the most common way the harm-reduction conversation goes wrong is to let one of them stand in for the screening that was never done.


Who should not take it

On the clearest exclusions, the underground and the clinic agree, which is a useful sign, because the two arrive at them from opposite directions. The naturalistic practitioners reached their list through accumulated trouble. Trial sponsors reached theirs through the conservative logic of a regulator who has to justify every enrolled participant. Where they converge, the ground is reasonably firm.

A personal or family history of psychosis or of a schizophrenia-spectrum disorder is the exclusion both sides hold most firmly. Sandoval Isaac, who scaled the practitioner network through the 2010s and has watched more of these sessions than almost anyone, puts it in the language of someone who has been burned: toad is for some people and wrong for others, plenty will mishandle it however clearly the rules are explained, and a person can leave in a worse psychiatric state than they arrived in if they were sent in unassessed.2 The schizophrenia-spectrum exclusion recurs in his larger retrospective series, where people with schizoid disorders, schizophrenia, and other psychiatric diagnoses were turned away while a long list of physical comorbidities (high blood pressure, diabetes, thyroid disease, even cancer) were not.3 The reasoning is the conventional one for serotonergic psychedelics, and it is shared across the class: these drugs rarely create mental illness from nothing in a healthy person—but they can precipitate a crisis in someone predisposed to one.4 What 5-MeO-DMT adds to the standard caution is the speed and totality of the dissolution it produces, which leaves a vulnerable person less time and less footing to recover their bearings inside the experience.

Cardiovascular risk is the second pillar, and it follows from the body, not the mind. During the acute phase a 5-MeO-DMT experience carries a rise in heart rate and blood pressure, modest in healthy participants but real,5-6 and the people most at risk from it are the ones whose hearts are already compromised. The intranasal benzoate trials, which screen with clinical-grade rigor, exclude participants with significant cardiovascular disease as a matter of protocol;7 the consent forms of the underground ask about cardiac failure and stroke for the same reason in cruder terms.8 Seizure history sits alongside it on both lists. So does pregnancy, where nothing is known: a molecule this powerful crossing into a developing fetus is a question no one has studied, and one no one should be answering by experiment.

Medications are where most real-world exclusions are actually made, and the review of them points directly back to the pharmacology. The drugs that matter most are the serotonergic antidepressants and the monoamine oxidase inhibitors, the latter because 5-MeO-DMT is itself broken down in part by monoamine oxidase, so a person on an inhibitor is loading an already-serotonergic exposure onto a body whose ability to clear it has been switched off.9 The underground manuals call for at least a month off serotonergic and related medications before a session, and warn that the consequences of ignoring the rule range from a miserable experience to a serotonergic crisis that can kill.10 One small supervised trial has since narrowed that blanket caution for one specific formulation under full medical supervision;11 for the screening interview, the practical takeaway is simply that a thorough medication review asks directly about antidepressants and monoamine oxidase inhibitors, and the month-long washout remains the default for everyone outside a controlled clinical setting.



What a serious screening actually checks

A good screening is an interview, not a waiver, and the difference is the point. Sandoval Isaac’s minimum version is a short conversation that asks about family history of mental illness, any medication taken in the past month, herbal supplements, recent surgery, and any medical condition the facilitator should know about, conducted before a consent form is signed.12 His larger retrospective study formalized that same conversation into a risk assessment covering belief system, surgical history, known illnesses, current medications, prior drug use, and previous psychedelic experience.13 The clinical trials do the same work at higher resolution: medical and psychiatric history, an electrocardiogram and cardiovascular workup, a medication reconciliation, and exclusion of the conditions named above, all before a single dose is given.14 Structurally, the two approaches are identical. What differs is the floor, the depth, and the consequences of getting it wrong.

Any screening worth the name is one that can produce a refusal. A form that the participant fills out and the facilitator files without reading is theater. When an interview ends with the facilitator declining to proceed, the safeguard is doing its job. With a drug this fast the protections have to be built before the inhalation, because once the molecule lands no one inside is available to make a further choice. Screening is the earliest of those protections, the one that operates before the person has even committed to the session, and it is the only safeguard that works by subtraction: its success is measured in the experiences that never happen.

Anyone weighing a setting can use the screening as a test of the setting itself. A facilitator who asks nothing, or who treats a list of contraindications as a formality to be waved through, has told the prospective participant something important about every other safeguard they claim to provide. What a serious screening asks is public knowledge and simple to ask; what is scarce is a facilitator willing to act on the answers and turn someone away.



Test what you have, do not guess

A risk specific to 5-MeO-DMT, and one the clinical trials largely cannot address, is that a person rarely knows with confidence what they are holding. Reaching users in at least two profoundly different forms, the molecule poses a safety problem before anything else.

Toad secretion, the form most associated with the ceremonial scene, is a chemical mixture rather than a pure compound. The secretion of the Sonoran Desert toad, Incilius alvarius, contains 5-MeO-DMT at something on the order of 5 to 15 percent by weight, alongside a family of cardioactive bufotoxins that are genuinely poisonous if swallowed.15 The route is what makes the practice survivable: vaporizing the dried secretion destroys the heat-labile toxins while delivering the 5-MeO-DMT, which is why the tradition smokes the material instead of eating it, and why oral use of toad secretion is dangerous in a way that smoking is not. But the percentage of active compound in any given sample of dried secretion is variable and unknown to the person holding it, which means a dose measured by eye is a dose measured against an unknown denominator. Synthetic 5-MeO-DMT removes the bufotoxin problem and the conservation problem at once, and a synthetic of known purity can be dosed against a known quantity. It introduces its own uncertainty, though, because a powder bought outside a regulated supply chain is only as trustworthy as a chain the buyer cannot see, and 5-MeO-DMT is potent enough by weight that a small error in identity or quantity is a large error in effect.

A substance whose identity and concentration are unknown should be treated as unknown: the principle that follows is the same one that governs every unregulated psychoactive, and it stands clear of prescribing anything. Reagent testing can distinguish 5-MeO-DMT from common substitutes and adulterants but cannot tell a user the concentration of an active compound in a variable natural product, which is the harder half of the problem and the one no field test solves. Short duration is the deeper trap: because the whole thing is over in fifteen or twenty minutes, it can feel like a low-stakes proposition, the way a brief exposure feels safer than a long one. Brevity is a genuine pharmacological safety feature,16 and it leaves the dose just as unforgiving. A misjudged amount of an unknown material produces its full effect inside that short window, and the return to baseline does not undo what happened during it.



Dose and route change the danger

Narrow is the margin between a 5-MeO-DMT dose that works and one that overwhelms, and the warning recurs more often than any other in the practitioner and field literature. Ralph Metzner, who conducted some of the earliest careful Western field study of the molecule, identified that margin as the central hazard: the extreme potency and the short distance between an effective and a dissociative dose made even experienced explorers subject to unexpected trouble, and careless estimation of a dose, even in a protected setting, could have serious consequences.17 The consequences could outlast the session by months. One account he recorded describes a dissociative syndrome that persisted for roughly six months after a single overdose, with constant pins-and-needles in the limbs and a recurring sense of being outside one’s own body, severe enough that the person stayed away from the molecule for twelve years.18 It is one case, not a rate. It is also the upper edge of what a single misjudged dose can leave behind.

Any dose figure drawn from the ceremonial record should be read with that margin in mind, and never as a recipe. In Sandoval Isaac’s large observational series, the dose associated with a threshold experience clustered around 100 milligrams of dried secretion, mild-to-moderate effects in the range of 50 to 70 milligrams, and one signal that maps directly onto harm reduction: the dose above which participants began to show retrograde amnesia sat above 150 milligrams.19 Those numbers describe dried toad secretion of a particular potency vaporized in a particular setting, break down entirely for a synthetic of different concentration, and serve as a dosing instruction for no one. The obvious workaround is defeated by a further complication: no relationship between body mass and required dose has been observed, removing the intuitive weight-based safety check a person might otherwise reach for.20 The clinical compounds occupy a different and better-characterized world: the intranasal benzoate phase 1 study used single doses from 1 to 12 milligrams of a defined formulation in 44 participants, with 60 percent of participants having a complete mystical experience at the 10-to-12-milligram top of the range and no serious adverse events across the ascending doses.21 The contrast between a clinical milligram figure for a pure benzoate and a ceremonial milligram figure for variable dried secretion is exactly the kind of comparison that looks like one number while encoding two entirely different things, which is why route and formulation have to be named before any dose figure means anything.

Route carries its own hazards beyond the dose it delivers. Vaporized freebase, the dominant ceremonial route, requires a heat source and a pipe, and the residue that accumulates in a pipe used for the purpose is itself a hazard: condensed material in the stem and bowl can deliver an unintended dose later, along with a cluster of uncomfortable physical symptoms, which is the practical reason the manuals insist a pipe used for this be used for nothing else.22 Among available routes, nasal insufflation may be meaningfully gentler than smoking or vaporizing, and injected use the most dangerous of all, a ranking that early field experimenters arrived at and that the intranasal clinical formulations have since pursued for reasons that include the smoother, more controllable absorption a sprayed dose allows.23-24 Route is a safety variable in its own right—it changes the speed, the controllability, and the toxicology of the same underlying molecule.



Where the retreat circuit fails

Most non-clinical 5-MeO-DMT use happens in the settings with the least accountability, and the contemporary retreat circuit that grew up around the toad through the 2010s, much of it concentrated in Tulum and Mexico City, has compiled a record that should inform anyone weighing a commercial ceremony.25 The failures follow a pattern, clustering around two underlying weaknesses that screening and a good setup are meant to cover and that a careless operation leaves open.

First is the facilitator who has dosed. Among the most serious documented harms in the field, a single feature recurs: a supposed guardian who had himself entered the experience and was therefore unavailable to guard anyone. Two documented cases, a drowning beside a hot tub and a psychiatrist who assaulted a patient mid-session (Chapter 13), are there the strongest argument for the rule that a sitter cannot dose. Here they are the strongest argument for a prospective participant to ask, directly and in advance, who will be sober and watching, and to leave if the answer is unconvincing.26 A water hazard near a session, a single facilitator who intends to participate, and a provider who blurs the line between guide and fellow traveler are each a reason to decline.

Second is the exploitation that the experience itself makes possible. A 5-MeO-DMT session can produce a powerful and false sense of intimacy with whoever was present, a transference that practitioners working in the area have learned to name and warn about. Martin Ball, who has written extensively on the molecule and its practitioners, is direct about it: a session should not be used sexually unless undertaken by a consenting couple, anyone who provides the medicine and then engages sexually with the recipient has violated basic care-giving ethics, and the transference can persist past the session into later relationships, manufacturing a sense of connection that was an artifact of the drug rather than a fact about the people.27 His practical advice is the kind a participant can act on: bring a witness, and enter any relationship with a facilitator with caution given the likelihood of transference. Ball also names the positive markers. Taking a powerful psychedelic with people who are unclear and ungrounded, inexperienced, or manipulative and narcissistic is, in Ball’s blunt formulation, an invitation to difficulty; the safest single choice is the selection of a grounded and qualified provider in the first place.28 None of this is unique to a retreat sold to tourists, but charismatic marketing, paying clients, weak vetting, and minimal recourse together create the conditions in which these failure modes are most likely to find room.



When the few minutes go wrong

Most difficult 5-MeO-DMT experiences resolve on their own as the drug clears, which is the practical upside of a molecule metabolized as quickly as this one. Even an ecstatic or a terrifying session typically returns the person to ordinary body-centered awareness within five to fifteen minutes when it unfolds in a protected and familiar setting.29 Drawing from hundreds of sessions over thirty years, Metzner estimated dissociative, psychotic, or fear-panic reactions at roughly one in ten cases, with the important qualification that the figure comes from seasoned, well-prepared adults in small intentional groups; in haphazard settings with little preparation, the rate is likely higher.30 Most prepared sessions pass without a crisis. A careful setting still plans for the one in ten that turns.

Presence and reassurance are most of what a difficult session calls for, with active intervention the exception experienced practitioners treat as rare. A sober sitter within reach, a protected airway for a person who has lost motor control, a clear floor and no water nearby, and the patience to let the short experience run its course are the bulk of what a difficult session calls for. When the peak fails to subside on schedule, the situation calls for more: experienced facilitators treat a peak extending well past the point where the descent should have begun as a possible early sign of serotonin toxicity, and the sitter’s job at that moment is to stop reassuring and escalate to emergency medical care, because serotonin toxicity that keeps climbing is a hospital problem.31 The underlying interaction, its symptom cluster, and why an antidepressant or a monoamine oxidase inhibitor missed at screening is the usual cause are set out in Chapter 6.

A setting that is serious about safety recognizes that sign early and escalates, instead of managing the session indefinitely with a guide’s reassurance; a setting that is improvising does not. It is also the practical reason the medication review at screening is load-bearing: the alternative to catching the interaction in an interview is catching it as a crisis in the middle of a session, with minutes to act and a person who cannot describe what is happening to them.



After it is over

The short duration of a 5-MeO-DMT session can make its aftermath easy to underestimate, and the safety picture is incomplete without it. In Sandoval Isaac’s large observational series, acute physical adverse events were mostly mild and self-limiting; about 15 percent of participants experienced nausea or vomiting, and a smaller fraction reported sleep disturbance or anxiety in the period afterward, most of it resolving within a month and responding to grounding practices, with sedatives or formal psychotherapy needed only rarely.32 But the same dataset recorded a substantial fraction reporting intense flashback-like recurrences in the aftermath, a reminder that a brief session can carry a long tail.33 A separate study of Spanish-speaking users found that delayed re-experiencing of the session, days or weeks later, is common enough to count as a feature of the molecule rather than an aberration, and that these reactivations carry a mix of emotional tones rather than being uniformly distressing.34

A setting that manages the acute minutes but offers no post-session support is incomplete, because access to support has to extend past the session itself. Practitioners treat post-session integration as ordinary and mostly non-medical, the work of grounding and meaning-making that most people do without pharmacological help, while flagging the cases that need more: a person who is predisposed, or whose integration is failing, should be referred to a mental-health specialist instead of being managed indefinitely within the ceremonial setting.35 Integration is its own subject (Chapter 15). On the harm-reduction side of the handoff, a prospective participant should ask what aftercare exists before assuming the brevity of the experience makes the question unnecessary, because a responsible setting plans for the days and weeks after the inhalation as part of the same duty of care that screened the participant in the first place.



Key Takeaways


	The first act of harm reduction with 5-MeO-DMT is screening, and screening’s job is to produce refusals. The exclusions the underground and the clinical trials independently agree on are a personal or family history of psychosis or schizophrenia-spectrum disorder, significant cardiovascular disease, seizure history, pregnancy, and the use of serotonergic antidepressants or monoamine oxidase inhibitors without an adequate washout. A setting that screens carelessly has revealed something about every other safeguard it claims.

	The supervised finding that a small group of patients kept on their antidepressants tolerated intranasal 5-MeO-DMT benzoate refines the medication caution without removing it. It describes one formulation, at defined doses, under full medical supervision; the washout default still holds for everyone outside that setting.

	A user rarely knows the identity and concentration of what they hold. Toad secretion is a variable natural product carrying genuinely toxic bufotoxins that are safe only because vaporizing destroys them and oral use does not; synthetic material of known purity removes that hazard but depends on a supply chain the buyer cannot verify. An unknown substance should be treated as unknown, and the short duration of the experience does not make a misjudged dose forgiving.

	The margin between an effective and an overwhelming dose is narrow, route changes the danger as much as dose does, and the circulating naturalistic dose figures describe variable dried secretion in ceremonial settings and cannot be lifted into a synthetic or a self-directed context.

	The documented serious harms cluster around a facilitator who has dosed and is therefore unavailable to guard, and around the false intimacy the experience can manufacture. A sober watcher, no water hazard, no participating sole facilitator, no sexualized facilitation, and a vetted and grounded provider are the practical reductions a prospective participant can insist on.

	Most difficult sessions resolve as the drug clears within five to fifteen minutes, but a peak that fails to subside on schedule is an early sign of possible serotonin toxicity, which is a medical emergency and not a ceremony to be managed. Aftercare matters because delayed re-experiencing days or weeks later is common, and a setting that plans for the acute minutes but not the weeks after is incomplete.
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15 After the Experience: Integration

A man wakes at three in the morning, weeks after a single inhalation of vaporized toad secretion, and the room is gone again. Back comes the white light, the boundless expansion, the dissolution of the body and the self into something edgeless, and he chose not one part of it. He took nothing.

Martin Ball, the practitioner who has written more about this molecule than almost anyone outside the clinic, calls these events spontaneous reactivations, and reports that they cluster in the small hours, around two or three, often nightly, until whatever they are working through has run its course. Gerardo Sandoval Isaac, an obstetrician who has facilitated thousands of toad sessions, puts the rate as high as one in four participants and calls the experience, in the language of the desert circuit, night school.1-2 What the man at three in the morning needs is not another dose. It is a way to live with what the first one set in motion. That is the subject of this chapter, and it is harder for 5-MeO-DMT than for almost any drug it is grouped with, for a reason that runs to the heart of the experience itself.

Integration is the word for the work that comes after the acute experience ends: the making of meaning, the change in how a person lives, the slow folding of an overwhelming few minutes back into an ordinary life. For most psychedelics the after-period has material to work with. A psilocybin or an ayahuasca session leaves behind images, scenes, encounters, a narrative the person can return to and interpret, a memory shaped like a story. 5-MeO-DMT frequently leaves nothing of the kind. Often under twenty minutes from inhalation to return, it tends at its peak to erase the very self that would later do the remembering, sometimes producing what practitioners call a whiteout, an expansion into formless light with no content to carry back.3 A person can come out of the most significant experience of their life holding almost nothing they can put into words.

The integration task is not to interpret a vision. It is to integrate an absence.

Where the chapters on practice and difficulty asked what protects a person during the experience (Chapter 9, Chapters 12 through 14), the question now is what happens to the person afterward, and what helps. The patterns described here are drawn from a small clinical literature, a set of naturalistic surveys, and the manuals of practitioners who have watched the after-period more closely than anyone. They are records of what those sources observed.


Integration without a story to tell

The standard model of psychedelic integration assumes a text to work on. The therapeutic traditions that grew up around the longer drugs treat the session as raw material and the weeks after as the place where its meaning is extracted: the patient journals the imagery, talks through the encounters, traces the emotional content back to the life it came from. This is integration as interpretation, and it presumes that the experience deposited something interpretable. For 5-MeO-DMT the presumption often collapses. The phenomenology data from the first controlled study to map intranasal 5-MeO-DMT in psychedelic-naive adults found that the experience holds little of the complex visual narrative that the older psychedelics produce, and that what it most reliably delivers is pure dissolution.4 A person whose self dissolved into white light for twelve minutes has no dream to recount. They have an event that happened to a self that was absent to witness it.

What the practitioners who work most closely with the molecule have concluded is that integration here centers on embodiment. Ball, who practiced as an underground 5-MeO-DMT facilitator before going public, argues that the true integration of the experience is the slow business of learning to be oneself with less resistance, of letting the loosening the experience produced settle into how a person actually lives.5 The shift matters because it changes what good aftercare looks like. If the experience left no story, then asking a person to find its message is asking them to manufacture one, and a manufactured meaning is exactly the kind of thing the experience, on the practitioners’ own account, was supposed to dissolve. What fits, instead, is asking what is different now: in the body, in the relationships, in the symptoms, in the daily pattern of a life.

Clinical researchers, approaching from the opposite direction, have begun to find changes that are independent of narrative recall. A study tracking the speech of participants after a 5-MeO-DMT retreat found measurable shifts in how people talked in the weeks afterward, changes in linguistic markers including increased cognitive language and decreased social referencing, occurring in people who in many cases struggled to articulate what had happened to them.6 Whatever the experience did, it left its mark in how the person later spoke without requiring them to remember it as a story. A similar pattern runs through the naturalistic mood data: a retrospective survey of 362 5-MeO-DMT users in group settings found that most of those with depression (80%) or anxiety (79%) reported improvement following use, in people who had come for something other than treatment and who often described the experience itself as beyond words.7 The benefit, where it appears, seems to travel below the level of narrative. Central to integrating a 5-MeO-DMT experience is accommodating the fact that the work cannot be organized around a story, because frequently there is no story, and yet something has plainly changed in the person who went through it.



Making meaning without inflating it

If the danger for the longer psychedelics is that integration manufactures a meaning, the danger for 5-MeO-DMT is more specific and more acute, because the experience so reliably feels like a direct encounter with ultimate reality. People come out of it convinced they have touched the absolute, and the conviction reflects the experience faithfully instead of misreading it; the felt sense of having contacted something final is one of its most consistent features, and it deserves to be taken seriously as a fact about what the experience is like. The trouble begins when the conviction hardens into a fixed belief about oneself or the world that no longer answers to ordinary correction. Ball names the two sharpest versions. The first is the messiah complex—the person who emerges certain they are the chosen one, the savior, the singular awakened being; his deflation of it is exact, that the experience is in a sense reporting something true, that the self touched is the universal one, and that the error is forgetting this is equally true of every other person on the planet.8 The second is what therapists call spiritual bypass: the use of the experience and its afterglow as a way around the actual work of a life, a permanent residence in love and unity and perfection that lets a person avoid the unglamorous business of changing how they treat the people around them.

These are integration failures of a particular kind, failures of proportion, and they follow a recognizable course. Paradoxically, the afterglow itself is part of the trap. In the days and sometimes weeks after a session, many people describe a sustained lift, a non-judgmental ease, a sense of having been washed clean. The clinical work has measured something consistent with it: a controlled study of synthetic 5-MeO-DMT inhalation tracked increases in self-reported non-judgment alongside changes in salivary cortisol in the period after the experience, an afterglow with a physiological signature beneath the purely subjective one.9 Real enough, the afterglow nonetheless fades. Its temporariness is the trap. Practitioners are unanimous that mistaking it for a permanent attainment is among the most common ways the after-period goes wrong. Ball puts it plainly: when the afterglow fades, as it does, the fading is a prompt and not a loss, evidence that there is more work to do, more pattern to encounter, more of the ordinary self to meet.10 Anyone who treats the afterglow as the destination is left stranded when it lifts, and the temptation then is to chase it, to book another session, to pursue the feeling when the work calls for a change in how a person actually lives. Responsible use, on the practitioner accounts, is progressive: the experiences should lead toward more presence and more responsibility in an actual life, and if instead they become an escape from one, the real work is being avoided.

A third failure of proportion attaches to the person who provided the experience rather than to the experience itself. Because 5-MeO-DMT can feel like the most profound event of a life, the facilitator who administered it can acquire an outsized authority in the participant’s eyes, and the practitioners who have watched this happen are blunt about its dangers. Ball warns directly against the cults of personality that form around 5-MeO-DMT providers, against the pedestal, against the assumption that a person who facilitates the experience is therefore more liberated than anyone else, and against the self-appointed shaman claiming special authority over a molecule that confers none on anyone.11 That warning runs downstream of the accountability gaps in the contemporary retreat circuit (Chapter 12). Keeping both the experience and the provider in proportion is as much a part of integration as any somatic practice or journaling protocol.



What the body and the relationships show

If the meaning of a 5-MeO-DMT experience is hard to find in words, its traces are often easier to find in the body, and the practitioners who work with the molecule have built their integration practices around exactly that. Ralph Metzner, the psychologist who circulated one of the earliest underground field reports on it, noticed that one of the medicine’s most striking aftereffects was a profound capacity for muscular relaxation, and folded hatha yoga and meditation into both the preparation for and the integration of the sessions he observed—treating the body as the primary place where the experience could be worked.12 His rule of thumb was a symmetry of attention: roughly as much time spent in preparation beforehand and in integrative practice afterward as in the experience itself, which for a forty-five-minute snuff session meant forty-five minutes of meditative attunement before and forty-five minutes of integrative sharing after. Metzner’s proportion corrects the casual model of a short drug, in which brevity of the experience is taken to license brevity of care.

The grounding practices that recur across the practitioner manuals are notably physical and notably ordinary. Sandoval Isaac’s facilitator manual reports that a minority of his participants experienced disturbed sleep or anxiety after a session, and that what helped was a list of bodily interventions: grounding foods, heavy and warming; the contrast of hot and cold water; rigorous physical exercise; touch and being held; acupuncture, breathwork, and yoga.13 The logic running through the list is the same one Ball reaches for when he describes integration as embodiment: a person whose sense of self was dissolved needs, in the after-period, to be returned to the concrete facts of having a body in a place, and the practices that do this are the unspectacular ones. The claim is the practitioners’ own and rests on their facilitated case series instead of on controlled trials. What the clinical studies can add is only that the after-period is real and measurable, leaving the question of whether any particular grounding practice outperforms another untested.

The relationships show the experience too, sometimes turbulently. Ball describes an aftereffect he calls increased emotional sensitivity, in which a person who has had a long-standing guard against feeling finds it relaxed, and the backlog comes out, occasionally as days or weeks of uncontrolled crying, more often as a heightened need to feel and to express what is felt.14 He describes it as an energetic system seeking a new equilibrium, sometimes swinging hard to the opposite of a person’s prior pattern before settling toward a center, and he is careful to add that the swing is usually temporary and rarely the new baseline. Whatever one makes of the energetic vocabulary, the practical observation is the same one the somatic practices point at: the after-period of a 5-MeO-DMT experience is frequently a period of emotional and relational reorganization, and the people around the person are part of the support that holds it. These are patterns the practitioners report from their own work, observations that describe what some people go through rather than findings established by trial or a template for what anyone should expect.



When the return is the hard part

For a minority of people the trouble lies elsewhere than in meaning too much or too little: the experience keeps returning after it should have ended. Reactivations, the kind the chapter opened on, are the clearest case. Ball describes them as phenomenologically indistinguishable from a fresh dose, arriving unbidden during sleep, meditation, or any activity that engages the body’s energy, most intense when they first appear and tapering over a couple of weeks as whatever they are processing resolves.15 Sandoval Isaac’s figure of up to a quarter of strongly dosed participants is a practitioner’s count from his own sessions, not a population rate, but it is high enough that the serious manuals treat warning participants about the possibility as a basic duty of care, and treat the reactivations themselves as usually self-limiting events that need holding instead of emergency intervention.16 The line that matters most here is the one between a reactivation and the persistent visual disturbance of Hallucinogen Persisting Perception Disorder: a reactivation is not HPPD, and reading it through that lens produces the wrong expectations and the wrong aftercare,17 a distinction Chapter 9 draws. What it most often needs is reassurance, grounding, and time.

With the whiteout comes a quieter version of the same return difficulty. A person who expanded into formless light with no content can come out convinced they missed the experience, that something went wrong, that the absence at the center was a failure instead of the event itself. Ball notes that memory of the whiteout period sometimes filters back over time, triggered by something in ordinary life that resembles the dissolved state, the way a forgotten dream can return weeks later when something brushes against it.18 Integration here is partly a task of expectation: a person told in advance that there may be nothing to remember, and that the nothing is the event itself, is far better placed to meet a whiteout than one braced for a vision that never comes. Calibrating the expectation is itself a form of aftercare, and it is one of the few that can be done before the session as easily as after.

Then there is the rare and serious end of the range, where the self comes apart and stays that way. Ball’s term is failure to reassemble, and the folk version on the circuit is the Humpty Dumpty syndrome—the small number of people who come out of a 5-MeO-DMT experience, sometimes a positive one, feeling broken into pieces that will not fit back together, occasionally for days, occasionally for far longer.19 Metzner’s field report carries the most clinically serious account in the practitioner literature, a psychiatrist who suffered a dissociative syndrome lasting roughly six months after a session, with constant paresthesias and anxiety severe enough that he had to discontinue a therapy session with one patient, and who stayed away from the molecule for twelve years afterward.20 Sandoval Isaac and Metzner both describe the possibility of prolonged negative aftereffects running from anxiety and depression through to frank psychosis, and both are clear that the appropriate response can range from an hour of decompression with a knowledgeable friend to psychiatric hospitalization.21-22 Even in a population whose overall profile showed low rates of serious psychiatric or biomedical consequences, the naturalistic survey work records some users reporting lasting difficulties alongside the benefits.23 What should move a sitter or a friend from holding to seeking help is what any responsible practice watches for: a disorganization of thought or perception that is deepening instead of settling, a person who is getting further from consensus reality across days, a distress that fails to respond to grounding and rest. The line between a difficult integration and a clinical emergency is rarely sharp, but the direction of travel usually is. A worsening trajectory is the cue to escalate.



What the after-period cannot yet claim

The clinical evidence that anchors the earlier chapters thins out sharply when the subject is integration. Clinical trials that have given 5-MeO-DMT its recent credibility were designed to test symptoms, not integration. Both the randomized placebo-controlled trial of inhaled GH001 in treatment-resistant depression, which reported a large separation from placebo at day eight and remission in more than half of the active group, and the open-label study of intranasal BPL-003 benzoate, which tracked antidepressant effects from day two out to day 85, measured symptom outcomes over time.24-25 They demonstrate that the benefit can persist for weeks, which is itself a finding about the after-period, but they were built for other questions than isolating what integration support contributes to that durability, or whether the structured aftercare in a trial setting is doing work that an unsupported session would lack. The durability is real and measured. What part of it does integration support actually carry? A trial built to test a molecule was never positioned to answer that, so the contribution remains unestablished.

This leaves a gap between what the practitioners describe and what the science has tested, and the gap should stay visible rather than smoothed away. The somatic practices, grounding protocols, warnings about spiritual bypass and provider attachment, the management of reactivations: these come from the accumulated experience of facilitators working largely outside the clinic, and they carry the authority of long observation and none of the authority of controlled comparison. No trial has tested whether hatha yoga or cold-water immersion or an integration circle changes an outcome after 5-MeO-DMT, whether one integration model outperforms another, or whether the brief but total dissolution this molecule produces in fact requires different aftercare than the longer psychedelics, plausible as that proposition is. Reactivation rates are a practitioner’s tally, not an epidemiological one. The speech-marker and non-judgment findings are early and small. What confidence permits is narrow and precise: the after-period of a 5-MeO-DMT experience is real, sometimes prolonged, occasionally difficult, and measurable in mood and in language; and the practices that have grown up to support it are reasoned and experienced but largely untested. A brief experience still demands a real after-period, and practitioners who have watched thousands of sessions know that in ways the trials, aimed at a different question, were never designed to test.



Key Takeaways


	5-MeO-DMT poses a distinctive integration problem: the experience is brief and often erases the self that would remember it, so it frequently leaves no narrative to interpret. The after-work attends to what is different now, in the body, the relationships, and the symptoms.

	Benefits, where they appear, seem to travel below the level of narrative recall. Measurable shifts in mood and in speech patterns have been recorded in people who could not articulate what had happened to them.

	The characteristic failures of the after-period are failures of proportion, not of recall: the messiah complex, spiritual bypass, and the inflation of the facilitator into an authority. The afterglow is real and physiologically measurable, and mistaking it for a permanent attainment is among the most common ways integration goes wrong.

	Practitioner integration for this molecule is heavily somatic and relational instead of interpretive: grounding foods, temperature contrast, exercise, touch, yoga, breathwork, and a roughly symmetrical investment of time before and after the session.

	Return difficulties are their own category. Spontaneous reactivations, by a practitioner count, may affect up to a quarter of strongly dosed participants and are usually self-limiting; a rare failure to reassemble can produce prolonged dissociative distress. The cue to escalate from holding to clinical help is a trajectory that worsens instead of settling.
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16 Legal Status and the Regulatory Moment

On December 20, 2010, a four-page notice appeared in the Federal Register under the Drug Enforcement Administration’s seal, finalizing the placement of 5-methoxy-N,N-dimethyltryptamine into Schedule I of the Controlled Substances Act. The notice ran through the statutory findings the agency was required to make: a high potential for abuse, no currently accepted medical use, a lack of accepted safety for use under medical supervision. It had been preceded sixteen months earlier by a temporary placement, in August 2009, on the emergency authority the agency uses when it judges that a substance poses an imminent hazard to public safety.1-2 The molecule the document was scheduling was, by then, already two decades into its life as an underground sacrament harvested from a desert toad and roughly a century into its existence as a known chemical compound. The scheduling notice mentioned neither. An “imminent hazard” invoked against a compound chemists had known for roughly a century is the regulatory instrument showing its hand. The urgency belonged to the agency in 2009; the molecule had been sitting in the desert and the literature the whole time.

A scheduling notice is a verdict on one question, not an account of a substance.

The legal and regulatory position of 5-MeO-DMT is not one status but a stack of distinct ones, each governed by a different body of law and answerable to a different authority, and the most common error in discussing it is to let one status stand in for the others. A drug schedule is one such object. A wildlife-protection rule covering the toad that secretes the molecule is a separate one. So is the permission a research sponsor needs to run a clinical trial, and so is a development designation that a regulator grants to speed a drug toward approval, and so is the commercial narrative of mergers, breakthrough announcements, and pipeline updates. A Schedule I listing, a trial registration, a local decriminalization measure, and a federal breakthrough designation do not mean the same thing, and collapsing them reliably misjudges where the substance actually stands. The sections that follow take them one at a time.


What the schedule actually says

In the United States, 5-MeO-DMT is a Schedule I controlled substance, which places it in the most restrictive category federal law maintains, alongside heroin and LSD, defined by the same three statutory findings the 2010 notice recited and carrying the same consequences: criminal liability for possession, manufacture, and distribution, and a research pathway that requires a federal license and a registered, secured supply. The current listing sits in the Code of Federal Regulations among the other scheduled tryptamines (eCFR 2026). The 2009 temporary order and the 2010 permanent one are the documents that put it there.3-4

The scheduling came relatively late, and two features of that history are easy to overstate. The molecule had been synthesized and described well before the 2009 emergency order, and the underground practice of vaporizing toad secretion was already established through the 1980s and 1990s.5 For most of that period 5-MeO-DMT occupied the gray space of a substance that was uncontrolled by name even as the broader class around it drew enforcement attention. Alexander Shulgin spent those same decades navigating Drug Enforcement Administration scrutiny, possession questions, and, at the end, the loss of his analytical license, all of it set down in his own account of working with novel tryptamines under a federal regime built to control them.6 By August 2009 that by-name gap was closed.

A Schedule I listing is also a domestic verdict about abuse potential and medical use, and it is silent on the questions the rest of this chapter takes up. Nothing in it addresses whether the toad that produces the molecule is protected. Nothing in it governs whether a pharmaceutical company may study the molecule, which runs through a separate licensing and trial-oversight process that operates in parallel to the schedule instead of against it. Outside the United States, scheduling varies by country, and the international drug-control treaties omit 5-MeO-DMT by name even as they list the classical psychedelics.7-8 The domestic schedule, then, is the floor the other questions in this chapter stand on.



State measures and the limits of decriminalization

State and municipal psychedelic reform, which began gathering force at the end of the 2010s, touched 5-MeO-DMT only at its edges, and the precise terms matter more than the headlines. Oregon’s Measure 109, passed in 2020, built a regulated psilocybin-services system, a psilocybin program alone, and it left 5-MeO-DMT without any lawful access route.9 Colorado’s Proposition 122, passed in 2022, went further in naming substances: it decriminalized personal use of several plant- and fungus-derived psychedelics for adults and set up a regulated healing-center framework.10 Even there, which compounds are covered, and on what timeline a given compound enters the regulated system, is a matter of the measure’s specific schedule and the rulemaking that followed. A reader weighing the general direction of reform against any one compound should check 5-MeO-DMT’s position within those state frameworks against the current statute.

Across a number of states and cities, the criminal-enforcement posture toward personal psychedelic use has softened over a short period, through ballot measures and local police-priority resolutions, and that direction is real. Federal rescheduling remains absent, and the gap between a local decriminalization measure and the federal schedule is the one most easily misjudged. A municipal resolution that deprioritizes enforcement leaves a substance in Schedule I, leaves a person exposed to federal liability, and stops short of authorizing a clinic to administer the molecule. Colorado’s measure set up a state-regulated access path for a defined set of substances. Federal status was not among them.



How a banned molecule reaches a clinical trial

Registered clinical trials in humans have enrolled 5-MeO-DMT even while it sits in Schedule I. Scheduling restricts research; it stops short of forbidding it. A sponsor that holds the required federal licenses, works with a registered and secured supply, and clears the trial-oversight process that governs any investigational drug can run a study, and the contemporary 5-MeO-DMT pipeline runs through exactly this channel. That route runs alongside the schedule instead of through it—the parallel research pathway that has always existed for substances a regulator agrees are worth investigating.

Two synthetic formulations carry most of that pipeline, and naming the specific formulation is the discipline the rest of the section keeps, because regulatory facts attach to the specific product rather than to 5-MeO-DMT in the abstract. The first is an intranasal benzoate salt developed by AtaiBeckley, formed from a merger of two earlier psychedelic-medicine firms.11 Forty-four healthy, psychedelic-naive volunteers received single ascending intranasal doses from one to twelve milligrams in a placebo-controlled study; no serious adverse events were reported, and markers of a complete mystical-type experience appeared at the highest doses.12 An open-label study in twelve patients with treatment-resistant depression followed, using a ten-milligram intranasal dose.13 In a small proof-of-concept study in alcohol use disorder, thirteen participants received a single dose alongside preparation, integration, and cognitive behavioral therapy and reported fewer heavy-drinking days by the twelfth week.14 The depression evidence and the alcohol work are weighed elsewhere (Chapter 10, Chapter 11); what matters here is the regulatory pathway those studies traveled.

The second formulation, an inhalable synthetic developed by GH Research, was studied in treatment-resistant depression. Eighty-one such patients were randomized to receive up to three inhaled doses in a single day or placebo; at day eight the drug group showed a separation of 15.5 points on the standard depression scale, and 57.5 percent of those who received it were in remission against none on placebo.15 That is the strongest controlled signal the molecule has produced, and its magnitude is what made the regulatory steps that followed it consequential.



Designations, holds, and what they actually signal

In October 2025, the intranasal benzoate received Breakthrough Therapy Designation from the Food and Drug Administration for treatment-resistant depression, a status that commits the agency to more intensive guidance and a faster review for a drug whose early evidence suggests a substantial improvement over available therapy, and the developer has since described planning for a Phase 3 program.16-17 In January 2026, the agency lifted a clinical hold on the inhalable synthetic, clearing the developer’s path toward a global Phase 3 program, after the positive mid-stage results.18-19 The trials underlying both programs are registered and publicly trackable, across depression and the emerging indications the sponsors are pursuing.

A Breakthrough Therapy Designation commits the agency to a faster regulatory conversation and stops there; it falls well short of an approval, a finding of efficacy, or any statement that the drug works. Lifting a clinical hold removes a specific obstacle to continuing a trial, permitting the next phase to proceed without commenting on whether that phase will succeed. A registered trial is a plan that has cleared oversight: an intention to test and a permission to proceed. Each of these actions is genuine, and each means something narrower than a press release suggests. Within the research pathway itself, a finer distinction applies than the one separating the schedule from that pathway: institutional movement that designations and hold-lifts represent is distinct from the replicated efficacy that only completed, controlled, repeated trials can establish. One strongly positive controlled depression trial and a set of smaller open-label and proof-of-concept results are what the molecule has produced. No regulatory approval exists, in any jurisdiction, for any indication. Breakthrough designation and hold-lift both rest on the positive trial; an approval remains a separate question.



The commercial story runs ahead of the clinical one

The merger that formed AtaiBeckley consolidated the intranasal program under a single firm, in the same months that produced the designations, and that commercial narrative travels faster than the clinical one; in October 2025, AbbVie’s entry into the broader psychedelic-medicine sector signaled that capital and corporate attention were converging on the field at large.20 These are real events with real consequences for which programs get funded and which molecules reach late-stage trials. They are also, in the strict sense, evidence about institutional movement and investor confidence, and nothing more.

A merger announcement, a sector entry by a large company, a corporate pipeline update, and a quarterly investor communication are all sources about the state of the industry, and they have to be separated from a finding. They name what companies are doing and what they expect. Most misleading is when a phrase from an investor release migrates into a sentence about efficacy; most useful is when each is labeled for what it is. Commercial momentum in this period was substantial, and it remained a separate fact from clinical evidence, which stayed early, formulation-specific, and sponsor-linked even as the controlled depression data strengthened.



The toad is governed by a different law entirely

In the secretion of the Sonoran Desert toad, Incilius alvarius, 5-MeO-DMT sits alongside cardioactive compounds that make the raw secretion dangerous to ingest, and the practice of collecting that secretion has put pressure on the animal across its range in the United States–Mexico borderlands. Drug scheduling has nothing to do with how the toad is governed. Conservation researchers describe a species facing habitat loss, collection pressure, and the disturbance that follows a surge of interest, and they flag the monitoring gaps that make the scale of the harvest hard to measure.21-22 The ethical weight of that pressure, and the case it makes for synthetic forms as the responsible alternative, is taken up elsewhere (Chapter 3). The legal standing is the question here.

Three distinct legal objects bear on the toad, and they must be kept apart. Under the Convention on International Trade in Endangered Species, cross-border trade in protected species is regulated by Appendix listings, and a claim has circulated in secondary sources that Incilius alvarius carries an Appendix III listing. That claim could not be confirmed as current law. What the documentary record supports is narrower: the species appeared on a working table of animals and plants to be considered for proposals at an upcoming convention meeting, which is a candidate list—not a listing.23 The difference between being proposed for consideration and being listed is the whole legal question, and it is exactly the kind of claim that decays between editions. Mexican wildlife law, a separate regime from any international-trade rule, governs the toad within the country that holds most of its range. Local and state-level conservation protection on either side of the border is a third object. None of those three was settled as current law at the time of writing, and each remains a recheck item for the next edition.



Sacrament, science, and the religious-exemption question

For more than a century, the United States has been answering the question of when a community may use a controlled substance as a religious sacrament. Any 5-MeO-DMT religious claim would inherit that genealogy, and it is specific enough to trace. The federal accommodation of the Native American Church’s ceremonial peyote use entered American regulatory practice across the middle of the twentieth century and gave the country its longest-running model of a legally protected sacramental drug practice.24 That model stayed specific to the church instead of transferring automatically to other substances or other communities; what it did was make a later argument legible. When a Brazilian church, the União do Vegetal, sought to use its ayahuasca sacrament in the United States, the Supreme Court ruled in its favor in 2006 in Gonzales v. O Centro Espírita Beneficente União do Vegetal, under the Religious Freedom Restoration Act, holding that the government had failed to show the compelling interest the statute requires to bar the church’s sacramental use.25

That ruling is the high-water mark, and the cases since have marked its limits as much as its reach. Soul Quest Church of Mother Earth, a Florida church that sought the same protection for its ayahuasca practice, lost in the federal appeals courts in 2023, a decision that turned on the specifics of the church and its claims and that illustrates how fact-dependent and uncertain the exemption path remains.26 Each accommodation in this genealogy honored a distinct tradition: the Native American Church, the União do Vegetal, and Santo Daime are different communities with different histories, and each precedent made the next argument thinkable, not automatic. At the end of that lineage, 5-MeO-DMT has no established exemption framework, no equivalent of the peyote accommodation or the ayahuasca ruling. A claim built on the contemporary toad practice (whose ancestral ceremonial continuity is contested; see Chapters 1 through 3) would be entering a legal landscape where the most recent decisions have narrowed the exemption path. The 2023 Soul Quest loss is the latest word, and it cut against the claimant.



Where the frontier sits as this volume goes to press

The regulatory frontier for 5-MeO-DMT, as of this writing, runs along the depression indication and the two synthetic formulations carrying it. The pattern to watch is the one the controlled depression evidence set in motion: a molecule with a short, intense action and a strong mid-stage signal moving into the late-stage trials that approval requires, under a regulator that has signaled, through a breakthrough designation and a hold-lift, that it regards the programs as worth expediting. If that pattern holds, the next decisions of consequence will land in the late-stage trial readouts and the regulatory reviews that follow them, on a timeline measured in years. If it breaks, those same readouts will show it.

Between editions, three things would change this chapter most, and each is a different kind of change. A late-stage trial result, positive or negative, would move the clinical and regulatory picture together. A confirmed wildlife-law action on the toad, at the international, Mexican, or local level, would settle one of the three jurisdictional questions this chapter had to leave open. A federal rescheduling, or a religious-exemption ruling that reached the molecule, would alter the domestic legal floor everything else stands on. None of the three has happened as of this writing.

The molecule sits where it has sat since 2010, in Schedule I, while the science around it moves faster than the law, and the gap between the two is the regulatory moment this chapter set out to describe.



Key Takeaways


	5-MeO-DMT is a Schedule I controlled substance in the United States, placed there on an emergency basis in 2009 and permanently in 2010; the listing is a domestic verdict on abuse potential and medical use, and it is silent on wildlife law, research permission, and the molecule’s status abroad.

	A Schedule I listing restricts research but does not forbid it. Two synthetic formulations, an intranasal benzoate and an inhalable, are in registered clinical trials for treatment-resistant depression through the federal research pathway that runs parallel to the schedule.

	The molecule earned a Breakthrough Therapy Designation in October 2025 and a clinical-hold lift in January 2026, and the industry around it has consolidated and drawn major pharmaceutical capital. No one of these is an approval, a finding of efficacy, or a change in legal status; they are institutional movement, distinct from replicated clinical benefit.27-28

	State and municipal reform touched 5-MeO-DMT only at its edges. Oregon’s program is psilocybin-specific; Colorado’s measure is broader but compound- and timeline-dependent. No reform rescheduled the molecule federally, and a local decriminalization measure does not remove federal liability.

	The Sonoran Desert toad that secretes the molecule answers to a separate body of law. Its protected status under international trade rules, Mexican wildlife law, and local conservation regimes is unsettled and must be rechecked before any reader-facing legal claim; a circulated CITES Appendix III claim could not be confirmed as current law.

	No religious-exemption framework exists for 5-MeO-DMT. The peyote accommodation and the 2006 ayahuasca ruling form the genealogy any claim would inherit, but the most recent rulings have narrowed the path, and the contested provenance of the toad practice is a weaker historical footing than the traditions that won protection.
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17 Open Questions and the Cultural Moment

There is a question at the center of 5-MeO-DMT’s present moment that researchers and practitioners have left unsettled, and may be unable to settle on the terms they have set for themselves: whether the molecule that reaches a person should come from a toad or from a flask. The two answers point in opposite cultural directions. One leads to the Sonoran Desert at dusk, to a gland behind the eye of Incilius alvarius, to a ceremony that markets itself as old. The other leads to a contract manufacturer, a vial of synthetic powder of known purity, and a clinical-trial protocol with an inclusion list and an exclusion list.

The same compound, 5-methoxy-N,N-dimethyltryptamine, sits at the end of both paths.

Almost everything else about the two paths differs, including what is true, what is claimed, and what can be checked. The most public argument about 5-MeO-DMT remains, for now, something other than a scientific argument. It is an argument about provenance, and provenance is where the open questions cluster most thickly.

The open questions that follow fall into categories that fail in different ways and on different timescales, and the discipline is to keep them separate. Some questions are scientific and will move when the trials read out. Some are ecological and will move with the arrival or absence of wildlife enforcement. Some are cultural and will move when a fabricated story is corrected in public or hardens into received history. Some are commercial and will move when a sponsor announces a result, or a clinical hold, or a price. A reference revised on a two-year cycle should leave the mystery of the experience intact while refusing to let mystery stand in for evidence anywhere the evidence could in principle be had.


The toad, the synthetic, and a conservation problem

The Sonoran Desert toad is a desert amphibian with a narrow range across the southwestern United States and northwestern Mexico, and its parotoid and tibial glands secrete a venom in which 5-MeO-DMT is the principal psychoactive constituent. For most of the molecule’s modern history that biological fact was a curiosity. In the last decade it became a market. Toad ceremonies, spreading across Mexico, the United States, and the international retreat circuit, have put pressure on a species that is slow to breed and easy to over-collect, and conservation biologists have begun to treat the pressure as documented, no longer hypothetical.1-2 Toads are removed from the wild, milked, sometimes repeatedly, sometimes fatally, and the secretion is dried and sold. Charismatic in exactly the way that accelerates harm (strange, photogenic, and carrying a substance sold as transformative), the animal is the collision point between ceremony culture and conservation biology.

Incilius alvarius is widely reported to hold protected status under the Convention on International Trade in Endangered Species, often cited as CITES Appendix III, and that claim is frequently overstated. That status should not be reported as settled current law on the strength of secondary repetition alone. The citable record is thinner and more contingent than the confident restatements suggest.3-4 Documented collection pressure and habitat loss are real; its legal protections vary by jurisdiction and keep changing; and anyone who wants the current status must check the current instrument instead of trusting a number that has been passed hand to hand through the popular literature.

The synthetic alternative is the part of this story that is least romantic and most defensible. 5-MeO-DMT can be made in a laboratory to a known purity, without a toad, and synthetic material is what the serious clinical work uses.5-6 The conservation argument and the pharmacology argument converge on the same recommendation: synthetic 5-MeO-DMT reproduces every therapeutic property the secretion carries, while the secretion alone adds variable composition and a dead or distressed animal. Cultural pull toward the toad persists anyway, resting on a story about origins that outpaces the evidence, a story the next section takes up.



A fabricated ancestry, corrected in public

The most consequential cultural development around 5-MeO-DMT in recent years came from outside the laboratory altogether. It is a correction. The provenance scholarship has examined the frequently repeated claim of an unbroken Comca’ac (Seri) ceremonial lineage and described it as fabricated ancestrality,7 a finding established in full earlier (Chapters 1 and 3). Framing matters here because the alternatives diverge sharply. An invented tradition presented honestly as a new practice is one thing. Presented as an Indigenous inheritance, that same invented tradition becomes an act of appropriation that also misleads the people who seek it out.

The people drawn to the practice are easier to characterize than the tradition they are told they are joining. Davis et al. (2018), in the largest descriptive survey of 5-MeO-DMT users, found a Western, motivated, often polydrug-experienced population reaching for the molecule in pursuit of personal growth and relief from psychological suffering, reporting strong subjective benefit and a far smaller fraction of lasting harm. That population now meets a retreat economy that has grown faster than any of the science around it, advertising toad ceremonies through a vocabulary of cosmic awakening that books like Octavio Rettig Hinojosa’s The Toad of Dawn helped popularize.8 Celebrity testimony has done the rest, carrying the molecule into a mainstream conversation faster than the clinical evidence can follow. As a cultural position, 5-MeO-DMT now occupies the space of a substance whose public reputation as a one-session transformation runs well ahead of what any supervised trial has yet shown.

The documentary record for ancient ceremonial use of the toad’s secretion is absent.9-10 What exists instead is a modern story with a modern origin, propagated through a retreat economy that has a commercial interest in antiquity. Whether scholars and practitioners can correct the record faster than the fabricated version hardens into received history is a genuinely open cultural question, and unlike the scientific ones, its answer turns on who chooses to tell the truth.



What the depression trials now show

The clinical case for 5-MeO-DMT rests, as of this writing, on a small number of formulation-specific results, and the strongest of them is a randomized, placebo-controlled trial. Eighty-one patients with treatment-resistant depression received up to three inhaled doses of a synthetic 5-MeO-DMT formulation in a single day, and at day eight the active group separated from placebo by a large margin on the standard depression scale, with more than half of the active participants in remission and no placebo participant reaching that bar.11 By the standards of antidepressant trials the separation is large and the remission fraction is striking. That result belongs to the inhaled formulation, given in a supervised setting, measured at a single early timepoint, in a population selected against cardiovascular, psychiatric, and serotonergic risk. Every one of those qualifiers carries weight, and each one is precisely the reason the finding is interpretable.

A second clinical line runs through an intranasal formulation, which has accumulated phase 1 tolerability data, open-label treatment-resistant-depression results, a proof-of-concept finding when given alongside ongoing antidepressant medication, and registry evidence.12-13 Route changes onset, intensity, and the practical shape of supervision, and a result for one inhaled or intranasal product transfers only with fresh evidence to the other, or to toad secretion vaporized at a retreat. This is why naming the formulation matters wherever the claim depends on it: the underlying evidence, risk, and regulatory standing differ across them even when the molecule does not.

Durability, optimal dose and route, and the mechanism by which a few minutes of dissolution produce weeks of mood change all remain open; the next edition will likely have at least partial answers. For at least one supervised formulation, though, the depression evidence is now demonstrated: a settled result at an early timepoint, in a screened population.



The mechanism still beyond the imaging

The acute experience of 5-MeO-DMT is among the most extreme in the psychedelic range: fast onset, an unusually complete dissolution of the self, and a body-forward intensity that the visual, narrative character of other tryptamines does not capture. Plainly more complicated than a single receptor, its pharmacology spans both the serotonin 2A receptor that the classic psychedelics act through and the serotonin 1A receptor in a way that distinguishes its profile; reviews are consistent that its effects extend well past 2A agonism alone.14-16 Knowing the receptor targets, though, differs from knowing why the state feels the way it does, or why it shifts depression weeks later, and the gap between receptor binding and lived experience is exactly where overclaiming is easiest and least warranted.

The imaging evidence is thinner than the broader psychedelic research might lead one to expect, and that thinness is itself one of the open questions. What exists is largely naturalistic and electrophysiological: recordings during real-world sessions point to reduced alpha and posterior beta activity during the state, and to complex slow-wave dynamics in the brain under the molecule.17-18 These are real findings, hypothesis-generating but short of definitive, because a naturalistic design lacks the control a laboratory design imposes. Direct functional-imaging studies that would map 5-MeO-DMT’s acute effects onto the default mode network (the way that network has been mapped for psilocybin and ayahuasca) remain unrun for this molecule; so does the long-term imaging of brain structure that would tell us whether anything about the brain changes durably after repeated exposure. The brain-imaging account of 5-MeO-DMT that the next edition could carry is a study waiting to be run—a gap in the literature instead of a debate within it. Cavallaro et al. (2026) have begun to chart acute connectivity effects in animals across sex and dose, useful mechanistically while leaving the human question untouched.

Two further scientific questions sit at the edge of what is known. Whether 5-MeO-DMT is produced endogenously in the human body in any functionally meaningful amount is a question tangled with the enzyme that would synthesize it, and unresolved for decades.19 Alongside it sits the egoic-projection question that the experience itself raises: whether the dissolution of self that those who take it describe is best read as an encounter with something real, or as the mind’s most total projection, a question the molecule poses more sharply than its visionary cousins precisely because there is so little visionary content to attribute to anything. Neither question was built for current instruments, and neither has moved.



When intensity is mistaken for authority

The 5-MeO-DMT experience is noetically forceful in a way that creates a specific cultural hazard, and the practitioners who know the substance best are also its sharpest internal critics on this point. Martin Ball, writing from inside the practice, makes the case that the very intensity of the state can inflate personal imagery into cosmic certainty, and that the felt sense of having touched ultimate reality stops well short of conferring the authority to speak for it.20 Ball’s quarrel is with the confusion of experience for metaphysical proof, and with the guru dynamics that follow when a person who has dissolved their sense of self comes back convinced they have seen the bottom of things. The experience itself he takes seriously. That warning has direct purchase on the contemporary moment, in which celebrity testimony and retreat-leader charisma do real work in spreading the practice, and in which taking the noetic quality of these states seriously is entirely compatible with refusing to let intensity do the work of evidence.

5-MeO-DMT’s central open question is distinct from the one its more famous relatives raise. For the smoked or injected forms of the visionary tryptamines, the pressing question is what the entities are. For 5-MeO-DMT the question is stranger and quieter: what it means to dissolve the boundary that makes other beings possible at all.21 Unity, not encounter, is the molecule’s center of gravity. That phenomenology can be taken seriously while the empirical questions around it stay answerable.



The pipeline, the underground, and the next two years

The institutional movement around 5-MeO-DMT is genuine, and it is movement, which is a different thing from outcome. One sponsor’s intranasal formulation received a breakthrough-therapy designation from the U.S. Food and Drug Administration for treatment-resistant depression in late 2025, which means FDA reviewers consider the early evidence promising enough to expedite.22 Another sponsor’s inhaled formulation had a clinical hold lifted in early 2026, clearing the path toward a global phase 3 program in the same year.23 Real institutional events with named actors, formulations, indications, and dates; and also exactly the kind of fast-moving claim that dates fastest. A breakthrough designation is a regulatory bet on early evidence, several years short of an approval. A lifted hold clears a path that still has to be walked. Two years from this printing the pipeline will have moved, and the specific milestones here are best read as the most recent episodes of a development pattern, with its conclusion still ahead.

The secondary clinical direction worth watching is the use of an intranasal 5-MeO-DMT formulation for alcohol use disorder, where a phase 2a program extends the molecule past depression into the emerging indications the previous chapter took up.24 What matters most is the shape of the development pipeline as a class, beyond any single trial: short-acting, supervised, formulation-specific psychedelics moving through a regulatory system built for daily-dosed small molecules, with the durability question unanswered and the access question unaddressed.

A longer view corrects the near-term institutional movement. The ethnopharmacological tradition reads the present as the resumption of an inquiry that prohibition interrupted, far older than any product launch.25-26 Alexander and Ann Shulgin, who characterized 5-MeO-DMT’s effects from the chemist’s chair decades before any of this pipeline existed, wrote about the future of psychedelic research as something prohibition had deferred at a cost.27 Younger than its excitement implies and older than its press releases admit, the research carries questions that the next edition will need to answer: partly about which trials read out and which holds lift, and partly about whether the culture around the molecule can tell an honest story about where it came from, who it is for, and what it cannot yet claim.



Key Takeaways


	The most public argument about 5-MeO-DMT is about provenance, toad-derived secretion versus laboratory-made synthetic, and on both conservation and pharmacology grounds the synthetic is the defensible source: it carries every therapeutic property the secretion has and none of its variability or animal harm.

	The claim of an ancient Indigenous toad ceremony, often asserted as continuity with the Comca’ac, has been examined and described as fabricated; correcting that record in public is among the most consequential open cultural questions around the molecule.

	The depression evidence has reached a demonstrated result for at least one supervised formulation: in a randomized placebo-controlled trial of inhaled 5-MeO-DMT, eighty-one treatment-resistant patients showed a large day-eight separation from placebo with more than half of the active group in remission.28

	The mechanism of the rapid antidepressant effect, the optimal dose and route, and the durability of benefit all remain open; direct functional-imaging and long-term structural studies of 5-MeO-DMT have not yet been run, and the existing neural evidence is naturalistic and hypothesis-generating.

	The institutional pipeline is moving; a breakthrough-therapy designation and a lifted clinical hold both arrived in the last year, but these are regulatory bets and cleared paths, not approvals, and should be read as the latest episodes of a development pattern, with its conclusion still ahead.
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What We Don’t Yet Know

A consolidation of the open empirical, clinical, ethical, and regulatory questions each chapter left unresolved, brought together so a reader can see the shape of what this volume has not yet settled.


Chapter 1: The Substance and Its First Uses

The hardest gaps in the origins story are negative findings that further research could in principle fill but has not. No archaeological or ethnohistorical work has established deliberate human use of Bufo alvarius secretion before the late twentieth century, and it remains unknown whether any pre-contact use occurred and left no recoverable trace, or whether the practice is genuinely as new as the documentary record suggests; the current evidence points firmly to the latter, but absence of evidence in a desert borderland is not the same as evidence of absence. The precise legal and conservation status of the toad is also unsettled in the secondary literature: claims about its listing under international wildlife treaty have circulated without confirmation and must be distinguished from Mexican wildlife law and from local protections before any of them is stated as fact. And the relationship between the synthetic clinical molecule and the toad-derived ceremonial secretion remains empirically under-studied, since almost no work has directly compared the two preparations at matched doses, leaving open how much of the clinical and naturalistic evidence base bears on the same experience.



Chapter 2: Lineages and the Westward Journey

The biggest gaps in the lineage are gaps in the independent record of the practitioner claims. No independent ethnographic or historical work has corroborated the specific transmission claims at the center of the toad movement, the asserted authorization by Seri elders and the learned ancestral songs, and the provenance scholarship that has examined the broader continuity claim has found it constructed, not documented; whether any thread of genuine local transmission underlies the movement’s account remains unestablished. The underground exploratory tradition of the 1980s survives mainly through a single retrospective field report, and how representative that circle’s practice was of a wider informal network cannot be reconstructed from the available record. The clinical evidence, though advancing quickly, rests on small and largely open-label samples, and no trial has directly compared the synthetic clinical formulations with the toad-derived secretion at matched doses, leaving open how much of the naturalistic and clinical record is about the same experience. The precise legal and conservation status of the toad that supplies the ceremonial stream remains unsettled in the secondary literature and must be checked against primary wildlife law before any confident claim.



Chapter 3: Ethics, Stewardship, and Ownership

The hardest gaps are ecological and legal rather than clinical. No current population census of Incilius alvarius exists at the resolution that would settle whether the present harvest is sustainable, so the conservation claim rests on demand-side and trafficking evidence rather than on direct population monitoring. The legal status of the species under international wildlife treaty is genuinely unsettled as of this writing, and a reader should treat any confident statement about its CITES status, in either direction, as ahead of the verifiable record. On the clinical side, the depression results are real but early: they come from single sponsors, specific routes, and small-to-moderate samples, and no trial has yet compared a synthetic clinical protocol against the toad-and-facilitator practice that most people actually encounter. Whether the benefit reported in the supervised setting transfers to the unsupervised one is unknown, and the structure of the evidence is such that it may remain unknown for some time.



Chapter 4: The Molecule, the Receptors, and the Dose

The human pharmacokinetics of 5-MeO-DMT remain thinly mapped outside the small set of recent supervised trials, and most of those describe the proprietary intranasal and inhaled formulations rather than the vaporized freebase that dominates underground and ceremonial use, so the most-used route is the least-studied. The role of the CYP2D6 enzyme in driving individual differences in response has been flagged as significant but not characterized in enough people to guide dosing, and no study has matched toad-derived secretion against the synthetic compound at equivalent doses to establish whether they produce the same experience. The downstream mechanism that would connect the receptor activity to a lasting change in mood is supported by animal gene-expression work but not closed, and the secondary receptor interactions remain binding events of unknown functional meaning. Tolerance, cross-tolerance, and any coherent microdose pharmacology are effectively unstudied in humans; the molecule’s speed and brevity have kept the relevant practices from ever forming, and with them the empirical base those questions require.



Chapter 5: The Brain Under the Influence

The largest gaps are the ones the chapter opened with. No functional-MRI or other hemodynamic imaging of 5-MeO-DMT in humans has been published, so the network-level questions that dominate the psilocybin literature, which systems quiet, which couple, how the pattern tracks the experience second by second, are unanswered for this molecule rather than answered differently. No imaging of brain anatomy in regular users exists, so whether sustained use changes the brain’s structure, and whether any such change reverses on stopping, is simply unstudied. The two human EEG findings are recent and await independent replication; whether the alpha reduction and the slow complex waves are specific to 5-MeO-DMT or shared with other intense psychedelics will stay open until the same recordings are made under matched conditions across molecules. The rodent plasticity and gene-expression work is more developed but lives at the usual distance from human relevance: the doses, the timescales, and the readouts are an experimenter’s, and the path from a remodeled mouse hippocampus to a durable change in a human remains a hypothesis. The salivary cortisol and inflammatory shifts recorded in one small field study are peripheral readouts that cannot be traced to anything happening in the cortex, and whether the same-day drop in the inflammatory marker reflects a durable effect or a transient one is unstudied. The connection between the receptor pharmacology and the brain-level signatures, finally, is sketched but undrawn.



Chapter 6: What Doesn’t Mix: Interactions and Contraindications

The interaction evidence for 5-MeO-DMT is mechanistic far more than it is empirical, and the gaps are specific. No human study has formally tested the combination of 5-MeO-DMT with a monoamine oxidase inhibitor, the pairing the underground fears most. The caution rests entirely on the pharmacology of how the drug is cleared. The single trial that kept patients on serotonergic antidepressants tested one salt at low intranasal doses in twelve people, which is a starting point and far from a settled safety profile, and says nothing about the vaporized freebase or the toad secretion at the doses used outside the clinic. How CYP2D6 metabolizer status changes the real-world risk of a dangerous combination has not been measured in people taking the drug. The cardiovascular interaction with specific antihypertensive regimens is reasoned from mechanism, not documented in cases. And the dietary and supplement cautions, apart from the genuine tyramine danger that belongs to MAO inhibitors, are almost entirely analogical, carried over from better-studied serotonergic drugs and never established for this one.



Chapter 7: The Arc of an Experience

The brain-level account of the 5-MeO-DMT arc rests on a handful of electroencephalography recordings and no published human functional-MRI study, so the mapping of the subjective phases onto a neural time course remains largely unmeasured for this molecule specifically; the alpha-power drop and the slow complex waves are robust observations whose relationship to the felt dissolution is still interpretation rather than established mechanism. The durability signals are promising but thin: the depression findings come from small, mostly open-label samples tied to particular formulations and supervised settings, and no trial has yet compared the time course of benefit across the vaporized, intranasal, and inhaled routes head to head, or established how long a single session’s effect reliably lasts. The phenomenological account of the arc rests heavily on practitioner manuals and naturalistic reports of the toad route; how closely the felt shape of a supervised intranasal session resembles the felt shape of a ceremonial vaporized one has not been studied directly. And the question of why an experience this brief should produce change on a scale of weeks, if it does, sits open at the boundary between the arc and the integration that follows it.



Chapter 8: Inside the Experience: Perception, Emotion, Body, Mind, Self

The 5-MeO-DMT phenomenology base is small, recent, and uneven. There is no large normative dataset of ego-dissolution or mystical-experience scores specific to the molecule against which an individual session could be calibrated; the strongest mystical-experience comparison still rests on a single group-retreat study set against a separate psilocybin study (Barsuglia et al. 2018). The electroencephalography work that begins to describe the neural side of the experience was run in naturalistic rather than controlled settings, which limits what it can establish about mechanism (Timmermann et al. 2025; Blackburne et al. 2025). The relationship between route and formulation (vaporized toad secretion, synthetic freebase, intranasal benzoate, or inhaled synthetic) and the texture of the inner experience has barely been mapped, since the controlled phenomenology so far comes mostly from intranasal and inhaled clinical work while the richest first-person accounts come from ceremonial vaporized use. Most fundamentally, no one can yet say why the same molecule delivers terror and annihilation to one person and oceanic peace to another, or how reliably the fear that opens many accounts resolves into the unity that closes them. The accounts that report that resolution are self-selected, and the cases where difficulty dominates remain to be examined more closely.



Chapter 9: When the Experience Turns Difficult

The dedicated evidence on 5-MeO-DMT’s lasting difficulties is thin in ways that matter. There is no controlled study estimating how often prolonged distress, reactivation, or persistent perceptual disturbance follows a 5-MeO-DMT experience, in any population; the prevalence claims that exist come from small surveys and practitioner observation, well short of epidemiology. The mechanism of reactivation is unknown, as is whether it shares anything with the better-studied but still poorly understood mechanisms behind HPPD. The relationship between 5-MeO-DMT and psychosis precipitation rests largely on reasoning across from other psychedelics and from the trials’ exclusion logic rather than on a body of molecule-specific case reports, so the size of the risk in vulnerable people remains genuinely uncertain. And almost everything the supervised trials have established about acute safety describes screened participants receiving known doses under monitoring, which leaves the actual risk profile of unsupervised and toad-secretion use, where most real-world difficulty arises, largely undocumented.



Chapter 10: Depression and Treatment-Resistant Mood Disorders

The central gap is durability and relapse. No study has yet followed a substantial group of responders past three months, established how long a single dose holds, or tested whether and how a second dose should be given when the first wears off. The comparative questions are entirely open: no trial has set 5-MeO-DMT against a standard antidepressant, against ketamine, or against psilocybin, so every claim about relative effect size is an indirect inference across mismatched trials. Whether the felt intensity of the dissolution predicts the clinical benefit is unresolved for this molecule, which leaves the common assumption that a more complete experience yields a better outcome unsupported at the level the trials can currently test. The mechanism remains a partial account, tying the acute receptor event and a plausible period of heightened plasticity to the experience without explaining why a depression lifts and stays lifted. And the entire evidence base rests on screened, largely sponsor-run, mostly open-label studies in unrepresentative populations; the one randomized controlled trial is a beginning, and the larger trials that would confirm or shrink its effect are still to report.



Chapter 11: Beyond Depression: Emerging Indications

Almost everything that would turn the emerging indications from early indications into evidence remains undone. No randomized placebo-controlled trial of 5-MeO-DMT in alcohol use disorder has been reported; the thirteen-person open-label pilot has not been followed by the controlled study that would tell whether its effect survives a proper comparator. No controlled trial in post-traumatic stress exists at all, only the single case. The registered bipolar II and postpartum depression programs have not reported, so whether the inhaled synthetic formulation does anything in those populations is simply unknown. The transdiagnostic hypothesis, that one mechanism underlies benefit across drinking, trauma, and mood, has never been tested directly in a design that could confirm or refute it, and whether the intensity of the acute experience is causally linked to durable improvement, or merely accompanies it, is open across every indication. No head-to-head comparison places 5-MeO-DMT against an established treatment for any secondary condition. Whether a result for one formulation, the inhaled synthetic, the intranasal benzoate, or vaporized toad secretion, transfers to another has yet to be established by any study. The secondary-indication evidence base is early enough that its most informative results, including its eventual null results, still lie ahead.



Chapter 12: In Ceremony, in the Clinic, on One’s Own

The practice literature for 5-MeO-DMT is thin where it most needs to be thick. No study has compared outcomes across the three settings holding dose and formulation constant, so the question of whether a ceremony, a clinic, or a careful solitary session produces different results, for better or worse, is unanswered. The single most cited practitioner observation about the after-period, the roughly one-in-four rate of nighttime reactivations, rests on one facilitator’s tally and has never been measured in a defined population; whether it generalizes is unknown. The training standards debate that runs through the facilitator literature has no resolution and no data behind either position, because no one has studied which facilitator attributes actually predict participant safety or benefit. And the trade the clinic makes, stripping the communal and cosmological elements that ceremonial practitioners regard as therapeutically active in exchange for tighter safeguards, has never been tested as a variable; no one knows what, if anything, the clinic loses when it leaves the circle behind.



Chapter 13: The Container: Set, Setting, Sitters, Music

The empirical base for the container is thin in exactly the places a careful reader most wants it. No controlled study has compared music against silence for 5-MeO-DMT, and the specific physiological claims made for tuned frequencies in the ceremonial literature rest on practitioner observation rather than on any measurement, leaving the single decision about sound unguided by evidence. No study has isolated the contribution of preparation or setting to the rate of difficult experiences or lasting harm, so the practical claim that a better container produces better outcomes, near-certain as it seems, rests on inference from the wider psychedelic literature and from the molecule’s pharmacology rather than on a trial designed to test it. There is no agreed competency standard, no validated training, and no accountability structure for the people who sit for unsupervised and ceremonial use, which is where most use happens. And the clinical findings that report mostly mild adverse events and rapid recovery describe supervised use under a specific container; whether and how far they transfer to the ceremonial and solitary settings that account for most real-world use has not been studied, and is the open question that most limits what the safety data can responsibly be taken to mean.



Chapter 14: Harm Reduction and Who Should Not Take It

The harm-reduction evidence for 5-MeO-DMT is thin in the places that would matter most to a person making a decision. The favorable safety figures come almost entirely from two sources that transfer poorly to ordinary use: small, intensively supervised clinical trials of defined synthetic formulations, and one practitioner’s large but uncontrolled observational series of ceremonial toad use. No controlled study has measured the rate of serious adverse events in the unsupervised and retreat settings where most use actually happens, so the practical claim that a better container produces fewer harms, near-certain as it is, rests on inference rather than on a trial designed to test it. The drug-interaction picture is similarly incomplete: the one supervised antidepressant-concomitant study is encouraging and small, and no work has mapped the boundaries of which serotonergic combinations are dangerous and at what doses, leaving the conservative washout as the only responsible default. The long tail is the least studied part of all. Delayed reactivations are documented, but their predictors, frequency, and management remain unmapped, and whether the favorable acute-safety profile of supervised clinical use holds in the ceremonial and solitary settings that account for most real-world exposure remains unstudied, the open question that most limits what the safety data can responsibly be taken to mean.



Chapter 15: After the Experience: Integration

The open questions point forward to studies still waiting to be designed. The first is mechanistic: the speech-marker and non-judgment findings hint at a route to benefit that runs below narrative recall, and the next generation of work could test whether that below-narrative channel is the one that carries durable change, and what in the brain or behavior tracks it. The second is comparative: a trial that pitted integration models against one another, or that withheld structured aftercare from one arm, would begin to separate what the support contributes from what the molecule does on its own. The third is predictive: nobody yet knows who is prone to reactivations, to prolonged emotional release, or to a failure to reassemble, and a prospective cohort that screened and then followed participants could turn a practitioner’s tally into something an epidemiologist would recognize. Until that work exists, almost everything detailed and practical in the integration literature comes from facilitators, which makes it experienced and reasoned but not yet evidence in the sense the earlier chapters reserve the word for.



Chapter 16: Legal Status and the Regulatory Moment

The largest open questions in this chapter are legal facts that the documentary record left genuinely unsettled, not gaps in scientific evidence. The toad’s protected status is the clearest case: the claim that Incilius alvarius carries a CITES Appendix III listing could not be confirmed as current law, and the most that the record supports is that the species appeared on a working table of candidates to be considered for proposals at an upcoming convention meeting. That international-trade question, the separate question of Mexican wildlife law within the country that holds most of the toad’s range, and the further question of local and state conservation protection on either side of the border are three distinct legal objects, no one of them settled here, all of them recheck-before-publishing items on the two-year update cycle. On the clinical-regulatory side, the molecule has no approval in any jurisdiction for any indication, and whether the strong mid-stage depression signal survives into late-stage trials is unknown until those trials report. Mexico’s federal drug-law treatment of 5-MeO-DMT in the abstract is also distinct from the wildlife and retreat-industry law that governs the toad and the ceremonies, and the two should not be read into one another. Each of these is the kind of fast-moving fact a stale secondary summary can easily overstate, and each is a place where the next edition will need to check the primary source again.



Chapter 17: Open Questions and the Cultural Moment

What unites the largest gaps is that they are specific and, in principle, fillable: each one names a study waiting to be run, a gap in the literature awaiting its first data. The neural gaps are the clearest of these. No direct functional-imaging study has mapped 5-MeO-DMT’s acute effects onto the brain’s self-referential networks the way such studies exist for psilocybin and ayahuasca, and no long-term structural-imaging work tells us whether repeated exposure changes the brain durably (Timmermann et al. 2025; Blackburne et al. 2025). The clinical gaps cluster around the same unknown mechanism: nobody can yet say how a few minutes of ego dissolution produce weeks of antidepressant effect, and the optimal dose, the optimal route, and the durability of benefit beyond the early timepoints all turn on answering it. The remaining gaps sit further from the clinic. Whether 5-MeO-DMT is produced endogenously in the human body in any meaningful quantity remains unresolved; the conservation status of the Sonoran Desert toad under international wildlife law is reported with more confidence than the citable record supports and needs fresh checking against current instruments; and the human evidence for microdosing this molecule is close to absent, existing only as early supervised exceptions rather than as a studied practice (Reckweg et al. 2022; Dourron et al. 2023). The pattern across all of them is that the molecule’s mysteries are mostly the answerable kind.





Further Reading

An annotated reader’s guide to the most useful next steps from each chapter. Each entry names what the source does well and what its limitations are; the chapters of this volume cite many additional works (collected in the bibliography), and the entries below are the curated subset most worth a reader’s time.


Chapter 1: The Substance and Its First Uses


	McKenna, ed. 2018. Ethnopharmacologic Search for Psychoactive Drugs: 50 Years of Research. Santa Fe: Synergetic Press. The load-bearing caution for the whole chapter: McKenna’s volume states plainly that there is little evidence for traditional psychedelic use of Bufo toad species and situates the Anadenanthera snuff record in its proper antiquity, keeping the botanical and the toad histories separate.

	Ortiz Bernal et al. 2026. “Fabricated Ancestrality: The Sonoran Desert Toad, Psychedelic Globalization, and the Ecological Politics of 5-MeO-DMT.” Psychedelics 1:100012. The direct scholarly treatment of the invented-tradition problem, showing how the Comca’ac continuity claim was constructed and what political work it does in the contemporary toad economy.

	Shulgin and Shulgin 1997. TIHKAL: The Continuation. Berkeley: Transform Press. The source that fixes 5-MeO-DMT’s synthesis, dosing, and modern psychedelic identity in one place, and the bridge between the molecule’s laboratory history and its present reputation.

	Reckweg et al. 2022. “The Clinical Pharmacology and Potential Therapeutic Applications of 5-MeO-DMT.” Journal of Neurochemistry 162 (1): 128–146. The clearest review of why 5-MeO-DMT must be treated as its own pharmacological object, with the receptor profile and clinical-formulation landscape that the later mechanism and medicine chapters build on.

	Villa 2023. “Toad in the Road: Biocultural History and Conservation Challenges of the Sonoran Desert Toad.” Journal of Psychedelic Studies 7 (2): 131–141. The grounding source for the conservation stakes, tying the ceremony trade’s harvest pressure to the biology of a desert-endemic species and to the unresolved questions about its legal protection.





Chapter 2: Lineages and the Westward Journey


	Metzner, Ralph. 2013. The Toad and the Jaguar: A Field Report of Underground Research on a Visionary Medicine. Green Earth Foundation. The single richest record of the genuine 1980s underground transmission, and the source for the deliberate-omission story and the long legality that shaped the molecule’s quiet early lineage.

	Ortiz Bernal et al. 2026. “Fabricated Ancestrality: The Sonoran Desert Toad, Psychedelic Globalization, and the Ecological Politics of 5-MeO-DMT.” Psychedelics 1:100012. The direct scholarly treatment of the invented-tradition problem at the heart of the toad movement, showing how the Comca’ac continuity claim was constructed and what political work the attribution performs.

	McKenna, ed. 2018. Ethnopharmacologic Search for Psychoactive Drugs: 50 Years of Research. Santa Fe: Synergetic Press. The anchor for the research lineage’s long political freeze, locating the 1967 interdisciplinary opening and the decades of funding closure that followed, and stating plainly how late the toad secretion’s effects entered the scientific record.

	Davis et al. 2018. “The Epidemiology of 5-Methoxy-N,N-Dimethyltryptamine (5-MeO-DMT) Use.” Journal of Psychopharmacology 32 (7): 779–792. The foundational survey of the naturalistic population and the right model for how to read testimony from self-selected users as textural evidence instead of as prevalence.

	Reckweg et al. 2022. “The Clinical Pharmacology and Potential Therapeutic Applications of 5-MeO-DMT.” Journal of Neurochemistry 162 (1): 128–146. The review that defines the molecule’s contemporary research profile and the bridge between the naturalistic evidence base and the clinical pipeline the chapter closes on.





Chapter 3: Ethics, Stewardship, and Ownership


	Ortiz Bernal et al. 2026. Fabricated Ancestrality: The Sonoran Desert Toad, Psychedelic Globalization, and the Ecological Politics of 5-MeO-DMT. The chapter’s anchor for the provenance argument; it traces how a synthesizable molecule acquired the narrative of an ancient sacrament and whose interests that narrative serves.

	Ermakova and Gandy 2025. Of Shrub, Cactus, Vine and Toad: Psychedelic Species of Conservation Concern. The clearest statement of where the toad sits among psychedelic organisms under commercial pressure, and of how thin the monitoring data are relative to the demand.

	Villa 2023. Toad in the Road: Biocultural History and Conservation Challenges of the Sonoran Desert Toad. The biocultural and conservation history that grounds the chapter’s caution about overharvest, trafficking, and the limits of current population knowledge.

	Davis et al. 2018. The Epidemiology of 5-MeO-DMT Use. The largest survey of who uses the substance and why, and the necessary counterweight to any account of the retreat circuit that forgets the genuine suffering the participants carry into it.

	McKenna 2018. Ethnopharmacologic Search for Psychoactive Drugs: 50 Years of Research. The source of both the chapter’s reciprocity vocabulary and its load-bearing negative finding that the relevant toad species has no documented psychedelic use in any ethnomedical tradition.





Chapter 4: The Molecule, the Receptors, and the Dose


	Reckweg et al. 2022. “The Clinical Pharmacology and Potential Therapeutic Applications of 5-Methoxy-N,N-Dimethyltryptamine (5-MeO-DMT).” Journal of Neurochemistry 162 (1): 128–146. The single most load-bearing source for this chapter: the clearest synthesis of the molecule’s receptor profile, its metabolism and CYP2D6 variability, and the reasons it must be treated as its own pharmacological object rather than as a variant of DMT.

	Dourron et al. 2023. “5-MeO-DMT: An Atypical Psychedelic with Unique Pharmacology, Phenomenology and Risk?” Psychopharmacology 240: 2841–2862. The fullest case for the molecule’s atypicality, drawing the pharmacology, the phenomenology, and the risk profile together and giving the chapter its frame of a compound that resists the standard psychedelic template.

	Rucker et al. 2024. “Phase 1, Placebo-Controlled, Single Ascending Dose Trial … of Intranasal BPL-003.” Journal of Psychopharmacology 38 (8): 712–723. The anchor for the dose-response and supervised-safety sections: the dose-ranging design, the sharp threshold for the complete experience, and the screening regime that the safety record depends on.

	Metzner 2013. The Toad and the Jaguar: A Field Report of Underground Research on a Visionary Medicine. Green Earth Foundation. The source that fixed the comparative pharmacokinetics researchers still use and the comparative-potency figures relating 5-MeO-DMT to DMT.

	Sherwood et al. 2020. “Synthesis and Characterization of 5-MeO-DMT Succinate for Clinical Use.” ACS Omega 5 (51): 32067–32075. The bridge from the toad to the clinic: the synthesis and characterization of a pharmaceutical-grade salt of known identity and dose, which is what made the controlled trials possible.





Chapter 5: The Brain Under the Influence


	Timmermann et al. 2025. Exploring 5-MeO-DMT as a Pharmacological Model for Deconstructed Consciousness. The primary human evidence in this chapter: portable EEG in ceremonial settings paired with structured first-person interviews, establishing both the alpha-and-beta power reductions and the variable, often-less-than-total phenomenology the molecule’s reputation obscures.

	Blackburne et al. 2025. Complex Slow Waves in the Human Brain under 5-MeO-DMT. The most distinctive electrical observation in the literature, describing slow complex waves in an awake, intensely experiencing brain that resemble patterns more familiar from states in which consciousness recedes; a finding the existing frameworks do not yet absorb.

	Nogueira et al. 2025. Serotonergic Psychedelic 5-MeO-DMT Alters Plasticity-Related Gene Expression and Generates Anxiolytic Effects in Stressed Mice. The gene-expression account of what the molecule does in the fear circuitry: immediate-early gene changes (Arc and Zif268) in the anterior cingulate cortex, basolateral amygdala, and ventral hippocampus, and robust anxiolytic effects in stressed mice days after dosing, the strongest mechanistic bridge to the molecule’s potential durability.

	Jefferson et al. 2023. 5-MeO-DMT Modifies Innate Behaviors and Promotes Structural Neural Plasticity in Mice. The dendritic spine account: a single dose produces long-lasting increases in spine density in the mouse medial frontal cortex, driven by an elevated rate of spine formation, placing 5-MeO-DMT within the structural-plasticity story researchers tell about psilocybin.

	Glatfelter et al. 2024. Serotonin 1A Receptors Modulate Serotonin 2A Receptor-Mediated Behavioral Effects of 5-MeO-DMT Analogs in Mice. The clearest demonstration that the molecule’s two principal receptor targets act in tension instead of isolation, the receptor-level shape of the same complexity the human recordings show at the level of cortical rhythm.

	Reckweg et al. 2022. The Clinical Pharmacology and Potential Therapeutic Applications of 5-MeO-DMT. The standing review that frames the whole field, useful here for situating the thin brain-level evidence within the broader pharmacological and clinical picture and for marking, honestly, how much remains to be measured.





Chapter 6: What Doesn’t Mix: Interactions and Contraindications


	Reckweg et al. 2022. Reckweg, Johannes T., et al. “The Clinical Pharmacology and Potential Therapeutic Applications of 5-Methoxy-N,N-Dimethyltryptamine (5-MeO-DMT).” Journal of Neurochemistry. The fullest pharmacological account of the molecule, and the right anchor for the receptor and metabolic mechanisms that underlie every interaction in this chapter.

	Seynaeve et al. 2026. Seynaeve, Mathieu, et al. “Intranasal 5-MeO-DMT Concomitant with SSRI for Treatment-Resistant Depression: A Proof-of-Concept Trial.” CNS Drugs. The single study that deliberately tested the SSRI combination under supervision; essential for seeing exactly how far the evidence narrows the serotonergic caution and how far it does not.

	Rucker et al. 2024. Rucker, James J., et al. “Phase 1, Placebo-Controlled, Single Ascending Dose Trial of Intranasal BPL-003 in Healthy Participants.” Journal of Psychopharmacology. The dose-escalation safety study whose exclusion criteria show which hearts and histories the clinical developers were unwilling to expose, and why.

	Lotfi et al. 2026. Lotfi, Amir, et al. “5-Methoxy-N,N-Dimethyltryptamine: Functional Safety Pharmacology and Video-EEG Assessment of a Short-Acting Serotonergic Psychedelic in Beagle Canines.” International Journal of Toxicology. The clearest example of what animal safety-pharmacology can contribute to the caution, and a useful demonstration of where that evidence stops.

	Sandoval Isaac 2018. Sandoval Isaac, Gerardo. The Bufo Alvarius Medicine Codex. The practitioner manual whose intake screens and exclusion lists show a ceremonial safety culture converging, in its own language, on the same serotonergic, cardiovascular, and psychiatric concerns the clinical trials formalize.





Chapter 7: The Arc of an Experience


	Ermakova et al. 2025. Ermakova, Anna O., Fiona Dunbar, Mathieu Seynaeve, and Raphael Milliere. “Mapping the Phenomenology of Intranasal 5-MeO-DMT in Psychedelic-Naive Healthy Adults.” Scientific Reports 15:36157. The closest thing to a minute-by-minute map of the intranasal arc in people meeting the molecule for the first time, and the clearest single source for the onset-to-return timing this chapter rests on.

	Metzner 2013. Metzner, Ralph. The Toad and the Jaguar: A Field Report of Underground Research on a Visionary Medicine. Green Earth Foundation. The field report that fixed the vaporized-route clock for a Western readership and drew the DMT comparison researchers still use; the strongest source for the felt brevity of the toad route and the safety significance of the short duration.

	Roberts et al. 2026. Roberts, Claire, et al. “A Phase 2 Uncontrolled, Open-Label Study of Intranasal BPL-003 in Patients with Treatment-Resistant Depression.” Journal of Psychopharmacology. The source for the clean clinical offset and the discharge-readiness interval, and for the slower depression time course that runs underneath the acute arc; load-bearing for the chapter’s claim that the afterglow period is absent where durable change still appears.

	Reckweg et al. 2022. Reckweg, Johannes T., et al. “The Clinical Pharmacology and Potential Therapeutic Applications of 5-Methoxy-N,N-Dimethyltryptamine (5-MeO-DMT).” Journal of Neurochemistry 162 (1): 128–146. The review that anchors the formless, non-visual character of the peak as a bounded event in the arc; the detailed inside-the-experience and dual-receptor account it carries is taken up in Chapter 8.





Chapter 8: Inside the Experience: Perception, Emotion, Body, Mind, Self


	Ermakova et al. 2025. Ermakova, Anna O., Fiona Dunbar, Mathieu Seynaeve, and Raphael Milliere. “Mapping the Phenomenology of Intranasal 5-MeO-DMT in Psychedelic-Naive Healthy Adults.” Scientific Reports 15:36157. The most systematic phenomenological mapping of a controlled 5-MeO-DMT formulation to date; the source for the compressed perceptual timeline and for the documented co-occurrence of fear and peace in psychedelic-naive participants.

	Barsuglia et al. 2018. Barsuglia, Joseph P., et al. “Intensity of Mystical Experiences Occasioned by 5-MeO-DMT and Comparison with a Prior Psilocybin Study.” Frontiers in Psychology 9:2459. The load-bearing evidence that 5-MeO-DMT reaches mystical-experience intensities at or above high-dose psilocybin, and the clearest illustration of both the strength and the limits of applying a borrowed mystical-experience instrument.

	Timmermann et al. 2025. Timmermann, Christopher, et al. “Exploring 5-MeO-DMT as a Pharmacological Model for Deconstructed Consciousness.” Neuroscience of Consciousness 2025 (1): niaf007. The fullest attempt to connect the formless, self-dissolving phenomenology to a neural account, and a model of how to treat naturalistic electroencephalography findings as hypothesis-generating rather than definitive.

	Dourron et al. 2023. Dourron, Haley M., et al. “5-MeO-DMT: An Atypical Psychedelic with Unique Pharmacology, Phenomenology and Risk?” Psychopharmacology 240:2841–2862. The most useful single review for situating the molecule’s distinctive phenomenology against DMT and the classic psychedelics, and for the caution about the mystical-experience construct’s fit.

	Metzner 2013. Metzner, Ralph. The Toad and the Jaguar: A Field Report of Underground Research on a Visionary Medicine. Green Earth Foundation. The richest first-person account base for the white-light, void, and annihilation-and-return phenomenology, and the clearest example of the ceremonial death-and-rebirth vocabulary the clinical instruments translate into cooler terms.





Chapter 9: When the Experience Turns Difficult


	Reckweg et al. 2022. The Clinical Pharmacology and Potential Therapeutic Applications of 5-Methoxy-N,N-Dimethyltryptamine (5-MeO-DMT). The most thorough review tying the molecule’s receptor profile and pharmacokinetics to its acute effects and its safety considerations; the chapter’s anchor for distinguishing transient distress from clinically meaningful adverse events.

	Dourron et al. 2023. 5-MeO-DMT: An Atypical Psychedelic with Unique Pharmacology, Phenomenology and Risk? Makes the case for treating 5-MeO-DMT as its own object rather than a variant of DMT, and poses the risk questions in the molecule-specific terms this chapter adopts.

	Rucker et al. 2024. Phase 1, Placebo-Controlled, Single Ascending Dose Trial … of Intranasal BPL-003. The cleanest supervised safety dataset on a 5-MeO-DMT formulation; load-bearing for the chapter’s central point that the trial safety record reflects screening and monitoring, and bounds what can be said about unsupervised use.

	Ortiz Bernal et al. 2025. Reactivations Associated with the Use of 5-MeO-DMT among Spanish-Speaking Individuals. The strongest dedicated source on reactivation, characterizing its prevalence, predictors, and emotional range in a naturalistic-use population.

	Ball 2017. Entheogenic Liberation. The chapter’s source for the felt vocabulary of 5-MeO-DMT overwhelm and return difficulty, including the “failure to reassemble” image; used for practitioner phenomenology and interpretive range, well apart from clinical or epidemiological evidence.





Chapter 10: Depression and Treatment-Resistant Mood Disorders


	Cubala et al. 2026. GH001 vs Placebo in Patients with Treatment-Resistant Depression. JAMA Psychiatry. The first and only randomized placebo-controlled trial of a 5-MeO-DMT formulation in depression, and the single source that lifts the indication out of open-label and naturalistic territory; the place to begin and the result every future trial will be measured against.

	Roberts et al. 2026. A Phase 2 Uncontrolled, Open-Label Study of Intranasal BPL-003 in Patients with Treatment-Resistant Depression. Journal of Psychopharmacology. The clearest picture of the intranasal route’s clinical profile, including the ninety-eight-minute discharge window and the durability of the improvement to day eighty-five, with the open-label caveat that keeps it from being more.

	Seynaeve et al. 2026. Intranasal 5-MeO-DMT Concomitant with SSRI for Treatment-Resistant Depression: A Proof-of-Concept Trial. CNS Drugs. The study that begins to narrow the serotonergic-interaction worry by dosing patients who stayed on their antidepressants, and a model of how a small proof-of-concept cohort should be read.

	Ramaekers et al. 2025. Benefits and Challenges of Ultra-Fast, Short-Acting Psychedelics in the Treatment of Depression. American Journal of Psychiatry. The best synthesis of why a fifteen-minute psychedelic is clinically attractive and why its speed does not solve the problems of blinding, durability, selection, and relapse.

	Davis et al. 2018. The Epidemiology of 5-MeO-DMT Use. Journal of Psychopharmacology. The large naturalistic survey that mapped who uses the drug and why before the clinical pipeline existed, and the load-bearing reference for reading the practitioner-era depression claims as context for the clinical work.





Chapter 11: Beyond Depression: Emerging Indications


	Marsden et al. 2025. Marsden, John, Michael Kelleher, Fiona Dunbar, et al. “5-Methoxy-N,N-Dimethyltryptamine (5-MeO-DMT) for Alcohol Use Disorder: An Open-Label, Phase 2, Proof-of-Concept, Clinical Trial.” Addiction. The single strongest piece of secondary-indication evidence the molecule has, and the chapter’s anchor for what a credible emerging target looks like at the pilot stage; read for both the result and the open-label limitations that bound it.

	Ragnhildstveit et al. 2023. Ragnhildstveit, Anya, Ryan Khan, Paul Seli, et al. “5-MeO-DMT for Post-Traumatic Stress Disorder: A Real-World Longitudinal Case Study.” Frontiers in Psychiatry 14: 1271152. The whole of the published 5-MeO-DMT trauma evidence, useful as a model of what a single documented case can and cannot establish.

	Davis et al. 2019. Davis, Alan K., Sara So, Rafaelle Lancelotta, et al. “5-Methoxy-N,N-Dimethyltryptamine Used in a Naturalistic Group Setting Is Associated with Unintended Improvements in Depression and Anxiety.” American Journal of Drug and Alcohol Abuse 45 (2): 161–169. The naturalistic source for the anxiety finding; the chapter’s clearest example of a real-world result that corroborates a direction without carrying a claim.

	Reckweg et al. 2022. Reckweg, Johannes T., Malin V. Uthaug, Attila Szabo, et al. “The Clinical Pharmacology and Potential Therapeutic Applications of 5-Methoxy-N,N-Dimethyltryptamine.” Journal of Neurochemistry 162 (1): 128–146. The most complete survey of the molecule’s pharmacology and its candidate therapeutic mechanisms, and the chapter’s backbone for the transdiagnostic question.

	Ramaekers et al. 2025. Ramaekers, Johannes G., Johannes T. Reckweg, and Natasha L. Mason. “Benefits and Challenges of Ultra-Fast, Short-Acting Psychedelics in the Treatment of Depression.” American Journal of Psychiatry 182: 158–166. The clearest account of why the brevity that makes 5-MeO-DMT clinically attractive does not by itself solve the problems of blinding, durability, and selection that the emerging-indication trials will have to face.





Chapter 12: In Ceremony, in the Clinic, on One’s Own


	Metzner 2013. The Toad and the Jaguar: A Field Report of Underground Research on a Visionary Medicine. The most systematic account of self-directed and small-group 5-MeO-DMT use in the literature, drawn from three decades of participant observation. It is the source for the ground-control role, the failure pattern of leaderless peer circles, and the cross-cultural grounding of the non-ingesting sitter.

	Sandoval Isaac 2018. The Bufo Alvarius Medicine Codex. The only complete facilitator’s manual for contemporary toad ceremony in the literature, valuable for showing how much of a serious ceremony is screening, consent, and aftercare instead of ritual, and for naming the pharmacological contraindications a careful practitioner already excludes.

	Ball 2017. Entheogenic Liberation. The most widely read practitioner text on working with 5-MeO-DMT, important here for its provider-versus-practitioner distinction, its frank naming of facilitator misconduct, and its treatment of the three settings as a developmental sequence from facilitated to solitary use.

	Rettig Hinojosa 2016. The Toad of Dawn. A physician-facilitator’s account of 5-MeO-DMT work embedded in the Seri community, useful both as the strongest narrative of a negotiated third form between ceremony and clinic and as the text against which the contested ancient-tradition claim has to be read.

	Roberts et al. 2026. “A Phase 2 Uncontrolled, Open-Label Study of Intranasal BPL-003 in Patients with Treatment-Resistant Depression.” The clearest published window onto the clinical practice model for 5-MeO-DMT, including the screening, the fixed intranasal dose, and the rapid discharge-readiness window that distinguishes the clinic from the ceremony.





Chapter 13: The Container: Set, Setting, Sitters, Music


	Sandoval Isaac 2018. Sandoval Isaac, Gerardo. The Bufo Alvarius Medicine Codex. The most operationally specific facilitator’s manual in the literature, and the chapter’s strongest single source for the concrete design of a ceremonial container: the seven-phase sequence, the padded space, the screening interview, the 432-hertz music protocol, and the shepherd model of the facilitator’s role. Read for how much of a serious ceremony is occupied by safeguards rather than ritual.

	Metzner 2013. Metzner, Ralph. The Toad and the Jaguar: A Field Report of Underground Research on a Visionary Medicine. The earliest careful Western field report on the molecule, and the source for the chapter’s two cautionary cases and for the principle that preparation and the choice of sound must be settled before an effect that arrives in seconds. The clearest statement of why the sitter cannot dose.

	Ball 2017. Ball, Martin W. Entheogenic Liberation: Unraveling the Enigma of Nonduality with 5-MeO-DMT Energetic Therapy. The fullest articulation of the provider-versus-practitioner distinction and the witness role, and the chapter’s anchor for the argument that holding space for this molecule is a demanding and under-standardized skill. Read alongside the disagreement with Sandoval over what training is enough.

	Rucker et al. 2024. Rucker, James J., et al. “Phase 1, Placebo-Controlled, Single Ascending Dose Trial to Evaluate the Safety, Pharmacokinetics and Effect on Altered States of Consciousness of Intranasal BPL-003 in Healthy Participants.” Journal of Psychopharmacology 38 (8): 712–723. The chapter’s anchor for what a fully instrumented clinical container looks like and for the cardiovascular and monitoring rationale behind it; the strongest evidence that the favorable safety profile is a property of supervised use under design.

	Ermakova et al. 2025. Ermakova, Anna O., et al. “Mapping the Phenomenology of Intranasal 5-MeO-DMT in Psychedelic-Naive Healthy Adults.” Scientific Reports 15: 36157. The source for the molecule’s compressed time course and for the finding that fear and peace co-occur and complex imagery is sparse, which is the empirical basis for calibrating a first-timer’s expectation as part of preparation.





Chapter 14: Harm Reduction and Who Should Not Take It


	Sandoval Isaac 2018. Sandoval Isaac, Gerardo. The Bufo Alvarius Medicine Codex. The most practically detailed harm-reduction document in the naturalistic literature, and the chapter’s strongest single source for what screening, dosing, serotonin-syndrome recognition, and emergency response look like in practice outside the clinic. Read for the consent-form fields and the prolonged-peak danger signal, and read critically, as one experienced practitioner’s protocol rather than a validated standard.

	Metzner 2013. Metzner, Ralph. The Toad and the Jaguar: A Field Report of Underground Research on a Visionary Medicine. The earliest careful Western field report on the molecule and the source for the narrow-dose-margin principle, the roughly one-in-ten difficult-experience estimate, the route-safety ranking, and the two cautionary facilitator-misconduct cases. The clearest statement of why short duration is a real safety feature and not a license.

	Rucker et al. 2024. Rucker, James J., et al. “Phase 1, Placebo-Controlled, Single Ascending Dose Trial to Evaluate the Safety, Pharmacokinetics and Effect on Altered States of Consciousness of Intranasal BPL-003 in Healthy Participants.” Journal of Psychopharmacology 38 (8): 712–723. The chapter’s anchor for clinical-grade screening and for what a defined, dose-controlled synthetic formulation looks like, and the strongest evidence that the favorable safety profile is a property of supervised use under design rather than of the molecule alone.

	Seynaeve et al. 2026. Seynaeve, Mathieu, et al. “Intranasal 5-MeO-DMT Concomitant with SSRI for Treatment-Resistant Depression: A Proof-of-Concept Trial.” CNS Drugs. The single study that complicates the blanket antidepressant-washout rule, and the chapter’s anchor for the discipline of reading a supervised safety finding precisely: what it licenses and what it does not, and why it refines the caution without removing it.

	Davis et al. 2018. Davis, Alan K., et al. “The Epidemiology of 5-Methoxy-N,N-Dimethyltryptamine (5-MeO-DMT) Use.” Journal of Psychopharmacology 32 (7): 779–792. The chapter’s anchor for the toad-versus-synthetic distinction at population scale, including the variable active-compound content of toad secretion and the bufotoxin hazard that makes route a safety question rather than a preference.





Chapter 15: After the Experience: Integration


	Ball 2017. Entheogenic Liberation: Unraveling the Enigma of Nonduality with 5-MeO-DMT Energetic Therapy. The source of the most precise vocabulary practitioners have for what goes wrong in the after-period: reactivations, whiteouts, failure to reassemble, the Humpty Dumpty syndrome, the messiah complex, cults of personality around providers, and integration as learning to be oneself rather than as interpretation of content.

	Metzner 2013. The Toad and the Jaguar: A Field Report of Underground Research on a Visionary Medicine. An early underground field report that pioneered the somatic, body-forward approach to integration and contains the most clinically serious adverse-event account in the practitioner literature, a psychiatrist’s six-month post-session dissociative syndrome.

	Sandoval Isaac 2018. The Bufo Alvarius Medicine Codex. A facilitator’s manual built from thousands of sessions; the source of the only quantitative integration-difficulty figures in the literature and of the concrete grounding protocol the contemporary circuit uses, with the standing caveat that the numbers are one practitioner’s case series, not population rates.

	Uthaug et al. 2020. “Prospective Examination of Synthetic 5-Methoxy-N,N-Dimethyltryptamine Inhalation.” The controlled study that gave the afterglow a physiological signature, tracking increases in non-judgment alongside salivary cortisol changes after the experience.

	Kuc et al. 2026. “Speech Markers of Psychological Change Following a Psychedelic 5-MeO-DMT Retreat.” The clearest evidence that the after-effects can show up in measurable behavior, here in how people talk, even when they cannot put the experience into words.





Chapter 16: Legal Status and the Regulatory Moment
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