Sd Summary: DEA Docket No. 1156, Placement of DOl and DOC
in Schedule | of the Controlled Substances Act

2,5-Dimethoxy-4-iodoamphetamine (DOI) and 2,5-Dimethoxy-4-chloroamphetamine (DOC) are two essential
research chemicals in pre-clinical psychiatry and neurobiology. DOI’s use in the lab brought a new era of
psychiatric drug discovery since it was used to map the localization of an important serotonin receptor in the
brain critical in learning, memory and psychiatric disease. Over 80% of the antidepressant drugs on the market
affect the serotonin system .

DOI and DOC'’s status as an unscheduled compound has made them de facto tools for researchers
studying serotonin receptors. DEA has proposed to place DOl and DOC in Schedule | of the Controlled
Substances Act. Placement of DOl and DOC in Schedule | of the CSA is not commensurate with its abuse
potential, and is further complicated by its extensive utility in scientific research. The low abuse potential of
psychedelics combined with mounting preclinical and clinical research of their efficacy provides evidence
against their placement in Schedule | 2.

Psychedelics Show Groundbreaking Therapeutic Potential
e There is a national epidemic of overdose deaths and mental health crises. Psychedelics, including DOI,
numerous papers have demonstrated DOI efficacy in preclinical models of Major Depressive Disorder,
PTSD, and addiction
e DOl reduces fentanyl consumption and anxiety-like behaviors in animal models °°¢
New Jersey S2283 would permit psilocybin use and production for therapeutic purposes
o Clinical trials of various psychedelics are due to preclinical work with DOI and DOC
o Breakthrough success of psychedelic clinical trials has led to increased use of DOl and DOC in
preclinical models of psychiatric disease

Schedule | Placement is Detrimental to Medical Research
e Schedule | licenses are costly, time consuming, and difficult to obtain "2
e The serotonin 2A receptor is one of the most important receptors in the brain and regulates memory,
learning, and psychiatric disease states
e DOl is the most widely utilized compound in preclinical psychedelic research
e DOI and DOC have been used in more than 900 research articles

Forecasted Impacts on Research
e Significant reduction in the number of labs studying serotonin receptors due lack of access to tool
compounds
e Reduced psychiatric drug development projects

e Federal Analog Act. DOl and DOC are analogs of DOM and DOB, and DOJ can prosecute use outside
the lab

e Psychedelics are consistently ranked amongst the least harmful substances to self or the public %'
Lethal dose of psychedelics are typically 1,000x higher than the intoxicating dose '
Zero fatal complications involving DOI and three from DOC over 20 years °


https://www.zotero.org/google-docs/?kuGtJF
https://www.zotero.org/google-docs/?xuuUa6
https://www.zotero.org/google-docs/?wWBnAW
https://www.zotero.org/google-docs/?6hGXk1
https://www.zotero.org/google-docs/?EYIfUG
https://www.zotero.org/google-docs/?Jr06v1
https://www.zotero.org/google-docs/?zeLTEt

Sd Summary: DEA Docket No. 1156, Placement of DOl and DOC

in Schedule | of the Controlled Substances Act

References:

1.

© o® N

10.

1.

12.

13.

Celada, P., Puig, M. V., Amargos-Bosch, M., Adell, A. & Artigas, F. The therapeutic role of 5-HT1A and 5-HT2A receptors in
depression. J. Psychiatry Neurosci. 29, 252—-265 (2004).

Nutt, D. & Carhart-Harris, R. The Current Status of Psychedelics in Psychiatry. JAMA Psychiatry 78, 121-122 (2021).

Vargas, M. V., Meyer, R., Avanes, A. A., Rus, M. & Olson, D. E. Psychedelics and Other Psychoplastogens for Treating Mental
lliness. Front. Psychiatry 12, 727117 (2021).

Center for Drug Evaluation and Research, F. and D. A. Psychedelic Drugs: Considerations for Clinical Investigations.
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/psychedelic-drugs-considerations-clinical-investigation
s (2023).

Martin, D. A., Gyawali, U. & Calu, D. J. Effects of 5-HT2A receptor stimulation on economic demand for fentanyl after intermittent
and continuous access self-administration in male rats. Addict. Biol. 26, €12926 (2021).

Pedzich, B. D., Medrano, M., Buckinx, A., Smolders, |. & De Bundel, D. Psychedelic-Induced Serotonin 2A Receptor
Downregulation Does Not Predict Swim Stress Coping in Mice. Int. J. Mol. Sci. 23, 15284 (2022).

Andreae, M. H. et al. An ethical exploration of barriers to research on controlled drugs. Am. J. Bioeth. AJOB 16, 36—47 (2016).
Statement of Nora Volkow, M.D. Hearing on Cannabis Policies for the Next Decade. (2020).

Drug Enforcement Administration. DEA 1156 Eight-Factor Review DOl DOC 102023.
https://www.regulations.gov/document/DEA-2023-0168-0005 (2023).

Nutt, D. J., King, L. A., Phillips, L. D., & others. Drug harms in the UK: a multicriteria decision analysis. The Lancet 376,
1558-1565 (2010).

Nutt, D., King, L. A., Saulsbury, W. & Blakemore, C. Development of a rational scale to assess the harm of drugs of potential
misuse. Lancet Lond. Engl. 369, 1047-1053 (2007).

Crossin, R. et al. The New Zealand drug harms ranking study: A multi-criteria decision analysis. J. Psychopharmacol. Oxf. Engl.
37, 891-903 (2023).

Gable, R. S. Comparison of acute lethal toxicity of commonly abused psychoactive substances. Addict. Abingdon Engl. 99,
686—696 (2004).


https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd
https://www.zotero.org/google-docs/?rZRBjd

