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REPORT OF THOMAS R. KOSTEN., M.D.

1. Introduction

1. My name is Thomas R. Kosten. I am a physician-scientist and clinical psychiatist. 1
currently hold the J.H, Waggoener Chair and Professorship of Psychiatry and Neuroscience at Baylor
College of Medicine. Y am also currently the Mental Health Care Line Executive for the Veterans

Administration (VA) in Houston, Texas. I have been hired by the United States Department of

 Justice at the rate of $350 per hour of my time to offer my opinion on the practices of the plaintiffs
in the case Church of the Holy Lighr of the Quéen, er al, v. Mulasey. o

2. From 1995 to 2006, I heid the position of Professor of Psychiatry and Medicine at Yale
University Schooi of Medicine. From 2000 to 2006, I served as Chief of Psychiatry for the VA
Connecticut i—Iealthcare System. | | .

3. I ;a.m the Research Director of the VA National Substance Use Disorders Quality
Enhancemem Research Initiative (QUERI) 'ba.ged at the VA in Houston, Texas. I founded the
Divisions of Substance Abuse at Baylor and Yale: I direct the NIH Medications Development

~ Centers for substance abuse at Baylof. 1 have been supported by a Research Scientist Award from
the National Institutes of Health since 1987. Ihave served on national and international review
groups for medications development in substance abuse. . I-have been a Congressi onai Fellow in the
House of Representatives and a visiting P:ofcssw in Russia, Germany, Spain, Greece, China, and
Canada. I have eamed several major awards for clinical research. |

4, I am the founding Vice Chair for Added Qualifications in Addiction Psychiatry of the
American Board of Psychiatry and Neurology.- I'am a Distinguished Fellow in the American
Psychiatric Association and Fellow of the Amuericlan College of Neuropsychopharmacology, Past

President of the American Academy of Addiction Psychiatry, and Past President of the College on




Problems of Drug Dependence. My recent work includes serving in 2002 and 2003 on the
-Committee for substance abuse treatments of the National Academy of Sciences, Institute of
Medicine, and since 2007 on the FDA Drug Safety and Risk Managerﬁent Advisory Committee,

5. T am editor of two major journals in substance abqse, and have been on the editorial board of

the American Journal of Psychiatry and many other major national and international journals in

__psychiamry, pharmacology and addictions. From my studies in substance dependence including -~ -~ -

nicotine, post-traumatic stress disorder, and neuronnagng, I have pubhshed over 500 papers, books,
and reviews. My neuroimaging research mcludes detecung and treating cocaine-induced cerebral
perfusion defects and using functional MRI to predlct pharmacotherapy outcome. My medication
comnbuuons include vaccines for cocame op1ates and methamPhetamme buprenorphine for opioid
dependence, disulfiram for cocaine dependence, med1cauons for cocaine-induced cognitive
impairment, and combining medications w1th behavmral uee,tments such as contmgency
management for op101d and cocaine dependence r
6. In my 30 years of clinical expcnence 1reat1ng substance dependcnt patients, I have
mte rviewed and treated hundreds of pam.nis wuh hallucmogen mduced psychiatric complications
including panic, snicidal behavior, severe depresswn sustamed visual, audltory and other
hallucinations, delusions, depersonahzauon cogmnve lmpamnent and other less common forms of
pathiology such as catalepsy. While some of thcse paﬁents have had symptom resolution within
houcs or days of hospital care, other patlents have had severe and per31stenl mental illness that is
often minimally responswe to the standard antl-psychouc medications used to treat schizophrenia
and related psychoses | ) |
7. | The history of N N-Dlmeﬂlyltryptamme (DMT) research has been relatively long and

shown that the range of 4-30 mg given mtravenously and 60 100 mg when smoked is



hallucinogenic in humans. Oral mgesuon 11as not been sludled because it would require
concurrently usmg a second drug (2 monoamine ox1dase mhlbuor MAQI) in order to allow the
DMT to be absorbed without being 1nact1vated in the gut. Thus, the formulation of DMT for oral
ingestion has not had an}‘r_human laboratory investigétion for medical safety, potential toxicity or
enhanced toxicity from combinations of the DMT with an MAOI. It is critical 1o avoid toxmny

from this drug combination, since both agents increase blood pressure and have other

| cardiovascular effects that can producen hypertensive blood pressure crises from eating vanous /

foods and wines when taking an MAOI

()  Various hallucinogenic tryplammes and “cycl ic tryptamines”™ or beta~carbolines
including ayahuasca were isolated from C_;:ntral’and South American plant sources during the
late 1950s and into the 1960s, and animal ahd human studies were conducted with these agents,
particularly DMT. The Controlled Substances Act (1970} placed restrictions and prohibitions on
human investigations with such substanc‘e\s,ﬂ and'r‘few studies were done until about 1996 when _ |
newer studies of DMT confirmed both its hallucinogenic and cardiovascular effects. Most
investigators such as me have not seen the ethical justification for further human laboratory
investigations, since these new studies did nof suggest any new dose related effects or novel
mechanisms of action beyond the already elucidated mechanisms through serotonergic type 2A
(5-HT3z, ) receptors. |

®) Other components of the 'ayahuasca miimxre are beta-carbolines, which possess
activity as monoamine oxidase (MAO) inhibitors. - '-Tilé MAO inhibitory effect of the beta-
carbolines may simply potentiate the effect of any indolealkylamine hallucinogen present in the
ayahua;séa admixture by interfering with its metabolism.’ Studies with individual beta-carbolines,

especially under carefully controlled clinical settings, have been very few. The most commonly



occurring beta-carbolines are harmine, harmaline, and tetrahydroharmine. Evidence suggeéts
that harmine and harmaline are llallucmogemc in humans. Like other classical hallucinogens,
these beta-carbolines bind at 5-HT,4 receptors e_nd, in animal studies, show DMT-like effects.
Thus, the ayahuasca admixtures used by the Church will likely have complex and highiy variable

individual pharmacolo g1ca1 effects across d1ﬂ‘erem people which would be extremely difficult to

_study with appropriate scientific controls paruaularly after oral administration, and scientists-are

not likely to undertake them,
8. While I have not specifically admini;tefe& DMT :tohresearch subjects or patienfs I have
treated pauents whorn I suspect had taken DMT or related hallucmogemc alkaloids in this family of
drugs. I cannot confirm whether they were under the mﬂuence of DMT, because this family of
alkaloids are not routinely screened or detected 1r‘1 unne .L.)r blood samples that are obtained in the
. emergency department, where these 1mpa1red patlents a1e admltted and their biological samples
tested. | . -
9. My detmled curri cu]um vitae, mcludmg all of my pubhcauons aswell as a hstmg of all my
forensic expenence, are attached hereto at Appendlx A |
M@M@pﬁﬂ

10.  Iwas asked to apply my clinical practme and research expertise in addmu on psychiatry to
review and evaluate Plaintiffs’ ayahuasca c_onsumpuon. In this report I offer opinions which fall
into three primary categeries: T

(2)  Iidentify vulnerable populations at high risk for adverse events from ayahuasca

consumption, o 3
(b)  Iidentify behavior posing known aﬁd possible but unknowr rislés associated with

RO o [

ayahuasca use.



(c)

I provide rebuttal testimony to'the reports submitted by plaintiffs’ experts.

11.  Inpreparing this report, the Department of Justice informed me that the Church holds

“works*“ (gatherings at which ayahuasca is consumed) at least three times per month, each work

lasts between 5 and 12 hours, and doses of tea are administered as often as ho urly at some works,

but nearly always more than once per work. I also reviewed the following documents:

(@)

Excerp1s from depositions of Jonathan Goldman, Alexandra Bliss Yeager, John. .

(b)

©

(d)

©

®
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Seligman, Mary Row MD, and Ronald Rosen MD;

Declaration and article of Tohn IIalpem “Ewdence of health and safety in
American members of a rehgmn who use a hallucmogcmc sacrament,”
Declaration of Nlcholas Cozz1 PhD

Blank genera] mformanon, medlcal lus;cor& and waiver form;

Roben Gable article, “Rlsk assessu:cm of r1tual use of oral DMT and harmala
alkalm ds,” | ‘/

Medical screening forms from 11 de- 1denuﬁed individuals, referred to as exhibits

1 through 11, and attached helelo as Appendlx B.

2,  Beyond these exhibits I have rehed on 1l1e educanon and training that have over more

thar three decades, informed my clinical expeneuce and 1udgment Additionally, I have

referenced the Pharmacology section of the new in press edmon of the American Society of

Addiction Medicine’s “Textbook of Add1c110n Medxcme' pubhshed by Lippincott Williams &

Wilkins. 1am the editor for the Pharmacology secuon of thls definitive textbook and, in this

report, specifically rehed upon the chapter by Rlchard A Glennon Ph.D. entitled: The

Phammacology of Classical I-Iallucmogens and ‘De51gner Drugs.”



1L Summarz of Conclusions
13.  Vulnerable populations at high risk for adverse events from ayahuaeca consumption
include anyone who has a severe mental illness or is medically Lumgtab]e. Ayahuasca can produce
a serotonin syndrome in subjects who are also faking a wide range of medications, herbal
remedies and other substances, These medications are frequently prescﬁeed by family
] ,,ph}sicians,fof,,depression,,,mlxi ety,,1rligraine,,11eadaches,,1:1ausea,and,pair;.,,,,Over,-,thescounterf
medications anci herbal dictary supplen;enté such as St, J. ohn"s Wort can also be quite toxic in
combination with ayahuasca. Comprehenéii}eshcfeeniﬁg 10 prevent these individuals from
participating in ayahuasca use would requlre substannally more professmnally trained personnel
than are evident from Plaintiffs’ own testlmony as 10 the1r screenmg policy and practices. The
neurochentical actions and behaviors assoc1ated W1th ayahuasca use are also problematic,
because they reverse the effects of medlcauons used 10 treat major psychiatric disorders such as
schizophrenia and psychouc depressmns The eyﬂhuasca itself is also unsafe because the process
to produce it lacks standardization in the dose 1t produces, and the quality control procedure uses
an actively intoxicated “brewmaster” to Judge’ the amount 10 glve to naive users. Furthermore,
multiple doses are given (stacking) at one occasion (Works) without any recognition of the
differences between individuals in durauon of dmg actions and both pharmacologwal tolerance
and sensitization. This ignorance can produce subslanual tox1c1ty due to overdosing naive users
not only through individual doses being too hlgh but also through too frequent dosing during a
work or over weeks and months of repeated works
L_a.lﬂ_
A. Vylnerable populations at h1gh risk kfor adverse ‘events from ayahuasea consumption

14.  Vulnerable populations at high nsk for adverse events from ayahuasca consumption
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include anyone who is medically unstable or has a severe mental illness. Severe mental illnesses

include:

(a)  schizophrenig;

(b) bipolar disorder;

©) depression,

(@) Post traumatic stress disordér, (PTSD); . o
4 (e) substance dependence; and

® | de;nentia or delirium.
Several examples of individuals from vulnerable populations were included in the screening
forms. The individual in exhibit 3 reported hospitalization for depression. The person in exhibit
11 reported depressmn and psychiatric treatment. The person in exhibit 1 reported substance
abuse and psychiatric treatment, and those in exlnbns 2 and 4 also reported substance abuse wﬁh
few other details. These persons would nced follow-up of these reports that should include
contact with their providers and obtaining medical records for review before considering giving
thera ayahuasca to ingeét. People with these disorders are stabilized and their symptoms reduced
by using medications that competitively block thc | sameblam receptors that ayahuasca
stimulates. Because this blockade is competmve it caﬁ be overcome by giving agents such as
ayahuasca that act at these same brain receptors (serolomn type 2a). When ayahnasca overcomes
this blockade, then the symptoms of these dlsorders such as schizophrenia, PTSD or b1p01a1
psychosis will become manifest. These symptoms are neither socially adaptive nor pleasant for
thesie patients. Thus, ayahnasca will cause these pat;lents to become psychiatrically unstable and
symiptomatic and can lead to their psycluainc hosp1tal1za11on if the person becomes suicidal,

homicidal or gravely disabled and unable to care for hlmse}f More u'agxcally, the patient can
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become snicidal or homicidal and complete these acts as their medication effects are reversed

due to ayahuasca use.
15. Medically unstable @nditions are ‘too common to p;ovide a comprehensive listing, but
conditions can include:

() significant hypcrtcnsion'(hi gh bldod pressure);

Tmy HVéf"dy’s’fftﬁcﬁén"Suah'as"cifrIIOSiS;‘ D
)] brain infections such as AIDS;
@ gastrointestinal disorders such as weakened muscles or vaficose veins in the
esophagus leading to bleedm g ulduced by the vomltlng,
(1<) _ cndocrmopaﬂnes such as adrenal 1umors or thyro1d dysfunction; and
)] a variety of orthopedic abnormalities and chronic pain conditions that are
associated with use of prescnpuon opla,tes

Several examples‘ of persons with these 1yﬁe§ o'fj disorde‘ré were described in the medical
screening forms présented to me. The p;soﬁ in exhibit 8 was taking Benicar for hypertension.
The person in exhibit 1 was taking hydrocodone (Norco) for back pain. Opiates can have
significant interactions w1th MAO 111111b1tors in prodqug se12ures and other toxicity.
16.  Aselaborated in the next secnon, ayahuasca has a lugh potennal for producmg a
serotonin syndrome either on its own or in combmatmn Wlth a w1de range of med1cat10ns herbal
supplements and other substances. This éér&o#iﬁ s;vm.dr“ome increases blood pressure and for a
patient with already elevated blood pressure the fuﬁhér mcrcase raises the potential for stroke
and myocm-dlal infarction (heart attack). thos:s and other liver dysfunction will impair the
ability of the patient to de-toxify the actwe dmgs in avahuasca and enhance its toxicity. Brain

infections such as AIDS can have snmlar comphcanons 10 those indicated above for the



psychiatric disorders. Endocrinopathies of the adrenal and thyroid (hyper-thyroid) can prodﬁce
sigrificant cardiovascular toxicity that will be poténtiated by the MAO inhibitor and the DMT in
ayahuasca. The person in Exhibit 3 ix;dicatéi:i a'ﬂi)(lroid —,co'ndition that would need follow-up
before ingesting e).ya‘ihuas‘caw Finally, any pam éoﬁéitioﬁ \jwhere opiétes are prescribed, as
indicated for the person in Exhibt 8, has the ﬁoténtial ‘fér se‘vere drug interactions with

ayahuasca, due to the serotonin syndrome as detailed below.

17. The serotonergic actions of ayahuasca ave substantial and can produce 2 serotonin

- syndrome in Church participants (Boyer 2005).. A serotoriin syndrome is particularly likely in

those who are taking a wide range of medications:and other substances that are not typically

' considered medications such as over the coxﬁatef reﬁédies; herbal supplements and illicit drugs.

- The: person in exhibit 7 indicated use 6f‘ herbs a'.nd'»marijﬁmm. Itis impbrtant to note that several
of the Church participants had significant histories of substance dependence (see exhibits 1, 2,
and 4). A serotonin syndrome involves symptoms ranging from restlessness and rapid heartbeat‘
to rauscle rigidity, seizures and severe blood pressure changes that can resuit in stroke or

‘myocardial infarctions (heart attacks) and rapid death; if untreated, The potentially interacﬁng
medications importantly include standard‘seromnin reuptake inhibitors (SSRI) such as fluoxetine
(Prozac), sertraline (Zoloft), paro:;etine (Paxil) and sevéra.l other related medications for
treatment of depression, anxiety, post.u;ﬁmaﬁc.-s{ress disorder (PTSD) or substance dependence.
Overall, many individuals are prescribed ﬂlese SSRI'medications by their family physicians and
do nbt consider these medications as treatrnents for psychiatric conditions and would not
mention thel'n in the screening forms that are used by the Church.

18.  Furthermore, the vulnerable population is even much larger among individuals who

would consider themselves relatively healthy adults without psychiatric disorders, For example,



marty other medications have s'ubstantial‘ risks_ of precipitating serotonin syndromes. The
psychiatric medications include traiodone (Desyrel), veniafaxine (Effexor) (person in exhibit 9
was taking Effexor), buproprion (Wellbutrin, Zybén) (persoh in exhibit 8 had recently stopped
Wellbutrin), isocarboxazid (Ma]‘:plan), phenelzine (N ardil). Pain medications include fentanyl

| (Sublimaze), meperidine (Demerol), pentazocine (Talwin) énd tramadol (Ultram). Anti-nausea

medications include granisetron (Ky'trilj,‘métoclopramide (Reglan) and ondansetron (Zofran),

and anti-migraine medications include almotriptan (Axert), naratriptan (Amerge), sun;amptan
(Imitrex) and zolmitriptan (Zomig). Over-the-counter cough and cold medications containing
dextromethorphan (Robitussin DM, Sudal DM) have high risks of pr&ducing a serotonin
syndrome in combination with ayahuasca. -Illégal drugs such as Ecstasy, LSD and Syrian rue
and herbal dietary supplements such as St. John’s Wort and ginseng also can precipitate
serotonin syndromes. At least‘ one pcrsbn (in exhibit 7). indicated use of unidentified herbs that
would need follow-up and precise identification before. considering ingesting ayahausa. While
this is not an exhaustive listing of potentially interacting medications and herbal supplements,
this listing well illustrates what a wide ;ange,of ‘hundreds of substanccs and common conditions
such as migraine headache, back pain, and the common cold could lead to toxic and potentially
fatal complications, »

19. A comprehensive screening for these vulnerable populations would need to be extensive
and include hundreds of substances in.order to cover all the medical conditions, medications and
other commonly used substances listed above. . This screening would include psychiatric
eviluation, consultation with any treating physicians and obtaining relevant medical records .
including hospitalizations. Furthermore, this;screéning:would need 1o be conducted by a highly

qualified health care provider who had simultaneous access to a powerful computerized database

10
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of interactions between ayahuasca and all these medieal conditions and medications and other

substances. Some of these potential drug and medication interactions are detailed further in the
Robert Gable article, “Risk assessment of ritual use of oral DMT and harmala alkaloids.” In the
absence of such a comprehensive screening, the risk from using ayahuasca is significant for a

serotonin syndrome with the potential for a fatal outcome,

B. Behavior posing risks associated with ayahuasca use

20, The behavioral effects associsted with ayahuasca use include a wide range of *
hallucinogen induced abnormalities in sensations and perceptions. The behaviors include panic,
severe depression, sustained visual, auditory and other hallucinations, delusions, depersonalization,
cognitive impairment and other less common forms of pathology such as catalepsy. These
behavioral abnormalities can be quite severe and debilitating and lead 10 psychiamic emergenbics
such as suicidal or homicidal behaviors, and grave disability to care for oneself including eating,
dressing, washing or communicating with others for the necessities of shelter and avoidance of
harm.

21.  While subjects can have symptom resolution within hours or days, other subjects will
develop severe and persistent mental illnesses that are oftén minimally responsive to standard anti-
psychotic medications used to treat schizophrenia and related psychoses. Even the medicai
profession has had difficulty in idemiifying specific individuals who will develop these severe and
persistent abnormalities after hallucinogen équ:;.urc., Therefore, a person with Liftle or no medical

" training will not be able to screen fof the. individuals at high risk for these severe and persistent
behavioral abnormalities. The statements on page 12 of the Seligman deposition and on page 25 of
the Rosen deposition indicate that the screening procedures and personnel arc not adequate to

identify individuals at high risk for adverse behavioral.outcomes from ayahuasca use.

S 11 R



22, The medical profession has difficulty in identifying every individua; who will develop \these
severe and persistent abnormalities after halli_zcinégen exposure. Thus, if the prospective user
belengs to any of the vulnerable groups desctibed above, the advice to them has been 10 avoid using
these drugs. If these drugs are used at all, then the dosage and frequency of usage should be
minimal and regular usage minimized.

23. A particular problem with using ayahuasca in the manner described for this oerﬁzation is

that the dosage could be highly variable, sinc;:: 1here ié rﬁéidlermé&n?trrol over the éxuactionmpﬁrbcess

' nor scientific monitoring of the coneentration of the: drug that might be in any particular preparation.
The suggested “qﬁality control” of the drug productusing an experienced user 1o test the sﬁengtﬁ of
the brew produced at a “works” is extremely unreliable; Furthermore, ﬁo standards insure minimal
safuty for other individuals who will be then taking the same brew, particularly individuals who
have never taken ayahuasca or wﬁaxever active ‘age_nts thé brew might contain on that particular
occasion. Thus, medicai safety is compromised and potentially non-existent due to this great
variability in doses and unréliability of the subjective quality control that relies on intoxicared active
usees to judge the quality, toxicity and safety of that day’s brew for naive or even experienced users.
24.  The variability is not only a problem for an individual’s initial exposure to these drugs, but
also for the repeated exposure to these dmgs, since a dose of the drug could be substantially greater |

- at later exposures and have many more adverse effects than a previous dose.

(8  During a particular work the practice of stacking doses over time will lead 10 &

substantial enhancement of effects depending onthe half-life of the brew in that particular -

- individual. The half-life is how long it takes for.the blood and brain levels of the DMT and
harmaline to drop to half of their peak levels after.ingestion. This half-life will not be the @ne for

every individual. If the half life of ayahuasca:for the “taster” or brew-master for that day is
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substantially shorter than for the other participants, particularly for a new participant, then the new

participant will accummlate much higher blood and brain levels of the drags than will the “taster” or
brevw-master for that day. Since the brewmaster decides the time intervals between additional doses
or stacking of the drugs, the new paﬂicip‘éri’f nay bésome significantly more intoxicated and ill than

the brewmaster.

~(b)—— This variability will-occur not only- dunng a particular Church “work,” but across— - . .

\

time at different “works.” Thus, with weeldy drug exposures two very different pharmacologxcal
effects can occur ~ tolerance and sensmzauon. Some md1v1 duals will become tolerant and get less
effects and shorter duration of effects over \;cel;slof usc; when using the same dose of drug.
Tolerance can be a particular problem because 1.he remiorcmg effects of drugs tend to tolerance and
lesacmng over time. Thus, the experi enced brewmasters are hkely to have substantially more

. tolerance to the sought afier effects of DMT and thereby recommend greater doses than naive users
would otherwise need or use 1o attain that same remforced or desu'ed state on their own.

(©) Other individuals develop predommant sensmzauon to the drugs where their
response to thé drugs increases as they use it repeatedly over weeks or months. For these
individuals the repeated weekly use over months wﬂl increase their potenual for adverse effects
either during intoxication or after dlscontmuauon Sensmzauon is frequently evident with
serotonergic hallucinogens such as ccstacy (MDMA) as wel] as amphetamine, cocaine e/md alcohol
Sei zures , panic attacks, paranoia and other adverse cffects of drugs typically follow a pattern of
sensitization over weeks and months of use. “ o

C. Rebuttal gf glamnffs exgert Teports

24,  Many of the effects of these dmgs are subj ective and require very well trained

observation, which is not evident in thcse expert reports Wlnle one of the experts has clinical

.13



credentials and has been trained to detect and cliagﬁose p'sychiairic pathology, another expert is a
pharmacologist who works only with animals and chemicals and has no clinical experience to
describe or assess the effects of these drﬁgs. "Fufthennprge, the credentials for the plaintiff’s |
cﬁn ical expert in this area of addictions treatment ‘and psyéhdpharmacological research are not
well established within the scientific community. |

()  Dr. Halpern’s statement and CV indicate no experience treating patients with

sub >tancedependenceoruse ;)f these h:rallucirilogeni;érﬁé; after his residency. He specifically
offers no basis in clinical experience for his .opinioné'of safety with ayahuasca use in humans.
The: oniy observation of éyahuasca use in humans that he cites is his retrospective interviews of
Church members’® uses. He cites being auresg’arch éss_istant,for data collected as part of a study
conducted by Strassman as evidence of his experiencex with this field. This experience appears fo
have occwrred duing his residency in medicine and that supervised employment experience is
quite different from primary responsibility for dcsigning, conducting, analyzing and reporting .a
complex clinical study. His role at that time in collecting daﬁa under supervision might have
been influenced by many factors, but was not infqrmed by the clinical training needed for the
subtle observations and clinical insights. that are essential for detecting and appropriately
diagnosing disorders induced by hallucinogens: ~This:experience of Halpern also was not
informed by following these persons through real life rather than through their own self-reports
of ucute experiences or their personal assessments of ﬁeir, life accomplishments related 1o using
.these hallucinogens.

(b) In contrast, my day-to-day professional nﬁ,edical experience in clinical settings
with sﬁbstance abusers for over 30 years gives me knowledge of consequences that Halpern, and

of course Cozzi who has no clinical experience, fail to consider. A few examples of my clinical

: 14 w0
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experience observing adverse effects of DMT-like hallucinogens include several young men and

woraen who used these drugs as infrequently as 10 times or as often as 400 times. I first et

these patients in the emergency department after they had a “bad trip,” as it was called. Some

| were very agitated and terrified, while others were.mute and apparently unseeing and completely

drawn within themselves. More importantly these young persons did not recover back to normal

after a day or two. They were all hospitalized for weeks and treated with antipsychotic agents in

. attempts 1o get their behavior and ability to co_ncéntré.%a ;cr‘rrrmalirzed and for many to help them
recover from suicidal plans as their concentration and insight improved. These young people felt
that their lives were ruined and nét worth li?!ing. Many-described their lives as filled with
flashbacks of their bad trip when using the hallucinogen. I followed several of these vei'y sad
persons for many years in New Haven. Their lives were extremely constricted with very limited
social activity and days filled with ‘smokip'g'cigare‘t,tes and watching television or just sitting
outside staring off into empty spacé,_ When I spoke to these now chronic psychiatric patients
over their years of treatment and atiempts at rehabilitation, they often had rather glowing
memories of their hallucinogen experiences as the best time in their lives and as a time when
they had excitement and stimlation that was'n_ow lost. When they occasionally attempted to
recapture that exciting time by using these drugs again, the results were disastrous and resulted in

| re-hospitalization for re-stabilization of their psychosis.. Ovérall, chronic héllucinogen users
have shown little ability to recall the terrible aspects of their illness, bur selectively remember
only soﬁe broadly exciting aspect of the.drug use. This aspect of selective positive memories in
hallucinogen users is commonly found in clinical situations, and is not being considered by these

experts in their somewhat naive recording and interpretation of the data that they present.



()  In summary, the Plaintiffs’ health experts have not sufficiently examined the
issues involved in ayahuasca use to fully understand the range of possible health consequences
from ayahuasca use. In particular, they have not iﬁtewiewed or had experience with the human
~ causalities resulting from halluci_nogén use and not folioWed these patients over the years
necessary to understand how bad the outcomes can become with the development of chronic

psychoses. The evidence in Halpern’s study that many Church members met lifetime criteria for

psychiatric disorders makes these relatively posiﬁvé self-reborts about thepersonal benefits of
hallucinogen use with ayahuasca particularly suspect and raises significant risks for participants
in this Church based on the pootly developed screening procedures of this Church,

25.  Other well established experts in this field have observations that do not agree with the
conclusions of the Plaimiffs’ CXpert Teports. . ..

(®  Several of the relevant expem iﬁcludi_ﬁg Brimblecombe & Pinder or Hollister,
who ate cited in tl;e Chapter from the ASAM book that I edit do not concur with the clinical -

' judgments of Dr. Halpern. Those authors who do concur with Dr Halpern’s clinical judgments —
for example, Shulgin ~ are not clinically trained and their rather positive df:scﬁptions of the
effects of these drugs on themselves and their co-users are considered non-objective and
scientifically suspect in the larger scientific and addiction treatment CO®MIy.

(b)  Furthermore, the MAOI agent required for oral use of ayahnasca has the potential
for harmful effects, which these expert reports have not considered. The combination of MAOIs
with a variety of foods including cheeses and wines can‘produce severe hypertensive crises,
where blood pressure rises to sufficient levelsto produce strokes and myocardial infarctions. The
ayahuasca-induced blockade of MAO allows a Jarger.quantity of serotonin to accumulate in

nerve terminals. Excessive accumulation can produce a range of adverse physiological
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symptoms, a ’scrotonin syndrome” that includes wemor, diarrhea, antonomic instability,

hyperthermia, sweating, muscle spasms and possible death (Boyer 2005). These cardiovascular
effects will be amplified by the 30% i:lcre;a\se in heart rate and 35 mmHg increase in systolic and
30 mmHg increase in diastolic blood pressurc’induced,through the DMT in ayahuasca

- (Suassman 1994). The potential for lethal toxicity is illustrated by a 25-year-old man who died

froin ingesting ayabuasca (Sklerov 2005). Thus, these two agents have a combined

cardiovascular toxicity that is not addressed in ;thc assééﬁnenté of these eﬁﬁért reports,
26.  The report from Halpern includes a variety of inaccuracies and mi.sstatements as well as
simple lack of logic,

(® The statement on Page 5, last paragraph is inaccurate: “there is virtually no
possibility of a human being consuming a sufficient quantity of the Daime 1o cause any
irmnediaté toxic or lethal effect.” Similar to.my critique for Cozzi below, Halpern appears 10
assome that vomiting would terminate the use of ayahuacsa. However, many abused drugs can
produce nausea and vomiting such as opiates, which typically induce vomiting among many
nalve users and abusers. Nevertheless, these opiate users will ingest sufficient amounts of
opiates to produce respiratory arrest and other severe toxicities. As the reports from these
Church members indicate, these Church participants do not terminate their use of ﬂ';e tea affer an
episode of vomiting, but continue to use it affer thcir,,VOmiti.ng subsides, The repeated use after
vomiting also is supported and encouraged by the brewmaster at the Church works. Since the
\}o:miting subsides after a relatively brief period of time compared to the duration of action for
oral DMT, significant DMT and MAOI 1oxicity is possible from the accumulating dose of these
two drugs from repeatedly drinking the:tea, The _vomiting would not lead to “virtually no

possibility” to consume enough of this tea 1o experience toxicity.
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(b).  Anexample of illogic occurs on Pei_gc 6, second to last paragraph: “the

consumption of Daime as a sacrament is literally then the non-drug use of DMT.” This
statement is simply meaningless. Nothing in the word sacrament literally translates into “non-
drug use of DMT.”

()  Another example of illogic with no support in the typical use of science or the

—gcientific methods-occurs-on-Page-6; last paragraph: “It-is-scientifically- inappropriate to-refer-to— - —— -

Daime as a hallucinogenic drug as compared 10 synthetlo DMT.* Daime is DMT and DMTisa
hall ucmogemc drug. Thus, Daime is a hallucmogen drug That is simple: phannacology and the
most simple of logic. | R

(d  The following statement on f’age 7, | ﬁrsl paragraph has nothing to do with science
and seems to just be an opinion with no substanuauon “I.ngesnon of Daime to ‘get high® is
anathema to members and espemally the leaders]np of Santo Daime, who consider the protectlon
of Daime for only proper sacramental purposes as one of 111e1r highest responsibilities.”

(e) As I had indicated above the statement on Page 7, last paragraph has no basis in
scientific facts or interpretations: “Indeed, the nse of the term ‘hallucinogen’ is both misleading
and inaccurate when describing sacramental peyote use as well as sacramental Daime use.”

‘DaJme is a hallucinogen and calling it sacramental does not change that pharmacologlcal quality -
of 1his chemical entity.

(f) The following statemeots on Page 9 seeond paragraph about medical
consequences of hallucinogen use are sunply wrong and seem to reflect lack of clinical
experience: “Serious medical consequences from mgesnon are the rare exceptions with all

hallucinogens and physical trauma is typlcally secondary to activities performcd whﬂe under the

influence of the drug. Moreover, when a cardmvascular or other serious medical condition arises
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post. Ha]lucinogen ingestion, emergency medical teams generally correctly presume that the
individual has raken a compound adulterate;i wifh a dangerous non-hallucinogénic substance.”

Tn particular, DMT and the associated MAOI in thfs drug combination have substantial and well
documented cardiovascular effects that are déﬁjfhéntél'tb a wide range of vulnerable humans and
are potentially fatal in those taking rnedi'catiéns for medical conditions that I have outlined

prevmusly in ﬁus rcporl The mechcal condmons and mechcauons are not adequately screened

‘out through the procedures detauled in any of the reports or exh1b1ts that I exammed
(g)  The statement on Page 9, last pa;agraph specifically addressed physical
dependence as if it were the only part of dei::endence.and his statement ignores the psychological
agpccts of dependence; this statement is simply not true for a wide range of psychoactive drugs:
“The psychoactive substances such as Daime and i;eydte are not known to induce physical
dependéncc. Tolerance is quite rapid, preciilding a theoretical scenario in which daily ingestion
(which is not a feature of either religion) mightlead to ;physiologicél dependence.”
Psychological aspects of dependence including cravilig,v inability to stop use in spité of harmful .
éonsequences in heélth, social activities or psychological symptoms are all part of the DSM-IV
criveria for dependence and abuse. Physical symptoms of withdrawal are not required, but |
tolerance, whicﬁ does occur to these drugs as is indicated by Halpem in this statement, is a part
of the diagnostic criteria for dependence.: |
()  The following statement on Page 9, last paragraph emphasizes the point of why
there is such a great tisk with this drug combination, because there are no directions on how
' these drugs might be used safely: “There are, of course, risks associated with the ingestion of
virtually every chemical substance, including those available over the counter, particularly when

they are not utxhzed according to d1rect10ns K8 Thus the.risks are essentially unknown for using
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these drugs in the way that this Church exposes i)eople. ‘However, the potential risks are

substantial based on solid ¢linical experience and experimental pharmacological data in hmﬁans.
) The statement on Page 10, first paragraph indicates that Halpern has a very

inacdequate understanding of what needs to be done for appropriate screening of risk in medical

practice and that he does not know the details of what is actually being done by these Church

“eacders: “the Santo Daime Church hasdeveloped & form-entitled *Confidential Medical Record® B

that it proposes to use prior to permnung any part1c1pauon in Church activities where the Daime
might be consumed. These forms are stmctured to carefully screen for a variety of medical and
psychiatric conditions that can then be 1ev1ewed by a phys: cian should there be any questions
about risks to physical or mental health. The documems clearly indicate that should there be any
question about health, a new physmal and access 10 mechcal and psychiatric records could be
req uested by Church officials. For example the i'oml aslcs md1V1duals if they have ever taken
certain psychotropic medications and whether they ever reqmred a psychiatric hospitalization,
and this question does provide an mdlrec1 way of 1nqu1rmg about remote major psychiatric
illo ess and psychou'opm medication use.” As I have detaﬂed in other sections of this report, we
" have more than sufficient evidence that none of these precautlons are undertaken by the Church
leaders to meet the smndards of bam m ed1cal and psychmtrlc safety Tnstead, some vulnerable
persons appear 1o have been dehburately exposed foa potentzally toxic drug combination,

)] The statement on Page 11, 'first full paragraph has no basis in scientific facts or in
any data collected in a scientifically credxble manner: “The empirical evidence to date fails to
establish any threat to individual or long-term heallh 1ssues but does point to relative safety and
possible additional physical and mental health beneﬁts.”l Scientific data are collected based on a

hypothesis; the data collected must constitute a sample size adequate to prove or disprove that
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hypothesis. None of those procedures_ were féllqyked' for the empirical evidence that appears to
be cited in this statement. ” |
&  The conclusion on Page 11, first full parégraph is simply in ervor and ignores the
 available clinical and pharmacological data that do prov1de some direct and scientifically
credible emdence to the contrary of ﬂns statement: “Absent direct evidence that the Daime is a

serious health risk, and such evidence does not currently exist, there appears 1o be no scientific or

medically valid reason to prohibit its ingestion as a bona fide religious sacrament.”

().  Finally, the conclusion on 'Fage 11, first full paragraph has no basis in scientific
fac, and appears 1o be contradicted by those lisnited data that are scientifically and clihically
sound: “In this regard then, there are no public hesiltlrcdncerns that would justify crimimalizing
the Santo Daime’s use of their ayahuasca sacrament, 'Da"ime.”

(m) Insummary, the statements made in this report by Halpern have many
inaccuracies and points of illogic. His conclusions based on these inaccuracies and illogical
inferences are both incorref.:t and dangerous to the health of many vulnerable people.

27. | ‘The report from Cozzi includes several assumprioiis about human behavior and effects of
hallucinogens that indicate his lack of clinical experience with these individuals or these drugs.

(a)  For example on Page 4, first paragraph he states, “The potential to consume a
toxic amount of Daime tea is, however, practically no‘n_existent for the following reason: Daime
typically produces nausea and vomiting in the amouiits consumed for religious purposes. This
naturally lirnits the amount of Daime that can be'ingested; the purging effect makes it virtually
impossible for a human being to consume enough Daime tea 1o experience toxicity. This is in
contrast to most other substances taken by mouth, including over-the-counter and presc;.xiption

drugs, where such a fail-safe mechanism does 7Ot exist.” Many abused drugs can produce
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nausea and vomiting, such as opiates, which typically induce vomiting among many naive users

and abusers. Nevertheless, despite expériencing nausea and Qomiting, these opiate users will

ingest sufficient amounts of opiates to produce respiratory arrest and other severe toxicities. As
the reports from these Church members indicate, these Church participants do not terminate their
use of the tea after an episode of vomiting, but continue to use it after timeir vomiting subsides.

The repeated use atier vomiting also is supported and encouraged by the brewmaster at the

" Church works. Since the vomiting subsides after ﬁ-relatively briéf period of nme comp;féd tom o
the duration of action for oral DMT, significant DMT and MAOI toxicity is possible and would
not be making it “virtually impossible” to consume enough of this tea to experience toxicity.

(b) A further example of a misstatement occurs on Page 4, second paragraph: “As it
truc for many pharmacologically active substances, there.may be interactions between Daime
and other medications. .. . I am informéd ,,tha'; the Santo Daime Church leaders are careﬁzlly‘
trained to obtain information from prospective church members before administering Daime to
prevent such drug interactions from occurring.” This information from the Church leaders is
grossly misleading or is misinterpreted by Cozzi perhaps due to his lack of clinical experience.
As detailed previously in this report, the screening procedures are not conducted by carefully
trained leaders of the Church, but are done by pérsoﬁs--with no clinical credentials. Furthermore,
these evaluations sho.w no evidence of a professional review or consideretion of toxic medication
interactiqns with these drugs. Several medieations are listed on the screening form exhibits,
which could have significant interactions with these drugs; and no indication is given that any
actions were taken by the Church leadess to prevént drug interactions from occwrring in the

persons who completed these forms indicating their use of these medications.
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98.  As a scientific and medical journal editor for the past 20 years, I can jud ge th_at the data
presented in the plaintiff’s expert reports do not meet minima] standards of scientific objectivity.
1 would further challenge the ability of other ip§¢§tigatprs to replicate the observations of
| Halpern’s 2008 study in an unbiased and controlled m.'_i.lmer. The required studies of these
hallucinogenic compounds are quite difficult to complete in humans, but minimally require

comrol of the dose given and the frequenc‘ywof dosing, and objective and blinded recording of

subjects’ responses to a placebo as well as the active drug. ”B;écéuse the responses need to be
asscssed in a blinded manner with some type of a placebo control, it would be necessary 1o use
an uctive placebo that would also induce the nausea and vomiting that ayahausa induées as well
as reproducing the foul smell that fhese teas :typicé_lly produce. Thus, these anecdotal reports that
have been used as data for drawing o;onclusions about the safety and toxicity of these drugs are
seriously lacking in scientific credibility and do not meet the standards for making informed
decisions about these drugs and either their short term 61?: long term effects in vulnerable or even
normal individuals.

29.  The Plantiffs’ experts have limited credibility-as sources of scientific information or
conclusions. Their statements are not based on:clinical observations of hallucinogen and DMT
uses who have had serious medical or psychiatric complications and instead are based on
unverifiable self-reports of individuals who suffer.from a condition of inaccurate percepﬂons and
memories that are induced by these drugs. ‘This clinical observation of hallucinogén effects on
recall and the related affective content of that recall is well documented in the literature,
inc:luding in 2 book about this area by Malcolm Bowers, M.D.. a famOu.s psychiatrist, professor
and scientist at the Yale University Departments-of Péychiatry and Pharmacology, who wrote

very cogenily and clearly about these chronic.effects.of hallucinogens in the 1970°s. The health
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risks are very real and severe. The Plamuﬂ's experts appear not to have the cluncal experience
or knowledge that is relevant to this crmcal area of human pharmacology I hope that their
m15 information does not force us to rehve and re]earn a 1emble time in U.S. history of

ha]lucmogen drug abuse from nearly 40 years ago

30. Pursuantto 28 U.S.C. § 1746, I decleu e under penalty of perjury that the foregoing is true

and correct. e

DATED: December 6, 2008
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