Johns Hopkins is pitiful compared to life in the wild, but is healthy and clean. Being exposed to
MDMA, even in large doses, seems not to be painful. There are no obvious functional consequences
of the induced serotonin neurotoxicity. The carefully designed research is conducted with as few
animals as statistics allow. The data contributes to a basic understanding of brain function and is used
in negotiations with the FDA and in communications with MDMA users. Many of us involved with
primate research volunteer for human studies when possible (See call for human subjects on page 6).

Though the primate research is not blatantly unjustified, more must be said. Essentially, I am
willing to sacrifice the lives of tens of primates for the good of untold numbers of humans. I also
believe the use of psychedelics to help people get in touch with a more healthy, holistic sense of
themselves may in an indirect but plausible way help to build appreciation for the preservation and
protection of our environment and the life it contains, including primates.

When the first MDMA toxicity studies were being conducted, I made a point of visiting the
research laboratory in Little Rock, Arkansas. The day I visited twelve dogs were scheduled to be
sacrificed and examined. That night, I dreamt of dogs as did one of the dogtors. Watching the lethal
injection, I was surprised at how fast life vanished. The awesome sacred fragile mystery transcended
the powers of understanding of all the physicians in the hospital and all their sophisticated equipment.
Within seconds, the lifeless dogs were placed on operating tables and highly refined scientific
methods designed to help apprehend nature without bias were put into motion. To my surprise, the
feeble efforts of science to plumb life’s mysteries seemed sacred in its own small way. While the
doctors carefully took apart, weighed and measured the many organs which had previously sustained
the life of each dog, I told stories about various people’s transformative MDMA experiences. Allin
the room were made aware of the reasons for our sacrifice of the dogs. That day, I learned I could
shoulder the responsibility of animal research. I welcome further comments on this issue.

NEUROTOXICITY OVERVIEW

MAPS has assisted several research groups prepare applications for FDA approval of MDMA
research in humans, all of which have been denied. FDA required MDMA's neurotoxic risk to be
clarified in animals before human studies would be permitted. The three critical questions about
MDMA neurotoxicity are, 1) does it occur at human relevant doses, 2) If it occurs is it permanent or
temporary, and 3) Ifif occurs, is it beneficial, harmful, or neutral?

While the risk/benefit calculations of the FDA are politically skewed, they are constrained
somewhat by data. Millions of dollars invested by the government in MDMA research are beginning
to yield a clearer picture of the risks of MDMA. MAPS builds on government funded research by
using our limited resources to support small pilot studies examining the effects of human relevant
doses, overlooked in most studies which tend to explore the effects of higher doses. '

The scientific data tends to support the conclusion that MDMA neurotoxicity, if
it even occurs at average doses, extracts no measurable price when MDMA is used
irregularly and in normal amounts. The scientific data, however, cannot yet
precisely evaluate the risk to subjects in an MDMA research protocol. What is
required for FDA approval is continued support for small pilot studies defining the
threshold dose at which MDMA no longer causes neurotoxicity, the rate and extent
of regeneration, and functional consequences, if any, of neurotoxicity. Your
contributions to MAPS, however small, make a critical difference in this research.



PRELIMINARY FINDINGS FROM PRIMATE STUDIES
Two studies to which MAPS contributed have been completed. The following report is based on

preliminary findings and is not to be quoted for attribution or cited in any report or media article.
Publication of scientific papers about the findings are pending. ’

Preliminary data suggests that multiple exposures to 2.5 mg/kg of MDMA had
B0 neurotoxic effect in all brain regions studied except one, the thalamus.

This news is somewhat discouraging. If a primate no-effect level for MDMA neurotoxicity had
been established at the 2.5 mg/kg dose, securing FDA permission for human studies using less than
that dose might have been possible. The finding that eight doses of 2.5 mg/kg of MDMA seem to
produce a small neurotoxic effect in one brain region calls into question the assumption that one dose
of 2.5 mg/kg is without neurotoxic risk, however slight. However, since so few animals were
studied, the effect in the thalamus may be a statistical aberration. More research is needed.(See p. 10!)

Without a clear Primate no-effect level, the case for human exposure to doses
less than 2.5 mg/kg remains complicated by the concern over neurotoxicity. This
data suggests, however, that the heurotoxic threshold is very close to 2.5 mg/kg.

The Extent of Recovery

Previous studies in rats have shown that serotonin levels decreased by 90% return to normal after
12 months. In previous primate studies, serotonin reductions of 90% climbed to 50% of normal
levels after only 4 months, recovering more rapidly than the rat. To test the assumption that primates
would show complete recovery, MAPS contributed to another Johns Hopkins primate study which
examined primates with 90% reductions after 12 and 18 months,

Preliminary data yielded unexpected results, and suggest that total recovery may
not occur after severe neurotoxicity. Persistent reductions of serotonin of about
70% were seen after 18 months, indicating that the process of recovery noticed at 4
months had halted and even reversed itself. Whether total recovery occurs after
more moderate toxicity needs to be explored (See page 10!).




When considering the implications of this new data, it is important to keep in mind that MDMA
has been used for almost twenty years in the United States without a single case in the scientific
literature suggesting that anyone, user or abuser, suffers from MDMA-related brain damage.
Fenfluramine, an FDA-approved prescription drug for over twenty years, has recently been
discovered to cause serotonin neurotoxicity more readily than MDMA, yet it too has failed to result in
a single case of fenfluramine-related brain damage being reported in the literature.

DR. NICHOLS CO S THAT PROZAC BLOCKS MDMA NEUROTOXICITY

At Purdue University’s School of Medicinal Chemistry, Dr. David Nichols replicated an
experiment conducted by Dr. Schmidt in which rats were given both MDMA and Prozac (fluoxetine),
a new drug for the treatment of clinical depression. Prozac is extremely popular, returning sales of
about $400 million a year and growing to Eli Lilly. Prozac stimulates the serotonin system in a
manner somewhat similar to MDMA but to a lesser degree and without neurotoxicity.

The simultaneous administration of Prozac and MDMA completely blocked the
neurotoxic properties of MDMA. This finding may be the key to unlocking the door
to FDA-approved human studies with MDMA,. since it seems possible that the
MDMA neurotoxicity risk, difficult to estimate, can instead be entirely eliminated.

It may be that both the dopamine neurotransmitter itself, released by the MDMA, and MDMA
metabolites are neurotoxic, not the MDMA itself. Several hours after Prozac and MDMA are
administered, the brain has broken MDMA down into its metabolites and released extra dopamine.
These compounds, which usually would be absorbed by the serotonin nerve terminal re-uptake sites,
are blocked from doing so by Prozac molecules which have filled the re-uptake sites. Neurotoxicity
is prevented and the dopamine and MDMA metabolites are eventually reabsorbed or broken down into
their harmless components, without having caused any damage.

Two basic questions remain, 1) Can Prozac’s prophylactic effect in ratS"oe replicated in primates
or man? (See p. 10!) and 2) Does Prozac change the subjective experience of MDMA, and if so how.

EQUESTED: SUBJECT (0) (0) PROZA DMA COMBINATION
Determining if there is a method of eliminating MDMA''s neurotoxicity without diminishing its
valuable subjective, therapeutic effects would provide important information to MDMA users and
could play a major role in the initiation of FDA-approved human studies. Several people who have
tried a combination of Prozac and MDMA report the MDMA experience to be essentially unchanged.
Others feel there is some effect. Reports from experimenters in the field (that hopefully means some
of the intrepid readers of this newsletter) are the only sources of information on this matter.

MAPS requests people who have tried an MDMA/Prozac combination to send in
written reports on their subjective experiences. The combination of most interest is
a standard dose of Prozac (20mg) with 75-100 mg of MDMA, taken simultaneously.

If the reports suggest the MDMA experiénce remains unchanged, a small study to determine if
Prozac blocks neurotoxicity in primates would follow (See p. 10!). If successful, an application for
an FDA -approved study to investigate therapeutic uses of the combination would be submitted.



