New Data Intensify the

Agony Over Ecstasy

Che controversy over ecstasy—an abused designer drug that
nay sometimes be a usefisl aid in psvchotherapy—is far from
ettled, leaving its legal status uncertain

CSTASY, 2 potentially dangerous de-

signer drug, appears o be growing

in popularity among some college
rudents. At the same e, researchers
mdving the drug’s effecs i animals arc
oming up with disturbing data abour s
oxicity to brain cells.

Some psyehiatrists advocate the use of
estasy in psychotherapy, but none has ever
fone 1 controlled clinical tmal with the drug.
naking its precise toxiciey or efficacy in
people impossible to determine. The resule
s 1 confusing and uften coneradicron pic-
rure of ecstasy’s etfects, and the currieil has
ed to several changes in the drug’s fegal
starus [see boxi

There appears w be no doubr, however,
char in animals cestasy—also known as KTC,
Adam. MDMA, oc MDM-—produces neu-
miugjcal damage. In rodents and primates,
the drug inmjures 4 specific populanon of
pemve cells in che brain that use serotomn as
a neurotransmiteer. “We can give 10,000
rimes the human dose of LSD toa rar and it
does not cause serotonin neurotoxicty. Bur
pwo to theee times the human dose of costasy
will damage seroronin neurcns in the mon-
kev,™ says Seephen [Peroutka of Stanford
University School of Medicine Whether
this toxic effect is permanent and whether
costasy sioularly damages nedrans 10 the
human brain s soll unknown

To date, no one has done a formal epide-
miclogical study on hons swideh used ecstasy
is, Bur a recent informal survey ar Stanford
indicates that abour one-thued of s under-
graduares have used eosrasy ar least one.
“The most LMpoT@nt quesnon now 18
whether this drug is a human peurorogin.”
says Pervutka “And there may be some
ancedotal evidence to suggest that it 1s.”

Ecstasy, or 34-methylenedivgymetham-
pheramine (MDMA), is a drug hybrid—a
cross between the hallucinogen, mescaline,
and the stmulant, amphetamine, Despite
the lack of scientific data abous the effects of
MDMA in humans, anecdetal aucounts of
irs effects are abundant, “Ths 15 4 very
seductive drug.” savs Peroutka, who pre-
sented informanon abour the drug ar the
cecenr Winter Conferemce ou Bran Re-

b4

spoke ar the meeting. “We see a dose-
response cffect with the drug. The highest
dose in monkevs fwhich is abour rwo
three times the human dose] produces a
()% depletion of serotonin nerve rerminals.
And in the cell bodies of nearons in dhe
dorsal raphe nucleus, a group of nerve cells
located at the base of the brainstem, we see
shnormal nclusion bodies. 5o i the mon-
key, MDMA has effects on nerve celi bodies,
not just on the rerminals.”

In their most recent experiments, Ri-
caurte, Lou DeLanney, Ian Irwin, and Wil-
liam Langston, also of the Insdtute for
Medical Research, find that a single oral
dose of MDMA does produce toxiary on
serotonin neurons in the monkey. This dose
15 two to three omes higher than a typical
single dose taken by a person. “The aral
roure is ar least one-half as effecoive as the
injected roure for the drug.” savs Ricaurre,
“The single dose 15 less roxic bur i sull
produces 2 30% depletion of SETOCONLN -
rons, so the effect is smialler and 1t 1s not as
widespread.” Ricauree and his colleagues
measured these effects 2 weeks after giving
the monkeys a single oral dose, a tme at
which he believes anv neurotosic ctfects
shsulel be evwdene amd any pharmacolomical
efects of the drug should have worn off
Whar Rucaurte does not knows | Biowever, 5
how long the effects on seroronergie cells
last. “Ar the present time we have mo dea
how permanent these damaging effecrs are,”
he savs,

Errol De Souza of the Nanonal nstirure
on Drug Abuse and the Johns Hopkins
University in Balrimore and Thamas Insed of
the Natdonal Instrute of Mental Health
have monitored the behavioral effects of
repeated doses of MDMA i monkeys. “For
the first couple of davs, there s no abvious
change in behavior,” savs e Souza, “Buton
the chird and fourth davs. the monkeys just
don't sleep. This is very characreristic of
depletion of seroromin,” In addinon. De
Sauza notes that after imection of 1 single
low dose of MDMA comparsble o the
amount 4 persan takes, the monkeys beconie
extremely  passive. “They stop exploring
their environment and we sec changes an
sclf-grooming behavior,™ he says.

According to Ricaurte, the behavioral ef-
fects of ecstasy are likely 1o be subrle because
ic interacs with serotonergic neurons, “One
of the unigue fearures of the scroronin sys
tem 0 the brain is chat ir sends out widely

diffisse fibers thar touch nearly every part of

search.* “Ninety percent of the students
who tried the drug said they fele cuphon,
more verbal, and had a sense of closeness
with other individuals.™ Bur dunng this
acure phase of the drug's effects, most users
also expericnce jaw clenching, reeth grind-
ing. and an increased alermess that is not
conducive to studving.

The drug causes a disnnce hangover and
by the second day its negative side ciiects are
propounced. More than 30% of 369 sm-
denrs in the informal survey reporred drows:
iess and muscle aches, ncluding sore jaw
muscles. About 20% reported dJepression
and difficulty concentrating. Although stu-
dents often use rthe drug at paroes, they
avoid school nighm because the effeces the
second day ¢an be so bad, savs Perourka.
And, with subsequent use of MDMA, the
“good” effects often decrease and the “pad”
ortes can magnify

These effects, both acute and delayed, are
somewhat similar o those described by
Richard Ingrasc of Warertown, Massachu-
setts, a psychiatrist in privare pracuce. In-
grasci strongly advocates the use of MDMA
in psychothecapy and has testified ar the
Drug Enforcement Administration {DEA)
hearings that one or two doses of the drug
can be remarkably effective in helping pa-
tients gain needed msight that they may not
otherwise achieve,

“Owver a S-vear penod, | administered
MIDMA to individuals and couples—abour
250 people n twotal,” says Ingrasci. “The
drug eliminates anxiery and defenses. People
were able o achieve insight into their emo-
nonal makeup.”

According ro a spokesman for the Ameri-
can PMsychiatric Association, which has more
than 34,000 members, verv few psychiatrists
have ever administered MDMA o patients
as an adjunct o psychotherapy.

Other avecdoral  informarion  ndicares
thar MDMA and a closely refated drug were
associated with five deaths in huwmans. But
newher MDMA nor MDEA (3.4 methyl-
encdioxvethampheramine)  could be pin-

“The Wipger Conference on Bran Rewsrch was held
froent 2% to 30 Jamaaer dt Stenmbast Spriegs, Colorado.

[

and Drug Administration (FDA).

are wdennfied as Schedule 1 substances. )

The DEA’s scheduling announcement for MDMA prompred a small group of
psychiatrists who advocate its use in psychotherapy o request hearings on the
drug. These began in January 1985, but in their mudst, DEA dassifiecd MDMA in
Schedule T on an emérgency basis. This occurred, says Frank Sapienza of DEA, be-
cause of increasing reports that MDMA was being abused, and because researchers
were reporung thar MDA | 3, 4-methvlenediowvamphetamine}, the compound from
which MDMA is derived, is toxc to a population of bran neurons in rodents.

Mearmwhile, the DEA hearings on MDMA's permanent classification conrinued.
“MIIMA is extremely gentle and remarkably cttective for helping people o gain in-
sight abous themselves.” says Richard Ingrasci, a psychiatrist in privare practice in
Reports that people have panic atracks or other prob-
lems after taking the drug are probably true, but are very rare. This is a compound .

Watertown, Massachusens,

thar needs to be researched ™

The DEA asked Joel Kleinman, a psychiamst and nevropharmacologist arthe
Mational Insnitute of Meneal Health, o review the restimony of the psychiatrises
who advocared the usc of MDMA and give his opinon. “Although these reports
make interesting reading cheir lack of scrennfic design. methodoiogy, and contrmls
makes them scienrifically unsound,” Kleinman wrote in his testimony, He emphas
sized that the psvehiatrists who testified had only anecdoral data o show that

MDMA had 2 medical benefic

The administrative law judge at the DEA hearings recommended that MDMA
should be Jassified, not as Schedule 1, bur as a Schedule Il compound. This was
e classification sought by the pswchiatrists who were advocates of MDMA be-
cause it mieant thar the drug had an’accepted medical use; Bur in Novernber 1986,
the DEA adminustravor permanendy classificd MIDMA as 3 Schedule [ substance.
< Thas-was-still pot che Gaal word, however, Lester Grinspoen of Hasyard Medical
Sehool then. conresaed the, Schedule { status of MDMA in the Federal Court of Ap:
peals i Bostort. He appeald on the basis of his own experience with MDMA, and
his long-standing conviction that psychiatrists should be free to explore the use of
mind-aleering drugs in psychotherapy. Last fall, the Boston court ruled in favar aof
a and in Tavmary of chis vear, the DEA removed MDMA from its list of

Grinspoo
Schedule T dubsrances,

“The point thap came vut af the cowrt’s puing is not thar MDMA should be re-

the neocortex,™ says Ricaurte, “Because of
this widespread nncrvation, serotonin ap-
pears o regulare mood and play arole in
vognition, sleep, fiwnd intake. aggressive be-
havier, sexual acovioy, and percepunn of
pain. And with every one of these behaviors,

iy PERRUARY (o5

serotonin 15 thoughe o play an inhibitory
role.,” Rucuarts reasons thae f MDMA de-
pletes the serotonin svsterm o the human
brain as it dnes in the momkey and rat brain,
the removal of serotonin’s infduence nught
account for s disinhibiting cffects in pec-
ple.

Perhaps che most pressing sciennfic issues
abour MDMA concern s mechanisms of
acdon. For example, why do people quickly
develop a tolerance to the desirable effects of
MDMA bout not to cthe undesirable effects?
Is there a relationship berween the first- and
sccond-day effects of MDMA in people and
the toxicity evident 2 weeks after drug ad-
ministradion to animals? [s the toxicity per-
fmanent or can newrons recover? [s MDMA
or a merabolite respansible for the observed
effects in animals and people? And do the
(+1 and (—) momers of MDMA, both of
which are present in most prepararions of
the drug, ditfer in their biological effects?

As ver, researchers can only speculate
about most of the apswers. “The inigal
‘high” with MDMA is probably due to sero-
tomn release,” savs Peroutka. He proposes
thar ADNA stimualates the release of seroro-
nin from neurons, parmicularly those in the
dorsal raphe. {A nuig']'ih(}ring group of nemve
cells in the median raphe nuclens alse pro-
duges serotorun bur is curiously unatfected
by MDMA ronciry. ) Under normal condi
tions, this initial depleton of serotomin from
dorsal raphe neurons would be accompanied
by reuprake of the transmitter into the ter-
minal endings of the nerve cells chac released
it. Perhaps MDMA somehow alters the
uptake process and the nerve cells remain
depleted of serotonin.

As a result of Sranford’s experience with
MDMA use among s undergraduates, the
university is planning an information pro-
gram for its students. Because MIDAMA
causes such specific nearological damage
tesearchers may use che drug 35 4 ol with
whach ro probe the funcrion of serotomin in
the bBrain, which is sall not well understood.
At this pomnt, however, it does not scem
likely thar any clinical testing of the drug
will be pursued, ® DEBORAH M. BARNES
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moved from Scheehle 1, but that the DEA used an inappropriately harmow standard
: eprable medical use of 2 compound is,” says Sapienza,
MDMA is cow back ia the DEA administrative office awaiting further review. A deci-
sinn on its petinaagit cassificadon i expected within the nest month. = DMB

Legal Limbo for Ecstasy

The legal status of ecstasy has just changed for the third nme in less than 3 vears.
At issuc is whether the drug should be classified as a Schedule 1 controlled sub-
stance, which would ban all medical use without explicie permission from-the Foud

No pharmaceutical company makes ecstasy and the FDA has never approved it.
Only one research protocol has been subwmitted to test costasy but it was dropped
after the Drug Enforcement Administration {DEA) classified the drug as a Sched-

. ule compound in- 1985, Now, in the light of new dara about the drag’s feuromo-
igitys chanees of humag-sradies on ecstasy’s medical potendal scem: unlikely. The

- drug s curtently in a swate of legal limbo because a recent coury ruling forded the:
DEA to remove ecstasy from its fist of Schedule [ substances.

Ecstasy, or MDMA (3.4-methylenedioxymethampheramine), was first developed:
in 1914 by E. Merck in Darmstadr. Germany, as 2n appetite suppressant bur was
never marketed. Until about 4 years ago, the drug was not a conrrolled substance.
Psychiatrists who gave it to their patients made it or had it made in private labora-
tories. But in July 1984, the DEA proposed char the drug be added to its list of
Schedule T substances. The DEA classifies 4 substance as Schedule T f ir has no ac-
cepted medical use, 1t 15 believed to have a high porennal for abuse, and it has not
been shown o be safe even if given under medical supervision. (Heroin and LSD

pointed as the direct cause of any of the
dearhs. Reponing m the 27 March 1987
issue of the fowrnal of the Amerrcan Medical
Asroraatson, Graeme Dowhng of the univer
sities of Calgary and Alberta in Canada and
his colleagues wrote, “Death as a conse-
quence of the use of these drugs appears
be rare, bur it does coour; this outcome may
be more common in individuals with wnder-
lvirg cardiac discase.”

The most concrere informanon about the
biological action of MDMA comes from
amimal studies. George Ricaurte of the Inso-
fute for Medical Besearch in San Jose, Cali-
formia, and his colleagues find that in raws
and monkeys, repeated injecoons  of
MDMA sclectively destroy the endings of
aerve cells in the brain thar release seroto-
nin, also called 5-hydroxytrypramine, as a
neprotransmiceer. But research also shows
that different amimal species vary mn therr
response to the drug.

“The monkev 15 much more sensiove o
MDMA, with respect 1o serotoin deple
ron, than the rat,” savs Ricaurte, whe also

MDMA

Damaged neurons. frght arens mn
sections throwgh rt brain stem ihow (A)
ol stagning fir serotonin uptake sres anid
(B} decreased seaming tn MOMA -preated
rar. The brght areas in the midlines af hoth
bvains indicate that, n the rat, cell bodies of
serotoran neurums ave relntively nnagfected by
MDMA. | Photo cowrtesy of £, De Sosza and
. Bartaglia|
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29 March 1988
Mr. Rick Doblin
Multidisriplimary Association for
Psychedelic 3tudies
2105 Robinson Avenue
Sarasota, FL 33582
Dear Mr. Doblin:
Thank you for your letter of ! March. 1 regret to say that we have

decided not to publish it, as it is not oossible to document aany of your
We do, however, appreciate your interest and will keep vour
comments in mind should additional articles be prepared on HDMA research.

statements.

Co:jp

Yours sincerely,

it Gl Lot

Christine Silbert
Letters Editor

withdrawn atts
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