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Ab stract- CN S deficiency of 5-hydro xytfyplaminc (sero tonin) has been impli cated as a biochem ical
basi s in so me forms of depr ession . Exist ing drug mod alities for treating depr ession include so me
with seroto nergic effects . Studies sugges t thai psyc hede lic drugs are also se ro tonerg ic, This may
indica te a ro le fo r psyched el ics in the treatm ent of depression . Such treatment has already been
att empted us ing psych ed el ic dru gs in bot h the indo lea mi ne a nd phe nylal ky la mi ne categories .
Encouragi ng res ults seem to recommend furth er research, with special emphasis on drugs in the
phenylisop ropylam.ine subgroup of phen ylalk ylam ines that are on ly peripherall y psych edel ic. Cer­
ta.in of these , called entac toge ns or e rnpathogens, caus e substantially less distort io n of nor mati ve

co nsciousness than classic psychede lics, such as LSD or mescal ine. Th ey could therefore be more
eas ily assi m.ila ted into existing psych oth er apy ap proaches. whe re their func tio n woul d be 10

enha nce the norm al psyc hotherape utic process rather tha n serving a maint en ance ro le as che mo ­

therapeutic age nts. Th eir usefuln ess in such an application wou ld be mainl y at the start of psycho­
therapy in orde r 10 (I) redu ce the client's "fea r respon se" thai ofte n inhibits abi lity 10 dea l with
repressed traumat ic mater ial; (2) facil itate the clie nt's interperso nal co mmunicat ions with the thera­
pist , spo use or sig nificant others; and (3) accelerate formatio n of a ther apeu tic allia nce betwee n
cl ient and ther apist,
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The possibility that some forms of human depression
are based on central nervou s system (CNS) deficiencies of
the neurotransmitter 5-hydroxytryptarnine (5-HT) or sero­
tonin was first suggested by Praag (1962) and then rein­
forced by the findings of other researchers (e.g., Lapin &
Oxenkrug 1969; Coppen 1967). In a summation of his own
later research, Praag (1982) concluded that 5-HT disorders
are most clearly implicated in a subgroup of approximately
40% of patients afflicted with "vital depressions," defined
as roughly corresponding to what is described in Anglo­
American literature as endogenous depression; that vital
depres sive patients both with and without demonstrable
disorders of 5-HT metabolism are symptomatologically in­
distingui shable; and that the vital depressive syndrome is
etiologically nonspecific, representing a predisposition to
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depression that can be provoked by psycho social , heredi­
tary and/or acquired somatic factor s. He also emphasized
that 5-HT disorders probably playa causative rather than a
secondary role in depression, as suggested by the fact that
5-HT potentiating compounds-such as the 5-HT precur­
sor 5-HTP (5-hydroxytryptophan)-and possibly the
"mother substance" t.-tryptopban , an essential amino acid,
can have a therapeutic effect in vital depre ssion (Praag
1981).

It may therefore be significant that many of the drugs
prescribed for treatment of depression are believed to be
sero tonergic. Fluoxetine and, in varyin g degre es, the
tricyclics prevent the reuptake of serotonin into presynap­
tic nerve endings and monoamine oxidase (MAO) inhibi­
tors prevent the breakdown of serotonin by the enzyme
MAO. In either case, more serotonin is available for bind­
ing to postsynaptic receptors (Spiegel & Aebi 1983). It has
also been suggested that lithium's ability to mitigate mood
swings in bipolar affective disorders may be due to a nor­
malization of reuptake of biogenic amines, including sero­
tonin (Dunner & Fieve 1974) . However, the specific mode
of action of these drugs is still not certain. One theory
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(Schildkraut 1965) contends that "some, if not all depres­
sions are associated with an absolute or relative deficiency
of catecholamines, particularly norepinephrine, at function­
ally important adrenergic receptor sites in the brain. Ela­
tion conversely may be associated with an excess of such
amines." But the "permissive hypothesis" developed by
Prange and colleagues (1974) suggests a different explana­
tion based on the role of serotonin, an indoleamine. It envi­
sions depression and mania on a continuum instead of as
polar opposites. In this model, fluctuating serotonin levels
exert a permissive influence on the eNS; catccholamines,
in a secondary role, then determine the consequent type of
affective disorder observed in the patient.

In either case, Praag's research may have singled out
patients whose affliction is based primarily on a deficiency
of serotonin. This is especially significant considering that
these particular patients include those who are most likely
to make serious attempts at suicide. The suicide connection
carne to light when subnormal levels of serotonin were found
in the autopsied brains of people who had killed themselves ,
especially the brains of violent suicides (Praag 1982). "The
implications for suicide prevention seem obvious," Praag
remarked in a subsequent Wall Street Journal article by
Large (1983); there is "a certain biochemical abnormality.
Now, let's try to increase serotonin and have an
antidepressive effect. It seems a useful and not unproduc­
tive way to go."

In fact, there is an entire class of psychoactive drugs
that almost certainly derive their main effect from seroto­
nin mediation (Grinspoon & Bakalar 1979; Meltzer et al.
1978; Winter 1975; Anden et al. 1974; Haigler & Aghajanian
1973; Freedman, Gottlieb & Lovell 1970). These drugs, the
psychedelics, are reported to have demonstrated positive
effects in the treatment of various psychological dysfunc­
tions, including depression. The following discussion first
considers these reports and theoretical explanations, then
explores some implications for the efficacious treatment of
depression in the future using drugs in a related subgroup .

PSYCHEDELIC PSYCHOTHERAPY

Psychedelic Drugs Defined
One comprehensive overview of psychedelics concedes

that "these drugs may be best defined by negatives. They
are not sedatives, hypnotics, narcotics, stimulants, depres­
sants, deliriants, anesthetics, analgesics , or euphoriants; or
rather they can be all or none of these " (Grinspoon &
Bakalar 1979:5). On the most basic level , according to
chemical structures, psychedelics are divided into two main
categories: indole derivatives and phenylalkylamines. The
indoles, with more than one carbon ring, include lysergic
acid amides such as d-lysergic acid diethylamide-25 (LSD),
tricyclic carbolines, ibogaine and substituted tryptamines
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including psilocybin. Phenylalkylamines, with only one
carbon ring, comprise two subgroups: phenylethylamines,
such as mescaline; and phenylisopropylamines or amphet­
amines. It is suggested that a useful way to circumscribe
these drugs by definition is in reference to a central or pro­
totype drug such as LSD, which produces almost all the
effects that any of the others produce, and at much smaller
doses . Thus, Grinspoon and Bakalar (1979:9) stated the
following:

Whether a drug should be regarded as psychedelic or not can
be said to depend on how closely and in what ways it resembles
LSD; the resemblance must be judged by the drug's cultural
role as well as by its range of psychopharmacological effects .
From this point of view , the group of psychedelic drug s has a
clearly defined center and a vague periphery; the fewer of the
family features a drug has , or the less likely it is to be used by
the same peopl e or at the same places and tim es as LSD , the
less social and pharmacological claim it has to be called psy ­
chedelic. Unavoidably, the neces sary exclusions and inclu ­
sions will be somewhat arbitrary.

Historical Precedent for Psychedelic Psychotherapy
Grinspoon and Bakalar (1986, 1979) observed that

psychedelic drugs obtained from plants have been used in
a number of cultures for thousand of years for the relief of
neurotic and somatic symptoms. Healing , in this context,
is the outcome of certain religious or magical rites con­
ducted by a shaman or professional healer. The therapeu­
tic role of psychedelics in these rite s is to elucidate an
underlying problem by projecting unconscious material
into consciousness (often symbolically), to forge a bond
between the patient and the healer, and to facilitate insight s
in the patient that tile healer helps to integrate through guid­
ance and interpretation. The authors noted that this pro­
cess is similar to modern psychotherapy,

Psychedelic Psychotherapy Through the Mid·1960s
The possibility that psychedelic drugs can help facili­

late tile modem psychotherapeutic process was virtually
ignored in the United States and Europe until about 1950.
Between then and the mid-l 960s, more than 1,000 clinical
papers describing 40,000 patients who had taken part in
psychedelic therapy or other research trials were published ,
as well as several dozen related books; and six interna­
tional conferences on psychedelic drug therapy were held
(Grinspoon & Bakalar 1983). By the mid-1950s, it was
recognized that psychedelics function as "nonspecific
amplifiers't-s-drugs that project into consciousness (am­
plify) unconscious memories, fears and other subjectively
variable (nonspecific) psychological material. Among the
first announcements of this highly significant finding was
an overview report titled Ataractic and Hallucinogenic
Drugs in Psychiatry, written by a team of international
experts convened by UIC World Health Organization (1958).
This report challenged the prevailing idea that psychedelic
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drugs are "psychotomimetic" (i.e., capable of inducing a
"model" or temporary psychosis). Instead, the team con­
cluded (p. 39) that "it may be a gross over-simplification
to speak of drug-specific reactivity patterns. On the COil­

trary, experience suggests that the same drug, in the same
dose, in the same subject may produce very different ef­
fects according to the precise interpersonal and motivational
situation in which it was given." It was also suggested
(p. 8) that "there is some similarity between the problems
posed by the subjective drug-induced experiences, and the
analytic experience; and tools used in one may find a fruit­
ful area in the other."

Two different types of psychedelic psychotherapy
emerged (Grin spoon & Bakalar 1979). One emphasized a
mystical or conversion experience and its aftereffects; this
was thought to be especially effective in reforming alco­
holics and criminals. The other explored the unconscious
in the manner of psychoanalysis; it focused on the treat­
ment of neuroses and psychosomatic disorders. The first
kind, known as psychedelictherapy, involves one session
with a single heavy dose in the range of 200 meg of LSD
and higher (LSD's threshold of psychoactivity is about 50
meg), The second kind, psycholytic ("mind-loosening")
therapy, involves relatively small doses seldom exceeding
150 meg of LSD, administered in numerous sessions. Ad­
vocates of both approaches claim to have accomplished
some significant improvements in their patients. These re­
sults, though compelling, are open to question. In most cases
they are either anecdotal or lack a control group. Anec­
dotal reports can be questioned for several reasons, includ­
ing placebo effects and the patient's and therapist's biases
in judging improvement. Control groups are also a prob­
lem; the effects of psychedelics are so unmistakable that
using them effectively rules out a blind study. Nonethe­
less, with these few limitations acknowledged, it is clear
that human research using psychedelic drugs turned up
some promising results with implications for the treatment
of depression.

Treating Depression with High-Dosage
Psychedelic Therapy

High-dosage psychedelic therapy was mainly used in
the treatment of severe psychological and psychosocial
dysfunctions, such as criminal psychopathology (e.g.,
Shagrass & Bittle 1967; Leary et al. 1965) and autistic
schizophrenia in children (e.g ., Fisher 1970; Bender,
Cobrink & Sanker 1966). Depression was frequently men­
tioned as one of a cluster of symptoms in patients who were
treated by this method, but it rarely was the therapeutic
focus of a dedicated human trial. As a consequence, virtu­
ally no significant studies concerning this specific applica­
tion are reported. One exception is a study by Savage and
colleagues (1973) involving 96 hospitalized patients with
severe and chronic neuroses; their symptoms-including
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sleeplessness, crying, agitation, loss of appetite and sui­
cide attempts-were diagnosed as depressive reactions.
They were randomly assigned to one of three groups that
were treated with, respectively, conventional method s, 50
meg of LSD, and 350 meg of LSD. The LSD was adminis­
tered in a single dose after three to five weeks of prepara­
tion. Results were measured by the Minnesota Multiphasic
Personality Inventory and other psychological tests . All
three groups remained in the hospital for six to eight weeks.
At the end of that time, some degree of improvement was
found in all the patients, but primarily in the two LSD
groups and especially in the high-dose LSD group. Six
months later, improvement in all three groups was the same,
but 12 months later the high-dose group again seemed more
improved. Eighteen months later it again appeared that all
three groups were equally improved. The authors observed
that in retrospect men seemed to have done better on the
high dose of LSD and women better on the low dose. But
considering the unexplained fluctuation in comparative
improvement over time and possible treatment variable s,
such as differing degrees of therapeutic alliance, these re­
sults, however interesting, cannot be regarded as conclu ­
sive.

Treating Depression with Psycholytic Therapy
In contrast to the psychedelic therapy approach, the

psycholytic method using relatively mild doses of psyche­
delic drugs has reportedly achieved more consistent and
clearer results in successfully treating depression . This is
supported by a retrospective overview study that summa­
rized 42 papers on psycholytic therapy that were written
between 1953 and 1965 (Mascher 1967). Sixty-eight per­
cent of the cases were described as severe and chronic; most
of the rest were described as severe. Diagnoses included
depressive reaction, among other syndromes . Mean dura­
tion of treatment was four and a half months, with patients
undergoing a mean of 14.5 psychedelic sessions. The rate
of "much" or "very much" improvement was 62% for de­
pressive reactions. Fifteen follow-ups, taking place on the
average two years after treatment, found that 62% of the
successful cases were the same or better and 35% were
slightly worse; only a few had relapsed. Mascher acknowl­
edged a problem with evaluating data from a group of studies
so diverse, but concluded that the relati vely short treatment
time gives psycholytic therapy an advantage over psycho­
analytic psychotherapy. However, to make a distinction
between these approaches is somewhat misleading. In most
cases, drugs used in psycholytic therapy perform what is
probably best described as an adjunctive or enhancing role
relative to psychodynamic or psychoanalytic form s of
psychotherapy. Grin spoon and Bakalar (1979: 195) re­
marked that:

In the psycholytic procedure moderate doses of psychedelic
drugs are used to aid in psychoanalytically oriented psycho-
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th erapy b y uncov er ing the uncon scious roots of neuroti c dis ­
orde rs. As many as a hundred drug sess io ns over a period of

tw o or mor e year s may be required , although most treatment s

ar e mu ch sho rte r. Patients may be hospitali zed or not ; they
may be as ked to co nce ntra te o n inte rp re ta tio n of the dru g-in ­

duce d vis ion s, or s ymbo lic psy chod rama. or regress io n with

th e psych otherap ist as a parent s urrogate , or o n disch arge of

ten sion in ph ysical activity. Prop s like eyeshades . photographs.
and objects with sy mbo lic s ig nifica nce a rc used . . .. The theo­
ret ical basi s of thi s kind of psychoth erapy is usually so me form
of psych oan alys is. If birth e xpe riences are see n as true reli vings
of the traumatic eve nt, Rank' s ideas may be introd uce d ; a nd if
ar ch et ypal visions are regarded as genuine man ifestati on s of

the co llective un conscious, the interpretation s will be Jun gian .

A representative case s tudy is that of a 35-year-old
accountant who had been in psychotherapy for five years
for chronic depression and crippling obsessive symptoms.
He was given 100 mcg of LSD and the psychiatrist sug­
gested a fantasy about ca strating his father (Savage et al.
1962 :437 ):

111e e ffect was electric . li e e xplod ed with laught er, Th e
feelings a nd fant asi es abo ut fath er ca me pouring out . as thou gh
Moses had smo te the rock . For the balance of the afternoon we
rev eled in a n excha nge of fant asies about his fath er.

From that da y he was a cha nge d man. Previ ou sl y he had

been a Milquetoast at work, wh om everyone push ed around.
Now he became self-asse rt ive a nd positive. He no lon ger let

advant age be tak en of him . He was poised and co mfortable . . . .

Dur ing the next LS D sess io n ( 150 microgram s) he was able to

continue th e work of the pre ceding ses s io n. With the dread of

his fath er laid to rest . .. he ex press ed for the first tim e the

desir e for a girl. In the months foll ow ing, as tounding cha nges

de vel oped . li e devel oped a sense of humor ; he beca me cffi­

cie nt ; he began to da te ; he made plan s to leav e his job and se t

up his own bu s iness . a nd th is he actua lly accomp lished. li e
e njoyed dating a nd expe rie nced inten se se xua l feelings .. . . In
sev enteen (no w nin eteen ) years of pract icing psych oth erap y I

hav e ne ver seen as mu ch cha nge in an indi vidu al with a rigid
ob ses sional ch aracter. The chang e has been permanent.

Grof's Perinatal Psychology
The work of one researcher in particular stands out

among proponents of the psycholytic method; that of psy­
chiatrist Stanislav Grof, who "probably has more continu­
ing scientific experience on the effects of psychedelic drugs
on patients than anyone else" (Sagan 1980:357). From 1956
through 1973, Grof conducted or participated in over 3,500
psychotherapy sessions in which LSD or other psychedelics
were used as facilitators, and reviewed the case histories of
1,800 additional such sessions conducted by other research ­
ers. Grof (1976:216) concluded from this database that
psychedelics function as a "kind of 'inner radar' that scan s
the unconscious, identifies areas of high affective tension,
and brings them to the open." He calls these areas of high
affective tension COEX systems-systems of condensed
experience. A COEX system constitutes a cluster of uncon­
scious memories united by a common emotional theme . Its
core, which sets the theme, is usually an infantile trauma.
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All subsequent traumas or memories of threatening life
situations evoking a similar charge of emotion are filed
along with the cor e, reinforcing the system. Eventually
these con stellated memories can alter behavior and mood .
The goal of psycholytic therapy, Grof says, is to make the
patient aware of these unconscious memory sys tems . Once
the patient confronts the core traum a and relives its emo­
tional content, its power 10 compel is abreacted. To that
ext ent, Grof''s theories are not incon sistent with Freud's.

Grof also discovered that individual CO EX systems
seem to be grounded on one of four "basic perinatal
matrices" (BPMs) retlecting different stages of the birth
process (see Grof 1985 , 1976). BPM II, for example,
"remembers" the stage when intrauterine contractions
squeeze the fetus while the cervix still is clo sed . 11 there­
fore has a powerful affinity for COEX systems organized
around the emotional theme of entrapment in a hopeless
situation. Unti l recently Grof emphasized that BPMs may
or may not derive from the actual birth experience, a link ­
age that mainstream psychologists consider highly suspect.
"We can follow Freud 's example," he sugges ted, "in re­
gard to the relivings in LSD sessions: whether they are
real memories or vivid fanta sies derived from sources and
created by mech ani sms not clearl y understood at present ,
they seem to be very relevant from the point of view of the
patient's psychopathology, as well as the psychodynamics
of LSD psychotherapy" (Grof 1976:70). Recently, how­
ever, he affirmed: "I can no longer deny the evidence that
we have the capacity to relive the emotions and physical
sensations we had during our passage through the birth
canal and that we can re-experience episodes that took place
when we were fetuses in our moth ers' wombs" (Grof &
Bennett 1992:18).

Support for Grof's Perinatal Theory
Before discussing how Grof' s perinatal psychology

theory applies to the treatment of depression , it is worth
noting that the question of whether or not it is possibl e for
people to remember their own births is still open. Grof
concluded that such memories arc real as opposed to vivid
fantasies after witnessing numerous "rebirthing" experi­
ences among participants in over 20,000 sessions of his
J1olotropic Breathwork" therapy, an alternative to drug­
assisted therapy devi sed by himself and Christina Grof.
According to Grof and Grof (1990: 144): "This method,
combining simple mean s, such as faster breathing, music
and sound technology, and a certain form of body work,
can induce the entire spectrum of experiences that we used
to see in psychedelic sessions. These experiences are gen­
erally gentler, and the person has more control over them,
but their content is essentially the sam e, although no drug s
are in vol ved." Grof (1988 : 170-84) attribu te s the
"pneumocathartic" effe cts of inten se breathwork to hyper­
ventilation without squarely addressing the question of an
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underlying physiological mechanism. However, in a sel­
dom-cited essay, Grof and Halifax (1976: 196-97) had ear­
lier reported that the medical condition called anoxia, in­
volving a limited supply of oxygen or an excess of carbon
dioxide in the brain, can induce "abnormal mental states"
and "unusual experiences quite similar to LSD." They fur­
ther noted that maneuvers "restricting the supply of oxy ­
gen have been widely used through the ages in the process
of inducing unusual experiences." While the essay is OU1­
erwise limited to a discussion of what this portends for the
psychology of people at the point of death, it may also he
relevant to breath work .

This should not be taken to mean that the mental
effects of either LSD or breathwork are entirely due to
anoxia. In the present authors' opinion one of the most
seriously neglected areas of psychedelic research is that of
proprioceptive effects and how they are experienced
psychologically. This might explain certain sensations com­
monly reported by users of the drugs, such as seeming to
transcend the physical boundaries of one's skin and thereby
experience "ecological awareness" (Smith 1964). It might
also confirm the existence of a "state-dependent learning"
mechanism proposed by Verny and Kelly (1981:184-93)
that takes place in utero by means of "two separate but
complementary systems serving our memory faculties."
One involves the central and autonomic nervous systems,
which are operative by the sixth month after conception.
The other is vaguely described as a "para-neurological"
system that lays down "organismic memories" in individual
cells . The authors seem to be suggesting that a fetus can
"remember" somatic and emotional sensations predating
development of a cortical processing function in the weeks
after birth . Such memories, according to their theory, are
later recollected in postnatal life when the original state is
somehow recapitulated, possibly by means of drugs (in­
cluding psychedelics), hypnosis or free association. No
cognitive memory content is suggested; however, the au­
thors contend that these noncognitive memories may con­
tribute to "attitudinal predispositions and vulnerabilities in
utero." Verny and Kelly (1981 :65) also noted that "some
forms of depression can also originate in utero. Usually,
these are produced by a major loss . For whatever reason­
illness or distraction-a mother withdraws her love and
support from her unborn child; that loss plunges him into a
depression. You can see the aftereffects of this in an apa­
thetic newborn or distracted sixteen-year-old; for, like oilier
emotional patterns set in utero, depression may plague a
child for the rest of his life. This is why treating infant
depressions has recently become one of psychiatry's chief
priorities."

Another possibly relevant observation is that made
by Riedlinger and Riedlinger (1986) . Citing research by
Tuber and colleagues (1980) involving paired stimuli
learning tests on a hydroencephalic and normal twin, they

Joumal ofPsychoactive Drugs 45

Psychedelic and Entactogenic Drugs in the Treatment of Depression

suggested that subcortical learning mechanisms demon­
strated by this study might sustain neurological imprints of
strictly somatic experiences. Such imprints, the authors
contend, would be more like "potential" memories
having no psychological content until they are brought into
consciousness using psychedelic drugs or oilier, less efficient
means. Inevitably the translation from strictly somatic to
somatic-psychological memories would impart "expe­
riential content" referential to postnatal memories having
similar physiological concomitants, such as patterned acti­
vation of visceral nociceptors, vasoconstriction or adrenal
response . Riedlinger and Riedlinger (1986:23) commented
that "though Grof does not use the analogy, this process
could be likened to what happens when iron filings arc scat­
tered on a sheet of paper covering a magnet. The filings
fall into a pattern that makes manifest-indeed, that is
determined by-Ule presence of the otherwise invisible
magnetic field . So too, it can be speculated, BPMs provide
organizational matrices for postnatal memories that conse­
quently give the BPMs a kind of secondary form as they
accumulate-a fonn that is determined fundamentally by
physical trauma at birth."

It may be relevant in the context both of this theory
and of Grof's psychedelic research that serotonin's physi ­
ological effects include "powerful activation on smooth
muscle" and modification of "neurogenic vasoconstrictor
tone" (Twarog 1958:159-60).

Evidence suggesting that prenatal physical trauma is
somatically "encoded" in the CNS includes studies by
Murray and Johnsen (1985) and Murray and colleagues
(1987), who found that prenatal "systemic insults" leave a
record in the formation patterns of infant tooth enamel.
Particular patterns seem to correlate with hearing diffi ­
culties and other postnatal neurological impairment.

Finally, a study by Salk and colleagues (1985) deserves
mention . This team set out to investigate a possible rela­
tionship between falling perinatal mortality rates over the
past 30 years and simultaneously rising rates of adolescent
suicide . Forty-six risk factors from the prenatal, birth, and
neonatal records of 52 adolescents who had committed
suicide before age 20 and two matched controls for each
subject were analyzed blind . The results showed statisti­
cally significant differences between the suicide victims
and each of the controls and no difference between the
controls. Three specific risk factors were shown to have
a powerful capacity to differentiate suicides from con­
trols: respiratory distress for more than one hour at birth;
no antenatal care before 20 weeks of pregnancy; and
chronic disease of the mother during pregnancy. It is
worth noting in this context that Grof's perinatal psy­
chology theory puts emphasis on prenatal toxicosis and
perinatal physical distress, in contrast to traditional birth
trauma theories, such as Rank's (1974), that emphasize
postnatal separation anxiety.

Vol. 26( I) . Jan-Mar 1994



Riedlinger & Riedlinger

Theories and Treatment of Depression Based
on Grof's Research

Grof (1985) explains the major fOnTISof depression in
a theoretical framework that ascribes a pathogenic role to
both the perinatal and the COEX realms of experience. The
first major fOnTIS he discu sses arc severe inhibited depres­
sionsof endogenous and reactive nature . According to Grof,
these are rooted in the second perinatal matrix , BPM II.
This is based on his repeated observation that psychedelic
sessions and postsession intervals dominated by the second
matrix show all the essential features of deep depression:
agonizing mental pain , despair, overwhelming feelings of
guilt and inadequacy, deep anxiety, lack of initiative, loss
of interest in anything, and anhedonia. Consistent with mani­
festations of BPM II, these depressions are characterized
not only by total obstruction of emotional flow but also by
an energetic blockage and severe inhibitions of major physi­
ological functions, such as digestion, sleep patterns, and
sexual activity. This stage of the birth proce ss also involves
interruption of the symbiotic connection with the maternal
organism through uterine contractions, termination of the
supply of nourishment and warmth, and exposure to dan­
ger without protection. "It stands to reason, then," says Grof
(p. 259), "that the typical constituents of COEX systems
dynamically related to depre ssion involve rejection, sepa­
ration from and absence of the mother, and feelings of lone­
liness, cold, hunger, and thirst , during infancy and early
childhood," Oppressive and punishing family situations that
reinforce the patient's role as a victim in a "no-exit" situation
are other important determinants cited by Grof. Nonviolent
suicide sometimes results. Grof believes this is based on an
unconscious memory that BPM II was preceded by the ex­
perience of relatively peaceful intrauterine existence before
the beginning of labor (BPM I). A person trying to escape
the second matrix would therefore be likely to choose a
relatively peaceful mode of suicide consistent with this
memory: an overdose of drugs, inhalation of carbon mon­
oxide or natural gas, drowning, bloodletting in warm water
or freezing in snow. Elsewhere Grof (1976:57-60) gives an
instructive example, worth quoting at length, of how
psycholytic therapy resolves such depressions:

Richard was a 26-year-old student who had suffered for
several year s from severe, unr elent ing depression that resulted
in six serious suicidal attempt s, In one of these, he ingested rat
po ison , which according to his words, reflected his feeling s
about hims elf and his critically low self-image. In addition, he
had frequ ent attacks of intense free-floating anxiety, excruci­
ating headaches , agoni zing cardiac pain s and palp itations, and
severe insomnia. The pat ient himself related most of his com­
plaints to disturbances in his sexual life . Although he had many
friendly relationships with women, he was not able to approach
them sexually. . . . At irregular intervals, he got involved in
homosexual activities in which he always played a passive role .
Here he was able to achieve momentary sexual satisfaction,
but [he suffered from] subsequent feelings of guilt . . . . One of
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the most import ant COEX systems uncovered dur ing Richard 's
LSD therapy was relat ed to his passiv ity, helplessness, and
the role of the victim that he had tend ed to assum e in a variety
of life situations.. . . A deeper layer of the same sys tem co n­
tained condensed memory mater ial related to Richard's expe­
rien ces with his brut al , desp oti c. and autoc ratic fath er, a
chron ic alcoholic who used to physicall y malt reat the patient
as well as his mother in the most cruel way.. . . Richard re­
lived many such episodes of abuse in a rath er co mplex and
realistic fashi on.. . . TIle next layer of the COE X sys tem con­
sisted of sever al traumatic memories from childhood . . . . [for
example, he] tried to explore the inside of the fam ily radio
and got a strong electric shoc k .. . [and] drowning for a short
time in his bathinett e .. . . He cam e to the conclusion th at the
birth trauma was the fundamental prot otype of all situati ons
in which he felt absolutely helpless and at the mercy of a de­
stru ctive external forc e. After the experiences of rebirth, posi­
tive ecs tatic feelings of long durati on occurred in Richard 's
sess ions. They brought about a far-reaching improveme nt of
the clinical cond ition. His depressions, anx ieties, and psych o­
somatic symptoms completely disappeared , and he fell full of
activit y and optimism. His self-image impr oved co nsiderably,
and he was able to form an ero tic relati onsh ip with a woman

and have the first heterosexu al intercour se of his life.

Grof (1985) also describes agitateddepression, includ­
ing mania , a form he associates with BPM III. This is the
perinatal stage in which the fetus is forced through the birth
canal. In psychedelic sessions it is manifest in visions of
hurricanes, volcani c eruptions, explosions and other natu­
ral catastrophes, as well as by societal conflicts, such as
bloody wars and revolutions. Characteri stic features of
depressions conne cted with BPM III include a high level
of tension and anxiety, excessive psychomotor excitement
and agitation, and aggress ive impul ses oriented both in­
ward and outward. Typical associated physical symptoms
are muscular tension, tremors and painful cramps, migraine
headaches, uterine and intestinal spasms , nausea , and
breathing problem s. Associated COEX system s deal with
aggression and violence, variou s cruelties. sexual abuse
and assaults , painful medical interventions. and diseases
involving choking and a struggle for breath. But subjects
reliving BPM III do not experience themselves as passive
victims. Instead they are actively fighting to defend them­
selves. remove obstacles or escape.

Concerning mania as a form of agitated depre ssion
and therefore an expre ssion of the third perinatal matrix
and associated COEX systems, Grof (1985) parts company
rather dramatically with doctrinaire Freudian theory. The
latter holds that mania represents an avoidance of being
aware of depression. Instead, Grof argues , mania is
psychogenically linked to the experiential transition from
BPM III to BPM IV (separation from the mother and es­
cape from the physical trauma of birth). As such, it is a
clear indication that the patient is under the influence of
the fourth and final perinatal matrix while still in touch
with the third (Grof 1985:261):
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In experiential psychotherapy one can occasionally ob­
serve transienl manic episodes in statu nas cendi as a
phenomenon suggesting incomplete birth. This usually hap­
pens when the subjects involved have already moved beyond
the difficull experience of the [ego) death-rebirth struggle and
gotten a taste and sense of release and escape from the birth
agony.. .. LSD subjects whos e sessions terminate in a state
of incomplete rebirth show all the typical signs of mania .
They are hyperactive, move around al a hectic pace , try to
socialize and fraternize with everybody in their environ­
ment , and talk incessantly about their sense of lriumph and
well -being, wonderful feelings , and the great experience they
have just had. . .. Extreme hunger for stimuli and social con­
tact is associated with inflated zest, self-love, and self-esteem,
as well as indulgence in various aspects of life.

Grof believes that violent suicide is closely associated
with the agitated form of depression and therefore is re­
lated to BPM III (Grof 1985:264): "For a person under the
influence of the third matrix, regression into the oceanic
state of the womb [BPM I] is unavailable because it would
lead through the hellish no-exit state of BPM II, which is
psychologically worse than BPM III. However, what is
available as a psychological escape route is the memory
that once a similar state was terminated by the explosive
release and liberation at the moment of biological birth ."

Psycholytic therapy, like other forms of psychodynamic
therapy, seeks to trigger this abreaction psychologically as
an alternative to suicide. A possibly relevant finding is the
"cathartic effect" of failed suicides reported by Praag and
Plutchik (1985). They studied 25 patients admitted to a
psychiatric unit in connection with failed suicide attempts
and a control group of 50 patients consecutively admitted
to the same inpatient service for various forms of
nonpsychotic depression, but with no previous suicide at­
tempts . The Hamilton Rating Scale for Depression and other
instruments were used to retrospectively rate the mood of
the first group of patients in the week before their suicide
attempts and three to six days after admission following
recovery. The mood of the control group was similarly rated
one week before and one week after admission. A signifi­
cant decrease in depression scores was shown for the sui­
cidal patients and no systematic trends for the control group.
Explanations discussed by the authors include the possi­
bility that the suicide attempts "served to palliate feelings
of guilt or remorse, or gratified hostile feelings toward oth­
ers." They also propose hypothetically that the observed
mood changes might reflect the "nonspecific effect of a
serious somatic upheaval" having "physical consequences."
Presumably this refers to a possible psychosomatic effect
on endogenous factors that compelled the depressive be­
havior, such as insufficient serotonin levels in the brain. In
fact, there is some evidence suggesting that stress and other
psychological events can produce major changes in brain
amine levels (Bliss & Zwanziger 1966; Maynert & Levi
1964; Barchas & Freedman 1963). Perhaps the serotoner-
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gic and psychological effects of psychedelic drugs are simi­
larly interactive in some cases.

Limitations of Psychedelic Psychotherapy
Despite early reports of success in some areas of psy­

chotherapy, both psychedelic and psycholytic therapy have
certain limitations. The most obvious of these is illegality.
All the "classic" psychedelics (e.g., LSD, mescaline, psilo­
cybin) are currently Schedule I drugs and as such are re­
stricted from clinical use in the United States . This has made
it virtually impossible to obtain Food and Drug Adminis­
tration (FDA) clearance for human trial research, though a
handful of preliminary studies using LSD and other
psychedelics for the treatment of alcoholism, mental dis­
tress in terminal cancer patients and other applications were
recently approved and are proceeding. I

Another problem is that almost all the classic
psychedelics are time-consuming to use, despite claims that
they accelerate psychotherapy. Even low doses have pro­
nounced psychoactive and behavioral effects lasting five
or more hours. Clients therefore should be supervised
throughout this period and for several hours afterward to
minimize adverse effects. According to Strassman's (1984)
review of the literature on adverse psychedelic drug ef­
fects , "it appears that the incidence of adverse reactions to
psychedelic drugs is low, when individuals (both normal
volunteers and patients) are carefully screened, supervised,
and followed up, and given judicious doses of pharmaceu­
tical quality drug." One program conducted for several years
in the early 1960s by Myron Stolaroff and colleagues at
the International Foundation for Advanced Study in Menlo
Park, California, required several preliminary meetings for
psychological screening and other preparatory work, in­
cluding four or more one-hour "carbogen" sessions in which
clients breathed a mixture of 70% oxygen and 30% carbon
dioxide to stimulate an LSD-like "glimpse" of the uncon­
sciousness; a full day for the LSD session; and supervision
for all of the following day by someone who had previ ­
ously finished the same program. Malden Grange Bishop's
(1963) The Discovery of Love is a subjective account of
the program by one of the clients, with fictional names.

In addition to the time constraints, another limitation
is that therapists who use the drugs with patients must them­
selves be trained in order to effectively help guide the ses­
sion. Yet training is currently limited to papers and books
either published between 1950 and the mid-1960s when
the drugs were first outlawed for clinical use, or which are
based on original research from that period; no internships
are presently available where therapists can train experi­
entially. Furtbermore, papers and books on the subject them­
selves have limitations. Most of them, it seems, describe
"preliminary" research that is often anecdotal or involves
too small a patient population, that fails to include con-
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trois, and other such shortco mings. Data and especial ly case
histories are typicall y presented in the framework of a cer­
tain theoreti cal structure, often related to psychodynamics.
Insofar as the relevant research was done more than 20 years
ago , this is perhaps to be expected . But it also conveys an
impression that the drug s are useful only in the context of
psychod ynami c psychoth erap y. Pro ponents of the lauer
schoo l would possibly ag ree, though most would probably
have reserva tions in regard to the birth trauma question.
From their point of view, it may seem that the manifest
conte nt o f a psyched el ic sess io n tends to vindicat e
psychodynamics by organica lly con firming its main tenets
(e.g., the existence of realms of the human unconscious and
the affec tive power of repressed psychological material).
Yet one has to wonde r if di fferent schoo ls of psychotherapy
would not achieve eq ual success with the drugs in their own
theoretical frame work . Considering that set (the psycho­
logical mili eu, including the client's and therapi st 's expec­
tations and goa ls) and setting (the physical environment)
are known to have a powe rful effect on the texture and out­
come of a psychedeli c session, this seems likely.

A final limi tation is that psychedelic drugs have been
suppressed so long that modem psychotherap ists are possibly
inclined to misconstru e that these arc strict ly maintenance
medications, as opposed to psychotherapy enhancers. Thus
Grinspoo n and Bakal ar ( 1986) emphasized 111:11 "i t is a mis­
understanding to cons ide r psychedelic dru g therapy as
a form of chemothera py, which must be regarded in the
same way ali prescribin g lithium or phenothiazines."lnstead,
it is more like "a hybrid between pharm acotherapy and psy­
cho therapy" (Grinspoo n & Bakalar 1990) that incorporates
fea tures o f both . Th at psych ed elics ha ve uniq ue and
dra ma tic effects in psychotherapy is probably one of the
reasons that main stream psychotherapists ignore or reject
them. Th ey believe that to incorporate these drugs into their
therap y techniques would require too grea t a degree of
adjustme nt and accommodation. This is more or less true
for the classic psychedelics. However, a more viable alter­
nati ve may exi st in a subgro up cal led entactogens. The
following section elaborates.

ENTA CTOGENIC PSYCHOTHERAPY

Entactogenic Drugs Defined
As noted above, there are two major types of psyche­

deli c drug s: indole derivatives and phen ylalk ylamines. The
latter has a subgroup called phenyli sopropylamines, includ­
ing amphetamine anal ogues of mescalin e, a methoxylated
phenylethylamine. Among these meth oxylated amphe t­
ami nes a re so me, s uc h as M DA (3,4 -me thy le ne­
dio xyamphctamine), that seem to be onl y peripherally
psychedelic (Grinspoon & Bakalar 1979:25):

At moderate doses MDA .. . produces feel in gs of es thetic de­
light, empathy, se renity, joy, insight, a nd self-awareness with-
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out percept ua l cha nges . loss of co ntro l, o r depersona liza tion .

It see ms 10 eliminate a nxi ety and defe nsive ness ; il has bee n

descr ibe d as inviting se lf-explo ra tio n w he re LSD de mands it

and as reducing th e need to aggra ndize th e ego. Lik e LSD.

MDA brings hac k lost childhood memori es a nd also pro­
duces th e co nd it io n that ha s been d es cr ibed . in a ph rase
borrowed fro m hypn os is. a s ag e -regre ssi on : th e MDA user
actually fee ls himsel f 10 he a child and rel ives child hood ex ­

perie nces in full immed iacy , wh ile s imult aneous ly remain ing

aw are of his present se lf and present reality,

These features seem to indica te a special role for MDA
apart from classic psychedelic drugs while retainin g a num­
ber of their therapeut ic be ne fits. It was , in fact, the subject
of an interesting trial to assess its viability in the treatment
of depression. Friedhoff and colleagu es ( 1958) adminis­
tered the drug to 25 patients and a placebo to a co ntro l
group of 12 pat ients, all of whom were hospi talized for
"se rious depre ssion:' Both gro ups were trea ted for an av­
erage of two weeks, with a range of 10 days to six weeks.
Their response was evaluated using a 38 -item ratin g scale
dev ised for the study. Dose s ranged from 30 to 300 mg
daily administered in divided doses, usuall y three times a
day. It was found that the mean sco re of the patient s on
placebo was unchanged , while the dru g pat ients showe d a
significant drop in their depressio n ratings. The statistical
data accorded with a clinical impression of improvement
in 76% of the dru g gro up, :L<; compared with only 24% of
the placebo group. However, some of the pat ient s who
showed an improvemen t relapsed within a few days when
the drug was discont inued . No indication of co ncurrent
psychotherapy is mentioned.

Though the behavioral effects of MDA see m differ­
ent from those of LSD , the prototype psychedelic, it re­
portedly has a similar chemical-str ucture ac tivi ty. Accord­
ing to Nichols (1986) it is a biologically ac tive compo und
havin g two optical isomers. Ge nerally, such co mpounds
have only one active isomer, or one that is more active
than the other, With MDA, however, both isomers are ac­
tive and each has different biological effects. It has been
found that MDA' s lcvo- or R-(-) isom er has LSD-l ike
properties in lab orator y ani ma ls, while its de xtro - or
S -(+) isomer is more like am phe tam ine . Thus MD A is
techni cally a psychedelic dru g.

Thi s is not the case with MDA's Nvmethyl deri vati ve
MDMA (3,4- methylenedioxymethamphetami ne) . The ad­
dition of a meth yl group to the molecul e's nitrogen chain
abolishes the psychedelic ac tion of its lcvo-i somer. Yet
MDMA remains biologically ac tive and has only slightly
less potency than MDt\. Nichols (Nic hols & Obe rlender
1990; Nichols 1986) therefo re concluded that MDMA is
both chemica lly and beh aviorall y a different typ e of
psychoactive dru g that deserv es its own nomenclature.
Because its primary effect at therapeutic dose levels "see ms
to involve enhance d closeness and co mmunica tion with
others, accompanied by positi ve changes in feelings and
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attitudes" (Nichols & Oberlender 1990), he proposed the
term "entactogens," derived from Greek and Latin roots
connoting an ability to "touch within." In his opinion this
is more accurate and practical than calling such dru gs
"em pathogens," a term loosely adapted by others from the
Engli sh root word "empathy," especially since "people in­
variably dislike hearing the word 'pathogen,' which clearly
stands out when empathogen is pronounced" (Nichols
1986) .

Social History of MDMA
Though MDMA has sometimes been described as a

"designer drug" invented by modem chemists to circum­
vent drug control laws (e.g., Time 1986), it was discovered
in 1912 by researchers at the Merck pharmaceutical com­
pany of Germany, who shelved it after patenting it in 1914 .
Research resumed in the 1950s when the U.S. Army com­
missioned secret studies on its toxic effects in laboratory
animals at the University of Michigan. Not until 1976 was
it introduced into clinical practice by psychotherapists on
the West Coast and several months later adopted by thera­
pists on the East Coast. The first report of its pharmaco­
logical activity in humans (Shulgin & Nichols 1978) made
no mention of its psychotherapeutic applications, which
continued unpublicized until the mid -1980s.

Most publi shed papers on clinical work from this pc­
riod are by psychiatrist George Greer and his wife Requa
Tolbert, a psychiatric nur se and fellow therapi st (Greer
1985a, 1985b, 1983; Greer & Tolbert 1990, 1986). Their
predecessors in the therapeutic use of MDMA included Leo
Zeff, the first psychotherapist to use the drug exten sively
for this purpose beginning in 1976. Using concepts and
techniques derived from Grof's psychedelic research, the
peyote rituals of Mexican Huichol Indians and other
sources, Zeff reportedly "had conducted hundreds of
MDMA sessions and had achieved dramatic results with­
out complications" (Greer & Tolbert 1990). But becau se
"he had done his work away from the public eye and had
written nothing about it," Greer and Tolbert "saw a need
both to offer sessions and to document the results so that
the research community would learn about the potential of
MDMA as a pharmacological catalyst for psychotherapy."
The procedures they established to explore this applica­
tion were "reviewed and approved by a peer review panel
of psychiatrists and a psychologist who were experienced
with the use of drug -assisted psychotherapy and with the
effects of MDMA."

A summary of their findings based on work with 80
patients between 1981 and 1985 and a two-year follow-up
period affirms that the optimal therapeutic dose for men is
apparently 100 to 150 mg and for women from 75 to 125
mg (Greer & Tolbert 1990) . All patients were carefully
screened before being accepted and fully informed in
advance of the drug's effects, including possible uncorn-
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fortable side effects, such as blurred vision, muscle tight­
ness of the jaw, occasional vomiting during the sess ion,
and insomnia or drow siness and fatigu e on the following
day. Depression and/or anxiety were also sometimes expe­
rienced as patients confronted and worked out pertinent
issues . One and a half to two hour s after oral ingestion a
"booster" dose (usually 50 mg) was offered to extend the
peak effects an additional hour; the entire experience nor­
mally lasted no longer than three hour s, not including dis­
cussion s before and after the sessions. "Since deh ydrati on
was a common effect, water was offered peri odicall y."
Psychotherapeutic interactions were rarely initi ated
during the sess ions . Afterward the therapists sought to
"facilitate a smooth transition back to the usual state of
consciousness" rather than interpreting the sessions. In
some cases patients took MDMA with a spo use or other
significant person in their lives. About 90 % "had powerful
and generally positive and useful experiences." Greer and
Tolbert (1990 :33-34) concluded the following:

Fro m our own obse rva tio ns a nd those of othe rs, we beli eve
that. in the right circums tance s. MDMA reduces or so meho w

eliminates the neur ophysiologi cal fear response to a perceived

threat to on e' s emo tional int egrity.. .. With th is harri er of fear

rem oved , a lovin g a nd forgiving awar eness see me d to oc cur

quite naturally a nd spo ntaneous ly. . .. [Patients thu s] could

reassess an y aspect of their lives a nd rel at ionships that the y

chos e, from the broader per spective of security and love , rath er

than from one of vulnerability and fear. With the fea r removed .

a co rrective e motio nal e xpe rie nce could occ ur, and it seem ed
natural and ea sy for most people to be gin to tru st the valid ity

of their own unfearful feelings . as well as those of a signifi ­
cant other who was experien cing the same state with them .

Because MDMA did not dist ort perception, thinking or

memory (except in do ses well ove r 100 to 150 mg ), the learn­
ing that took pla ce during the sess io n ofte n be cam e conso li­
dated and appli ed to patien ts ' eve ry da y live s lon g after the

ses sio n had ended.

Concurrent with its use by psychotherapists. MDMA
became popular with "recreational users" under street
names such as Adam and Ecstasy or its homonym XTC.
When this was discovered by the news media in 1985 a
series of highly sensationalized and frequently inaccurate
news reports resulted (Riedlinger & Riedlinger 1994). In
December 1986 the U.S. Drug Enforcement Administra­
tion (DEA) placed MDMA in the highly restrictive Schedule
I on a permanent basis even though its own administrative
law judge, who presided at three public hearings on the
matter, ruled decisively that MDMA more properly belongs
in the less restrictive Schedule III (Young 1986). This
effectively ended all clinical use of the drug along with
human trial research.

The DEA's principal j ustification was MDMA's alleged
similarity to other drug s considered neurotoxic, with spe­
cial emphasis on a report by researchers at the University
of Chicago who administered MDA in massive doses
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intravenously to rats. When sacrificed and autopsied some
of the rats were found to have sustained what appeared to
be damage to some of the nerve receptors in their brains.
But the researchers warned explicitly that "given differences
in species, dose, frequency and route of administration, as
well as differences in the way in which rats and human
beings metabolize amphetamines, it would be premature to
extrapolate our findings to humans" (Ricaurte et al. 1985).
This ambiguity resulted in a "torrent of serotonin-related
research" on MDMA (Shulgin 1990) tbat has so far failed
to fully explain the drug's mode of action, though it has
helped resolve the crucial question of its possible neuro­
toxicity.

MDMA's Mode of Action and Safety
That MDMA is apparently serotonergic was first noted

by Nichols and colleagues (1982), who introduced it in vitro
to homogenized rat brains and then measured the release of
serotonin from the synaptosomes. Elevated levels were de­
tected, thus suggesting that serotonin release may play a
role in MDMA's pharmacological activity. Subsequent re­
search appears to confirm the drug's serotogenicity. How­
ever, as with serotonergic antidepressant drugs, the specific
mode of action 'is uncertain. In any case, MDMA's use in
psychotherapy to stimulate positive feelings, such as open­
ness and empathy, would seem to recommend a possible
clinical role in treating depression. This was initially pro­
posed by Riedlinger (1985) in her discussion of MDMA's
positive isomer activity and consequent release of seroto­
nin in the brain:

If [the serotonergic connection isI so, its short duration of ef­
fect would seem to indicate that MDMA is both effective and
efficient as a drug for the medical treatment of depression . It
works in a matter of hours instead of days or weeks and is
effective when administered infrequently (e.g., in weekly or
monthly dosing intervals), thus reducing the potential for
troublesome side effects. This compares favorably to the mul­
tiple daily dosing required for all of the currently available
legal drugs that can be prescribed for treating depression (e.g.,
tricyclic antidepressants, MAO inhibitors and lithium carbon­
ate), which often take several days or even weeks to produce
antidepressant effects and frequently cause lasting troublesome
side effects . Compassion for the victims of depression. in ad­
dition to the evidence of MDMA's serotonin-releasing effect,
should compel further research to clearly establish if MDMA
is indeed an alternative antidepressant.

Unfortunately, further serious investigation ofMDMA
as a serotonergic antidepressant agent was sidetracked when
the DEA placed it in Schedule I. The research emphasis
then shifted toward exploring its toxicity rather than its
therapeutic benefits (Shulgin 1990). While undoubtedly true
that the question of neurotoxicity requires careful study, it
seems clear from the body of data now available from
numerous animal studies (mostly with rats) that MDMA's
alleged neurotoxicity to serotonergic nerve terminals is a
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dose- and/or frequency-dependent phenomenon (Gibb et
al. 1990; Schmidt & Taylor 1990; Davis, Hatoum & Wa­
ters 1987; Schmidt, Lynne & Lovenberg 1986). At lower
concentrations it appears to produce serotonin reuptake
inhibition, whereas massive serotonin efflux or release from
vesicular membranes with consequent serotonin depletion
and neural toxicity is triggered only at higher concentra­
tions (Rudnick & Wall 1992).

Other drugs commonly used in therapeutic applica­
tions likewise produce neurotoxic effects in high concen­
trations. Two notable examples are the widely prescribed
medications fenfluramine (Barnes 1989) and fluoxetine
(Whitaker-Azmitia & Azmitia 1990). According to Grob,
Bravo and Walsh (1990), MDMA "may be significantly
less toxic" than fenfluramine. Ironically, animal research
with MDMA seems to indicate that even its high-dose
neurotoxicity can be minimized by the concurrent admin­
istration of fluoxetine (Schmidt 1987; Schmidt, Levin &
Lovenberg 1987). One recent report by McCann and
Ricaurte (1993) appears to suggest that fluoxetine pretreat­
ment in doses of 20 to 40 mg does not compromise
MDMA's therapeutic effects and furthermore decreases
postsession insomnia and fatigue, though increased nausea
and vomiting occurred . Fluoxetine is probably unneces­
sary when MDMA is administered in low to moderate
therapeutic doses of 75 to 150 mg, without boosters, no
more frequently than every two weeks .

It should be emphasized that almost all of the forego­
ing data on MDMA's neurotoxic effects are derived from
animal studies. Far fewer studies have been done on its
neurotoxicity in humans because human trial studies have
been virtually prohibited since 1985. Its record of relative
safety is therefore primarily epidemiological. For example,
Dowling (1990:63-64) notes in a discussion of MDMA
and the entactogen MDEA (3,4-methylenedioxy­
ethamphetamine) that "from 1977 to 1985 the Drug Abuse
Warning Network (DAWN) reported only eight admissions
to emergency rooms, across the United States, for treat­
ment of individuals who claimed they had taken MDMA.
. .. When one considers that the prevalence ofMDMA use
has been estimated at 10,000 doses nationally in 1976 to
more current estimates of 30,000 doses nationally per
month in 1985 (and perhaps as high as 30,000 doses per
month in one city, as reported by the DEA), then the low
number of emergency room admissions is remarkable, to
say the least. Likewise, well-documented deaths related to
the use of these two drugs are exceptionally rare."

The present authors were unable to find in the litera­
ture a single report of a life-threatening event induced by
MDMA in a therapeutic setting . Of the few deaths in which
MDMA has been implicated some were apparently idio­
syncratic allergic reactions (Dowling, McDonough & Bost
1987) and most have been attributed to renal or cardiovas­
cular failure induced by hyperthermia and dehydration af-
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ter users ingested the drug and then failed to drink enough
liquids during all-night dance parties ("raves"), mainly in
England (Randall 1992). In other words, however great or
small the possible health risks of MDMA, they are appar­
ently avoidable if doses of known purity are administered
in the lowest effective therapeutic dose range after care­
fully screening patients for known risk factors. This is con­
sistent with the view of Grob, Bravo and Walsh (1990) that
"fears of MDMA neurotoxicity may have been exagger­
ated" and that rigorous clinical trials with the drug in psy­
chotherapy should be resumed. A cautionary response by
Price and colleagues (1990) maintained that it was "pre­
mature to pursue clinical trials of MDMA in conditions
that are not life-threatening." The present authors believe
that both sides would be served by exploring the possible
use ofMDMA as an intervention drug for the stabilization
and subsequent treatment of patients afflicted with severe
and perhaps suicidal depression.

Treating Suicidal Depression with MDMA
The foregoing suggestion is based on a comparison of

psychological pauerns in suicidal people and MDMA's
psychoactive effects. The following discussion of this com­
parison helps to clarify the role that proponents envision
for MDMA in psychotherapy,

According to Hendin (1982), psychological character­
istics of suicidal people tend to vary between different age
groups, different cultures, different economic classes and
so forth, as well as between men and women in each of
these various categories. Many cases seem to be manifes­
tations of alienation. The anguish of the suicidal person is
frequently that of an exile. He or she feels totally isolated,
singled out by fate to suffer hardships and endless frustra­
tions. Such people often find it hard to deal with lhe con­
flicts and demands of interpersonal relationships. They
therefore withdraw into a private, lonely world. Their jus­
tification might be that they feel unworthy of love or that
others have abandoned them unfairly. In either case, the
isolation often starts to feel irreversible. There seems to be
no possibility of ever establishing meaningful contact with
other human beings. Thus, according to the Harvard
Medical School Mental Health Letter (1986) "among the
immediate motives for suicide, not surprisingly, despair is
the most common. In one long-term study, hopelessness
alone accounted for most of the association between de­
pression and suicide, and a high level of hopelessness was
the strongest sign that a person who had attempted suicide
would try again. Intense guilt. psychotic delusions, and even
the severity of the depression were much less adequate
indicators."

The study referred to, by Beck and colleagues (1985),
reported that high ratings on the Beck Hopelessness Scale
(BHS) successfully predicted 90.9% of eventual suicides
in a sample of 165 hospitalized suicide ideators who were

Journal ofPsychoactive Drugs 51

Psycheddic and Entactogenic Drugs in the Treatment or Depression

followed for five to ten years after laking lhe test. A subse­
quent paper regarding this study affirmed that "because
hopelessness can be reduced fairly rapidly by specific I.hera­
peutic interventions .. . the assessment of hopelessness
can potentially improve the prevention as well as the
prediction of suicide" (Beck, Brown & Steer 1989). More
recently, Beck, Steer and Brown (1993) administered the
BHS along with several other psychiatric tests , such as the
Beck Depression Inventory and the Dysfunctional Altitude
Scale, to 908 psychiatric outpatients. It was found that while
"past suicide attempt and hopelessness emerged as the two
most important variables for identifying the suicide
ideators," four sets of dysfunctional altitudes involving
cognitive vulnerability, success-perfectionism, need to
impress others and disapproval-dependence "were by them­
selves significantly related to suicidal ideation ." The
researchers concluded that "hopelessness itself might
mediate the relationship between dysfunctional altitudes
and psychopathology, especially depression."

Implicitly, not hopelessness per se but interpersonal
attitudes related to depression are the root cause of suicide .
To that extent, suicide might be considered an act of inter­
personal frustration that seeks "10 communicate misery and
break out of isolation" (Harvard Medical School Mental
Health Letter 1986). Alternatively (and more safely) this
goal may be reached by means of guided psychotherapy,
However, the recalcitrance of suicidal people is a problem
for conventional psychotherapy. In order for the therapy to
work, a positive, dynamic interaction must occur between
the patient and tile therapist (Strupp 1993; Henry, Strupp
& Schacht 1990; Talley, Strupp & Morey 1990). The pa­
tient must be willing to communicate what is "going on
inside." But someone who is totally consumed by strong
feelings of alienation and hopelessness is likely 10 resist
interpersonal contact and open discussion. Of course it is
frequently true that patients hesitate to talk about personal
problems at the start of psychotherapy and need several
sessions before they "warm up" to the therapist or vice
versa. But time is often a luxury that suicidal patients are
unable to afford . They may be treatable over the long term
with conventional psychotherapy, but first they must be
stabilized or otherwise prevented from laking their own
lives. Usually this means keeping a "suicide watch" on such
patients and actively restraining them if possible.

Here is where MDMA can perhaps playa viable role,
based on certain effects and their ramifications for guided
psychotherapy succinctly described in a 1985 issue of the
Harvard Medical School Mental Health Letter:

Although MDMA has no officially approved medical or
psychiatric application. a few psychiatrisls and other thera­
pists have been using it as an aid to psychotherapy for more
than 15 years. It has now been taken in a therapeutic selling
by hundreds of people with few reponed complications. It is
said to fortify the therapeutic alliance by inviting self-disclo-
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sure and en hancing trust . So me patient s also report cha nges
that last several day s to se veral weeks or lon ger-s-better mood .
grea ter relax ation , heightened self-es tee m. and better rel ations
wit h othe rs . Psychiatrists who hav e used MDMA with patients
sugges t that it m ight be helpful , for exa mple, in mar~t aI coun­
se li ng, in diagnostic interviews, or as a catalyst for insight In
psychotherapy. Report s of therapeu tic results are so far unpub­
lished and anecdolal and cannot he properly eva lua ted without
more systematic s tudy .

Anecdo tal reports by the hundreds of people who have
taken MDMA in therapeutic settings arc not totall y irrel­
evant. Their testim onies ind icate that certa in psychological
effec ts occ ur co nsis tent ly across the broad spectrum of us­
age . Thi s is evident in Adamson's (1985) collection of about
50 such testim onies. The foreword , by Ralph Metzner, ob­
serves that these firs thand accounts include words such as
ecstasy, empathy, openness, acceptance, forgiveness and
emotional bonding in reference to MDMA' s effects . These
are the opposi tes of term s often used to described the psy­
chological distress of suicida l people: anguish, alienation,
recalcitrance, rejection, blame and guilt, and emotional
withdrawal.

Additionally, Eisner (1989) desc ribed seve ral cases of
MDMA-assisted psychoth erapy in which dep ression is
mentioned speci fically as one of the symptoms allevia ted.
Among them is the story of a woman who suffered severe
psychological traum a when she was abducted and tortured
for seve ral hour s. After six month s of intensive conven­
tional therapy she described herself as "suicidal, at the end
of my rope." Her psychiatr ist , Joseph (Jack) Downi ng, then
initi ated MDMA-assisted psychoth erap y. "For the firs t
time," the woman reported (p. 59), "I was able to face the
experience, go back and piece together what had happened."
She sa id the dru g "helped me regain some measure of se­
ren ity and peace of mind and enabled me 10 begin living a
nonnallife agai n."

The value of MDMA is that it docs not make its users
fee l better by transporting them into a naive state of bliss.
They are not unaware of the fact that their lives have been
burdened by negati ve think ing based on fears and anxieties.
But MDMA seems to give them a different perspecti ve for
several hours by reducing their "defensiveness and fear of
emotional injury" (Greer 1985a). It stimulates a process by
which they are able to look at their probl ems more objec­
tively and thus transcend a feeling of hopel ess entrapment.
Concurre ntly they feel more in touch with their positive
emotions. This sustains them as the therapeuti c process takes
its course . The dru g gives them both the courage to con­
front their emotional problems and the strength to work them
out , often by enhancing their desire to communica te con­
structive ly. Numerou s exam ples of this process arc de­
scribed in Adamson's (1985) book . One is the acco unt of a
39-year-old wom an who had been going through a per iod
of guilt, self-doubt. and regret in regard to decisions she
had made in the co urse of her life and her behavior in many
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relation ships. After takin g MDM A she reported (I'. 9 1): " I
now understand more clearly how I c lose myself up. I am
grateful that I now know experientially that there ~ s so m~c~~

more to me, and to life, than I perceive on a dally baSIS.
Similar stories are told by many others.

The part icular value of MDMA for suicidal pat iel1ls.
and, by ex tension, for patient s wi th less severe form s 01

depression is basically twofold . First, it might be ~se_f~1 as
an inter vent ion dru g. By pro viding immedia te relict lrom
overwhelming dark emotions, it seems likely iliat MD MA
could help fores tall tile act of suicide or othe rwise allev i­
ate a patient's sense of hopelessness. This buys time for
the drug's seco nd major effect. It faci litates psychotherapy
by helping 10 enhance the pau ent's trust and by inviting
self-disclos ure . As previously noted , tile result is 10 fortify
tile "therapeutic alliance" betwee n patient s and their thera­
pists. Furthermo re, MDMA docs so in a rela tive ly short
amo unt of tim e. Accordin g to Met zn er in Ada mson
(1985:2): "One therap ist has es timate d that in live hours
of one Adam [MDM AJ sess ion clients could ac tivate and
process psychic material that would norm ally requ ire five
month s of weekly sessions." Needl ess to say, such accel­
era ted therapeu tic healing co uld well mean tile di fference
between life ;U1d death for people in imm inent danger of
suicide .

Prospects for Entactogenic Psych otherapy
The DEA represents its prohibition of clinical acce ss

10 MDM A as necessary to prevent tile wides pread usc of a
dangerous psychoactive drug allegedly devoid of any thera­
peutic benefi ts.This prohibition is maintained desp ite sub­
stantial indications that MDM1\, used respon sibl y, is both
safe ;U1d efficacious as an adju nct to co nve ntiona l psycho­
therapy. The entire community of psychotherap ists is ~llI S

denied a valuable addition to their curre nt methodologies.
Since most of them were not inform ed (or were misin­
formed) about tile drug's unique potenti al to facilitate their
practice, they have been slow to gras p the magnitude of
what has been lost , Out in fac t they deserve to be angry
abo ut it, for themselves and for their cl ients. Grinspoon
and Bakalar (1986:403), two proponents of tile dru g, stated
the followin g:

Whether or not MDMA fulfi lls its promise . other dr ugs may
he developed tha i are useful in psych otherapy. It would be an
error 10 put too man y ob stacles in the way of hu man research
aimed at understandi ng the therapeutic potential of such drugs.
TIle fundamen tal aim here is not chemotherapy. and the drugs
are not pr imarily sy mpto m-re lieve rs out ca talysts . Like psy­
chothcrapy, they depen d for their useful ness on the se nsi tiv­
ity and talen t of the ther apist who e mploys them. To ignore
the poss ibi lity of reviving the centu ries-old ou t now neglected
tradition of dru g-enh anced psych othe rape utic heal ing would
mean unn ecessaril y lim iting the pote ntia l of psyc hothe rapy
itself to help peo ple gai n insig ht into their problems and bring
more pe rspe ctive into their lives.
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NOTES

1. Many of the curre ntly approved human trials with
psychedelic and entactogenic dru gs have bee n sponsored
in part or facil itated by the Multidisciplinary Association
for Psychedelic Drugs (MA PS) , 1801 Tippah Avenue, Char­
lot te. North Carolina 28205, whic h monitors their progress
and reports on new developments in a newsletter. MAPS
also pro vides informat ion and advice to researchers who
want to submit applications to the FDA for new human
trial studies .

Psyched elic and Entactogenic Drugs in the Tre at me nt of Depression
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