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FOREWORD

The brain has been an enigma—at times inscrutable, at
times divulging minute bits of inforniation that acl as
“teasers,” encouraging scientists to pursue elusive snswers
and experimental investigations. Now technolozizal advances
brain that heretofore was imr-:ssible.

This monograph describes a research program, being con-
ducted in the National Instiiiate of Mental Health’s intramural
research laboratories, that utilizes computer techniyues to
extract responses of the brain’s perceptual systems from sur-
face electroencephalographic recordings. By presenting short
bursts of light and noise ranging in intensity from weak to
strong and by studying the brain’s activity, the investigator
has found marked differences between people’s responses—be-
tween men and women, hyperactive and normal children, pain-
tolerant and pain-intolerant persons, and befween various
groups of psychiatric patients.

The research has also identified abnormalities of perception
and attention, suggested that treatment effectiveness for some
mental ilinesses can be predicted at a pretherapy stage, and
confirmed signs of clinical improvement in patients undergoing
therapeutic intervention.

This report exemplifies still another NIMH research en-
deavor to sharpen our knowledge of the dynamics of human
behavior—how our environment can affect each of us—and
is important because it provides insight into some reasons for
our actions.

Bertram S. Brown, M.D.
Director 7
National Institute of Mental Health
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- The Roots of
Individuality:
Brain Waves and
Perception

At the core of medicine is an elaborate typology of human
differences that forms the basis for diagnosis and therapy.
As biomedical research progresses, these distinctions are re-
fined, with increasing emphasis on particular characteristics
and functions underlying clinical differences among patients.

A physician-researcher at the National Institute of Mental
Health, Dr. Monte Buchsbaum, has for many years been fasci-
nated by the differences in the ways people react to sensory

stimulation. As he put it:

i

Clinical practice in an emerrercy roori quickly dramatizes individual
differences in pain tolerance. 1 remember a Swedish carpenter who, de-
clining analgesia, stoically allowed me to dig out a splinter from under his
ningernail with a scapel as he gaily discussed baseball, Holy men rest on
their beds of nails; Lesch-Nyhan patients mutilate themselves: rock
groups blast listenera with sounds above normal auditory pain threshold—
all of which raises the question: How do combinations of experiential and
neurophysioclogical mechaniams work together te produce these variations
in tolerance of extreme intensities of sensory input?

During the past decade or so, Dr. Buchsbaum and many co-
workers joining him in his unprepossessing but well-equipped
laboratory in Bethesda, Maryland have attempted to probe
the brain’s response to sensory input. Out of their research
has come a better understanding of the differences between
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many groups of individuals: schizophrenics and normals,
manic-depressives and pure depressives, men and women, chil-
dren and adults, pain-intolerant and stoic individuals, both
normal and pathological. These studies have also suggested
new diagnostic tools for several types of mental illness and
have given some clues to the aberrant brain mechanizms ac-
companying these conditions.

Measuring the Brain's Responses: Background

This research has focused on comparing differences in peo-
ple's reactions to the same stimuli and attempting to account
for them.

The approach combines techniques of several disciplines.
Like an experimental psychologist, Dr. Buchsbaum studies
how pecple react to controlled little fragments of =ensorv
stimulation, such as short bursts of light or sound. But instead
of scrutinizing people’s observable behavioral resnonzes (al-
though he will sometimes do that, too), with his colleagues,
both humans and computers, he pores over brain responses
recorded by the electroencephalogram—or EEG. Were it not
for relatively recent advances in computer technology, these
studies would be impossible because the tiny electrical mes-
sages the brain emits in response to sensory stimulation
(“evoked responses” or “evoked potentials”) could not be
detected amid the roar of the rest of the brain’s ongoing
activity,

Ever since 1924, when the German psychiatrist Hans
Berger first put electrodes on the human scalp and tried to
read the brain's electrical m essagres in the almost illepible
scrawl of the EEG, scientists had been simultaneously chal-
lenged and frustrated by this tantalizing clue to the human
brain’s responses to the outside world. Clearly, the brain’s
electrical activity, as reflected in the EEG, must be affected
by events in the external environment. Even Berger knew that
loud noises would change ongoing electrical activity, But the
changes he saw were slow and inconsistent shifts of EEG

H

=Y

rhythm, and not the clean, repeatable response patterns sei-
entists love to work with. The EEG gradually became an in-
valuable diagnostic tool for clinical neurologists, providing
consistent and identifiable patterns associated with epilepsy,
brain masses, and other neurological disorders. But scientists
trying to identify evoked responses in the EEG were stymied;
finding evoked responses was like picking out the ripples
stirred by a pebble throwr into an angry tossing sea.
Researchers interested in the basic question of how the
brain responds when the senses are stimulated could not gret
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early H) 30"
a simple « ; ngi
By aggragdtmg or av emgmg many FEG re Lmd-s. of an in-
dividual's evoked responses to a given =ensory stimulus, it was
pozsible to make the relatively =mall ripples of evoked re-
zponses stand out against the =ez of background activity—
now mathemautically calmed by the averaring procezs. The
evoked response, now un “averag ked response”—or AER
as it is commonly called—was tnmllv visible and available
for study. :

In the 1960, u:
puters b

ive special-nurpose com-
e or lL‘:‘\h mmmunpl;;ce in neurcephysiologi-
al Inboratories (only to be replaced by even
ceonomical, and programable generai-purpose
camputel's} mww seientists became intricued with the AER,
testing out and deseribing people’s brain responses to all kinds
of stimuli. Dr. Mon suchsbaum was one of these. After
hearing of some provoc: behuavioral tindings by Dr.
Asenath Pelrie, an Enrlist chologizt, Dr. Buchsbaum turn-
ed to an exploration of brain activity evoked by changes in
Just one dimension of sensory stimuli—their intensity.

Dr. Petrie had found consistent ditferences in the way cer-
mm peoplg pgrfm-med on a st.L d rd percuptual t;hl\ (mne‘ﬁ

Df a standgud b.g.r .Lfti,:l' tu;lm;: Dther bsgra Gf dlﬂ'erent dia-
meters, some normal =ubjects repeatedly overestimated:
others rép&itndl\‘ underestimated. Dr. Petrie called the over-
extimutors “augmenters’; their opposites were dubbed *re-
ducer=." What made Dr. Petric's experiments particularly
mterEstmg was her finding that these perceptual tendencies
1 over to another, somewhat une expected, sensory di-
. Dr. Petrie found taat on a pain-tole: rance test, those
w hn had been “reducers™ on the KFA test tended also t() min-
imize pain stimulation: they were “pain-tolerant.”” By con-
trast, the KFA augmenters were prone to exaggeriate pain
stimuli and were conzidered “pain-intolerant.” That i, a shock
to the arm that u reducer might stoically rate as “mildly un-
pleasant™ might be rated as “painful”™ by an .uu:mente,, T)r,
ed at the time that reducers’ pai
all tendeney to diminish the inter
all incoming stlmul.mun rerardless of the =enses inva |
some central nervous system mechunisms =eemed to be repu-
lating the level of sensory input.

Ahout the same time that Dr. Petrie was exploring the
sensory reactions of normal subjects, Dr. Julian Silverman,
another psychologist, was using the KIPA perceptual test with

I‘t styie ,md athers helie
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schizophrenies, trying to understand how distortions of
sensory perception in schizophrenia might affect and reflect
schizophrenics’ grossly altered views of reality. He and others
had found that most schizophrenics were extreme reducers on
the KFA task. On the basis of this and other evidence, he
suggested that stimulus reduction by schizophrenics reflects
“stimulus intensity control”-——the action by some internal
neurophysiologieal mochanism to regulate the degree of
sensory stimulation.

A collaborative effort by Drs. Buchsbaum and Silverman
provided the opportunity to explore stimulus intensity control
in achizophrenics—behaviorally, uzing the KFA test, and
electrophvsiologically, using the AER combined with other
tests of perception. One major finding by these invesiigators
was that schizophrenica, who are generally extreme reducers
on the KFA test, are also “reducers” neurophysiologically;
that is, their brain rezponses (as measured by the AER) de-
creased somewhat in size (amplitude) as stimuli became more
intense. This AER pattern differs from that seen in normal
subjects, who generally tend to show increased AERs (greater
amplitude) when stimulus intensity increases.

On the basis of this and other findings, these two investi-
gators proposed what has been referred to as the “Buchsbaum-
Silverman hypothesis’™: Stimulus reduction among schizo-
phrenics probably reflects a self-protective mechanism to pre-
vent excessive sensoryv stimulation. Schizophrenics may pro-
tect themszelves from high-intensity stimulation because they
are already loaded (or perhaps overloaded) with low-level
stimulation, to which they are particularly sensitive.

The Buchsbaum-Silverman hypothesis represented a de-
parture from Dr. Petrie’s earlier speculation. She thought
that stimulus reducers minimized stimuli at all levels of in-
tensity; the Buchsbaum-Silverman hypothesis suggested that
reducers only minimize relatively high-level stimuli. This issue
was examined experimentally through another study. If the
Buchsbaum-Silverman hyvpothesiz was right, schizophrenics
should be extremely sensitive to low-intensity stimulation; in
fact, they should be able to perceive sensory stimuli others
might miss (subthreshold stimuli). The prediction was con-
firmed experimentally, but other studies have presented a
mixed picture of this sensory sensitivity. Supportive evidence,
however, arose from a somewhat tangential direction. Studies
of people exposed to environments with minimal sensory stim-
ulation (which ean cause discomfort and hallucinations) had
shown that those who were pain-tolerant were better able to
endure senzory deprivation than those who were pain-intoler-
ant, Since pain-tolerant individuals tend to bhe reducers and
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reducers tend to be sensitive to low-level stimulation, these
people seemed to be able to “feed” their nervous systems at
least some paltry stimulation from subtle little environmental
cues; the pain-intolerant augmenters, on the other hand, un-
able to perceive these tiny scraps of stimulation, essentially
suffered “sensory starvation” in the same impoverished en-
vironment,.

The early collaborative studies of Drs. Buchsbaum and
Silverman convinced Dr. Buchsbaum that the AER was a
useful approach to studying brain events evoked by sensory
stimulation. For almost 10 vears he has studied stimulus in-
tensity control in normal and abnormal subjects, using their
AER records as evidence of underlying characteristics and
consistent perceputal styles. In some ways Dr. Buchshaum is
like a naturalist, hunting down and netting AERs as lepidop-
terists lunge after rare butterflics, pinning them down, and
describing their special identifying characteristics when com-
pared with either run-of-the-mijll butterflies or with certain
exotic types that closely resemble them. But Dr. Buchsbaum’s
pursuit is more abstcact. He is studving the shape of an ab-
straction (average) of an abstraction (EEG) of unknown
events that occur in the brain—usually when people are ex-
posed to different sights and sounds.

Before launching into a description of Dr. Buchsbaum’s
work, let us pause for a moment to dezcribe how scientists
catch and label AER “specimens.”

Netting and Naming AERs: The Wavecatcher's Craft

The AER record is the basic raw material for Dr. Buchs-
baum’s studies. One can stretch it, or squeeze it, run it through
a computer grinder or a gauntlet of critical researchers. But
whatever one makes of it, al} the information is secreted in the
record itself and the events that seem to elicit it. The record
itself is deceptively simple. By the time the computer has
finished its initial averaging handiwork, the almost un-
decipherable scribble of the EEG record has been translated
into a relatively clear monogram: a voltage wave, with a few
crests and troughs, and scattered Hokusai-like wavelets rid-
ing on top.

By itself, the wave has only limited meaning: one person’s
averaged brain responses when a stimulus of a given intensity
(say a quick, medium-bright light flash) is presented repeat-
edly. But when this record is compared with a person’s aver-
age evoked responses to other light flashes of different intensi-
ties, and when the response patterns of many different individ-
uals are compared, important differences begin to emerge. In

6
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A TYPICAL AVERAGE EVCKED RESPONSE to a stimuius (for example,
a light flash). This picture of an AER is “snapped” after the ongoing brain
activity is averaged out.

a typical AER the first dip is followed by a rapid rise tu a
higher peak, followed by another dip and peak before the
record levels off. “Crests,” “troughs,” and “dips” are descrip-
tions too vague for the scientist; more precise labels are need-
ed, preferably ones that permit exact measurements, such as
latency and amplitude of the AER. Although a scientist can
ence and that of others have suggested that these features
carry important aspects of the brain’s message when we per-
ceive, for example, a light flash. The ambiguity of even these
few features, coupled with inherent variability in human
AERs, presents more than enough challenges to a scientist’s
interpretive powers. Whatever untold riches are locked in
other unmeasured aspects of the wave will have to await the
attention of fulure research.

The P, -~ N, amplitude has some interesting properties. For
any person, when the stimulus intensity changes (in this case,
the light), the P, -~ N, amplitude changes. Thus, for the seci-
entist interested in how the brain reacts to chanpges in stim-
ulus intensity, there is an objective way to measure these
changes: One can compare the heights of P, - N, under differ-
ent conditions of known stimulus intensity.

The neurophysiological origin of this P, — N, peak is only
partially understood, but it reflects the collective action of
probably millions of neurons in the brain somehow induced
to fire (or not fire) by messages coming in from light re-
ceptors in the eyes that say effectively, “Wow, something ex-
citing just happened.” Tn many ways Dr. Buehsbaum, reading

7
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FEATURES OF THE AER. P, is the first reliable peak and is often used to
measure how long it takes the nervous system to respond to the stimulus- -
a time called the “iatency.” The amplitude, P.-N,, is the voltage difference
(in microvolts) between the erest at P and the trough at N.. The amglitude,
N-P. is the following trough te crest,

AERs averaged from EEGs picked up from the brain by elec-
trodes on the skull, is like the foothall fan described by Robert
Benchley in “How to Watch Football”:

As almost everyone is late in arriving at a foothall game, there is a
period of perhaps twenty-five minutes after the kick-off when You are
milling around outside the gate in the crowd, looking for your proper
entrance. This is perhaps the most trying period for the spectator. He hears
oceasional barkings from the quarterback, followed by terrible silence,
and then a roar from one side or the other, he can't tell which. Almost any-
thing may have happened. The visiting half-back may be racing down the
field for a touchdown, or good old Grimsey of the home-team may have
caught a forward pass on the enemy's three-yard line, Alternate waves of
apprehension and elation sweep up and down the fur-clad back of the
tardy partisan. What to do? What to ao?

In Dr. Buchsbaum’s case, it might be more accurate to say
he is trying to hear the reactions of one part of the crowd to
one or several footballs hurled into the stadium while the game
is going on. At any rate, it is clear that he is not sitting in a
$50 seat on the 50-yard line. (Other researchers are investi-
gating what is going on inside the brain, but they are watch-
ing quite different teams. Electrodes can be placed in the
brain, but usually box seats for brain activity are only per-
mitted in animal research. In humans, scientists usually have
to be satisfied with a shadow of t nhenomenon, a kind of
Platonic peek inside the brain.)

Dr. Buchsbaum has relied on the changes in the latency and
amplitude as they respond to different stimulus intensities.

8
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All the helter-skelter P, — N,'s can be represented by just two
properties—the average amplitude of P, — N, and the slope of
the P, — N, responses when plotted against stimuli of increas-
ing intensity. Surprisingly enough, the slope—a simple
straight line at various angles for different people—can pro-
vide clues to their personalities, their emotional stability, and
even to their thoughts. At the heart of Dr. Buchsbaum’s re-
search might be found the maxim: *‘Different slopes for differ-
ent folks.”

For Dr. Buchsbaum, the P, — N, (and sometimes N, - P.)
is a wedge to divide and compare people—man or woman, in-
somniac or not, schizophrenic or normal—all on the basis of
the reiative steepness of a line that is an idealization of an
individual’'s evoked responses to four stimuli of different in-
tensities, such as light flashes. (Actually, each of the four
points that determine the line is the result of averaging 64 or
more of an individual’s responses to repeated presentations of
each of the four stimulus intensities.)

Although there is wide variation in the response slopes of
different people as they respond to stimuli of increasing in-
tensity, a given individual will tend to show the same general
slope whenever he or she is tested. Furthermore, people with
the same type of slope often share other enduring character-
aspects of their AERs,

Following the terminology of Dr. Petrie, Dr. Buchsbaum
called the steeper lines (reflecting a rise in AER amplitude to
inereasing stimulus intensity) “augmenting” slopes, and the
shallower lines (reflecting, in some instances, an actual

sity) “reducing” slopes. So, for any sample of the population,
- whether randomly chosen as “normals” or deliberately chosen
to reflect some behavioral or genetic characteristic, the differ-
ences among individuals can be characterized as those with
relatively steep AER amplitude slopes (“augmenters”): and
those with relatively shallow slopes (“reducers”). Not® only
can the slopes of different individuals be compared within
groups, they can also be compared across different groups.
For example, if the AER amplitude slopes of several women
are compared, there is quite a hit of variation; but on the
have more augmenting slopes (a finding which, as we shall
sec later, Dr. Buchsbaum has studied in considerable detail).
One exciting result of this research has been the demonstra-
tion that groups of people with certain forms of menta! illness
(zuch as schizophrenics, manic-depressives, pure depressives,
and hyperactive children) have, on the average, AER slopes

9



Latency | - .
{time) ' —
Am?li!ude .E—Ef;‘_/*j#—.
o i i Augmenting-
/ High Amplitude
. . Augmenting-
Amplitude | - i ; Low Amplitude
- Reducing

Low  Stimulus Intensity High

IDEALIZATION OF AER LATENCIES AND SLOPES. The latency (top)
typically decreases as the stimulus intensity increases, whereas the ampli-
tude (middie) typically increases with greater stimulus intensity. The line
connecting the four idealized PN, fesponsés can, depending on the in-
- dividual and the conditions, appear dramatically different frem the one
shown. For example, those shown in bottom diagram show other possibie

P.—N; responses 1o the same stimuli.

that differ from one another and from groups of normal in-
dividuals. In addition, the AER amplitude slopes of individ-
uals with the same illness can be used with some success to
predict who will and will not respond to treatment, It is too
soon to know whether the AER technique can ever be devel-
oped to the point that it can be used for diagnosis and treat-
ment-outcome prediction, but at least the promise is there.
The problem, of course, is that use of the technique requires
that patients show a distinctive AER pattern that will prac-
tically shout out: “I am a schizophrenic” or “I am a manic-
depressive patient who is likely to respond to lithium treat-
ment.” Currently, while there are typical differences in AER
slopes (and other AER characteristics) when groups of men-
tal patients are compared with one another or with normal
subjects, these differences are not always sufficiently consist-
ent or large enough to permit accurate diagnosis.

For example, as mentioned earlier, Drs. Buchsbaum and
Silverman found that schizophrenies, in addition to being re-
ducers on the KFA test, are AER reducers as well. That is,
their AER ampiitudes generally slope downward as the stim-

10 | 14




ulus intensity increases. However, not all groups of schizo-
phrenics will show the same slope. In fact, in some of Dr.
Buchsbaum’s latest studies, using somewhat different visual
stimuli, other groups of schizophrenics barely have a reducing
slope; rather, they show more of a level straight line. Still,
groups of schizophrenics never seem to show a strongly aug-
menting slope (although, of course, individual schizophrenics
might). Since normal F-:ubJ ects tend to have augmenting slopes
(though not very dramatically), schizophrenies, as a group,
can be distinguished from normal subjects.

Among the sources of problems in trying to find stable cor-
relations between various AER slopes and various forms of
mental illness are, of course, the patients themselves, whose
behavior, even on a simple perceptual test, can be quite varied,
and whose thought processes (which can affect the AER) are
even more skittish. (What might schizophrenics think of sit-
ting in a room, with eletcrodes attached to their scalps, while
lights cﬂntmuallv flash at various intensities?) In addition,
there is the problem of psychiatric labels. Psychiatric diag-
nosis is still in a crude state of development. A given patient
may receive somewhat different labels from different psy-
Chlatl‘l‘ats, mth the reault that groups of pﬂtlent'% dmgnnaed

even in theu neuraphy%mloglﬁal functmn%',

AERs and Psychopathology

Dr. Buchsbaum and his fellow researchers have been more
interésted in e;tudymg human perﬂeptual sty]eqsbcth normal
gatmg the causes of mental illness per se. Nonethelass, theu‘
research has yielded some potentially significant approaches
to more accurate diagnosis and treatment of several types of
psychopathalogy. Thexr findings have also suggested that, as
many scientists h;ive shown béﬁhanorally, abnormalities «of
perception and attention often accompany many forms of
mental illness. By showing that perceptual abnormalities occur
at the level of brain function (whatever the AER represents,
it is surely brain activity), these studies lend support to the
view that abnormal neurological prncessmg of sensory infor-
mation may have a significant role in mental illness. Whether
such abnormalities are root causes in and of themselves or a
reflection of yet other biological problems and tendencies re-
mains to be seen. And of course, the existence of AER ab-
normalities in mental illness does not suggest which specifie
anatomical and neurophysiological aspeets of the nervous sys-
tem are implicated.

11
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We will now summarize some of the major findings of Dr.
Buchsbaum and his colleagues concerning AER abnormalities
in schizophrenia, manic-depression, and depression, conclud-
ing with a related study of hyperactivity in children. These
studies have been addressed to several major questions:

How do the AERs of groups of individuals with these types
of mental illness differ from the AERs of groups of normals?

Between patient groups that present similar clinical pic-
tures (e.g., manic-depressives in the manic phase vs. pure
depressives) are the AERs different? v

What happens to the AER before, during, and after treat-
ment in patients given various disease-specific treatments?

To what extent can the AER predict treatment response?

What might AER characteristics seen in various patient
groups suggest about their neurophysiological functions?

Dr. Buchsbaum and his associates have found a number of
provocative, though preliminary, answers to these questions.
First, before treatment there are relatively distinctive AER
patterns for each type of illness that permit one to distinguish
patients from normals. Second, in some cases relatively clear
distinctions can be made among patient groups with different
diseases, based upon AER patterns. Third, pretreatment
AERs can often indicate who will and will not respond to
treatment. Fourth, during effective treatment, AERs can con-
firm signs of clinieal improvement, as AERs return to more
normal patterns.

Schizophrenia

Compared to normals, whose slopes usually rise, schizo-
phrenics have reducing slopes. Although the result was not
striking, Dr. Buchsbaum found that those schizophrenics who
had been the most extreme reducers at the beginning of hos-
pitalization showed a slight tendency to respond more favor-
- ably to treatment later in their hospital stay. This pattern of
better treatment response among those initially most ab-
normal has been found in subsequent studies—often more ob-
viously than in the case of schizophrenies. At present there
is no explanation of this finding (one might expect those
mildly abnormal to return more readily to normal). It should
be borne in mind, however, that if the Buchsbaum-Silverman
hypothesis is right, and stimulus intensity control enables
schizophrenics to protect themselves by reducing their re-
sponse t- high-intensity stimuli, then extreme reducers are
better protected. In that sense, although their extreme reduc-
tion is abnormal, it may be adaptive; and from the point of
view of self-protection, these schizophrenics may be ‘health-
ier”. than those with more normal AERs. Obviously, there is

12
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much room for speculation, but for the moment the mystery
remains.

Manic-Depression

Continuing their studies of mental patients, Dr. Buchsbaum
and other colleagues turned to manic-depressives. Several
studies by these investigators reveaied that such patients,
many of whom seesaw between euphoria and melancholy
(although some seem to stay more often in ona phase), gen-
erally show augmented AER slopes steeper than those of
normals. These rather augmented AER slopes are seen re-
rardless of the manic or depressive phase in which the patient
is tested. 7

For some time, lithium carbonate has been vsed to treat
manic-depressives. As often happens with medication, patients
with the same disease labels respond differently; some get
better, some are unchanged, and a few may even get worse,
And, as also happens, lithium treatment has some undesirable
side effects; physicians would like to assure ‘that those who
must undergo the risk of side effects are likely to benefit from
the medication. Some of Dr. Buchsbaum’s findings suggest
that in the future it may be possible to use the AER to predict
a patient’s response. In studying manic-depressive patients
before, during, and after lithium therapy, Dr. Buchsbaum and
his colleagues have found that those patients with rather ex-
treme AER augmenting slopes prior to lithium therapy are
more likely to improve than those with more “normal” slopes.
Again, the principle of the most abnormal being the most
improved seems to follow here. In addition, in patients respon-
sive to lithium treatment, changes in AER amplitude slope
are correlated with clinical improvement; as patients return
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Low ' Stimulus lnténsity'

MANIC-DEPRESSIVE AND NORMAL AER AMPLITUDE SLOPES

to more normsl behavior, their AERs also become rhore
normal.

Depression

__Another group of mental hospital patients has also captured
Dr. Buchsbaum’s research attention: pure depressives. These
people, who sometimes clinically resemble manic-depressive
patients during their depressive phase, are not simply manie-
depressives minus the mania. Recent biological evidence points
to the fact that different biochemical factors underlie the two
illnesses. And clinical experience has shown that they respond
to different medications. Because of the clinical similarities
between the two diseases, it would be helpful to have as many
objective-ways as possible-to distinguish between them. Again,
the AER technique shows promise, although results are only
preliminary. Distinguishing manic-depressive from pure de-
DPressive patients is easier with men than with women.

77" Manic-depressives—whether male or female—tend to have

augmenting slopes. Male manic-depressives are thus easily
differentiated from male depressives because the former have
augmenting slopes while the latter have reducing slopes. Fe-
male manic-depressives present more of a problem, since they,
like female depressives, have augmenting slopes; however,
their high-amplitude AERs are usually a diagnoestic giveaway.
Thus, the AERs of the depressives are different from manic-
depressives, and AERs might offer the clinician yet another
way of distinguishing among the faces of gloom.
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Male Female
Manic-Depressive Manic-Depressive
Amplitude ~ Depressive
Depressive
Low  High Low  High

Stimulus Intensity

‘MALE AND FEMALE RESZPONSES BY DEPRESSIVES AND MANIC-DE-
FRESSIVES. Note the male depressive response pattern, which does not
saem to be a linear sispe. More patlents will need to be tested to determine
whether this inverted “U” is indeed charactaristic of all dapressives. Male
depressives appear to be distinguishable from manic-depressives by their
pattern of responze while famales are distinguished by the difference in
magnﬁude

“Hyperactive” Children

Among the most challenging children for parents, teachers,
and researchers alike are those restless “hyperactive” young-
sters medically diagnosed as having “minimal brain dysfunc-
tien” or MBD. As Dr. Buchsbaum has observed: “Minimal
brain dysfunction (MBD) is apparently the single most tom-.
mon cause of behavioral and educational problems in child-
hood.” As yet there is no cure for hyperactivity, but many
such c:luldren, seemingly boundless in energy and typically
flitting from task to task (or trouble to trouble) like nervous
hummingbirds, can be brought calmly to earth through care-
fully regulated doses of amphetamine. (Paradoxically, while
amphetamine acts as a stimulant in most adults, it has a calm-
ing effect in.ehildren—at least in hyperactive ones.)

Comparing the AERs of hyperactive and normal children of
the samé ages (6-12 years), Dr. Buchsbaum found that the
hyperactive children tend to have AERs characteristic of
younger normal children. Hyperactive children also have con-
siderably more variability in their AERs than normal chil-
dren, with latencies and amplitudes that change from stimulus
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to stimulus more than they do in normal children. In addition,
compared to normal children, hyperactive children tend to
show shorter latencies; that is, their AER response-times tend
to be faster.

Since hyperactivity may be, as some have supposed, a dis-
order of attention, and differences in attention have been
shown to affect the later parts of the AER record (that is, the
N, - P, peak), Dr. Buchsbaum speculated that the later por-
tions of the AER record would show distinet differences be-
tween hyperactive and normal children. Indeed they did. He
found that the amplitude of a later AER peak was higher in
hyperactive children than in normal children.

By studying the AERs of hyperactive children before, dur-
ing, and after treatment with amphetamine, Dr. Buchsbaum
has been able to identify some response patterns that seem to
correlate with therapeutic success. 1'reatment-responsive hy-
peractive children are those who, before treatment, lave the
most abnormal—that is, immature—AER latency patterns:
conversely, those whose AERs seem relatively mature before
treatment are unlikely to respond. According to Dr. Buchs-
baum, 64 percent of hyperactive children who will respond to
amphetamine treatmerit can be identified by their AER latency
patterns before treatment. Once treatment has started, po-
tential treatment-responders can be distinguished from non-
responders by changes in their AER amplitudes: Compared
to their pretreatment AERs, those who will benefit from
amphetamine show a more reduced AER amplitude slope,
while in those who will not benefit, the slope augments some-
what. (Clinical improvement is also related to significantly
reduced AER variability during successful treatment.) As in
the findings above, hyperactive children who improve with
amphetamine are those who, prior to treatment, are most un-
like normals. -

AERs aﬁdj N_c;rmal Behavior

Dr. Buchsbaum has explored AERs in a variety of humans,
some of whom are ostensibly “normal,” and others who, for a
variety of reasons (often largely behavioral), are labeled as
“abnormal.” His AER studies have revealed a rather wide
spectrum of brain responses when these different individuals
view the same stimuli, such as four lights of four different
intensities. For the most part, as we have seen, groups of be-
haviorally abnormal people show a band of AER patterns that
cluster differently from normal people—usually tending to-
ward the extremes of normal response tendencies (for ex-
ample, appreciably steeper slopes of augmentation or reduc-
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tion, or shorter response latencies, or greater than normal
average amplitudes). In some instances, normal AER char-
acteristics for one sex or the other are changed (as in the
case of manic-depressive women). Clearly, the concept of
abnormality would be meaningless without some notion of
what is normal. But as Dr. Buchsbaum has discovered, there
is considerable variation in AER patterns even among people
who have served as his “normal” subjects. (It is even possible
to find, scattered among these subjects, individuals whose
AERs might suggest to a careless observer that they should
immediately volunteer to enter a mental hospital rather than
an experimental laboratory—but as far as anyone knows, they,
too, are “normal.””) One continuing focus of Dr. Buchsbaum'’s
work has been to identify the relatively stable differences in
AERs among groups of normal individuals, and try to under-
stand why they exist. In normal individuals, their response
differences may reflect inbuilt and enduring differences in the
ways humans process sensory information. If normal human
differences can be understood, they may provide some clues to
understanding the exaggerated responses we see in mental
illnesses.

As we have seen, the AER amplitudes of normal persons
may have augmenting or reducing slopes (although usually
these patterns can be distinguished from the steeper augment-
ing and reducing slopes characteristic, say, of a hyperactive
child or a schizophrenic). What is the biological basis for such
AER differences among normal individuals? To what extent
are they genetically determined, and to what extent does prior
experience play a part in these relatively stable characteristics
of individuals? To answer questions such as these, scientists
often turn to twins, comparing the degree of similarity be-
tween pairs of identical twins (who, coming from the same
fertilized egg, share an identical genetic makeup) and the
degree of sémilarity~between fraternal twins (who come from -
two different fertilized &ggs and are no more alike genetically
than any two siblings). If genetic factors are at play in the
AER, then the AER patterns of identical-twin pairs should
be more alike than those of fraternal-twin pairs. (Ideally, the
search for pure genetic effects should be conducted with iden-
tical twins who have been raised apart, to offset the effects of
their common upbringing; however, such subjects are a
rarity.)

In a study of 60 twin pairs—30 identical and 30 fraternal—
Dr. Buchsbaum found support for the thesis that AER pat-
terns reflect genetic endowment: The AERs of pairs of iden-
tical twins were far more alike than those of pairs of fraternal
twins. Both identical twins of a pair tended either to have
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augmenting or reducing slopes, while fraternal-twin pairs
sometimes showed conflicting AER patterns. Such findings
must be qualified by the recognition that, since identical twins
frequently are raised more uniformly than fraternal twins,
their prior experiences, rather than their greater genetic
similarity, may account for these results. Nonetheless, it seems
unlikely that such differences in upbringing would affect
AERs significantly. One may reasonably assume that stable
AER patterns may reflect, at least in part, one’s genetic make-
up.

Many lines of biological and psychological research, includ-
ing Dr. Buchsbaum’s, suggest that the minds of women are
physically and functionally different from those of men.
Whether the differences are the result of genetic factors and/
or cultural conditioning is not yet known. The preceding twin
study, like many conducted by Dr. Buchsbaum and others, re-
vealed that normal women tend to show a greater degree of
AER augmentation than do men. Also, on the critical P, — N,
first AER peak, women’s responses are about 25 percent
greater than those of men.

However, emotional states can modify—and even reverse—
these sex-typical response patterns. For example, anxious and
neurotic men tend to have augmenting slopes while equally
distressed women tend to have reducing slopes. In short, mal-
adjusted individuals tend to respond like normals of the oppo-
gite sex,

Why do men and women have different AER patterns? The
answer has been elusive and still is only fragmentary. Sex-
linked hormones seem an unlikely cause, since, as we have
seen, sex-linked response patterns can be reversed by anxiety
and neurosis (unless we assume these emotional problems re-
flect or affect the level of sex hormone present). Furthermore,
AER differences between boys and girls can be demonstrated
as young as 6 years of age—Ilong before the gonadal hormones
appear. In addition, sex-linked AER differences exist in the
40-to-60-year-old group when women’s estrogen levels are
diminished.

Could the cause be differences in brain weight or in skull
size? Women do have slightly lighter brains than men, sug-
gesting that for purely physical reasons we would find differ-
ences in AERs between men and women. However, other
studies have shown no relationship between brain weight or
size and the AER. In summary, the answer does not seem to
lie in the anatomy or physiology of the sexes, but rather in
some underlying neural style. ,

Pursuing one more biological possibility—the genetic
chromosomal differences between men and women—Dr. Buchs-
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baum and }us Euwnrkers fnund some encauragmg clues They
somes, Thxa study suggested that there is some relatmnshxp
between sex chromosomes and AERs. Normally, males have
one X and one Y chromosome (XY), while females have two
X chromosomes (XX). Looking at patients with XO chromo-
some patterns, where the sex-determining chromosome is ab-
sent, these researchers found the AERs of XO males to be very
much like those of women. One possible hypothesis is that the
Y chromosome exerts some genetic effect that attenuates AER
amplitude.

Dr. Buchsbaum’s interest in individual differences, fueled
by Dr. Petrie’s earlier discovery that variations in individ-
uals’ pain tolerance were correlated with other perceptual
tendencies, has led him to see how AER patterns are related
to pain and noise tolerance. In one study, subjects were given
relatively mild electrical shocks of various intensities on the
forearm. and asked to rate each shock as "_just notu:eable,
more pam tcﬂerant than augmenters, makmg little of stlmull
that augmenters found painful.

Exploring another dimension of pain tolerance, Dr. Buchs-
baum looked at the effect of suggestion on pain. The AERs of
three groups of subjects were compared. One group simply
experlenced shocks of various intensities; a second group
heard music during the shock-test; per:od a third group, told
in advance that music would reduce pain, alzso heard music
during the test period. Subjects in the third group, who had
received a form of suggestion, tended more toward a reducing
slope—and to be more pain tolerant—than those in the other
groups. Thizs appears to be what Dr. Buchsbaum calls a
“neural placebo reaction”; that is, suggestion actually seemed
to fool the nervous system into “believing” that the painful
stimulus was less intense than it was. A belief in the analgesic
powers of Beethoven may not enable you to sleep on a bed of
nails, but it may help on the next trip to the dentist—if he,
before drilling, turns on the stereo and says, “You won’t feel
a thing.”

The AER is a particularly useful research tool in part because
AER patterns are relatively stable for different individuals
over time. Response patterns of individuals may vary slightly
from trial to trial with the same stimulus, but these variations
are relatively small compared to AER differences between and
among subjects. Generally, a person with a reducing or aug-
menting slope will show the same pattern rather consistently
(unless, as we have seen, abnormal subjects are given medica-
tions that change their AER patterns). Indeed, Dr. Buchs-
baum’s twin study suggests that the tendency to respond with
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ally predetermmed Hnwever—and there are alwaya “haw-
evers”—many short-term situational factors can modify a
person’s evoked-response patterns. As the experiment with
shock and music has shown, expectations can color one’s re-
sponse patterns Severa] studies have demcmstrated that the

state, in fact what he or ahe thmks, feels or expects may
determine the shape and size of the AER more than the actual
intensity of the stimulus. Dr. Buchsbhaum, like many scientists,
has found that, by understanding the conditions that make
AERs unstable, he can learn to control them better in subse-
quent experiments. Thus, while basieally interested in rela-
tively stable AER patterns, he has explored how subjects’
expectations can change their AERs over very short time
periods,

Let us imagine, for a moment, that you are the subject in
an experiment, which is a carefully contrived variation of the
standard light-flash study. After EEG electrodes are attached
to your scalp, you are invited merely to watch the coming
light show. You see a long, uninterrupted series of brief light
flashes of various intensities that seem to fall into some pat-
tern. Perhaps you will note that they seem to run in sequences
of four, in ascending order of intensity; at other times the
pattern may be less apparent. In fact what you are seeing is
a complex series of light flashes made up of two subpatterns
which alternate irregularly. In light pattern A, four light
flashes are presented in order of increasing intensity, let us
say 1, 2, 3, 4, from weakest to brightest. In light pattern B,
the order is changed to 1, 3, 2, 4. The weakest light is still
first and the brightest is last, but the middle intensities are
switched. You, the subjeet, actually are presented with a string
of flashes in the sequence AAABAB, so that the regular,
ascending light pattern appears three times, followed by al-
ternations af the irregular and regular light patterns -

AER wﬂl show an mterestmg E\;pectdtmn effex:t, even 1f you
were not consciously trying to figure out the sequence. For the
regular, ascending A pattern, your AERs will reflect the actual
intensities of the stimuli. But for the B pattern, your AER
will be somewhat strange; you will give an excessive response
to stimulus intensity 2, responding as if it were the more in-
tense stimulus 3. In Dr. Buchsbaum’s view, this inconsistent”®
response reflects the incorrect expectation that pattern B will
be exactly like pattern A; in essence, your AER response re-
flects what you think should be there, and not the actual stim-
ulus. (Believing is seeing!)
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If you enjoy being an imaginary subject, there is another
experiment in which to participate. In this study, which uses
the same light sequence (AAABAB), you will be taught the
total sequence in advance, so you know exactly what to expect.
You will know, therefore, that the second stimulus in each
group of four indicates whether it is & regular, ascending se-
quence (the A pattern) or an irregular sequence (the B pat-
tern). This time, your AERs probably will be even more
peculiar than in the preceding experiment, reflecting meore
about your internal state and less about the actual intensities
of the light flashes. For both the A and B patterns, your AERs
probably will be elevated (that is, will have greater ampli-
tude) for the second stimulus in each group of four. To Dr.
Euchsbaum, this elevated AER reﬂects the signiﬂcange of

second stimulus appear%. 1t confirms what yﬂu ‘were led to
expect; your elevated AER is like a confirmatory “uh-huh.”
The important point, for Dr. Buchsbaum, is to recognize that,
although people appear to have relatively stable AER tenden-
cies, a person’s AER at a given instant may reflect what mat-
ters most to him at that moment, rather than his overall AER
pattern or the particular stimulus characteristics. In short,
even in the humdrum task of perceiving light flashes, we do
not simply prﬂégss perceptual information mechanically and
“gbjectively’”; the very act of perception is infused with our
own subjective meaning.

Beyond the implications of such findings for those who seek
to find some “objective” reality, there are some practical
caveats for scientists engaged in AER research. Identifying
stable AER patterns for individuals and groups requires great
care in the design, conduct, and analysis of studies, lest a mo-
ment’'s meaning be mistaken for an enduring mind-set.
Toward a Theory of Sensory Qverload .

From birth to death, biological organisms continually strug-
gle to maintain their identity, equilibrium, and integrity in
the face of environmental flux, At every level of biological
existence—from individual cells to the total organism—there
seems to be a defined band of environmental conditions for
cptimal performance tDD rnuch or tuo litt]e csf even a ggod
trymg ﬁg mamtam stablhty despﬂ:e the vaganes of the en-
vironment. In his book The Wisdom of the Body, the eminent
early 20th-century American physiologist Walter Cannon called
this process “homeostasis.” He and others have identified in-
numerable mechanisms by which the body keeps itself in dy-
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namic_equilibrium. To take one example, all animals must
keep their body temperature within relatively narrow limits
to survive. Warm-blooded animals such as mammals have the
equivalent of a thermostat (the hypothalamus) at the base of
the brain that senses and controls body temperature—turning
on flushing and swealing when hot and turning on shivering
when cold. Some scientists believe that the ancient capacity
for homeostatic regulation of body temperature once gave
mammals an adaptive edge over the gigantic cold-blooded
reptiles; when the great Ice Age came, we mammals shivered
our way to survival, while dinosaurs froze to death and ex-
tinction.

Does our homeostatic equipment include some general
mechanism that attempts to maintain a continuous optimal
state of overall nervous system activation? This view is at-
tractive but as yet not well supported. However, the research
is suggestive. For example, studies have shown that temporary
or permanent mental impairments can arise from either
sensory overload or underload, and, since the 19th century,
it has been repeatedly demonstrated that humans do not re-
spond behaviorally in direct linear proportion to increasing
intensities of sensory stimulation. At the AER level, at very
high levels of stimulation (extremely loud noises or brilliant
lights) our brain responses normally level off or reduce, as if
something says, “That’s more than I can take.” For those with
reducing slopes, this point seems to come at fairly low stimu-
lus intensities; for those with augmenting slopes, at much
higher intensities.

As yet, there is no way to demonstrate conclusively that
the nervous system is designed to maintain some optimal level
of activation, nor does anyone know exactly how such a pro-
cess might occur anatomically and neurophysiologically. The
central nervous system has been shown to exert some control
over the peripheral sensory receptors, but how this happens
is unknown. There appears to be some control across the differ-
ent sensory modalities, so that, for example, we do not usually
give equal attention simultaneously to information from all
the senses; when we are attending visually, our receptivity to
sounds diminishes, and vice versa. The whole field of attention
and its neurophysiological basis is fascinating, but fraught
with contradiction and controversy. The search to understand
stimulus intensity control may well be bound up with investi-
gations of attention and expectancy, (It should be remembered
that both schizophrenia and hyperactivity have been character-
ized by some scientists as disorders of attention.)

Drs. Buchsbaum and Silverman have not gone so far as to
suggest a homeostatic model to explain augmentation and re-
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duction. But they have proposed that stimulus intensity con-
trol serves an adaptive, protective role in the face of potential-
ly excessive stimulation. Those with strong reducing slopes,
hypersensitive to low-level stimulation, seem to close out the
world’s clangs, pains, and glare in a bid for neurophysiological
survival. Schizophrenics might be seen as representing this
adaptive tendency to an exaggerated degree. Those with strong
augmenting slopes on the other hand, prone to be understimu-
lated because of tieir insensitivity to low-level stimuli, seem

to ' flooded with sensations at higher levels. In some ways,
... peractive children may represent exaggerated versions of
this potentially adaptive response.

At present, the studies of Dr. Buchsbaum and his coworkers
present us with many unresolved chicken-and-egg problems. Do
schizophrenics respond to high levels of stimulation because
they are hypersensitive to low-level stimulation ? Do they have
reducing slopes because they are schizophrenic? Does schizo-
phrenia represent a failure of protective stimulation-reduction
mechanisms? Do schizophrenics suffer from sensory depriva-
tion effects caused by closing out high-intensity stimulation?
Do all of these effects reflect yet another mechanism at work
—for example, a shift of responsiveness from perception of
the outside world to internal perception? Might the brain's
“background noise,” deliberately excluded by the AER tech-
nique, encompass other essential components of the total
dynamic equation? As yet we have no way to know. We have
barely found a way to document electrophysiological responses
to external stimulation; a new frontier awaits us concerning
internal stimulation, perhaps requiring, as did AER research,
another technological breakthrough.
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