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The Sleeping-Sickness ( Encephalitis Lethargica)®

Tn the winter of 1g16-17, in-Vienna and other cities; a “now”
illness suddenly appeared, and rapidly spread, over the next
three years, to become world-wide in its distribution. Its mam-
festations were so varied that no two patients ever presented
exactly the same picture, and so strange as to call forth from
physicians such diagnoses as epidemic delirium, epidemic schiz-
ophrenia, epidemic Parkinsonism, epidemic disseminated scle-
rasis, atypical rabies, atypical poliomyelitis, ete. cte. It seemed,
at first, as if a thousand new diseases had suddenly broken loose,
and it was only throngh the profound chinical acumen of Con-
stantin von Economo, allied with his pathological studics on the
brains of patients who lad died, and his demonsteation thut
these, beside showing a unique pattern of damage, contained a
sub-microscopie, filter-passing agent {virus) which could trans.
mit the disease to meonkeys, that the identity of this protean
disease was established. Encephalitis lethargica—as von Econ-
omo was to name it—was a Hydra with a thousand heads.
Although there had been innumerable smaller epidemics in
the past, including the London sleepingsickness of 1652-3"—
there had never been a world-wide pandemic on the scale of that
which' started in 1916-17.7 In the ten years that it raged, this

EThe tema “sleeping sickness’ is wed in America to designate both the African,
parasite- horne, endemic 'disease. (tnpanceomizsie) end Hwe epidemic, vinis bbme,
ericephalitiz lethasgica; in England, however, the latter is aften called “slecpy-
sicknes."

&It is of historical (and pechaps epintemolngical) interest that Letbniz (whose
ideas [ ahall often quote dn (his boack) way himeelf in London at the time of the
Lopdon wleeping-sickness, and there met Sydebom (who had deseribed it under
the wime. of “fobrs  comatosa™), and tHw agedd and. then deeply-Parkinonian
Hobbes, The vast majority of Leibmiz’s go.000-odd lebters are shll anioited and
Hﬂpﬂlﬂiﬂlrﬂ; ]'!I:fh:‘l Aali i dﬂ.}', we will discover dt:unph:riil of Parkmwmism, and
ericephalitiv lethargica, written by the hand of Leibniz himeelf,

1 have elsewhere {B.:'r'.l._f.. ] Detober 1971 ) detmlad the :-_-ﬁ:'-_\'rnrhm; 'I1|_:Er|r].v
of these epidemics; the following extract is 'taken from my BALL lother: *The
older literature s full of vivid accownts of feverith somnolent dnesses followed,
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within months or vears, by (the development of charactenistic slowness, poverty
and difficulty of movement, masking, rigidity, temors, and, om tecasion, for.
tieollis, dystoniss, oculogyria, strabismus, blepharoclonus, myoclonus, catatimus,
somnolence, cbo, eto. The onique symplomology of such cases, so ciroumastantially
described in the oldee literatare, is scarcely compatible with any other {lines but®
cocephalitis Jethargica with Packingomion and other typica) sequelae. Many such
accounts are collected and crtically’ serubinized o the encylopaedic works of
vor Economo and Jelliffe, Von Economo, while allowing that such retrospective
diagnosey can only be tentative, concludes: *'We may assume with somne degree of
certainty that encephalitiy lethargica had already appearcd repeatedly before the
Great War, both' sporadically in the shape of isolated cases gnd in epidemics
which again and again attracted nobice for a short period on pecount of Hhe
- - smgular combanations of symptoms displaved” (op. cit. pp. §-g).

A few of these fonner cases and ¢pidemics may be recalled. Tn 1586, Furmpe
was swept by a werious febrile and lethargic Mness. (*“Morbus epidemions per totam
fere Eumpmu Scf:fufkrunkhcit dictug, . . .}, which led o Pakimsonian and other
neurological sequelae, A similar serous epidemic ocoured in London' bebween
1673 and 1675, and i desenibed by Sydenham s “febris comatosa’™; hiceough
was 4 preminent simptom in this epidemic (as in the Vienna encephalitis of 1519,
Albrecht of Hildesheim, in 16q3, provided an elaborate asccount of ocilogme
erses, Parkmsmnian symptoms, diplopia, strbismos, cte. following an attack of
sompolent brain-fever in 2 zoyearold gl (“De febre lethargica in strabisnio
utitisque oculi desinente” |, A scvere epidomic of Sellafkrankheit cocamed in
Tibingen in 1712 and 1713, and was followed in many cases by persitent
slowness of movement and lack of imitiative (“aboulia™ ). Minos epidemsics of
“ponud somnolentum™ with Pﬁriii'li_iun'iﬂn features occuned in France and Cer-
many during the Iatter half of the eighteenth eentiiry, alternating with hyper-
kinetic epidemicy of hiccough, myeclonus, chores, and s Many inolated cases
of juwnile Parkinsonism, variously associated with diplopia, oculogyria, tachypnoes,
retopulsion, ties, ind obsessionn] disorders weme deseribad by Charcot, and were
almost cettainly pestenceplalitic i origing In Ttaly, following the great influenaa
epidemic of 188G, the notorious “nena’ appearcd—a devastatingly sevese
semnnolent illness which was followed by the development of Parkinsrnian and
othtr sequelat in almost all of the few survivors:

A knowledpe of such histerical accounts, and of e pecnliar cothings and goings
of cocephulitis lethargicn in previous centurles, & of more than academic fm-
pottance. A graphic description of the “nona,” given by his mother to He yourg
von: Economo, enabled him to recognize and characterize this filness when it
reappeared in its catmstrophic formoin 191 this 4 miovingly described in the
preface of his book. Jelliffc, in his many writingz at the time of the geat cnceph:
ahitis epidemic, asks again and again how it could happen that a disease which
had obviously exiited since the days of Hippocrates could be “discovered” anly
nuw, and how it was possible for an illness which had been desoribed unmistakablv
mnumerable tmey o be “forgotten” anow by dach gemeration. Such ;r._mr,rhnﬂ"
arg os dangero ac they ae miysterions, for they give us an unwormnted senve of
seruntys Inagaz, with the victual cessation of bW cases of encephalitis lethargica,
the medieal p[t'-fc'.‘.:'\.i'un hesived |II||;L' Elgh af relief, md did it bt 1o fr_:rj;ct_ the
honers of the previous decade. Vo Fronomo warhied agaimst this, saying that the
Eimative oy was nob extnet, bt ooly i b dommont or ponevirlent EJ]LLL“_;_

from which it wonld incvitably retmetge a5 it had done inmmmeble Hioes since
the dawn of recorded Tistory,
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pandemic took or ravaged the lives of nearly five million peo-
ple before it disappeared, as mysteriously and suddenly as it
had arrived, in 1927, A third of those affected died in the acute
stages of the sleeping sickness, in states of coma so deep as to
preclude arousal, or in states of sleeplessness so intense as to
preclude sedation. Patients who suffered but survived an ex-
tremely severe somnolent/insomniac attack of this kind often
failed to recover their original aliveness. They would be con-
scious and aware—yet not fully awake; they would sit motionless
and speechless all day in their chairs, totally lacking energy, im-
petus, initiative, motive, appetite, affect or desire; they regis-
tered what went on about them with profound indifference ®
They neither conveyed nor felt the feeling of life; they were as
insubstantial as ghosts, and as passive as zombies: von Econ-
omo compared them to extinet volcanoes. Such patients, in
neurological parlance, showed “negative” disorders of behaviour,
i.e. no behaviour at all, They were ontologically dead, or sus-
pended, or “asleep”—awaiting an awakening which came (for
the tiny fraction who survived ) fifty years later.

If these “negative” states or absences were more varied and
severe than those seen in common Parkinson’s discase, this was
even truer of the mnumerable “positive” disorders or pathelog-
ical presences introduced by the sleepingsickness: indeed, von
Economo, in his great monograph, enumerated more than five
hundred distinct forms or varieties of these.

Parkinsonian disorders, of one sort or another, were perhaps
the commonest of these disorders, although their appearance
was often delayed wmbl many years after the acute epidemic.
Post-encephalitic Parkinsonism, as opposed to ordinary or idio-
pathic Parkinsonism, tended to show less in the way of tremor
and ngidity—indeed, these were sometimes completely absent—
but much severer states of “explosive” and “obstructive” disor-
ders, of akinesia and akathisia, push and resistance, hurry and

# tis Teprt transfived,
Comatose in ey cave, cores little

What the sensés day. . . .
WL AUDEN
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impediment, ete., and also much severer states of the compliant-
perseverative type of akinesia which Gowers had compared to
catalepsy. Many patients, indeed, were swallowed up in states of
Parkinsonian akinesia so profound as to tum them into living
statues—totally motionless for hours, days, weeks, or years on
end. The very much greater seventy of these encephalitic and
post-encephalitic states revealed that all aspects of being and
behaviour—perceptions, thonghts, appetites, and feclings, no
less than movements—could also be brought to a virtual stand-
still by an active, constraining Parkinsonian process.

Almost as commeon as these Parkinsonian disorders, and fre-
quently co-existing with them, were catatonic disorders of every
sort. It was the occurrence of these which onginally gave rise to
the notion of an “epidermc schizophrenia,” for catatonia—until
its appearance in the encephalitis epidemic—was thought to be
part-and-parcel of the schizophrenic syndrome. The majority of
patients who were rendered catatonic by the sleepingsickness
were not schizophrenic, and showed that catatonia might, so to
speak, be approached by a direct physiological path, and was
not always a defensive manoevre undertaken by schizophrenic
patients at periods of unendurable stress and desperation.”

The general forms pr “phases™ of encephalitic catatonia were
closely analogous to those of Parkinsonism, but were at a ligher
and more complex level, and were usually experienced as sub-
jective states which had exactly the same form as the observable
behavioural states, Thus some of these patients showed auto-
matic compliance or “obedicnce,” maintaining (indefinitely,
and apparently withont effort) any posture in which they were
put or found themselves, or “echoing” words, phrases, thoughts,
perceptions or actions in an nnvarying circular way, once these
had been suggested to them (palilalia, echolalia, echopraxia,
ete. ). Other patients showed disorders of o preciscly antitheti-
cal kind (“command negativism,” “block,” ete.) immediately
preventing or coimtermanding any suggested or intended action,

U Postencephalitic patients, when they van speak—which in the severest cases
was not rendered 5.'!*-"‘-"1311‘ until half a century latee, when l||c'.§,' were given L-DYOPA

—are thus able'to provide us with oniquely detailed and pecumte descriptions of
states of catatonic “eptmneomimt,” “Femation,” bl ok, “pegativisn” ele,

which sehiztphrenic patients, wually, are unable op unwilling to do, or which they
will valy describe in distorted, magical, “schizophienic’ terms,
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speech or thought: in the severest cases, “block” of this type
could cause a virtual obliteration of all behaviour and also of all
mental processes (see the case of Rose R, for example). Such
constramed catatonic patients—like constrained Parkinsonians
—could suddenly burst out of their immobhilized states into vi-
olent movements or frenzies: a great many of the tics seen at
the time of the epidemic, and subsequently, showed themsclves
to be interchangeable with “tics of immobility™ (or catatonia ).

An immense variely of involuntary and compulsive move-
ments were seen during the acute phase of the encephalitis, and
for a few years thereafter; myoclonic jerks and spasms; states of
mobile spasm (athetosis), dystonias and dystonic contortions
(e.g. torticollis), with somewhat similar functional organiza-
tions to that of Parkinsonian rigidity; desultory, forceless move-
ments dancing from one part of the body to another (chorea);
and a wide spectrum of ties and compulsive movements at
every functional level—yawning, coughing, sniffing, gasping,
panting, breath-holding, staring, glancing, bellowing, yelling,
cutsing, ete —which were enactions of sudden urges.

At the “highest” level the encephalitis lethargica presented
itself as neurotic and psychiotic disorders of every kind, and a
great many patients affected in this way were originally consid-
ered to have “functional” obsessional and hysterical neuroses,
until the development of other symptoms indicated the enceph-
alitic aetiology of their complaints, It is of interest, in this con-
nection, that “oculogyric crises” were considered to be purely
“functional” and hysterical for several vears after their first ap-
pearance.

Clearly-diffierentiated forms of affective compulsion were com-
mon in the immediate aftermath of the sleeping-sickness espe-
cinlly erotomaniis, erelhisms, and libidinal exciternents, on the
one hand, and tantrums, rages and destructive outbursts, on the
other. These forms of behaviour were most elearly and undis-
guisedly manifest in children, who sometimes showed abrupt
changes of chameter, and suddenly became impulsive, provoca-
live, destructive, audacions, salacious and lewd, somehimes to a
quite uncontrollable degree: such children were often labelled
“juvenile psychopaths” or “moral aments."” Sexual and destrue-
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tive outbursts were rarcly ontspoken in adults, being “converted”
(presumably) to other, more “allowable,” reactions and expres-
sions, Jelliffe, in particular, who undertook lengthy analysis of
some highly-intelligent post-encephalitic patients, showed un-
equivocally how accesses of erotic and hostile feeling could he
and were “converted,” not only into neurotic and psychotic be-
haviour, but into tics, “crises,”” eatatonia and cven Parkinson-
ism. Adult post-encephalitic patients thus showed an extraor-
dinary ability to “absorb”™ intense feeling, and to express it in
indirect physiclogical terms. They were gifted—or cursed—with
a pathologically extravagant expressive facility. or (in Frend's
term) “somatic compliance.”

Nearly half the survivors became liable to extraordinary crises,
in which they might experience, for example, the simultaneous
and virtually instantancous onset of Parkinsonism, catatonia,
tics, obsessions, hallucinations, “block,” increased suggestibility
or negativism, and thirty or forty other problems; such crises
wanild last a few minutes or howrs, and then disappear as sud-
denly as they had come, They were highly individual, no two
patients ever having exuctly the same sort of crisis, and they ex-
pressed, in vanous ways, fundamental aspects of the chamcter,
personality, history, percepton and fantasies of each patient,
These erises could be greatly mfluenced, for better or worse, by
suggestion, emotional pmhlcms or cument circumstances. Crises
of all sorts became rare after 1930, but T stress them and their
characteristics because they show remarkable affinitics to cer-
tain states induced by L-DOPA, not mercly in post-cncephalitic
patients, but in the normally much stabler patients with com-
mon Parkinson’s disease.

One thing, and one alone, was {usnally) spared amid the
rayages of this otherwise engulfing disease: the “higher facul-
ties” —intelligence, imagimation, judgment, and humour. These
were exgmpted—for belter or worse, Thus these patients, some
of whom had been thrust into the remotest or strangest extrem-
itics of human possibility, experienced their states with unspar-
ing perspicacity, and retuined the power to remember, to com-
pare, to dissect, and to testify. Their fate. so to speak, was to
become unique witnesses to a unique catastrophie.
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The Aftermath of the Sleeping-Sickness (1927-1067)

Although many pahents seemed to make a complete recovery
from the sleepingsickness,. and were able to return to_ther
former lives, the majority of them subsequently _dr.-..-doped news
rological or psychiatrie disorders, and, most commonly, Parkin-
sonisyn. Why they should have developed such “postencephalitic
syndromes” —after years or decades of scemingly-perfect health
—is a mystery, and has never been satisfactorily explained.

These post-encephalitic syndromes were very variable _in
course: somehimes they proceeded rapidly. leading to prafgund
disability or death; sometimes very slowly; somelimes. they pro-
gressed to a certain point and then staved at this point for years
or decades; and sometimes, followingtheir-anitial onslaught,
Hu.'-.r rfmnttecl and disappeared. This great vadation of pattem
is also a iy bi‘.‘.ﬁ and seems to admit of no single or simple ex-
planation.

Certainly it could not be explamed in terms: of microscop-
ically-visible discase-processes, as was considered at one time.
Nor was it true to say that postencephalitic patients were suffer-
ing from a “chronic encephalitis,” for they showed no signs of
active infection or inflammatory reaction, There was, morcover,
a tather poor correlation between the severity of the clinical
picture and that of the pathological picture, imsofar as the latter
could be judged by microscopic or chemical means: one saw
profoundly-disabled patients with remarkably few signs of dis-
case in the biain, and one saw ¢vidences of widespread fissue-
destruction in paticats who were searcely disabled at all. What
was clear, from these []ihL‘EL‘]');I111,‘i{'.‘|, was that there were many
other determinants of clinical state and behaviour beside local-
ized changes in the brain; it was clear that the susceptibility or
propensity to Parkinsonism, for esample, was not a fixed expres-
sion of lesions in the “Parkinsonism-centre™ of the brain, but
dependent on innumerable other “factors” in addition.



14 INTRODUCTION: |

It seemed, as Jelliffie™ and a few others repeatedly sh%:gédl_
as if the “quality” of the individual—his “strengths” and “weak-
nesses,” resistances and  pliancies, maotives and experiences,
ete.—played a large part in determining the severty, course and
form of his illness. Thus, in the 19308 at a time of almost ex-
clusive emphasis on specific mechanisms in physiology and path-
ology, the strange evolutions of illness in these post-encephalitic
patients recalled Claude Bemnard's concepts of the terrain and
the miliew interne, and the immemonal ideas of “constitution,’™
“disthesis.” "idioﬁyncr‘an}'," “predisposition,” ete,, which  had
become so unfashionable in the twemticth centory. Equally
clear, and beantifully analysed by Jelliffe, were the effects of the
external environment, the cireumstances and vicissitudes of each
patient’s life. Thus, post-encephalitic illness could by no means
be considered a simple disease, but needed to be seen as an indi-
vidual creation of the greatest complexity, determined not sim-
plv by a primary disease-process, but by a vast host of personal
traits and social circumstances: an illness, m short, like neuro.
sis or psychosis, a coming-to-terms of the sensitized individual
with his total environment.'* Such ennsiderations, of course,
are of crucial importance in understanding the total reactions
of such patients to 1. DOPA.

"There remain today o few survivors of the encephalitis who,
despite Parkinsomisn, tics. or other problems. still lead active
and independent lives (see for instance the case of Cecil M.).
These are the fortunate minority, who for one reason or another
have managed to keep afloat, and have not been engulfed by
illness, disability, dependence, demoralization, ete.—I"arkinson’s
“train of harassing evils.”

But for the majority of postencephalitic patients—in conse-
quence of the basic severity of their illness. their “weaknesses,”
’l‘f'“_]'”"l[lctlsirie.s, or their misfortunes—a much darker Future
was i store. We have already stressed the nseparability of a
patient’s illness, his self, and his world, and how any or all of
these, in their manifold interactions, throngh an infinity of
T‘lt"ll."I'I.Ts circles, can bl’illg him to lis nadir of Ix_-mg How much
15 contributed by this, and that, and that, and that, can per-

10 See p. 193 1
1 Sce notes on pp, 17 and 18,



THE AFTERMATH OF THE SLELPINC-SICENESS

306°

haps be wnravelled by the most prolongued, intimate contact
with individual patients; but cannot be put in any general,
universally-applicable form, One can only say that most of the
survivors went down and down, through circle after circle of
deepening illness, hopelessness and unimaginable solitude, their
solitude, perhaps, the least hearable of ail,

As Sicknes is the grentest misery, so the greatest misery of sicknes,
is solitude . . . Solitude is a torment which s not thredtened in
hell itselfe.

Donne

The character of their illness changed. The early days of the
epidemic had been a time of ebullition or ebullience, patholog-
ically speaking, full of movements and tics, impulsions and im-
petuosities, manias and crises, ardencies and appetencies. By
the late twenties, the acute phase was over, and the encephalitic
syndromes started to cool or congeal. States of immobility and
arrest had been distinctly wncommen in the carly 1gzos, but
from 1930 onwards started to roll in a great sluggish, torpid
tide over many of the survivers, envelopmg them in metaphor-
ical (if not physiological} equivalents of sieep or death. Parkin-
sonisn, catatonia, melancholia, tiance, passivity, immobility,
frigidity, apathy: this was the quality of the decadeslong “sleep”
which closed over their heads in the 193es and thereafter, Some
patients, indeed, passed into a timeless state, an eventless stasis,
which deprived them of all sense of history and happening.
Isolated cirenmstances—fre-alarms, dinner-gongs, the unex-
pected arrival of friends or news—might set them suddenly and
startlingly alive for a minute, wonderfully active and agog with
exciternent. But these were mare flashes in the depths of their
darkness, For the mast part, thc}‘ lay motionless and speechless,
and in some cases almaost will-less and thoughtless, or with their
thoughts and feelings unchangingly fixed at the pomt where the
long “sleep” had dlosed in upon them. Their minds remamed
perfectly elear and unclouded, but their whole beings, so to
speak, were encysted or cocooned,

Unable to work or to see to their needs, difficult to look after,
helpless, hopeless, so bound up in their illngsses that they could
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neither react nor relate, frequently abandoned by their ffiends
and their families, without specific treatment of any use to
them—these patients were put away in chronic hospitals, nurs-
ing homes, lunatic asylums, or special colonies; and there, for
the most part, they were totally forgotten—the lepers of the
present century; there they died in their hundreds of thonsands,

And vet some lived on, in diminishing numbers, getting older
and frailer (though usually looking younger than their age), in-
mates of mstitutions, profoundly isolated, deprived of experi-
ence, halt-forgetting, half.dreaming of the world they once lived
1.

Life at Mount Carmel

Mount Carmel was opened, shortly after the First World War,
for warveterans with injurics of the nervous system, and for
the expected victims of the sleepingsickness. Tt was a cottage-
hospital, i these early days, with no more than forty beds, large
grounds, and a pleasant prospect of surrounding countrvside. Tt
lay close to the village of Bexley-on-Hudson, and there was a free
and frendly exchange between the hospital and the village:
patients often went to the village for shopping, or nicals, or si-
lent movies, and the villagers, i tumn, frequently visited the
hospital; there were dates, and dances, and occasional marringes;
and there were friendly rivalries in bowls and football, in which
the measured deliberation of the villagers would he met by the
abnormal suddenness and speed of movement characteristic of
so.many encephalitic patients, fifty years ago,

All this has changed, with the passage of years. Bexlev-on-
Hudson is no longer a village, but a crowded and squalid suburb
of New York; the lasurely life of the village has gone, to be re-
placed by the hectic and harded anti-life of New York: Bex-
leyites no longer have any time, and rarely spare a thought for
the hospital among them; and Mount Carmel itself has EroWn
sick brom hypertroply, for it is now a reoobed Institution
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which has swallowed its grounds; its windows no longer open on
pleasant gardens or country, but on antnest suburbia, or noth-
ing at all.

Still sadder, and more serions, has been the change in its
character, the insidious deterioration in “atmosphere” and care.
In its earlier days—indeed, before 196o—the hospital was both
easy-going and secure; there were devoted nuises and others who
hiad been there for years, and most of the medical positons
were honorary and voluntary, calling forth the best side, the
kindness, of visiting doctors; and thovgh its patients had grown
older and frailer, they could look forward to excursions, day-
trips, and summer-camps. In the past ten years, and especially
the last three years, almost all this has changed. The hospital
has assumed somewhat the aspect of a [ortress or prison, in ifs
physical appearance and the way it is rin. A strict Administra-
tion has come into being, rigidly committed to “efficiency” and
rules; “familiarity” with patients is strongly disconraged. Law
and order have been ousting fellow-fecling and kinship; hierarchy
separates the inmates from staff; and patients tend to feel they
are “inside,” wumreachably distant from the meal world outside,
There are, of course, gaps in this totalitanian structure, where
real care and affection still maintain a foothold: many of the
“lower” stalf—nurses, aides, orderlics, physiotherapists, occupa-
tional therapists, speech therapists, ete—give themsclves un-
stintingly, and with love, to the patients; volunteers from the
neighbourhood provide non-professional care; and, of counrse,
some patients are visited by relatives and friends. The hospital,
in short, is a singular mixture, where freedom and bondage,
warmth and coldness, human and mechanieal, life and death,
are locked together in perpetnal combat.**

In 1666, when I first went to Mount Carmel, there were still

12 We have seen that Parkinsonion and semmsis are fondtely eoercive, and
share a similar coercive siructure. Rigorons nstitotons ate alo tocidive, beng, in
cffect, external menrases. The coerciors of institntions call forth and segrvate the
cooicions of thelr inmates: (s one may observe] with coempliry elarity, Tow
the coerciveness of Mount Crrmel azemvited nemrotic and Packfmonian tenden-
cicy it postencephalitic patients; one may sl observe, with cqual clanty, low
the “gomd"” aspects of Ew!'mm! Carmel—its sympathy and humanity—reduced
nenrotie and Parkinsonitn svinptoms, Hobbes, in the extended metaphor of

Leviathan, explorés the mnalogies of the Body and the State, seeing sickness in
bath as constitubion-by-force,
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some eighty postencephalitic patients: there, the largest] Qn?d

perhaps the only, such group remaining in the United States,
and one of the very few such groups remaining i the world, Al-
most half of these patients were mmmersed in states of path-
ological “sleep,” virtually speechless and motionless, and requir-

ing total nursmg-care; the remainder were less  disabled, less

dependent, less isolated and less depressed, could look after
many of their own basic needs, and mamtam a modicum of per-
sonal and spcial life. Sexuality, of couse, was forladden in
Mount Carmel.

Between 1960 and 196g, we brought the majonty of our pest-
encephalitic patients (many of whom had been immured m re-
mote, unnoticed bays of the hospital) mto a single, organic,
and self-governing community; we did what we could to give
them the sense of being people, and nol condemned prisoners in
a vast Institution; we instituted a search for missing relatives
and friends, hoping that some relationships—hroken by time and
mndolence, rather than hostility and goilt—might thus be re-
forged; and | myself formed with them such relationships as [
could.

These years, then, saw a certain establishment of sympathies
and kinships, and a certam melting-awny of the rigid staff /inmate
dichotomy; and with these, and all other forms of treatment, a
certain—but pitifully limited —improvement in their overall con-
dition, neurological and otherwase. Opposing all forms of ther-
apeutic endeavour, and setting a low ceiling on what could be
achieved, was the crushing weight of their illness, the Satumimn
gravity of their Parkimsenism, etc; and behind this, and min-
gling with it, all the dilapidations, impoverishments, and per-
versions of long isolation and immurement.™

W1t s !.lf the greatest interest fo e npare the state of these patients ol Mot
Carmnel with that of the onlvexistitg post-encephalitic community i Englind: (ot
Fhe Mighlands Illrirllﬂ |, Comlitiond at Highlands—whete there ae luge grounds,
free actess to)und from a netghbovrmg. commumty, devated atbenHon, and 3
much freer and 'concr atmonphere—are akin to' those which phtained at Moant
Camnel in it warly davs: The patients at Hightands (mest of 'whot lave licen
there since the 1g20a) although they have sevire post-encephalitic syndromes,
canivey an altogether diferent appearmce fiom the paticnts ot Mount Carriéls

They tend, by and Jarge, to be merconial, sprightly, impetuos and hyperactive—
with vivid and ardent emobional reoctivm. This s in the greatest contrast 10 the
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Seme of these patients had achieved a state of icy hopeless-
ness akin to serenity: a realistic hopelessness, in those pre-
DOFA days; they knew they were doomed, and they accepted
this with all the courage and equanimity they could muster,
Other patients (and, perhaps, to some extent, all of these pa-
tients, whatever their surface serenity) had a fierce and impotent
sense of ontrage: they had been swindled out of the best years of
life; they were consumed by the sense of time lost, Hme wasted.
and they yeamed incessantly for a twofold miracle—not only a
cute for their sickness, but an indemmnification for the loss of
their lives, They wanted to be given back the time they had lost,
to be magically replaced in their youth and their prime,

These were their expectations before the coming of L.DOPA,

The Coming of L-DOPA

L-DOPA is a “miracle-dmg”—the term is nsed everywhere; and
this, perhaps, is scarcely surprising, for the physician whopi-
oneered its nse—Dr, Cotzins—himself-calls L-DOPA *“a tue
miracle-dmg . . . of our age.” It is curnious to hear sober physk-
cians, and others, in the twentieth century, speaking of “mir-
acles,” and describing a drug in millennial terms. And the fervid
enthusiasm aroused by reports of L-DOPA, both in the world
at large and among physicians who give it and patients who take
it—this too is amazing, and suggests that feelings and phantasies
of an extraordinary nature are beng excited and indulged. The
LDOPA “story™ has been intimately inferwoven, for the Tast
six years, with fervours and feelings of a mystical type; it cannot

deeply Parkinsonian, cntrineed, prave or withdimwn appeamncg of o oy
paticats at Mount Gaimell It s chear that hoth growp of paticat luve thii same
discase, and it is equally clear thiat the form and evalution’ of illness Tove boen
quite different i the two gromps, My visits to Hlighlands have alvways given me
the strangest doble sepse of mived fannliscity and unfamilianty, as [vaw 3 loige
wgup of patients so similan, yet xo dissmilas, o s at Mount Carmel, Nothing
s wonght home to me o clearly the overwhelmamg cffect which lifedtyle and
life cireumatances may huve on the dovelopment of post-encephalitio ilness,
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be understood without reference to these; and it would he3t£|u;{e
misleading to present it in purely literal and historical terms,

We rationalize, we dissimulate, we pretend: we pretend that
Modem Medicine is a Rational Science, all facts, no nonsense,
and just what it seems. But we have only to tap its glossv veneer
for it to split wide-open, and reveal to ns its roots and founda:
tions, its old dark heart of metaphysics, mysticism, magic, and
myth, Medicine is the oldest of the arts, and the oldest of the
sciences: would one not expect it to spring from the decpest
knowledge and feelings we have?

There is, of course, an ordinary medicine, m everyday medi-
cine, humdrm, presaic. a medicine for stubbed toes, quinsies,
bunions, and boils; but all of us entertain’ the idea of another
sort of medicine, of a wholly different kind: something decper,
older, extragrdinary, almost sacred, which will restore to us our
Jost health and wholeness, and give vs a sense of perfeet well-
being.

For all of us have a basic, intnitive feeling that once we were
whole and well; at ease, at peace, at home in the world; totally
tinited with the gronnds of our being; and that then we lost this
primal, h:jpp}'_ mnocent state, and fell into our present sickness
and suffering. We had something of infinite beauty and precios-
ness—and we lost if; we spend our lives searching for what we
have lost; and one day, perhaps, we will suddenly find it. And
this will be the miracle, the millenninm! .

We may expect to find such ideas most intense in thase who
are enduring extremities of suffering, sickness, and anguish, in
those who are consumed by the sense of what they have lost, or
wasted, and by the urgency of recouping before it is too late,
Such peaple, or patients, come to priests or physicians in des-
perations of yearning, prepared to believe 'A!I'-'nlfllé for a reprieve,
4 reseue, a regeneration, a redemption, They are eredulous in
propartion to their desperation—the predestined vickims of
quacks and enthusiasts,

'|'_fli-‘+ sense of what is lost, and what must be found, is es
senbilly a metaphysical one. If we arrest the patient in his
mr:taph}'sm?l search, and ask him what it is that he wishes or
seeks, he will not give us a tabulated list of items, but will say,
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simply, “My happiness,” “My lost health,” “My former condi-
tion,” “A sense of reality,” “Feeling fully alive,” ete. He does
not long for this thing or that; he longs for a general change in
the complexion of things, for everything to be alright once again,
unblemished, the way it once was. And it is at this point, when
he is searching, here and there, with so painful an nrgency, that
he may be led into a sudden, grotesque mistake; that he may
{in Donne’s words) mistake “the Apothecaryes shop™ for “the
Metaphoricall Deity”: a mistake which the apothecary or physi-
cian may be tempted to encourage.

[t is at this pomt that he, ingenunously, and his apothecary
and doctor, perhaps disingenuously, together depart from reality,
and that the basic metaphysical truth is suddenly twisted, {and
replaced by a fantastic, mechanical corruption or falschood),
The chimerical concept which now takes its place is one of the
delusions of vitalism or materialism, the notion that “health.”
“well-being,” “happiness,” ete, can be reduced to certain “fac-
tors” or “elements” —prineiples, fluids, humaours, commodities—
things which can be measured and weighed, bought and scld.
Health, thus conceived, is reduced to a level, something to be
titrated or topped-up in a mechanical way. Metaphysies in itself
makes no such reductions: its terms are those of organization or
design. The fraudulent reduction comes from alchemists, witch-
doctors, and their modemn equivalents, and from patients who
long at all costs to be well.

It is from this debased metaphysics that there arises the no-
tion of a mystical substance, a miraculous drug, something which
will assuage all our hungers and ills, and deliver us instantly from
our miserable state: metaphorical equivalents of the Elixir of
Life'* Such notions and hopes Fully retain today their ancient,

14 The notion of “mystical substances™ ariwes from 2 reductio ad gbsurdim. of
two world-wvicws which, Tegitimately employed, have great elégance and powes;
onie is the mossic o fopist view, asociited with the philbcophies of empiviciom and
positivism, and ' the otlier is a Tolist or monist view. Theee derive, tespectively,
from Adstotelian and Platonic wetaphysios. Used with mastery, and & Full mmeler-
standing of their powers smd limits, these two worldviews have piovided a
gromndwork for fundamental discovenies in physitlogy and psyehology during the
post two huidied yeors.

Mysticizm arises by tking analogy for identity—toming solis and metaphors

{or “as? statements), into absolutes (or s statements). converting a ussful
epistemology. inte “absolute troth A mystical topism aserts that the world
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magical, mythical force, and—however we may disavow 1313
show themselves in the very words we unse: “vitamins” (vital
amines), and the vitamincult; or “biogenic amines” (life-giving.
amines }—of which dopamine (the biologically-active substance
into which LIDOPA is converted ) is itself an example.

The notion of such mystical, life-giving, sacramental remedies
gives rise to innumerable cults and fads, and to enthusiasms of
a particularly extravagant and intransigeant type. One sces this
in Frend's espousal of the drg cocaine™; in the first wild reac-
tions to the appearance of cortisone, when some medical con-
ferences, in the words of a contemporary observer, “mare closely
resembled revivalist meetings”; in the present world-wide “drug-

consists af o multitude of points, places, particles or pieces, without infringic
relation i each other, bul Yextrinsically” related by n “omnsal mexns™: it assert
this both exclusively and conchsively—it iy “the truth,” “the whole tth," and
excludes any other “truth,” Given such a view, tme can conceive the possibality of
affecting 4 single point or particle, withont the least effeck om these surrounding it:
one would, for example, he able to kaeck out one point with alnolute accumcy
and specificity. The thempeatic. conelate of such o mysticism is the notion of @
perfect Specifio, which has exactly the effect one weonts, and no. possibility of any
other effects. A famous example of such a supposed Specific &5 the dmg anphen-
smine, devised by Ehrdich for the treatment of syphilis. Ehelich’s own modest
and realistic claims were immediately distorted by absolutist wislies and tendeucies
—arid arsephenamine was soon dubbed "The Magic Bullet ** This sort of mystical
meiicing, then, #8 dedicated to the search for more nnd more “mapie bullets.”

A mystical holism, conversely, asserts thot the world 35 an entirely oform and
undifferentisted maw of “word-stulf)” “primal mater,” br plasm, A [amons
example of such:a mysticalholist phviiology 15 exemplified by a' dictom ascribed
to Flourens: *"The brain 15 homogeneous like the Nvery the bram sccretes thoyight
a5 the lver secretes bile.” The thempoutic comelate of soch 8 monist mysticism iy
the uotien of an all-purpese dmg, 0 Panscen or Catholicon, 0 Ouintessentio] ox
tract of Werdd-Stuff or Brain-Stut, nb‘,‘nlu‘rrl)i pure bottled Goodness or Guodmess
[or Guinness | —de Oumeey’s “portable ecstary corked up in a2 pirﬂ.‘.—bu'cﬂu"
(Gonfeasiona, Everyman cditiom, p. 179].

It should be added that both of these mystical reductions finally boil down to
ﬂ::.-_-un:r thing (nathing), and this iv searcely surprising because they fimm' op-
{lm:lt_l: faces of a two-faced mistake. There @ an emential difference between the
cgitimate, cpistemblogical form of Topism and Holian, and their illegitimate,
mystical furmns. In the former there s 4 clear knowledize and scknowledgement of
the efrdtime itsclf—the mode of knowledge, the prounds of eonception, and how
thiese _IIE with recpect to the world, The it al [onns resemble dehisions 'of
dgnasis, "',“'-h overlooking of what they overlook. and denial that they deny: they
regresent incutable forms oF epistemolngical diseqss, Such deterionted epistemol:
agick—as Witlgemstein noted—ate Tike Tadders with totlen rongs; ome trics to

;j;i:d.u up to Troth' with their aid, but the ladder continually gives way hencath

15 Sec Appendix
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seene’™%; and, not least, in our present enthnsiasm for the dmg
L-DOPA. It is impossible to aveid the feeling that here, over
and above all legitimate enthusiasms, there is this special en-
thusiasm, this mysticism, of a magical sort.,"

We may now pass on to the “straight” story of L-DOPA, re-
membering the mystical thread which always winds throngh it.
Parkinson himself looked in vain for the “seat” or substmate of
Parkinsonism, although he tentatively located it in the “pith” of
the lower or medullary parts of the brain, Nor was there any real
suceess in defining the location and nature of the patholagical
process until a century after the publication of Parkinson's
“Essay.™ In 1917 von Economo described the finding of severe
damage to the su'_ﬁu;tanﬁa nigra (a nuclens in the midbrmin, con-
sisting of large pigmented cells) in a number of patients with
encephalitis lethargica who had shown severe Parkinsomion
symptoms. The following vear Greenfield, in England, and
pathologists elsewhere, were able to define similar, but milder,

16 William James (Varicties, pp. 304—5; see Appendix) suggests that ope of
the primary 1easons why people tutn to alcohol is to achieye 4 sense of mystic at-
oneness, o et o cﬁ:m:nml arid primal bliss; and that in this partlvmeta-
phivsical and partly-regressive nee it exemplifics the deeply-felt need for “mysta-
eoiue’ drugs; he gootés with approval the fliar maxim that “the best cure’ for
dipsomania is religonania.”

Ve see from history and anthropology that the cmving for mystomogued 3§
univend] and ancient, and that 7 wide knowledoe of mystigogues i possessed by
all rices, The use of mystagngiies, m the Tast cefitury, combituted o litemry
pastime fand at {imes 2 necosaty ), and was partand-parcel of the development
of the Romantic Imagitation. In our evwn contury, especially in the Jast twenty
years, the uie of mystanogues s again become widcspread and explicit, Huxley
taking mescal to “cleanse the doors of perception,” ind Leary promobing LSD as
a tsscramental” dmg, Here—is with T-DOPA—one sees the amalgamation of
genning necds. with mystical means, the mistaking of au imfinite, mectaphotical
symbol for a finite, ingestible drng.

1% An entertaining, instroctive yet pernicinits example of His cime toomy at-
tention whién g medical lettor of mine | “Incontifent nostalgia’ doe to L-DOPA”
Lancet, 27 Jime 1970, p. 1304) was released to the Press, and appeared in more
and more garbled and cxbmvagant veriions: one papes Fur into my mouth the
anzing claim thar 1 conld revive the dead by the nse of LDDOPA,

18 There had, in Fact, beon tentative parlier Iocilizations of & prescicnt sort, e
a famous cose, in the 18ges, m which the development of a" one-sided Parkin.
somivm was correlabed with the growth of 3 tuberculoma of one eoreleal pediinele;
several coses of wphilide discase of the nudbrmin. gaociated with Packsmonism,
ete. The organization of Parkinsontam, indeed, wis appreciated, baoth thedetically
anc p::u'ﬂr.&ﬂ_\', beforg the Ending of specific cell-damuge: thus bwo operitions for
Parkimsonism—cutting the posterior spinal rooks, snd escizing portigns of the
cerebral cortex—were performed, and found aschul, before 1910
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changes in these cells in patients who had had ordinary Parkin
son's disease, These findings, in company with other pathologi-
cal and physiological work, supgested the existence of a clearly.
defined system, linking the substantia nigra to other parts of the
brain: a system whose malfunctioning or destruction might
give rise to Parkinsonian symptoms, In Greenfield's words:

. . . A general survey has shown paralysis agifans in its classical
form to be a systemic degeneration of a special type affecting a
neuronal systern whose nodal point is the substantia nigra.

In 1920 the Vogts, with remarkable insight, suggested that this
anatomically- and functionally-distinct system, might correspond
with a chemically-distinct system, and that a specific treatment
for Parkinsonism, and related disorders, might become possible
if this hypothetical chemical substrate could be identified and
administered.

Studies should answer the question [they wrote], whether the
strintal system or parts of it do or do not possess a special disposi-
tion towards certain injuring agents . . . Such a positive or nega-
tive tendency to react can be assumed to be ultimately due to the
specific chemistry of the corresponding centre, The disclosure of
the existence of such specific chemistry represents, in turn, at Jeast
the frst step towards elucidation of its trme nature, thereby
initiating the development of a biochemical approach to treat-
ment , ., .

Thus, in the 1920s, there was not merely a vague notion of
“something missing” in Parkinsonian patients (such as Chareot
had entertained), but a clear path of research stretching out,
pointing towards a prospect of nltimate success.

The most astute clinical neurologists, however, had reserva-
tons about this; was there not structural damage in the sub-
stantia nigra, and perhaps elsewhere, damage to nerve-cells
and their connections? Could this be reversed? Would the ad-
ministration of the missing chemical substrate be sufficient, or
safe, given a marked degree of structural disorganization? Might
there not be some danger of overstimulating or overloading
such cells a5 were left? These reservations were expressed, with
great pungency, by Kinniar Wilson:
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Paralysis agitans seems at present an incurable malady par excel-
lence; the antidote to the “local death” of cell-fibre systems would
be the equally elsive “elixir of life” , . . It is worse than useless to
administer to the Parkmsonian any kind of nerve tonic to “whip
up” his decaying cells; rather must some form of readily assimila.
ble pabulum be sought, in the hope of supplying from without
what the cell itself cannot obtain from within.

Nenrochemistry, as a science, scarcely existed in the 19208,
and the project envisaged by the Vogts had to await its slow de-
velopment. The intermediate stages of this research form a fas-
cinating story in themselves, but will be omitted from considern-
tion here. Suffice it that in 1960 Homykiewicz, in Vienna, and
Barbean, in Moutreal, nsing different approaches, but almost
simultaneously, provided elear evidence that the affected parts of
the brain in Parkinsonian patients were defective in the nerve-
transmitter dopamine, and that the tmnsfer and metabolism of
dopamine in these areas was also disturbed. Tmmediate efforts
were made to replenish the brin-dopamine in Parkinsonian
patients by giving them the natural precursor of dopamine—
Laevodihydroxvphienylalanine, or L-DOPA (dopamine itself
could not pass into the brain). The results of these carly
thempeutic efforts were enconraging but inconclusive, and seven
more yvears of arduous research lad to be nndertaken, Early m
106=, Dr. Cotzias and his colleagues, in their now-classic paper,
were able to report a resounding therapeulic success in the treat-
ment of Parkinsonism, giving massive doses of LDOPA by
mouth.®

The impact of Dr. Cotzias’ work was immediate and astound-
ing in the neurological world, "I'he good news spread quickly. By
March 167, the pastencephalitic and Parkinsonian patients at
Mount Catmel had already heard of LDOPA: somae of them
were eaper to try ibab once; some had reservations and donhbts,
and wished tosee its effects on others before they tred it them-
selves: some UK[JIi‘ii‘iL‘f] toial mdifference: and some of course were
unable to signal any reackion.

The cost of L-DOPA in 156~ and 1968 wis exceedingly high

18 . Coteiad ot work wsed DEDOPA, p mixture of the biclogically-getive

LDOPA with its fnactive Ssumer D-DOPAL The separation of thise two lsomers,
in 1966=7, was not easily accomplivhed, and was exceedmgly costly,
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(more than £2000 a pound), and it was impossible for Mount
Carmel—a charity hospital, impoverished, unknown, unattached
to any university or foundation, beneath the notice of drug-firms,
industrial, or govermment spansors—to buy L-DOPA at this time,
Towards the end of 1968, the cost of LIDOPA started a sharp
dedline, and in March 1gfig it was first nsed at Mount Canmnel.
The cuses that follow are a sample of the stories of more than
200 patients to whom I administered L-DOPA during the next
three years.
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