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s DRIVE, AFFECT, THOUGHT AND PHYSIOLOGICAL EVENTS

This grant began het ist, 1961 and terminated March 31st, 1963. it supplied

part of the Principal dcleastigdeos”s ealary, hie secretary's and 50% of the stipend for

a biaenies Fellow, Several other investigators, supported from other sources, contribe

uted part of their time to the areas under inveetigation, During the two years’ tenure

of 604-5-430 the Principal Investigator pubiiehed seven full papers, eight brief essays,

such as book reviews and reports and gave three lectixves, se far unpublished, at important

medical centres. Some of these publications were already listed in Appendix A of the

Final Report made en June l3th, 1962, with respect to the previous grant, No. 604-5-65,

eatitled Sypathonedvenst Vunctfien in Mentel ZLinéss. They are Listed again here, as

thefr publication falls within the term of the preeeat grant, though work on many was

begun biniog the tenure éf the previous period of imam: In the research field, papers

represent an arbitrary division in the course of work which is continuous. At this time,

the Principal Imvestigator would like to draw attention to the statement made in the

Final Report of grant 604-565 regarding the functions of the Director of the unit with

widely divetatfied activities in both basic and applied research areas, such as the.one

of which he is Director, The activities and responsibilities of the head of such a unit,

while furthering research, impinge seriously on his time for personal investigation, so

that if he supplies some ideas, leadership, criticism and epeetanttan of endeavour, he

has to be content with limited time for his own research efforte. As Chairman of the

‘jsarenll Committee of tha Third World Congress of Psychiatry held in Montreal in June,

1961, and for the publication of the subsequent Proceedings, the Principal Investigator.

was involved in surveying and adjudicating psychiatric contributions which were worlde

wide. As a member of a Study Section of N.I.M.H., he enjoyed the privilege of asgociat-

ing with top flight psychiatric investigators and social scientists in reviewing research
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epfBeations from all. over the U.S.A. end abroad.

A review of the appended bibliography of the Principal Investigator for the yeare

1961-62 indicates his concern with various vexed issues, such as psychiatric research

and mood disorders, where there is as yet no unanimity as to definition of the most

appropriate techniques on the one head, er of concaptualization on the other, The

biolegical reets of paychiatry were also of particular concern and bid fair to add still

more to an understanding of sechaniems and the provision of predictable therapy. At the

same time, peychodynamic factors from the individual histery of each outta and the

contribution to the psycho-gocial milieu have to be weighed for the manner and extent

to which they contribute to the issues at stake.

Studies on preseure changes in the iuman of the gastre-intestinal tract by the open-

tip catheter method have been conducted by Dr. Paterfy, who derived $1800 towards his

salary frem 604-5-430 beangthd: In conjunction with Dr. Ivan Beck of the Division of

Gastroenterology of the Departesat of Medicine of the Royal Victeria Hospital, he has

msde detailed observations which have supplied data of che most basic value for subsequent

work using the telemetric capsule. The latter instrument will provide a technique for the

nonetraumatic study of gastro-intestinal variations in normal individuals and in a

with gastroeintestinal functional disorders. This is an area of considerable importance

to the Departments of Medicine, herein? and Paychiatcy. Technical difficulties have

prevented further progress with this inetrument during the past few months, because it

was found that the local radio and T.V. stations on Mount Royal emanate waves which inter-

fere with the recording from this sensitive instrument. Consequently, it has been

necessary to employ a thoroughly shielded room. This was found fn the Department of

Otolaryngology, but is only available in the evenings. In the new research building of
a

the Allan Memorial Institute, which is to open shortly, a suitable shielded room will be

available and Dr. Peterfy will be eble to condjct his pioneer investigations in a setting
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possible the earlier and easier detection of gastro-intestinal disorders which have

an emotional basis and therefore warrant better discrimination and more appropriate

therapy.

Basal Ganglion Disease.

Studies ef basal ganglion disease have continued. Se far, the biochemtcal tests

used have indicated that the Huatington’s Chorea cases do have changes in amine metabolism,

altheugh they are net as clear and stringent ae they are in Parkinsoniem,. Besides that,

it has been shown in three cases treated with Alphaemathyl-DOPA, Aldomst, that the drug

has a beneficial effect on the main neurclogical symptoms. The psychiatric syndrome,

however, seems to improve only if the deterioration has not reached a very low point.

In two of our cases, the psychopathology has shown a very questioneble amelicration: the

youngest patient, however, has markedly improved. These two findings have justified

further search for techniques for studying the bicchemical dieturbance in these patieate,

with the aim to make the postulated metabolic “errorTM more apparent and better defined.

A so-called “loading test was Sabina. This. means that the enzymatic functional etecle

which is regerded as easily disrupted should be “over-loaded” for a limited tiie cick

amines, to test its functional abilities te deal with them, 1-DOPA resp. d-DOPA have

been. given te the patients and im the consecutive 6 to 8 hours hourly urine collections

have been tested with regard to catecholamine excretion. The amine acide were firat

given by mouth, but, now that.we have acquired stable solutions, they are being given

intravenously. Control studies on healthy adults have been carried out first, to

establish the "normal" curves of excretion and the “normal” quantities of each fraction.

So far, we have had only one patient from the Huntington’s Chorea family fer investigation,

It ie fele that there are signs suggesting changes in the speed of excretion. We have

made arrangements to bring the same, intensely studied patients back to the khespital to
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Ss. them as te the long term etreatment effacts with Aldem
et, as well as to meke the

osding teste”. Only after a number of cases, have been examined will we b
e able to

guamar ize the findings and give them che interpretation which 
will bring us ecleser to

the enigma of Huntington’s Chorea.

A summary of the psychiatric observations is in the course of preparation.
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Cleghorn, R. A. and Pivnicki, D ~ 8,

Psychodynamic aspects of altered proprioception..and motility in Parkinson's disease.

Presented at the Symposium on the Extra-pyramidal System and Neuroleptics.

Revue Canadienne de Biologie, 20, 643, 1961, and Systeme Extra-Pyramidal et

Neuroleptiques, Ed. Jean-Marc Bordeleau, 547, 1961.

Cleghorn, R. A.

Hazards and hindrances in psychiatric research.

Canad. Med. Assn. J., 84, 834, 1961.

Cleghorn, R. A.

A comparison of the historical roots and developments in medicine and psychiatry

as they affect research.

Canad. Med. Assn. J., 85, 18, 1961.

Cleghorn, R. A.

The expanding vista in psychiatric research and thought, .

Academic lecture presented at the 13th Mental Hospital Institute, Omaha, Nebraska.

Published by the A.P.A. Mental Hospital Service, January, 1962.

Pivnicki, D. and Cleghorn, R. A.
Pathophysiological manifestations of mood disorders.

Presented at Conference on Co-Existant Anxiety and Depression, June, 1961.

Canad. Psychiat. Assn. J., (Special Supplement), S4-10, 1962.

Cleghorn, R. A.

Psychoendocrinology.

Panel discussion on psychoendocrinology. Third World Congress of Psychiatry,

held at Montreal, June, 1961.

Canad, Psychiat. Assn. J., 8, 12-13, 1963.

Cleghorn, R. A.

Hormones and Humours. .

Presented at the International Congress on Hormonal Steroids, Milan, Italy, 2.

May, 1962. .

In "International Congress on Hormonal Steroids"! Ed. L. Martini and A. Pecile,

Academic Press, 1963 (in press).

Book Reviews, Reports and a Preface Published

Cleghorn, R. A.

Book Review: "The Chemical Basis of Clinical Psychiatry" by A. Hoffer and

H, Osmond. Charles C. Thomas, 1960.

Canad. Psychiat. Assn. J., 6, 236, 1961.

Cleghorn, R. A.

Book Review: "The Historical Development of British Psychiatry" by Denis Leigh.

| Pergamon Press, 1961.

Medical Services J. of Canada, 18, 331-332, 1962. 004363
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* Cleghorn, R. A.

Book Review: "The Future of Psychiatry". Eds. Paul H. Hoch and Joseph Zubin.

Grune & Stratton, 1962.

Canad. Med. Assn. J.

Cleghorn, R. A.

Book Review: "Roots of Behaviour", Ed, Eugene E. Bliss. Harper & Bros., New York, 1962.

Amer, J. Psychiat. (In press.) ,

Cleghorn, R. A.

Book Review: "Biosocial Factors in Mental Illness" by James K. Feibleman.

C. C. Thomas, Springfield, 1962.

Perspectives in Biol. and Med., 1963. (In press.)

Cleghorn, R. A. Q

Book Review: "Psychosomatic Medicine: The First Hahnemann Symposium", Eds. J. H.

Nodine and J. H. Moyer. 8B. Febiger, Philadelphia, 1962.

Psychosomatic Medicine. (In press.)

Canad. Med. Assn. J., 88, 1048, 1963.

Cleghorn, R. A.

Third World Congress of Psychiatry.

Canad, Med. Assn. J., 85, 505, 1961.

Cleghorn, R. A.

Third World Congress of Psychiatry.

Amer. J. Psychiat., 118, 364, 1961.

Cleghorn, R. A.

Preface to "Biochemistry of Mental Disease" by T. L. Sourkes, Ph.D.

Paul B. Hoeber Inc., New York, 1962.

Oral Communications

. Cleghorn, R. A.

The elusive humor.

° Presented at Research Conference at the Henry Phipps Psychiatric Clinic, Johns

Hopkins Hospital, Baltimore, November, 1961. (Not published.)

‘Cleghorn, R. A.
Hormonal studies in a psychiatric institute.

Presented at the Medical University, Pécs, Hungary, May, 1962.

Cleghorn, R. A.
Some biological roots of behaviour.

Lecture to Iowa Psychiatric Society, October, 1962. (Not published.)
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eo - DREVE, APFECT, THOUGHT AND PHYSIOLOGICAL EVENTS.

The study of peyehiatric and biochemical changes in individuals with basal gangifon

disease bas been extended to cases of Huatingten’s Chorea. This was done because it

became increasingly difficult to get suitable cases of Parkinson’s disease for study and

im view of the emergence of a rare opportunity to favestigate a large number of individuals

with Huntington’s Chorea from a small comuunity in Quebec. The research thus dewiauad

from the original plan stated in 5(a) and (b) of the original submission, but it is hoped

to weturn later te a more direct attack on the topic envisaged in the title of that

project.

So far, biochemical studies of Huatington’s Chorea have been carried out on eight

persons, with intensive work on three, The aim of the work is two-fold: (1) to determine

whether there is a bicchemical defect in amine metabolism, as already demonstrated in

this laboratozy for Parkinsonism; and (2) whether any of the symptoms of the disease can

be £avourably medified by bicchemical means. To achieve the first aim, five different

specific amines or products of amines have been measured in a total of 24 urines from

patients with Huntington’s Chorea. These compounds are dopamine, dihydroxyphenylacetic

acid, noradrenaline, adrenaline, and 5-hydroxyindoleacetic acid. A procedure is being

worked out now for a sixth compound, homovanillic acid. At the same time, the methods

are being applied to urines of normal persons, so that suitable comparisons can be made.

The second aim, the testing of symptom alleviation by a biochemical approach, has

been tested on chorefc inepatients at the Allan Memorial Institute. Various amino acids

were administered by mouth in eoacitts trials. The amino acids being used are dopa and

5-hydroxytryptophan, both precursors of specific amines in the body. Clinical appraisal

of the patient following ingestion of the amino acid is made and, independently,
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biochemical analyses. Bwo points are of interest: (1) Because some of the amino acid

gets into the brain, producing its amine there, specific changes in the clinical picture

are being watched for, even af fleeting (corresponding to the brief life of the

adointstered material in the body). (2) Again, by comparison of the results of these

biochemical testes with those found ta normal persons, it may be possible to determine

whether the patient with Huntington's Chorea metabolizes the amino acid or its products

abnormally. We have already obtained some evidence in this laboratory for a defective

conversion of dopa to dopamine in Parkinsonism.

fhe present results do net permit any generalisation about biochemical factors in

Huntington's Chores, but there are sufficient discrepancies in the analyses from normal

to warrant continuing and expanding the pilot endeavour into a more sustained

investigatioa.

Publications.

Pivaicki, D. and Cleghorn, R. A.

“Pathophysiological Manifestations of Mood Disorders.” Can. Psychiat. Assoc. J., 7,

$4-$10, 1962.

Cleghorn, B.A.

“Hormones and Humors.” Given at Milen at the International Congress on Hormonal Steroids,

to be published by Academic Press.

Sourkes, T. L.

“Biochemistry of Mental Disease.” Harper and Row, New York, 402 pp., 1962.

Seurkes, ToL.

"Biochemistry of catecholamines.” Chapter 23 in Neurochemistry, edited by Ellfett, Page

and Quastel, second edition. C, C. Thomas, Springfield, I11., 1962. In press.

Sourkes, fT. Lo

“Biochemical abnormalities in mental diseases." Chapter 41 in Neurochemistry, edited by

Elliott, Page and Quastel, second edition. C. C. Thomas, Springfield, I1l., 1962. In press.

Wiseman-Distler, M, H. and Sourkes, T. be

"The role of riboflavin im monoamine oxidase activity." Canad. J. Biochem. Physiol.In press.

Sourkes, T. L., Demton, R. L., Murphy, G. F., Chavex, B. and St. Cyr, S.

"The excretion of dopamine and dihydroxyphenylacetic acid in neuroblastoma.” Pedia 94367

_ Aa press.
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e : DREVE, AFFECT, THOUGHT AND PHYSTOLOGICAL EVENTS.

The study of psychiatric and biochemical changes in individuals with basal ganglion

disease has been extended to cases of Huntington’s Chorea. This was done because it

became increasingly difficult to get suitable cases of Parkingon’s disease for study and

in view of the emergence of a rare oppor tunity to investigate a large number of inétvidasis

with Huntington’s Chorea from a whit cteiani ty in Quebec. The tinal thus deviated

from the original plan etated in S({a) and (b) of the original submission, but it is hoped

to return later te a more direct attack on the tepic envisaged in the title of that

project.

So far, biochemical studies cof Huntington’s Chorea have been carried out on eight

persons, with intensive work on three, The aim of the work is two-fold: (1) to determine

whether there is a biechemical defect in amine metabolism, as already demonstrated in

this laboratory for Parkinsonism; and (2) whether any of the symptoms of the disease can

be favourably modified by biochemical means. To achieve the first aim, five different

specific amines or products of amines have been measured in a total of 24 urines from

patients with Huntington’s Chorea. These compounds are dopamine, dihydroxyphenylacetic

acid, noradrenaline, adrenaline, and 5-hydroxyindoleacetic acid. A procedure is being

worked out now for a sixth compound, homovanillic acid. At the same time, the methods

are being applied to urines of normal persons, so that suitable comparisons can be made.

The second aim, the testing of symptom alleviation by a biechemical approach, has

been tested on chorefic in-patients at the Allan fteaseiai Institute. Various amino acids

were administered by mouth in seieebRie trials. The amino acids being used are dopa and

5-hydroxytryptophan, both precursors of specific amines in the body. Clinical appraisal

of the patient following ingestion of the amino acid is made and, independently,

ov.004369
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. biochemical analyses. Two points are of interest: (1) Because some of the amino acid
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gets into the brain, producing its amine there, specific changes in the clinical picture

are being watched fer, even if fleeting {corresponding to the brief life of the

administered materiel in the body). (2) Again, by comparison of the reeults of these

biochemical tests with those found in normal persons, it may be possible to determine

whether the patient with Huntington’ s Chorea metabolizes the amino acid or its products

abnormally. We have already obtained some evidence in this laboratory for a defective

conversion of dopa to dopamine in Parkinsonism.

fhe present results do not permit any generalisation about biochemical factors in

Huntington's Chores, but there are sufficient discrepancies in the analyses from normal

to warrant continuing and expanding the pilot endeavour into a more sustained

investigation.

Publications.

Pivnicki, D. and Cleghorn, R. A.

“Pathophysiological Manifestatione of Mood Disorders." Can. Psychiat. Assoc. J., 7,

$4-$10, 1962.

Cleghorn, R.A.

“Hormones and Humors.” Given et Milan at the International Congress on Hormonal Steroids,

to be published by Academic Presse.

Seurkes, T. L.

“Biochemistry of Mental Disease." Harper and Row, New York, 402 pp., 1962.

Seurkes, Tol.

"Biochemistry of catecholamines." Chapter 23 in Neurochemistry, edited by Ellfott, Page

and Quastel, second edition. C, C. Thomas, Springfield, I11., 1962. In press.

Sourkes, T. L.

“Biochemical abnormalities in mental diseases." Chapter 41 in Neurochemistry, edited by

Elliott, Page and Quastel, second edition, C. C. Thomas, Springfield, I11., 1962. in press.

Wiseman-Distler, M. H. and Sourkes, T. L. .

“The role of riboflavin im monoamine oxidase activity.” Canad. J. Biochem. Physiol.In press.

Sourkes, T. L., Denton, R. L., Murphy, G. F., Chavex, B. and St. Cyr, S.

“fhe excretion of dopamine and dihydroxyphenylacetic acid in neuroblastoma." Pedia 04370
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The study of psychiatric and bicchemical changes in individuals with basal ganglion

disease has been extended to cases of Huntington’s Chorea. This was done because it

became increasingly difficult to get suitable cases of Parkinson's disease for study and

in view ef the emergence of a rare opportunity to investigate a large number of individuals

with Huntingten’s Chorea from a small community im Quebec. The research thus deviated

from the original plan stated in 5(a) and (b) of the original submission, but it is hoped

to veturn later to a more direct attack on the tepic envisaged in the title of that

project.

So far, biochemical studies of Huntington’s Chorea have been carried out on eight

persons, with intensive work on three, The aim of the work is twoefold: (1) to determine

whether there is a biechemical defect in amine metabolism, as already demonstrated in

this laboratory for Parkinsonism; and (2) whether any of the symptoms of the disease can

be favourably modified by biochemical means. ‘To achieve the first aim, five different

specific amines or products of amines have been measured in a total of 24 urines from

patients with Huntington’s Chorea. These compounds are dopamine, dihydroxyphenylacetic

acid, noradrenaline, adrenaline, and S-hydroxyindoleacetic acid. A procedure is being

worked out now for a sixth compound, homovanillic acid. At the same time, the methods

are being applied to urines of nermal persons, so that suitable comparisons can be made.

The second aim, the testing of symptom alleviation by a biochemical approach, has

been tested on choreic in-patients at the Allan ‘adaaeis Institute. Various amino acids

were administered by mouth in seaety trials. The amino acids being used are dopa and

5-hydroxytryptophan, both precursors of specific amines in the body. Clinical appraisal

of the patient following ingestion of the amino acid is made and, independently,

oy(004372
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biochemical analyses. ‘Two points are of interest: (1) Because some of the amino acid

2

gets into the brain, producing its amine there, specific changes in the clinical picture

are being watched for, even if fleeting {corresponding to the brief life of the

administered material ty the body). (2) Again, by comparison of the results of these

biochemical tests with those Sie in normal persons, it may be possible to determine

whether the patient with Huntington's Chorea metabolizes the amino acid or its products

abnormally. We have already obtained’ some evidence in this laboratory for a defective

conversion of dopa to dopamine in Parkinsoniem.

fhe present results do not permit any generalisation about biochemical factors in

Huntington's Chorea, but there are sufficient discrepancies in the analyses from normal

to warrant continuing and expanding the pilot endeavour into c more sustained

investigation.

Publications.

Pivnicki, D. and Cleghorn, R. A.

“Pathophysiological Manifestations of Mood Disorders." Can. Psychiat. Assoc. J., 7,

$4-810, 1962.

Cleghorn, B.A.

“Hormones and Humors.” Given at Milan at the International Congress on Hormonal Steroids,

to be published by Academic Frese.

Sourkes, T. L.

“Biochemistry of Mental Disease." Harper and Row, New York, 402 pp., 1962.

Sourkes, TL. .

"Biochemistry of catecholamines.” Chapter 23 in Neurochemistry, edited by Elliott, Page

and Quastel, second edition. C, C. Thomas, Springfield, I11., 1962. In press.

Sourkes, fT. Lo

“Biochemical abnormalities in mental diseases." Chapter 41 in Neurochemistry, edited by

Elliott, Page and Quastel, second edition. C. C. Thomas, Springfield, I11., 1962. in press.

Wiseman-Distler, M. H. and Sourkes, T. L.

“fhe role of riboflavin in monoamine oxidase activity.” Canad. J. Biochem. Physiol.In press.

Sourkes, T. L., Benton, R. L., Murphy, G. F., Chavex, B. and St. Cyr, S.

“fhe excretion of dopamine and dihydroxyphenylacetic acid in neuroblastoma." Pedia004373

Xa press.
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