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Foreword


by Robert N, Butler, M.D.


AGING HAS LONG BEEN MISTAKENLY EQUATED with disease and an inevitable downhill pattern in both physical and mental functioning. Nowhere is this more evident than in the treatment—or rather lack of treatment—of mental impairment in the elderly.


 It is currently estimated that between 500,000 and 1.5 million persons suffer from the more serious and irreversible forms of senile dementia. Approximately 50 percent of all nursing home residents have some degree of mental impairment, with Alzheimer’s disease being a major reason for admissions to nursing homes. Given that few trends are as evident or predictable as the aging of the American population, those responsible for scientific research and service delivery are facing a series of challenges. A key element in our preparation for the future and for large numbers of persons surviving into old age must be research aimed at increasing our knowledge of the causes and the biological and behavioral mechanisms at work in senile dementia. Such research would improve our ability to treat and control these devastating conditions which take their toll primarily in the elderly population, and perhaps eventually to prevent these diseases altogether.


The insidious onset and progressive development of conditions such as senile dementia demand that we study disease in old age as a developmental process and not merely as an isolated acute event. In research this calls for multidisciplinary studies such as those supported under the broad mandate of the National Institute on Aging. The legislation which established the NIA called for the “conduct and support of biomedical, social, and behavioral research and training related to the aging process and the diseases and other special problems and needs of the aged.”


Since the creation of the NIA in 1974, there have been a number of efforts throughout the federal government to sponsor research on senile dementia. Most recently, the Institute coordinated a health research initiative on Alzheimer’s disease and the dementias of aging. This initiative represents the individual and cooperative activities of the NIA, the National Institute of Neurological and Communicative Disorders and Stroke, the National Institute of Mental Health, the National Institute of Allergy and Infectious Diseases, and the National Institute for Occupational Safety and Health.


The changing demographic profile of the American population also requires that we properly train students in all areas of the health professions to provide sensitive care and effective treatment for the patients they will be serving. Fortunately, health care professionals are beginning to respond to the realities of practice by demanding information on the special needs and problems of elderly patients. Through mechanisms like the NIA Geriatric Medicine Academic Award, a number of medical schools are incorporating geriatrics into their curricula and practical training experiences. Still, physicians, and particularly psychiatrists, too often fail to see the older person as a candidate for successful treatment. There need to be major reforms in all medical schools, with the strong support of departments of psychiatry. We need to introduce and to require human development courses which cover all stages of life from birth until death, and to develop psychiatric residency programs which include experiences with older patients in all major diagnostic categories.


With regard to treatment, the chronic and complex nature of senile dementia requires that we make use of the best available knowledge in the fields of internal medicine, neurology, psychiatry, epidemiology, radiology, psychology, geriatric medicine, general medicine, and pharmacology. More sensitive and reliable techniques are needed for the diagnosis of Alzheimer’s disease and to identify persons with treatable forms of mental impairment. In particular, there is a need for the development of more sophisticated psychological tests to parallel the remarkable advances in our ability to depict the structure and function of the brain in a noninvasive manner.


In A Guide to Alzheimer’s Disease, Dr. Reisberg ably describes the historical developments which have revolutionized our thinking with regard to mental impairment in old age, as well as current methods for diagnosis and treatment. He also reviews the fast-breaking and exciting research advances in the fields of neuropathology, biochemistry, endocrinology, immunology, virology, toxicology, and genetics, which are opening the way to an understanding of the causes and mechanisms of Alzheimer’s disease. It may be that no one of the current research leads will give us the means to prevent Alzheimer’s disease. But at the very least, the growing interest in research on the dementias of age gives hope that an effective treatment will eventually be found.
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Chapter 1
The Rediscovery of Senile Brain Failure


BRAIN FAILURE, LIKE OLD AGE, is a condition which mankind has always reluctantly recognized and always accepted—with resignation. So closely have people associated the loss of intellectual functioning with normal aging that they have not always found it necessary to have different words for the two conditions. Indeed one word is currently used to refer to the two states of aging and loss of intellect; “senility.”’ The 1975 unabridged second edition of Webster’s New Twentieth Century Dictionary defines senility as:


“old age”


“weakness”


“the characteristics of old age”1


“infirmity of mind and body”’


Old age is certainly not synonymous with loss of intellectual functioning. Indeed, we now know that many people enter their seventh, eighth, and ninth decades with no measurable decline in their intellectual functioning from that in their youth or their middle age.2 Conversely, some persons undergo intellectual decline in their fifth or sixth decade. When this early intellectual decline does occur, it is not accompanied by the other changes which all of us associate with aging. The skin retains the firmness and resilience of middle age. Arthritis, with its characteristic effects on posture and on facility of movement, is no more likely to occur. Nor are the sensory changes which we know to be increasingly frequent as people age more likely to become manifest at an earlier age if brain failure occurs unusually early in life. Persons with early onset of brain failure, or “presenile dementia,” as it is called, are no more likely to develop cataracts or loss of auditory acuity than other persons their own age. Indeed, changes in many bodily functions are more closely related to chronological aging than the intellectual changes which we associate with being senile.3


In one sense the intellectual decline, or “dementia,” which we associate with senility is related to old age. The incidence of the intellectual deterioration does appear to increase steadily with age from the fifth decade to the ninth decade, and perhaps even beyond the ninth decade of life.2 However, progressively increasing incidence with age is also associated with many other “normal” physical processes as well as with certain other pathological processes. For example, in men the prostate gland surrounding the urethra enlarges progressively with aging.4 Analogously, the incidence of cancer of the large intestine increases with each decade of life in American men.5 For men, we are less justified in declaring intellectual decline synonymous with old age than we are in making benign prostatic hypertrophy synonymous with old age.


Associating intellectual decline with “weakness” also obscures the true nature of senile and presenile dementia. There is no occurrence of physical weakness or debility in the sense of a loss of physical strength associated with the condition. Nonetheless, there is a form of weakness which occurs in brain failure, in that increased fatigue occurs in some persons with the condition. Even more important is the intellectual weakness which occurs in persons with severe brain failure. This intellectual weakness is best described by coining a new phrase to identify the symptoms, “cognitive abulia.” “Abulia” is psychiatric terminology for “a loss or marked diminution of the will power.”6Cognitive abulia is a form of intellectual weakness which commonly occurs in severe brain failure. Essentially, sufferers from it are incapable of maintaining a new thought or idea long enough to act upon it effectively. Hence they can’t carry out or follow through on their decisions. This results in a form of intellectual weakness which is distinct from physical debility or loss of strength.


Brain failure, or age-associated loss of intellect, also needs to be distinguished from “infirmity of mind and body,” Numerous mental disorders entirely unrelated to senility can be called, with equal justification, “infirmities of the mind.” Schizophrenia, mania, depression, and alcohol intoxication are but a few examples of other “infirmities of the mind.” Furthermore, neither brain failure nor any of the preceding examples are truly “infirmities of the mind and body.” That phrase would more appropriately be applied to conditions that, like syphilis, truly affect both the brain and other organs.


The definition of senility found in Webster’s would clearly appear to be inadequate to describe the condition which is the concern of this volume. The moment people identify a condition or a concept which they consider in any way significant, they give that concept a name. The condition which we shall be discussing in this book afflicts more than 1 million Americans (the very lowest estimate), and has been described as the fourth or fifth leading cause of death in the United States.2, 3 Yet among the several hundred thousand entries in the new Webster’s there is no word which adequately describes this condition.


It is difficult to discuss a condition for which no word exists. Indeed, it is very easy for people to completely ignore or deny a condition which they do not even have a word for. Nevertheless, the illness we shall be discussing is not only widespread, it is increasing at a genuinely epidemic rate as the average longevity of peoples throughout the world increases. For convenience, throughout this book when we use the term “senility,” we shall be using it in the very narrow sense of “an infirmity of the mind,” and more precisely, “a specific type of infirmity of the mind which is frequently associated with aging.” Using the word in this sense, the United States government recently released statistics which showed that senility afflicts 58 percent of the more than 1 million Americans in nursing homes, making it, according to the government health survey, the most common chronic illness to strike them.*4 Of course, removing sufferers from the community and confining them to institutions makes it much easier for the community to ignore that condition. Indeed, not only are senile persons an absolute majority among residents of nursing homes, but vast numbers are confined within other chronic institutions such as mental hospitals. State mental hospitals and veterans hospitals in particular often have a large proportion of senile patients. One source states that of the patients in state and county mental hospitals over the age of 65, more than half have the diagnosis of “senile dementia.”5 Despite these dramatic statistics, it is thought that at least half of moderately to severely impaired senile individuals remain within the community and either care for themselves as best they can or, more frequently, are assisted by their spouses, siblings, children, or other relatives. But man’s capacity for denial of that which he would prefer not to face is such that one of the few books written for the general reader dealing specifically with this condition gainsays the threat, the magnitude, and even the present existence of senility. “… for the first time since man appeared on this planet, the terrifying shadow of the madness that man has learned to call senility has been lifted. At long last we can truly speak of the end of senility, and of the obsolescence, as well of ’old age’ as we have always known it.”6


How then do we explain all those people in the nursing homes and other institutions?


In the past two decades, medical scientists have ceased to ignore this area and have begun to make some progress in learning about and treating senility. It is this progress—the realistic achievements and the hope and future directions—which will be the major concern of this book.


Historically physicians have most frequently classified the syndrome of brain failure, which they frequently observed in their middle-aged and particularly in their elderly patients, as a “dementia,” that is, a kind of “general mental ’deterioration.’ “7 Specifically, it has been referred to as “senile type dementia” when it has occurred in people over a certain age, generally 65 or older. This condition was described by Esquirol in 1838 in a French textbook of psychiatry in terms with which modern psychiatrists would not quarrel.8 Esquirol described “démence senile” as an illness in which there occurs a weakening of the memory for recent experiences and a loss of drive and willpower. The condition appears gradually and may be accompanied by emotional disturbances, he stated accurately. In 1906 Alois Alzheimer described a similar condition with the same symptoms developing in persons under the age of 65, a condition which has been named for him as “Alzheimer’s disease.” Another form of dementia generally occurring before the age of 65 and also with very similar symptoms was described by Arnold Pick in 1892 and came to be known as “Pick’s disease.” Together, Alzheimer’s disease and the much less frequent disease described by Pick have come to be recognized as the “presenile dementias.”


Much of medical science and practice is an arcane and scholarly discipline. Consequently, it is common for exceedingly rare and unusual conditions to receive as much attention in the medical literature and in medical research as much more frequently observed maladies. Fortunately, this approach, although certainly not the most sensible, often eventually yields dividends when the unusual conditions are found to tell us something useful about the more mundane illnesses. Nowhere is this process more evident than in the area of dementia. As we shall see later, one of the greatest breakthroughs in this field was made in a disease area which was so rare that cases had to be collected from all over the world, and the researchers, who eventually received a Nobel Prize in recognition of their discovery, published a public acknowledgment of every physician around the world who was kind enough to contribute a case.9


A similar process has occurred with regard to scientific interest in and investigation of what doctors called the senile and the presenile dementias. Dementia, occurring in the “senium,” that is, the period after age 65, is of course very common. Although physicians have not been as negligent as laymen in that at least physicians have always had a word for this disorder, they have until very recently done very little more than name it. Once the diagnosis of senile dementia was made, neither clinicians nor researchers devoted much more time, effort, or thought to the condition. No doubt this lack of interest was merely one aspect of physicians’ historic relative lack of knowledge of, interest in, and hope in the treatment of aging-related illness in general, which in turn was a product of societal prejudices against aged people in general.10 The conditions of the “presenium,” on the other hand, although uncommon, received at least as much interest and attention as the much more frequent later-onset condition. Because of this lack of proportion, a large amount of information has accumulated on Alzheimer’s disease, which fortunately, as we shall see, tells us a great deal about senility.


A measure of the scientific neglect which senility has received until very recently can be obtained by reference to the standard medical texts. Among the medical disciplines, senile dementia has fallen primarily within the province of the specialties of psychiatry and neurology.


The standard American psychiatric text of the late 60s and early 70s is a huge tome comprising 1,666 pages. Only one-half of one of these pages is devoted to senile dementia, Alzheimer’s disease, and Pick’s disease combined.11 The standard American neurology textbook from a later period, published in 1973, finds no space at all in its 841 pages for senile dementia, other than to mention its existence.12 Indicative of the trend described above, however, we here find fully four pages of text and references on the presenile dementias. Between 1973 and 1975 a very fortuitous and important change occurred in medical thought. The 1975 edition of the standard psychiatric textbook (an even more massive compilation, this time comprising two volumes and 2,609 pages) finds two pages for senile dementia, which, however, are put under the heading “Senile Dementia (Alzheimer’s Disease). ”13 What good fortune for physicians and scientists studying senility. Suddenly the relatively rare Alzheimer’s disease, about which relatively so much information has accumulated, is being identified as the same entity as senile dementia.


Of course textbooks necessarily lag somewhat behind the vanguard of current research and thought. It has recently been proposed that the term “brain failure” replace “senile dementia” and “senility.” “Progressive idiopathic dementia” and “primary degenerative dementia” are more descriptive terms. The latter has become the official terminology in the American diagnostic nomenclature.14 Currently the various terms are used synonymously by scientists and medical researchers. In the remainder of this book we will follow this procedure and use the various terms interchangeably. Alzheimer’s disease is not synonymous with senility as implied in that recent psychiatric text. It is, however, now thought to be the most important contributor to the syndrome*in a majority of senile people.


What finally got scientists and medical researchers to pay serious attention to senility? We have already mentioned the serendipitous finding that it had something to do with Alzheimer’s disease, so that scientists were provided with a ready-made, previously painstakingly acquired body of knowledge regarding the condition. However, as is always true in scientific endeavor, social, economic, political, historical, and technological forces have contributed importantly to our newfound insight.


Although scientific and technological progress has not altered the human “lifespan,” that is, the maximum age to which people can aspire to live, it has reduced many of the maladies which formerly struck down people in their youth or in middle age. The result has been that an increasingly greater proportion of the population is reaching old age.


This trend is of relatively recent origin. The human population has increased with increasing rapidity since about 1750. National registries of vital statistics provide concordant information from Sweden beginning in 1749, from France beginning in 1800, from England and Wales beginning in 1838, and from Ireland beginning in 1871. Birth rates have fallen fairly steadily, and, allowing for net migrations, the populations of Western nations have grown in spite of lower birth rates. For example, the population of England and Wales tripled between 1700 and 1851, and has very nearly tripled since then. The direct cause of the rise in population is the decline in mortality. Most of the decline has been due to the reduction of the effects of infectious disease. Until about 1900, there appears to have been no decrease in infant mortality or in mortality among those over 45. The increase in life expectancy appears to have come through the steady reduction at just those ages where mortality was naturally lowest, the years from 2 to 45. Since 1900, man has slowly succeeded in reducing mortality among those over 45 as well.15 In 1900 only 4 percent of the population of the United States was over the age of 65. In the 1970 census, this proportion had grown to 10 percent of the population. There are now more than 10 million Americans over 73 years of age, and 1 million have reached the age of 85. Dr. Robert N. Butler has dramatized the political significance of this demographic shift: “Older people constitute 10 percent of the population, but they represent 15 percent of eligible voters. In addition, they have a better voting record than do almost any other age group. Ninety percent are registered to vote and over 65 percent of these vote regularly.”16


One result of the political and medical fallout from the increased number of aged persons was that a White House conference on aging, held in 1967, eventually led to the establishment of a National Institute of Aging within the National Institutes of Health. Dr. Butler, a psychiatrist, was appointed the first director of the new National Institute of Aging. From this source and from others, also of recent origin, have come funds, which are for the first time being made readily available for research into the age-related illnesses.


A number of recent technological innovations either have stimulated interest in and research into senility or promise to contribute in important ways to our understanding of the condition within the next few years. An example of the former is the hyperbaric (increased pressure) chamber. This device can be used to immerse a person in atmospheric or other gases at increased pressures. It is commonly used to repressurize deep-sea divers who have ascended too rapidly to prevent them from developing “the bends,” Knowing that the brains of senile persons utilize less oxygen than those of nonsenile people of the same age, researchers reasoned that supplying the brain with increased amounts of oxygen under increased pressure might reverse the condition. The initial scientific report on this treatment was very favorable and appeared in the New England Journal of Medicine, a very widely read and prestigious medical journal.17 It resulted in widespread investigation of this treatment and greatly increased interest in senility. If the treatment was to be accepted as effective, then scientists had to develop measures which could be used to prove or disprove its efficacy. A wide variety of such measures were indeed developed, some of which will be described subsequently. The controversy over the true value of hyperbaric treatment in senility lasted for most of a decade and resulted in the establishment of subgroups within the major psychiatric research centers which developed particular expertise in the evaluation and treatment of senility. One such subgroup became the Geriatric Study Program at the Millhauser Laboratories of the New York University Medical Center. Similar groups developed in Boston, Houston, and a few other centers. My associates in New York, in collaboration with researchers at the National Institute of Mental Health, eventually performed the definitive study which demonstrated that hyperbaric treatment was not of significant value in the treatment of senility.18 This study was published in January 1978, by which time a very large amount of information about brain failure had accumulated.


Another technological breakthrough is our recently developed ability to measure the flow of blood through the brain. This technique and related, even more sophisticated measures promise to genuinely increase our understanding of the effects of aging and senility on the brain.


The average blood flow in the human brain was first determined in 1944 by Seymour S. Kety, a psychiatrist who has become famous for his research into this and other areas. His technique has since been improved upon to such an extent that it is now possible to measure the amount of blood flowing through different areas of the brain and to observe changes in blood flow depending upon the tasks with which the mind is occupied,19 Hence we can now tell to which areas of the brain the blood flows when we are sleeping and to which areas of the brain blood tends to go when we are awake. Even more significantly, it has been found that when we hear sounds, the blood tends to go to areas of the brain which are known to be “hearing centers,” and when we open our eyes, blood flow increases to “visual centers” of the brain. Since the blood flow in the brain is shifted to those areas where it is most needed, by measuring blood flow, we can tell which areas of the brain are healthy and working and which are weakened or dead.


In senile people parts of the brain often decay (the technical word for this is “atrophy”). Other parts of the brain function with varying degrees of effectiveness. The location of areas of weakening or decay in the brain can tell physicians something about what the cause or causes of the brain failure are, and which treatment or treatments would be most useful. On the other hand, the effectiveness of a new treatment can be more sensitively determined by finding whether it increases blood flow to certain brain areas, as well as to the brain as a whole. Several kinds of drugs which have been found to cause an increase in the blood flow to the brain are currently being investigated in the treatment of senility, and at least some of those compounds appear particularly promising at this time.


In collaboration with scientists at the Brookhaven National Laboratories and with other scientists at the New York University Medical Center, we at the Geriatric Study Program are currently developing new methods for distinguishing healthy areas of the brain from decayed areas. One such method measures the health and functioning of an area by the amount of sugar it uses for energy. Dead tissue, of course, uses no sugar, and active brain tissue requires more sugar for its actions than weakened brain tissue. Another method which we are investigating uses a computer to give us even more information about the flow of blood to different areas of the brain.


Computers have already revolutionized the kinds of X-ray pictures we can take of the brain. Conventional X-rays, the kind that doctors use to tell whether a bone is broken, only give us pictures of “hard tissues,” such as bones and teeth. A conventional X-ray does not show the brain at all, only the skull. By injecting radioactive substances into the blood circulation, doctors became able to take pictures of the brain itself. In the 1970s this technique was improved enormously by using a computer to “reconstruct” pictures of the brain based upon the flow of radioactive substances through the tissues of the brain. This new method, which is both simple and safe, is called “computerized axial tomographic scanning” or “CAT scans” for short. CAT scans are currently being done at more than 1,000 centers around the world. By looking at a CAT scan, a doctor can tell which areas of the brain have decayed and whether certain serious conditions are present which may account for the decay. Researchers are currently relating these pictures of brain decay to the amount and kinds of memory loss and thinking impairment which senile people experience. The pictures are being used to improve our diagnosis of the specific causes of brain failure and to improve our predictions regarding its long-term outlook.


History, politics, science, and technology have converged to bring about a new discovery of senility in the last half of the twentieth century. Out of this discovery has come a burgeoning of knowledge and of hope. What follows is a description of that knowledge and of our realistic hopes and expectations for the successful treatment of senile dementia in the near future.
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Chapter 2
Plaques and Tangles: Understanding Alzheimer’s Disease


LAYMEN AND INDEED MOST PHYSICIANS still think of “hardening of the arteries,” or arteriosclerosis, as being responsible for most instances of senility. The popular image is of blood vessels which become progressively narrowed from fatty deposits. As the vessels of the brain become strangulated and sclerosed, less and less blood is able to reach the brain and provide the nourishment necessary for optimal functioning. Behavioral deterioration is thought to result from these circulatory changes. First, a person may begin to forget things. Later, the lack of blood and oxygen may cause the person to become entirely demented. Often the narrowing of the blood vessels is thought to result in strokes and, ultimately, in death. In the words of a modern textbook of pathology, “ischemic damage to the heart, brain and kidneys, caused by atherosclerosis,* accounts today for approximately one-half of all deaths in the United States and Great Britain.”1


As is probably true of all myths, medical and otherwise, a germ of truth gave credence to these conceptions. Arteriosclerotic changes in the walls of blood vessels and in the diameter of blood vessels do occur. Also, these changes are encountered more frequently as persons age. They do cause narrowing of the coronary arteries, and arteriosclerosis has been shown to be strongly associated with heart attacks and many forms of heart disease. Because of the age relationship observed with respect to arteriosclerotic deposits, “senile” (in the sense of age-related!) deterioration of the walls of arteries, leading to arteriosclerosis, is said to occur.


Association does not imply causation. For example, graying of the hair and wrinkling of the skin are definitely associated with aging. Brain failure is definitely associated with aging as well. It does not follow that gray hair causes brain failure! Neither, for that matter, does it follow that brain failure causes gray hair. It was this kind of simple error of logic, together with the image of narrowed cerebral blood vessels and the resultant decrease in blood flow, which satisfied virtually all physicians and laymen that arteriosclerosis caused senility. As we have seen, the subject was rarely examined in great detail anyway. Repetition caused the myth to strengthen.


Other myths have sprung up concerning atherosclerosis, based upon similar combinations of “common sense” (unfortunately, all too often “common sense” becomes synonymous with “faulty logic”) and scanty evidence. A recent example is the myth that marathon runners do not have coronary atherosclerosis.2 It is known that active persons have less coronary atherosclerosis than their inactive counterparts. An autopsy was done on a single marathon runner and only minimal coronary atherosclerosis was found.3 Based upon these two truths, a myth arose that marathon runners are immune to coronary atherosclerosis.4,5


There are several errors in rushing to this conclusion. Although more active persons have less atherosclerosis, it does not follow that activity is the cause of this phenomenon. For example, active persons may be thinner and smoke less, and be less likely to develop the fatty deposits for those reasons. Also, it is an error to make universal generalizations from one observation. Just because one marathon runner did not have marked coronary atherosclerosis, it does not follow that all marathon runners do not. Indeed, when autopsies were eventually done on other marathon runners, some were found to have coronary atherosclerosis of the same magnitude as that observed in many nonrunners.6


In the 1960s some disturbing facts accumulated which the myth of the atherosclerotic origin of senile dementia was unable to explain. Some English pathologists examined the blood vessels of persons who had died with dementia and compared them with the blood vessels of persons who were not demented at the time of their demise.7 They examined not only the vessels of the brain but those of the entire body. They found roughly the same arteriosclerotic changes in the demented and the nondemented groups! Another team of pathologists repeated their work, examining the brains of over 100 patients, and confirmed that arteriosclerotic changes appeared no greater in the brains of demented and, presumably, mostly senile persons.8


Subsequently, an English group of pathologists and psychiatrists finally set out to determine what changes genuinely occurred in persons with dementia. Their work has revolutionized our thinking in regard to this major illness and has virtually launched the scientific investigation of senile dementia. Tomlinson, Blessed, and Roth undertook a series of investigations in which they examined the brains of demented persons.9,10,11,12 Fifty demented individuals over the age of 65 were followed during their lifetimes. When these persons died, their brains were autopsied. Comparisons were made with findings in the brains of 28 nondemented, elderly control subjects.


More than 50 percent of the demented persons had pathological findings indicative of Alzheimer’s disease (see Table 2-1). This was at the time known as Alzheimer’s type, presenile dementia, and by definition was said not to occur in elderly persons. This definition has subsequently been broadened so that “Alzheimer’s disease” now refers to a characteristic set of pathological findings rather than only to that characteristic pathology coming from a restricted age group. Hence, “Alzheimer’s disease” is now thought to be the same condition whether it occurs in a forty-five-year-old person or a ninety-five-year-old person. The underlying pathology and the disease process, so far as is known, is the same, regardless of the age of onset. Nevertheless, the traditional distinction among Alzheimer’s disease of presenile onset versus senile dementia of the Alzheimer’s type (S.D.A.T.) is occasionally made. This need not be confusing, if we recognize that the disease process remains fundamentally the same whenever it finds expression throughout the human life span.


Table 2-1. Modern Classification of Senile Dementia 










	I.


	S.D.A.T.







	 


	Senile dementia Alzheimer’s type or







	 


	Alzheimer’s disease or







	 


	Progressive idiopathic dementia







	 


	  More than 50% of autopsied cases







	II.


	M.I.D.







	 


	Multi-infarct dementia or







	 


	Dementia secondary to stroke and cardiovascular disease







	 


	  Approximately 15% of autopsied cases







	III.


	Mixed







	 


	Dementia secondary to S.D.A.T. + M.I.D.







	 


	  Approximately 25% of autopsied cases







	IV.


	Other







	 


	e.g., “Pseudodementia” secondary to depression







	 


	
  Approximately 10% of total










These pathological findings, coming as they did from a group of distinguished medical investigators, genuinely sounded the death knell of the arteriosclerotic theories of the origins of the senile dementia so commonly observed with aging. Nevertheless, such is the power of myth and popular belief that although the work of Tomlinson and his colleagues was completed in the 60s, it was not until 1974 that an “official” refutation of those theories was promulgated. Three prominent scientists from three countries and two continents joined in a paper in the Lancet, the prestigious British medical journal. They declared that “the use of the term ’cerebral atherosclerosis’ to describe mental deterioration in the elderly is probably the most common medical misdiagnosis.”13 They went on to describe a new theory of how conditions affecting the blood vessels may contribute to senile dementia in a minority of cases. More about that later. Most importantly, they declared that they considered the Alzheimer changes seen by Tomlinson and his colleagues the causative factor in a majority of persons with senile dementia. The medical and scientific communities have been adapting to these changing conceptualizations ever since. Such is the power of tradition that, as of this writing, the statement that “the use of the term ’cerebral atherosclerosis’ to describe mental deterioration in the elderly is probably the roost common medical misdiagnosis,” undoubtedly remains correct. The vast majority of professional and lay persons have never even heard of this “Alzheimer’s disease” which is now thought to be so crucial to the origins and evolution of senile dementia. Everyone, of course, is familiar with the progressive mental changes which are so commonly observed in aged persons.



What is Alzheimer’s disease?


In the first decade of this century, Alois Alzheimer described a disease of middle life in which there is progressive deterioration of behavior. In the original patient described by Alzheimer, the first evidence of disease was progressive jealousy.14
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