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DEDICATED TO

Bill and Ceal:

I love you. I learned more from you than I did from over 1,200 published works.





Doctor to elderly patient: “How are you doing?”

The patient’s response: “I don’t know.”

“If you could read my mind, love,

What a tale my thoughts could tell…”

© Gordon Lightfoot, 1970
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PART I: GETTING OLD





Introduction

Many years ago, during my medical internship, the attending physician on the neurology service shared his advice to me in words I’ll never forget: “Ken, I’m going to tell you the only three words you’ll need to know in order to practice neurology.”

I waited, holding my breath. Somehow, I knew these words would return to haunt me.

“I’m . . . so . . . sorry,” he concluded, with no hint of a smile.

Over forty years later, his words still echoing, I found myself wondering, Where can I turn for the information I need—and the optimism I desperately crave—for my own battles with memory and aging?

Well, what about Google? As I began searching for “dementia/memory books,” 17 million results popped up. Amazon. com lists over ninety thousand books with “memory” in the title. As I perused the first few candidates on the list, I saw that most offered memory-improvement strategies aimed at students wanting to strengthen their classroom recall. Also under that umbrella were forgetful people of all ages trying to keep track of their to-do lists.

I was stunned to learn that there were currently more than ten thousand books on Alzheimer’s disease. What about the National Library of Medicine? When queried in January 2023, the National Library of Medicine had cataloged 65,294 scientific papers with “Alzheimer’s disease” in the title. Clearly, aging has become a huge area for investigation encompassing both potential certainties: the “now” and “the forever.” Most adults are at least aware of what science and medicine advise to help them optimize their general and mental health (diet, regular medical and preventive care, exercise, moderation, social supports, etc.).

However, when seeking answers for failing memory and cognition, we have few readily available sources of unbiased information. Instead, we are showered with opinions, hopeful predictions, statistics, pseudoscience, celebrity testimonials, and infomercials from sources both well meaning and of dubious value. With no agenda other than finding answers for myself and my family, I reviewed more than 1,200 scientific papers over nearly three years. The result is this book—a sometimes surprising, (usually) unbiased, fully referenced, and verifiable summary of the current knowledge of memory loss, cognitive aging, and dementia.

On the following pages, I will share evidence-based strategies to help you evaluate your situation and discover which solutions are available to you. Let’s be honest: We all suffer from the same terminal condition—life—and there are large numbers of us who can benefit from the latest information about our aging brains. As I’ve learned, both as a doctor and as a private human being, knowledge is the power from which wise decisions will flow.

Why Me, as the Author of this Book?

Consider the value of an author who has dedicated years to research, analyze, and then share life-changing information about a health concern of compelling interest to both himself and his readers. Most of us have no one with whom to share our intensely personal experiences of memory loss or confusion. Yet, we all have someone we have known whose path to cognitive decline we would very much like to avoid.

I offer myself, my journey, and (informed) personal observations to fill that gap. I couldn’t be more interested in this topic: now in my seventies, I find myself regularly misplacing my glasses, searching (sometimes endlessly) for a name, and deeply affected by the presence of Alzheimer’s disease in persons close to me.

After years of information gathering and analysis, I firmly believe that I have consolidated on these pages what we all need to know about the science of aging, memory loss, and cognitive decline. My goal is to open my readers’ eyes the same way I have opened mine.

The answers that matter to me, matter to you. Can we relax and slide into our “golden years,” or is it time to get our affairs in order? This book examines failing memory as both a natural aging process and a possible early symptom of a devastating disease. While full-blown dementia is often apparent, there are few reliable discussions about memory fluctuations and thoughts that develop as we move from the pathway of “normal” aging to a possible berth on the “memory care” Titanic.

My research process is nearly always the same: When looking for an answer to a medical question, I search long and hard for the relevant literature, read it, analyze and synthesize what I read, and then record it in terms that I hope others will understand. For more than thirty-six years as an emergency physician, I have used the same approach to solve my individual patients’ problems. I also explore, research, and publish descriptions of tested, successful therapeutic techniques, many of which my colleagues were unaware.

It won’t come as a surprise when I say that the information that is readily available to the general public is—at its best—“informed opinion.” Its sources are science-focused journalists attuned to press releases and other “breaking news” from the pharmaceutical industry and medical blogs. Other sources include local or national physician “experts” offering a breathless couple of minutes on the evening news.

At its worst, the information available is based on wishful thinking, hucksterism, or fraud. In contrast, the underlying science I rely on is not hidden, although many of my references are restricted to paid subscribers, or in unfamiliar online government libraries. (See my instructions for accessing those papers for free in Appendix II.) Consider this book my gift: access to data most people will not see until, possibly, it’s too late.

We 70 million baby boomers have been lumped together as a statistical body throughout our entire lives. It is to these sisters and brothers that I dedicate the results of my research. As we embark on life in the later years, fellow boomers, take a deep breath. Whatever lies ahead, we can gain strength from the words, We’re all in this together.


In the interest of “telling it like it is,” I offer, in blocks like this throughout the text, my often strongly held personal opinions and observations. Although reinforced by an exhaustive literature review, these scattered “boxed” notes flow from caring for and reflecting upon tens of thousands of elderly patients and their families. They reflect my own concerns, personal and family history, hopes, fears, actions, and passions, and include anecdotes, insights, speculations, suggestions, and hopefully, some humor.



Why This Book, Now?

Although there are reams of books on keeping—or losing— your mental agility, there are no up-to-date single resources available to anyone planning to live beyond age sixty-four (the medical profession’s definition of “elderly”). Like most people my age, I have friends and family members facing cognitive decline, plus my own “senior moments” to worry about. Being a doctor doesn’t counter the dark visions of future debility that come whenever I forget a name, misplace my keys, or find myself standing in a room wondering, “Why am I here?”

Some books are a labor of love. This one is a labor of personal urgency, alternatively titled Beat the Clock —with me and my readers as the “intended audience.” Ironically, information about memory decline continues to advance rapidly thanks to innovations across the full range of the biomedical sciences. A more urgent factor is the worldwide prevalence of dementia, with one new case occurring every three seconds. In fact, new information emerges so briskly that clinicians and researchers can barely keep up with it!

As I pursued my research, I learned that the most recent studies of Alzheimer’s disease and its precursors were published between 2015 and 2019. These reviews all described three distinct phases of cognitive decline culminating in Alzheimer’s dementia: (1) the undetectable preclinical stage, (2) mild cognitive impairment, and (3) Alzheimer’s disease. In fact, the information you read in this book today is the most cutting-edge news that even your doctor may not have received! In the coming five or more years, the next summaries of the previous decade’s offerings will trickle into print.

In matters of mind and memory, it’s always best to have the latest data. Thus, this book is for all of us awaiting the next act in the continuing saga of aging and memory retention.


(Q): “Why all the references?” (A): “The complexity of “evidence.”

Any serious researcher or writer on a subject with as much interest and concern as Alzheimer’s disease will have a purpose, personal opinions, and some “evidence” (with various levels of credibility) to back up their opinions. The references I include allow others to verify or critique the information I provide. When I give my own opinion, I say so, and back it up as best I can. The little superscript numbers in the text and the pages of citations at the end are easy to ignore if there are no questions.

I chose not to cut the number of references because just telling you, the reader, “how it is” would be arrogant. In twenty-six years of education, I’ve been on the receiving end of far too much of that. To hide complexity by providing just one opinion would be an incorrect oversimplification. My goal is for neither you nor I to wait longer for someone else’s review to address cognitive decline in ourselves or a loved one.



The most interesting data I found was new information on “subjective cognitive decline” (SCD), in chapter 2. This is now considered the earliest clinically identifiable set of symptoms with a risk for progression to dementia. SCD is the self-reported experience of worsening or more frequent episodes of confusion or memory loss.

When we are aware of SCD, we can benefit from earlier studies of at-risk individuals and the possibility of intervening—in some cases—before measurable decline. Right now, the specter of Alzheimer’s disease is just one more thing we aging boomers fret over. We are the “target demographic” for this possible burden, haunting those of us who live long enough.

Happily, this book offers a counternarrative to the constant barrage of testimonials promoting “breakthrough” brain pills and dietary supplements. It also challenges the grim themes of TV dramas and movies that cause our children and grandchildren to view us as if we will soon be parented—by them!

“Knowledge is the antidote to fear,” the wise Ralph Waldo Emerson proclaimed. It’s a strength we can acquire even when other resources seem years down the road. The more current your information, the better decisions you can make. After reading this book you may have even more data than your doctor possesses about early cognitive decline!

Join me on my path to a solid understanding of the questions we seniors confront, the choices we have, and the knowledge we can safely infer from the science. Along the way, we will address the much larger and louder body of unsupported good and bad “news” vying for our attention, our hopes, and our money. Together we will explore “normal” aging of our brains, the differences between failing memory and dwindling understanding, and emerging insights into the significance of our subjective cognitive concerns.

What I share from my exhaustive review of over five hundred scientific references clarifies the biological bases, associated behavioral changes, and natural history of many seniors’ number one fear, Alzheimer’s disease. Topics will include risk factors for developing or progressing along the stages of cognitive decline, alternative diagnoses, the various tests and their advantages and disadvantages, plus available treatments (both longstanding and novel) and their potential for benefit. Realistic projections and practical coping suggestions for patients and families are offered.

When all is said and done, whatever the situation facing us today or tomorrow, there’s one resource of strength and comfort available to us all:

The Serenity Prayer

“God, grant me the serenity to accept the things I cannot change, the courage to change the things I can, and the wisdom to know the difference.”

This book brings you knowledge.

The wisdom is up to you!





Chapter 1

THE EFFECTS OF AGING ON MEMORY

You don’t know what you’ve got ‘til it’s gone.

[image: image]

Joni Mitchell, “Big Yellow Taxi,” 1970.


OK reader, you can relax. You are not alone. You have me! You have this book! Think of all the other stuff that you won’t need to read (or buy!) to be ready for the age-related uncertainties facing us all. Come along for the ride as I learn about my generation’s prospects for the future. Sadly, along with physical downturns, the ordinary course of cognitive aging, described in this chapter and termed “age-related cognitive decline,” will inevitably complicate our maturity. Nevertheless, as my mother (and many other wise members of her generation) used to say, “Consider the alternative.” True to the old joke, memory is among the first things to go, and we do sometimes forget the second, cognition, which is more worrisome, more dangerous, and less amenable to modification than our lost recollections.



The Nature of Memory: Categories and Definitions

We all first started worrying about memory in elementary and middle school: struggling with times tables, spelling challenges, or naming planets in order from the sun or the colors in a rainbow. But then, except for certain professions or avocations (like arts and entertainment, health care, or being a waiter in a four-star restaurant), most of us have spent the decades between secondary education and retirement without reflecting on our capability for unaided recollection. And now, memory and its failings are a near-universal concern for those of us over the age of sixty-five.

Memory involves encoding, storing, and recalling past experiences, about both the outer world and our inner processes. Different types of memories are formed and recalled by separate mechanisms found in unique areas of the brain that vary in their vulnerability to aging.1 The various categories of memory outlined below are affected by what we will call “normal” age-related cognitive decline and neurological conditions like Alzheimer’s disease. Science has identified various patterns of memory loss as indicators of specific mechanisms and locations of brain dysfunction.

Variations of Memory2-4

(1) Explicit memories from knowledge or experiences that can be consciously recalled.

(2) Episodic memories, which arise from combining our firsthand experiences with their context.5 They allow us to recall personal episodes in our lives, such as: “What I did last summer,” or “What I had for lunch,” or “My first bite of my all-star favorite chocolate cake.” Recently acquired episodic memories are more vulnerable to loss than earlier established ones.

(3) Semantic memories are facts and concepts about ourselves and the world. It’s the system underlying our overall store of “nonspecific knowledge,” such as the color of the sky or the name of your state capital. Unlike common “tip-of-the-tongue” difficulties with recalling specific items like names and other proper nouns, impaired semantic memory leads to difficulty recalling names of common items, like “doorknob” or “toaster.”

(4) Implicit memories come from the influence of experiences on our actions. They represent knowledge we’ve acquired, but cannot consciously access. Within our implicit (experiential) memories, there are three types: (a) procedural (or motor) memory enables us to unconsciously perform complex motor tasks, even though we may not be able to explain how we do them. These include riding a bicycle, playing a video game, or entering a familiar sequence of numbers on a keypad “without thinking.” (b) classical conditioning results from pairing a neutral event, e.g., Pavlov’s bell or a light with another stimulus (like food) that produces a natural response, such as enjoyment or salivation. Implicit memory for the association between the stimulus and response is demonstrated when the conditioned stimulus (the sound or light) begins to create the same response as the unconditioned stimulus (the food) did before the learning. (c) priming refers to influences on our behavior from recent or frequent experiences. Priming happens when particular associations are activated before you do something. If someone holds up the word doctor, there will be a faster recognition of the word nurse, than would have been given for an unrelated word.

How Long a Given Event Remains in Memory Varies Greatly

New memories pass through stages, with much forgotten along the way.

Sensory or perceptual memory is where information is first entered. New material in sensory memory stays very briefly (seconds at most) in a buffer. Unless attended to and passed on for more processing, sensory information is forgotten. Visual sensory memory is known as “iconic” memory and lasts less than a second. Auditory sensory memories (“echoic” memory) can last as long as four seconds, long enough to write down what you just heard. Some people demonstrate “eidetic” memory for details that can last a much longer time (called “photographic” memory when applied to visual stimuli).

Short-term (“working”) memory includes items that are only retrievable for seconds or minutes. A short-term/working memory can be “phonological,” like a phone number, or “spatial,” like a route you’re mentally following. We need this aspect of our memory to integrate the beginning of a sentence with its end, to mentally manipulate small bits (four “chunks”) of information over several seconds, and to help us remember 5 +/- 2 items at the same time.6

To be retained in working memory for even that short a time, the information must often be rehearsed (like a phone number you’re going to call) or manipulated (reorganized, alphabetized, or updated). Our working memories likely degrade with normal aging.7 “Impairment” most commonly occurs when we are unable to concentrate or pay attention.

In contrast, long-term memory can have an almost limitless storage capacity and duration, such as “Where were you on 9/11?” The three processes central to long-term memory are encoding, storage, and retrieval. Encoding takes the information in the neurobiological impulses generated by our senses in response to our environment and converts it to a form that can be saved. Storage (“consolidation”) is the very basis of learning, preserving the information absorbed and retained by the brain, commonly after sufficient repetition. Retrieval is the conscious, unconscious, or event-prompted process that recalls information from memory when needed.

The Effects of Aging on Memory

Typical Age-Related Changes in Memory and Cognition

In case you hadn’t noticed, nothing seems to work as well after “a certain age” as it did when we were age forty or younger. Like the inevitable age-related decline in physical abilities, we experience alterations in our thinking and memory as well.17

Age-associated memory impairment is found in about 40% of those sixty-five or older. It is characterized by self-perceived memory loss along with a decline in objective performance on standardized memory tests compared with younger adults.20 When subjected to the standard, brief neurological exam of reflexes, strength, eye motion, sensation, etc., healthy older people will also differ from younger cohorts.21 Subjective concerns among this older group focus on vagueness or attentional issues, making mistakes, word and name-finding difficulties, and poor overall memory. There is also a frequency of reporting anger, frustration, or annoyance concerning memory lapses.22

“Am I OK for my age?” is what we begin asking ourselves. We expect our bodies to regress. We know about canes, reading glasses, and hearing aids. To what extent are our mental setbacks also a normal part of the aging process? Simply put, the difference between “normal” aging and the alternatives is the possibility of progressing to dementia.

Distinguishing what is “normal for age” from symptoms of a neurodegenerative disease is hardly new. The connection between age and memory loss has been described since 2000 BC.8 In The Neurology of Old Age (1931) Macdonald Critchley, a British neurologist, was among the first of many trying to ease our concerns. He cataloged the “minor alterations in neurological signs which are typical of old age” to differentiate between “healthy old age and senility.”18 Today, such distinctions are made via the continuing development of tests and devices to detect dementia-related alterations of our brain structures and connect them with our cognitive failings.

Physiological explanations include:

(1) Regions of the brain involved in the formation and retrieval of memories often deteriorate with age, as do the levels of hormones and proteins that protect and repair brain cells and stimulate their growth.

(2) Cardiovascular disease can decrease blood flow to the brain, impairing memory and leading to possible losses in cognitive skills.

Not all memory functions are equally affected by aging. Two memory functions that remain relatively stable with increasing age include:

• Semantic memory (specific facts, like the name of the first US President), and

• Procedural memory (like riding a bicycle).

Most other memory functions are adversely affected by increasing age.9,10 These include:

• Working memory (repeating a phone number “in your head” before dialing)

• Visuospatial skills (analyzing and mentally manipulating objects: interlocking wire puzzles or navigation)

• Processing speed (the time spent receiving, and then understanding information until you start to respond)

• Retrieval of highly specific information (names)

• Prospective memory (remembering to perform an action in the future)

• The ability to utilize new text information, while accessing and integrating prior knowledge

• Episodic memory for personal events and experiences (such as what you had for dinner) shows the greatest age-related difference.

Common Physical Infirmities That Come with Aging Can Mimic Cognitive Decline

While it is tempting to blame our senior shortcomings on an unavoidable decline in our memory, we may be ignoring the contribution of age-related physical challenges. Multiple ailments, from hardening of the arteries to hearing and vision loss, can mimic the symptoms—or hasten the onset—of neurodegenerative diseases like Alzheimer’s. Along with any fading of our sensory abilities, we may find we are experiencing a clear decline in processing speed due to advancing age. This can diminish test performances on tasks that involve a timed response.

Sensory loss: For every cognitive task, we must first be able to perceive a stimulus. Only then can we process information and respond to it. Vision and hearing loss are widespread among older adults. In particular, those with hearing loss have faster rates of cognitive decline than those with normal sensory function.12 Failing hearing and vision will often mimic memory difficulties. In the absence of well-defined visual or auditory input, the mind just fills in the gaps. When sensory failings occur, the responses can easily resemble common reactions to cognitive decline: withdrawal, depression, and fear.

Do some of us seem confused when we just can’t hear the question? Did I get lost because my mind was going—or was it my sight? Sensory loss can render the standard cognitive diagnostic tests inaccurate or even invalid since they depend heavily on intact hearing and vision. (Conversely, dementia may interfere with the accurate reporting of symptoms, a necessary feature of most hearing and vision evaluations.14)

Our auditory acuity begins to decline after age thirty, and up to 70% of subjects aged eighty or older have measurable hearing loss. With advancing age—and in settings with background noise and ambiguous speech content—speech discrimination, sound localization, and comprehension decrease. Hearing loss may be the strongest sensory barrier to cognition. While more than one sensory impairment is a statistical risk factor,13,15 of the two, only hearing loss has been shown to affect patients’ cognition and contribute to dementia.16 Needless to say, both possibilities present risks to physical and mental health, as well as to personal safety. Remember, a fall or a car wreck will kill you a lot faster than Alzheimer’s disease.

Fortunately, readily available simple evaluations and interventions can address sensory issues and potentially reduce dementia risks.13


Here’s one way to convince Mom or Dad to finally use those hearing aids currently retired to a dresser drawer: Simply point out that whenever an older person offers an apparently unrelated answer to a question, abruptly changes the subject, or withdraws from the conversation, many people will assume that they don’t understand—not that they can’t hear. Ultimately, we cannot draw conclusions about ourselves or anyone else until hearing, vision, and general health have been tested and treated.



So, What Does “Normal” Mean?

The definitions of even exceedingly common terms, such as “normal” and “normal for age”, often vary. What doctors, scientists, and educators mean by “normal” (at least when they are at work) is very different from common usage. For the purposes of interpreting various kinds of test results and for science in general, normal is a mathematical construct, not the social or behavioral one we use to judge each other. For example, the purpose of neuropsychological testing is to reliably compare a given patient’s measured cognitive functions, including memory, with the average (i.e., “normal”) scores of a large and appropriately matched group (similar in age, gender, race, education, etc.). In medical, statistical, and scientific matters, “normal” is used to label a subset of a larger collection of data (like test scores, lab results, or measurements) as the “most usual or common” (operationally defined as “within a specific range of the mathematical average” at the center of the typical bell-shaped random distribution of grouped data).

The “Normal Distribution”

[image: image]

Of course, those at both ends of the bell curve are equally “abnormal”!

For some types of information (such as lab results), physicians may consider “normal” as the upper half of the curve and equate it with “desirable” and “healthy.” As patients, we rarely ask what the doctor means by “normal.” We just happily accept the word as an endorsement that, for now, we’re OK!11

Acceptable Levels of Cognitive Decline in Healthy Older Adults

In most research studies, regardless of the respondent’s age, the “normal range” of scores (within which we all hope to fall) extends above and below the average score (the “mean”) of a large number of “control” subjects who took the same test. The controls in neurocognitive testing are a group of people who are similar to the individuals being tested in age, education, gender, and other relevant factors, but without the condition being studied. Control-group scores establish the standard for normal cognitive function.

Persons being tested who do not have the condition are expected to perform similarly to the controls. Scores are statistically within the “normal range” when they fall within one “standard deviation (SD)” of the control group’s mean (average). One SD includes the 34% of scores above the control-group average and the 34% below it. (See the “normal distribution” figure, above.) The highest scores on standardized tests are in young adults, which then steadily decline with age. The downward slope accelerates in old age, averaging a drop of about two standard deviations over the life span, with wide variability among individuals. When a candidate reaches two standard deviations of decline, that score aligns with the lowest 2.5% of young adults. Even so, in healthy older adults, the overall downturn in test scores is modest enough to enable them to remain independent in daily activities into the oldest age groups.19

Memory vs. Cognition: Looking on the Brighter Side

Many who are frustrated by memory lapses fear the worst: the onset of dementia. Here’s the good news: Failing memory is not in itself indicative of cognitive decline. Distinguishing between pure memory loss and cognitive change requires assessing the other intellectual abilities (“domains”) that combine to make up cognition. In addition to remembering, cognitive “domains” include attention, thinking, understanding, learning, solving problems, and making decisions. These are all aspects of an individual’s ability to engage in activities, accomplish goals, and successfully negotiate the world.5


Memory “lapses” vs. memory “loss”:

Our daily episodes of forgetfulness are what lead many of us to the questions that this book will answer. Authors of multiple references on memory have come to the same “logical” conclusion (admittedly, without empirical data) that:

The ability to eventually remember the information that we cannot immediately retrieve on demand is a good sign.

Although not yet officially endorsed, this is a reasonable hypothesis that I have personally taken to heart. The simple argument in favor of this hopeful opinion is: “Temporarily forgotten does not mean it’s gone.” The logic is: If the information sought eventually comes back, it has not been erased. Instead, you are demonstrating an age-related problem of memory retrieval. Everyone’s brain cells and the pathways between them will eventually age and slow. But, if we can ultimately retrieve a memory, then it (and the connections to it) has not been obliterated or displaced by the abnormal proteins that define Alzheimer’s disease (AD).



Many memory lapses are not considered warning signs of dementia.23,24 These include:

• Sometimes forgetting where you left items you use regularly, like glasses or keys, but you can retrace steps and locate them again.

• Forgetting names of acquaintances or replacing one memory with a similar one, e.g., the very common occurrence of running through several relatives’ names before landing on the intended one.

• Occasionally getting confused about the day of the week, missing an appointment, or walking into a room and wondering why you entered, but remembering later.

• Becoming easily distracted or having trouble recalling what you’ve just read, or the details of a conversation.

• Sometimes having trouble in finding the right word, or not quite able to retrieve information on the tip of your tongue. It will, happily, reappear later during another conversation.

• Occasional math errors.

• The ability to recall and describe instances of forgetfulness.

• Having to pause to remember directions, but not getting lost in familiar places.

• Waning tolerances: sometimes becoming weary of work, family, and social obligations or preferring to do something in a certain way and becoming irritated when your routine is disrupted.

• Occasionally making questionable decisions, but overall sound judgment and decision-making ability rule the day.


There may be newer types of memory loss still to be investigated and characterized. For example, (1) “Password/PIN amnesia” and (2) “What the heck did I order from Amazon two days ago?” Good news! After numerous “interviews” with much younger folks, I realized that the phenomenon of “What did I order?” is triggered when the package appears! This seems neither an age-related memory issue nor a sign of dementia.



Definitions of “Normal for Age” Will Inevitably Change

We must, alas, be aware that the pedestal of “normal for age” upon which we all hope we stand is being whittled away by medical progress. New tools, from latest-generation scanners to AI (artificial intelligence), to genetic and bio-diagnostic tests, may shine an unwelcome light on our inner idiosyncrasies even before we develop symptoms.25 It will become harder to cling to “normal for age” status when every year uncovers more ways to spot ominous abnormalities in our brains, biofluids, gene sequences, and in one-on-one neuropsychological testing.

Maintaining the comfort of “normal” will require that these new and depressing alternative explanations have been ruled out. Since definitive tests (see chapter 4) can be invasive, expensive, and unavailable to many, uncertainties will persist. As we identify more abnormalities to exclude and develop the means to do so, what is “normal for age” will undoubtedly change.

In addition, the various labels commonly applied to memory loss also lack consistent definitions. Confusion is such that, in its 2015 monograph on cognitive aging, the National Academy of Medicine (the health branch of the US National Academy of Sciences) specifically avoided the term normal aging.5 Common terms like senior moments are not medical diagnoses and are without assigned scientific meaning. This is equally true for “mild memory loss associated with aging,” which is supposedly improved by Prevagen®. This heavily marketed dietary supplement made from transmogrified jellyfish proteins appears on a near-continuous nightly cycle in TV commercials.26 (Prevagen® is fully discussed in chapter 5.)

And, if you’re wondering about normal memory loss vs. dementia, you can take the following quiz from AARP: https://www.aarp.org/health/brain-health/info-2015/normal-memory-loss-vs-dementia-quiz.html#quest1.


Speaking of Quizzes:

Attention Baby Boomers: If you can remember the name of this magazine Cover Boy, the name of the magazine, and the caption that goes with his picture, your long-term memory may be OK. See Cover Boy in the Glossary (Appendix I) for the answer.
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Cognitive Decline is Memory Loss’s “Evil Twin”

For many in their sixties and older, memory and cognition are the two sides of a coin stolen from them by Father Time. The various forms of memory loss have been described earlier, and now you will learn more about “cognition.”

Think of cognition as the difference between “remembering” and “knowing.” With aging, memory difficulties are more common, more “normal,” and appear earlier than any of the more consequential cognitive changes. As to the “evil twin”—when we develop cognitive failures, they may be incorrectly perceived as worsening memory, masking or delaying our recognition of cognitive decline’s more serious threats to our safety and independence. It’s one thing to forget why you went to the mall (memory) and quite another to be unable to find your way home.

A second example is illustrated in the Figure below. In this case, we can observe the difference between forgetting where you put your keys and knowing how to unlock a door.

[image: image]

Figure: Memory vs. Cognition

Age-Related Cognitive Decline (ARCD)

Age-related cognitive decline (ARCD) is the preferred term commonly substituted for phrases such as “normal, normal for age, normal cognitive decline with aging, age-related memory loss, senior moments,” etc. Terms used will still vary a bit, based on the context (i.e., the details of the study and the intended audience).

The word cognitive is the key, encompassing more domains than just memory. Most of the time, your doctor will assign you to that category (ARCD) based on your history, the clinical impression you present, and a “normal” score on one of the brief primary-care–based, in-office tests like the Mini-Mental Status Exam (MMSE). Reassurance and follow-up are, for now, the most common responses to achieving membership in the ARCD category. (See chapter 2.)

Specific Cognitive Changes With ARCD27,28

The patterns of cognitive change that occur with ARCD tend to start after age sixty.

Six cognitive domains can be variously affected by aging. They are memory, language, attention, learning, executive functions, and visuospatial abilities.

Memory: Within the cognitive domain of memory there are multiple common recall failures that can occur with “normal” aging and therefore be seen early and frequently with ARCD.

(1) Source memory (i.e., accurately knowing the origin of the information) declines with age, as does the level of detail of recalled episodic memories of personal experiences.

(2) Prospective memory, specifically remembering to perform an intended action in the future (e.g., taking medication after breakfast), also declines with age.

(3) Working memory and encoding: Tests that require subjects to exceed the normal memory storage capacity of six to seven items are more difficult for older adults. Working memory—the small amount of information that can be held and used to execute cognitive tasks—also requires being able to manipulate new information. This process declines with age.

(4) Retrieval of information may require more cueing or a specific format to remain stable in advanced-age groups.

Language: Speech production (verbal fluency, verbal retrieval, and some naming tasks) also drops off with age. When compared with young adults, seniors were less verbose, more repetitive, and less specific in word choice in spontaneous speech.

Attention: Complex tasks are most affected by age-related changes in attention. “Selective attention” is the ability to focus on specific information in an environment while simultaneously ignoring irrelevant information. “Divided attention” is the ability to focus on multiple tasks simultaneously, such as walking on an obstacle course and answering questions.

Learning and the Retrieval of Learned Material: New learning declines with aging and becomes more difficult for older adults if the test requires manipulating new information in one’s working memory. Another challenge, “divided attention,” arises if subjects must split their attention among multiple activities at the same time they’re learning new information.

Executive Cognitive Functions: These are decision-making, problem-solving, reasoning, processing speed, the planning and sequencing of responses, and multitasking. All get worse with advancing age.

Visuoperceptual Judgment: The ability to organize and interpret what is seen, and give it meaning, diminishes with age, along with the ability to perceive spatial orientation and copy a complex design. On free-drawing tasks, pictures drawn by older adults become more simplified and less detailed.

Overall Performance: Performance on tests that are novel, complex, or timed will steadily decline. These include standard IQ measurements, scores on tests that require inhibiting some responses but not others, and those involving an ability to distinguish between relevant and irrelevant information. Concept formation, abstraction, and mental flexibility also fade, especially after seventy.

Some Cognitive Abilities May Remain Stable With “Normal Aging”

(1) Memory: Some aspects of memory are preserved or can even improve with age, including delayed recall, general knowledge, vocabulary, recognition, historical memories for public events; autobiographical (episodic) memory; immediate or “sensory memory”; procedural memories, such as remembering how to play the piano or ride a bike; and retaining newly learned information.

(2) Attention: Simple tasks such as digit span (the ability to repeat a series of digits of increasing length) are maintained in normal subjects up to age eighty.

(3) Speech and language remain largely intact. Vocabulary, verbal reasoning, and comprehension in normal conversation all remain into advanced age.

(4) Visual recognition of objects, shapes, gestures, and conventional signs remains stable into advanced age, and a person’s ability to copy a simple figure is not affected.

The Differences Between Memory and Cognition are Worth Emphasizing

Both will worsen with age. “Normal” age-related loss of memory (the storage and recall of past experiences) is a quantitative change, generally paralleling the many other measurable changes that come with time. On the other hand, what we recognize as “cognition” is the integration within the brain of distinct intellectual functions involved in attention, thinking, understanding, learning, problem-solving, and decision-making.29 More than memory and recall, cognitive functions are “fundamental to an individual’s ability to engage in activities, accomplish goals, and successfully negotiate the world.”5

Once significant subjective or objective decline develops within a cognitive domain, the focus needs to broaden from the neural connections involved in memory and forgetting to the clinical and biological stages that underlie the cognitive decline of Alzheimer’s disease. When cognitively normal older adults underwent repeated neuropsychiatric testing over six years, declines in verbal and working memory were not “age-related.” Instead, they were attributable to the identified presence of unrecognized amyloid (preclinical AD).30

While the symptoms of “cognitive decline” can initially be mild, or even completely subjective,29 they signify a detectable deterioration of cognition with age. Going beyond failing memory—they can foretell the evolution from normal aging to dementia.

You will have memory failings as you get older. Cognitive decline, however, is far from inevitable, and nowhere near as funny as your kids and grandkids might think (or you might pretend). Even if you are the only one who notices, check it out! (See chapter 3.)

Remember: Dementia is diagnosed when cumulative failures of both memory and cognition interfere with everyday activities.





PART II: THE UNEVEN PATH TO DEMENTIA





Chapter 2

SUBJECTIVE COGNITIVE DECLINE (SCD)


What comes after “normal” age-related cognitive decline? Most of the time, nothing more than an increasing dependence on Post-it® notes, and the continued frustrations of wondering, again, why you’re in the closet, or where you left your keys. But if the potential for progression is in your future, you will be the first to know! The most recently added proposed stage in cognitive deterioration is diagnosed by the answer to a simple question that you ask yourself. Save your time and money, and skip the embarrassing clock drawing, object-naming, and “Where are we?” questions.



Subjective cognitive decline (SCD) is the most recently identified stage of dementia and, by definition, the earliest one we can discover ourselves. “New” stages of any disease (even one identified over a century ago) arise upon the recognition, first by patients, then by clinicians, of symptomatic and behavioral patterns that have proven to predict the same outcome.

Defined in 2014 by a working group of international researchers and clinicians,31,32 SCD is the “self-reported experience of worsening or more frequent confusion or memory loss within the previous 12 months.”33

SCD is identified by two primary characteristics: (1) Any deterioration (failing memory or progressive confusion) is, from the individual’s perspective, unrelated to an acute event. An observation of decline by others is not required. (2) Performance on standardized cognitive tests remains normal.

The importance of subjective concerns has varied widely over decades, influenced by the lists of “Stages of Alzheimer’s disease” offered up by various researchers and later adopted by international experts in “working groups.” Early observers proposed that a patient’s self-perception of “the forgetfulness phase” was the first stage of AD.34,35

“Subjective decline” remains in clinical use as Stage 2 of Reisberg’s Global Deterioration Scale (GDS), a seven-level description of dementia progression. That stage includes “subjective complaints without objective change.” For example, the patient complains: “I can’t remember anything, Doc, not even what I had for breakfast,” but then aces an in-office memory test like those in the Mini-Mental Status Exam.35-37

Subjective concerns were initially considered as a criterion for mild cognitive impairment, the stage that immediately precedes AD.38,39 Eventually, the anatomical confirmation of SCD as a distinct AD Stage 2 came when 40% of individuals who consulted memory clinics with subjective complaints were found to have positive amyloid biomarkers. This added value and focus to an SCD diagnosis as a time for early intervention and risk factor modification.40

This chapter is the one most important to me and readers like me: those beginning to forget more and wondering what might be coming next. The drive to seek the information within this book arose when I came upon the most recent medical literature identifying SCD and its role in overtaking “normal” aging. SCD is not yet widely studied, mainly because it was recognized after the most recent batch of authoritative ten-year publications about Alzheimer’s disease published between 2015 and 2019.


SCD will likely be featured more prominently when multi-authored “state-of-the-art” updates are rewritten a decade from now. I chose not to wait, for both my benefit and for yours. The evolving information described here validates our natural resistance when a doctor’s reassurance of “normal for your age” fails to match our own assessments.



More Than Memory Loss

“Memory” involves recalling past experiences. “Cognition” is our ability to analyze and synthesize facts or develop new ideas using language, planning, and attention in addition to memory. It is when both memory and cognition decline, leading to the inability to perform daily activities, that defines the stage known as “dementia.”

Most SCD evaluations are triggered by the subjective memory concerns of up to half of older adults. Any deterioration in cognitive domains as well as memory should be included when assessing SCD. This makes memory issues highly sensitive, but not specific enough to reliably detect preclinical AD in the form of SCD.41,42

In addition to memory (at 66.9 %), the cognitive domains most affected in SCD patients include attention (54.6%), motor (52.9%), executive (functioning 39.7%), and language domains (31.5%). In all these domains, SCD prevalence increased with age and was strongly associated with symptoms of depression and, to a lesser extent, with emotionality.42

SCD: Its Role in the Study and Management of Dementia

So, is SCD the doorway to Alzheimer’s disease, or just another concern of the “worried well”? First and foremost, the driving force to understand SCD was the generation of baby boomers. We just kept on complaining about our memory issues and seeking answers from our health-care systems. After having joined the “worried well” and suffering the same “senior moments” we saw in our parents and grandparents, we fretted that even worse could be on its way! To further stoke our fears, there was no name for this process, and no research findings to answer our lingering questions. (This despite our repeated and reassuring demonstrations to our doctors that we could draw a clock and remember three items five minutes after hearing their names).

It makes sense to be concerned! Finding those at the earliest stage of decline is the best way to select populations for targeted dementia research and prevention trials.31 It’s not as if doctors aren’t aware of the frequency of our unverifiable cognitive complaints. According to Doctors Budson and Solomon in their 2022 textbook, Memory Loss, Alzheimer’s Disease and Dementia: “Some patients present to our clinic certain that their memory has declined over time, yet when we give them detailed neuropsychological testing they perform normally, even when we take into account their age and education.”43

Fortunately for your doctors, there is an official—and billable—ICD-10 code for the diagnosis of “no diagnosis” (The code is z71.1—“person with a feared complaint in whom no diagnosis is made”).44 SCD patients are otherwise (cognitively) healthy. By definition, they do not perform worse on standard psychometric test batteries than those without memory complaints.45

Unfortunately, as with so many of our interactions with the health-care system (and commerce in general) the seller gets paid, our lives move forward, and (as continued below) what progress is made stays largely behind the scenes.

Establishing SCD as a “New Stage” of Alzheimer’s Disease

To avoid confusing apples and oranges, reliable criteria are required to identify SCD patients and differentiate them from those with similar subjective concerns—but without the risk of progression to AD. Objective diagnostic criteria are always the best way to combine patients into groups for study and potential treatment. However, it has not been clear as to how to objectively evaluate a condition that presents subjective complaints but lacks abnormalities upon neuropsychological testing.

Attention to this dilemma began in the medical literature at the end of the last decade. SCD, although currently studied by increasing numbers of researchers, is still an “unofficial” diagnostic category, with low levels of knowledge, recognition, and acceptance in the medical community. Until they can read the upcoming decade’s reviews, your doctors may choose to see you and your distress over subjective cognitive symptoms as yet another member of the “worried well” genre, not as a person undergoing the second stage in the development of Alzheimer’s disease.”

Because it is so new, information on SCD is hard to find. It is not yet listed in the International Classification of Diseases (ICD),46,32 which assigns codes to specific diagnoses, the American Psychiatric Association Manual,32 relevant textbooks published before 2022,47,48 or the Research Framework of the National Institute on Aging and Alzheimer’s Association (NIA-AA).49 For other conditions, ICD and other codes are the way to track statistics like hospitalizations, disease frequency, outcomes, and billing.


SCD might get a lot more love if doctors could bill under a specific diagnosis.



It appears that comparatively little work on SCD is ongoing.

OEBPS/images/40_1.jpg





OEBPS/images/2_1.jpg
AGING OR
ALZHEIMER'S?





OEBPS/images/26_2.jpg





OEBPS/images/4_1.jpg
AGING OR
ALZHEIMER'S?

A Doctor’s Personal Guide to Memory Loss,
Cognitive Decline, and Dementia

Kenneth Frumkin, mo, pao

Skyhorse Publishing





OEBPS/images/cover.jpg
“Everyone over 65 should read this now.”
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