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Praise for A Mood Apart

“A terrific book for professionals and the public. . . . A Mood Apart represents a literary achievement as well as a scientific accomplishment. It is not a self-help manual with simple lists and prescriptions, nor a compendium without conclusion of every scientific study. Rather, it is a seamless product resulting from a career of research and clinical practice expressed in lucid, moving style, but not at the expense of integrative complexity.”

—Contemporary Psychology

“This is a masterly and highly readable discourse. . . . Whybrow has really attempted to enter into the soul of manic depression and has succeeded to a remarkable extent.”

—British Journal of Psychiatry

“Dr. Whybrow has succeeded in presenting a balanced, well-written account of mood disorders and their treatment which will inform the general reader and which also contains much of interest to the professional.”

—Literary Review

“The most thorough and wide-ranging discussion for lay readers about the interplay of the physical and emotional elements of depression and manic-depression. . . . His presentation is illuminating, and the case histories demonstrate his sensitivity and skill as a clinician. . . . Whybrow’s presentation offers a deeper understanding of, along with a humane and wise approach to these very troubling illnesses.”

—Kirkus

“Seldom has the inner emotional landscape of melancholic depression, mania and manic-depressive illness been mapped with so much clarity, empathy and sensitivity.”

—Publishers Weekly

“A Mood Apart is informative, compassionate and, not the least, thoroughly engrossing.”

—William Styron, author of Darkness Visible

“Dr. Peter Whybrow explains everything you ever wanted to know about moods and their vicissitudes, and he does so in wonderfully elegant, highly readable prose.”

—Maggie Scarf, author of Unfinished Business and Intimate Worlds

“Dr. Whybrow has written a wise and graceful book that should be helpful and consoling to patients and their loved ones.”

—Irvin D. Yalom, author of Love’s Executioner and Lying on the Couch

“A Mood Apart is a beautifully crafted volume that probes into the recesses of the brain and mind to reveal the secrets of depression. Dr. Whybrow distills a lifetime of experience as a master clinician and scientist. . . . I highly recommend this definitive work to the nonprofessional as well as the professional.”

—Aaron T. Beck, MD, university professor emeritus, University of Pennsylvania, and author of Cognitive Therapy of Depression

“This compassionate book will console through its effective teaching. Anyone who has dealt with depression will be drawn to it.”

—Judith Rapoport, MD, chief, child psychiatry, National Institute of Mental Health, and author of The Boy Who Couldn’t Stop Washing

“A Mood Apart is a tour de force, a new standard in writing for the public. . . . A masterpiece. . . . His topic is complex, his explanation scientific and yet deeply rooted in compassion, understanding, perception, and respect for his patients.”

—Frank Burgmann, president, National Depressive and Manic-Depressive Association
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For my father, Charles Ernest James Whybrow


                      A MOOD APART

                      Once down on my knees to growing plants

                      I prodded the earth with a lazy tool

                      In time with a medley of sotto chants;

                      But becoming aware of some boys from school

                      Who had stopped outside the fence to spy,

                      I stopped my song and almost heart,

                      For any eye is an evil eye

                      That looks in onto a mood apart.

Robert Frost, Steeple Bush (1947)
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INTRODUCTION TO THE 2015 EDITION

Reprise: Looking in on A Mood Apart
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Depression and its close cousin manic depression are malignant and deadly diseases. A sad reminder of that truth came in the summer of 2014, just as I was beginning work on this new edition of A Mood Apart. On August 11 Robin Williams, the much beloved actor and comedian, was found dead at his home in Marin County, California, having hanged himself in the small hours of the morning. For several months, as his publicist later explained to the world, Mr. Williams had been “battling severe depression.” He was sixty-three years old.

Not long afterward, on November 16, to be precise, my copy of Nature, Britain’s weekly magazine of science, arrived at UCLA’s Semel Institute, where I work. The cover immediately caught my eye. Black letters, shrouded symbolically in a fog of grey, called public attention to “The Great Depression.” Depression in its many guises, explained the periodical, is today not only the most common disorder of mental health across the world but also, among all illnesses, that which is responsible for the greatest personal, social, and economic burden.

In these two moments tragedy and hope are juxtaposed. During my early days as a medical student in London, suicide was still a criminal offense. Should one fail in the act, you could be prosecuted and land in jail: and the family also was liable. Suicide was a crime against the self. Depression hardly entered the equation. Although some 80 percent of people who successfully commit suicide battle depressive illness, as did Robin Williams, in the 1960s many considered depression to be a form of laziness. Indeed, so proclaimed a sign in the bar of the public house that we frequented as students. Times have changed: now we speak with compassion of the tragedy that suicide represents and openly discuss depression in the press.

Robin Williams’s death triggered extensive public discussion about mental illness, and about depression in particular. Much of that conversation, however, was focused on the tragic end of Williams’s personal story. But, as Nature’s editors emphasized, what of “the chronic, debilitating (and recurring) struggle” that had gone before? How may we learn from the personal experience of depression? How is science helping and where is our research running aground? Why, in the face of this pervasive scourge, are we not doing more?

The journal Nature, which first appeared on the London newsstands in 1869, is today considered by many to be the leading international journal of scientific research. Thus it is highly significant for this venerable publication to devote a special issue to the societal burden of depressive disorder, let alone to promote such probing questions. It means, among other things, that big science has entered the public debate and accepted the challenge of inquiry. This brings hope in juxtaposition to Williams’s tragic suicide. Just as did the necessity of fighting cancer, another malignancy, emerge from the shadows to take center stage two or three decades ago, so now is mental illness finally emerging. But, perhaps most important, Nature’s publication also signals that the technology of behavioral neuroscience is reaching the maturity essential to dissecting the complex interactions of brain mechanisms, behavior, and social experience that weave the web of mental life in both health and illness.

Despite my optimism, the task will not be easy. For a start, research into the depressive syndromes is underfunded. Drawing upon the statistics provided by Nature magazine, in the United States in 2013 the National Institutes of Health provided $5.3 billion for cancer research and $415 million for the study of depression. Indeed the total budget spent on all mental illness research was $2.2 billion, just over 40 percent of what had been provided for cancer research alone. A similar situation exists in the European Union where approximately €8 million are allotted annually for depression research against €205 million for cancer. It is clear that the mounting health burden and public awareness of the depressive malignancies have yet to be translated into the research funding that is required to move forward swiftly.

Also clear is that the twin stigmata of ignorance and personal denials, despite our growing enlightenment, continue to play a significant role in the public reticence to adequately fund depression research. Robin Williams, for example, who demonstrated a remarkable facility in his professional life to conjure the runs of hyperactivity and the creative twists of pressured thinking that psychiatrists associate with mania, consistently protested that his antics were merely a performance and not reflective of inner turmoil. Yes, Williams confessed, at times he did suffer sadness and, true, he had fallen victim to alcohol and cocaine abuse, but never had he experienced “clinical” depression.

For me, as a psychiatrist, these protestations come as no surprise. We each strive for a coherent image of ourselves in the world, constructing as best we can a singular self from an amalgam of inherited biology and experience. Williams, as a young student at the Juilliard School, discovered early his fast wit and mercurial ability for mimicry. These skills were quickly woven into who he was to become as an extraordinarily talented and funny entertainer. Thus for Williams to separate his talents from an emotional self that might be aberrant, even dangerous, was an idea impossible for him to embrace. His denial of any disturbed mood state is a reminder that disabilities of mind and brain are both similar to and distinct from other illnesses. When illness invades the body it is perturbing to the mind. But when illness invades the brain it simultaneously invades the mind, disturbing the pith of who we are and calling into question the subjective integrity of the self.
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Depression and mania are best understood as “afflictions of the self”—aberrations of mind that go beyond shifting emotions to threaten the harmony with which we engage the world. This was my premise twenty years ago when I first sat down and began piecing together the personal stories and the scientific investigations that were to become this book, and it remains my perspective today.

A Mood Apart has been described by some as a series of essays, each with its own integrity, which through the course of the book are progressively woven together such that a cohesive story emerges for the reader. It’s a characterization that pleases me for it suggests that I have had some success in exploring the particulars of science without losing touch with the human experience. My intent was to write a book easily accessible to the general reader with the objective of broadening understanding of mood disorder. The hope was that improved self-knowledge and sympathetic public insight might mitigate tragedies such as that which befell Robin Williams. The goal, in a nutshell, was to foster the healthy resilience of those who suffer through the objectivity of science and the compassion of others.

Scientific investigation proceeds by layered dissection, moving from the macro to the molecular. It doesn’t matter whether we’re seeking to understand the social dynamics of interpersonal behavior or the workings of the cell, the disciplined goal of the scientist is the same: to reduce complexity to its simple elements, later to integrate what is learned such that the workings of the whole may be better understood. It is through this disciplined dissection that we strive to understand ourselves and the world in which we live.

In daily life, however, the natural way of thinking is different. The human brain is reward driven and geared to survival: the mundane process of mind, rather than dissection, is the continuous integration of complex information. The goal is to make sense of a rapidly changing world such that fast, appropriate action can be taken. We are curious and intensely social creatures: we explore, we eat, we love, we fight, we seek safe haven. It is this dynamic drive—the restless search for the harmony that scientists describe as homeostasis—that we subjectively experience as the energy of the emotional self at work. In disorders of mood this sense of vigor is compromised, to be scattered to the four winds, as in mania; or to drain away entirely, as in the depths of melancholia.

The anguish that defines the suffering in these illnesses has not changed since A Mood Apart was first published, or over millennia for that matter. The personal stories that I recount—in the words of Claire Dubois, of Stephan Szabo, of Emmett Jones, of Melanie Branch, or of John Morehead and his family—continue to stand as testimony to the symptoms that are experienced in the mood disorders. It is through the careful study of such personal evidence, together with the sophistication of modern science that our understanding continues to move forward. Here, to mark the new edition, I outline some of what we have learned, focusing particularly upon how growing knowledge of brain organization is introducing new treatments and the future hope afforded by the genetic technologies.
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For over 100 years psychiatrists have been describing and redescribing, cataloging, and reorganizing the symptoms of the major mental disorders. The hope has been to distinguish among specific syndromes, thus to refine treatment and improve outcomes. The mood disorders have been no exception. Classification of experience, however, can only take us so far. Although in their manifestation these appear to be disorders of social interaction—a fracturing of the social space that we usually command without even thinking—stressful interpersonal factors alone are an insufficient explanation as to why some individuals succumb to depression whereas others escape. What are the factors, we must ask, which confer individual vulnerability or increased resilience? That Robin Williams was having financial difficulties, as was rumored at the time of his death, does not alone explain his suicide. As I explore progressively in A Mood Apart, such questions can be answered only by delving deeper into how the diversity of biology and experience interact to trigger the common path to illness.

This is where we must employ the dissecting tools of science in complement to the experience of suffering. Two areas of enquiry are particularly important and have been moving ahead over the almost two decades since A Mood Apart was published. First has been the effort to refine our understanding of the anatomy of the brain circuits that sustain emotional adaptation, how they malfunction, and how that knowledge may be used to advantage in the treatment of depression. The second focus is to identify and quantify the genetic “miscodings” that may distort the developmental architecture of the neuronal pathways and their communication. Both research areas are of vital significance if we are to broaden the knowledge that is essential to crafting new therapies.
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In the clinical realm a lot may be learned about the brain circuits involved in mood disorder through careful listening. Let us dwell for a moment on the experience of severe depression as Claire Dubois describes it in Chapter 2. For Claire, as is the case for many who suffer, the symptoms of her illness clustered into three groups. At the core was anhedonia, where the capacity for emotional self-awareness is blunted. As Claire perceptively noted, in such a state of mind life loses its purpose: “there is no despair because there is no meaning.” Second, there is disordering of the body’s housekeeping rhythms—of sleep and waking, of appetite and elimination. Completing the triad, and most disturbing to Claire as a writer and editor, was a paralysis of logical thought, with planning and simple decisions becoming an overwhelming exercise.

That mood disorders disturb not only emotion but also thinking and the rhythms of the body provides important clues to the brain centers involved, and how communication among them may be disrupted. The anatomy of the human brain is of hybrid construction, as I describe in Chapter 6, and was built over millions of years. In health there is harmonious exchange across regions both ancient and modern. We know, for example, that the brain long ago assigned responsibility to the hypothalamus for those strategies essential to life on a spinning planet. This small cluster of cells, deep in the ancient brain, orchestrates our sleeping and waking and the efficient flow of hormones and other vital functions to be in tune with the day-night cycle—circadian rhythms that we blissfully ignore until they are disrupted in jet lag. That circadian rhythm is also lost in depression and mania suggests that communication of the hypothalamus with other vital brain centers is impaired in these diseases. Similarly the loss of emotional self-awareness that Claire experienced indicates that the amygdala, the brain’s emotional sentinel, is intimately involved in depression. And, likewise, paralysis of Claire’s capacity to plan and make choices implicates the new frontal cortex, which in the human brain is responsible for executive function.

This brain circuitry that is disturbed in depression lies at the core of the self. Rapid advances in brain-imaging technologies validate that these are the circuits among which communication misfires, in various ways and to varying degrees, in disorders of mood. The vital pathways begin in the ancient brain and spread out like the limbs of a tree to interface with the brain’s reward centers and the cortical structures that continuously evaluate experience. As the balance between executive function and emotional vigilance is lost, the victim of illness loses control—as for example in acute mania—much as a rider with a broken bridle loses control when mounted precariously on a runaway horse. Similarly, in depression the circuits serving smooth communication of the executive intent of the frontal cortices to the emotional brain are disrupted. To pursue my analogy, the horseman is now compromised: coordinated purpose is impaired and focus is lost.

The physiology of the brain is a combination of chemistry and electrical transmission. Neurons—the brain cells that think—transmit information within themselves through electrical impulse and talk to each other via chemical messengers across portals of communication known as synapses. When these myriad circuits and linkages are synchronized and working in harmony it is a collaboration that is precise and reliable, as is the oscillation of the time-keeping pendulum in a grandfather clock. In mood disorder the pendulum sticks in its movement, causing precision to be lost, together with reliability of action.

Conceptually, then, the goal of treatment is to perturb the pendulum, such that it can move freely again. Within this construct, which I explore in detail in Chapter 9, the therapeutic action of the antidepressant drugs may be understood as prodding the brain to return to dynamic harmony by interfering with the chemical transmission at the synapse. This prodding stimulates response from the brain’s adaptive mechanisms and in some patients successfully “unsticks” the pendulum, freeing its return to smooth oscillation. The action of electrical convulsive therapy (ECT), a highly effective treatment for severe depression, may be understood as dynamically similar. Here the principle is no different from that of cardioversion, in which an external electrical impulse is applied across the chest when the heartbeat is persistently irregular, thus to “reboot” its rhythm. By analogy, ECT may be seen as the “rebooting” of the brain.

So how may our growing knowledge of brain circuitry help foster novel and improved treatments for depression? One exciting potential is that identifying specific targets for intervention with the help of brain imaging may offer therapeutic precision. Although we know a lot about the chemistry of the antidepressant drugs—the reader will find a brief guide to the psychopharmacology of mood disorder as an appendix to this book—it is also evident that their action is broad in scope, frequently perturbing several neurochemical systems simultaneously. Thus, pharmacological intervention is imprecise in it anatomical focus. A similar criticism can be made of ECT.

Our growing knowledge of brain circuitry, backed up by imaging in real time, holds out the possibility of developing treatments capable of focused perturbation that may be of particular value to those suffering recurrent and intractable episodes of depression. And indeed, under the general name of neuromodulation, several new technologies now are entering clinical practice, or are in development.

One area of promise is to employ focused magnetic or electrical impulses to modulate the patterns of brain activity, targeting specific brain regions directly through the skull. Within this category Trans-cranial Magnetic Stimulation (TMS)—literally the use of magnetic impulses to stimulate the brain—was approved in the United States for the treatment of depression in 2008. An electromagnetic coil, similar in its technology to that used in magnetic resonance imaging, is placed directly on the skull. The instrument can be tuned to provide a pulsing magnetic field that penetrates approximately two inches into the brain, directly influencing the transmission of neuronal impulses and influencing the flow of information across the targeted brain circuitry. Used repeatedly, for five days a week over several weeks, this consistent, commanding rhythm gently perturbs brain activity, leading to improvement in some depressed patients, including those who have been unresponsive to pharmacology.

A novel way of prodding the brain through stimulation of the trigeminal nerve (TNS) also shows some promise. The trigeminal nerve carries sensations from the facial skin and musculature to the brain. By stimulating the nerve overnight with a mild electric current—one to five milliamps of pulsating energy—the normal transmission route can be co-opted to send signals deep within the brain to the anterior cingulate cortex, an important region that helps regulate mood and emotion. Already approved for use in Canada, Europe, and Australia, it is being carefully evaluated in the United States. This technology is in its early stages of development, but initial clinical trials have shown an impressive 70 percent improvement in individuals with medication-resistant depression. In addition TNS has been successfully used in the control of medication-resistant epilepsy. Also, in clinical trials being conducted in children with attention deficit disorder, TNS appears to improve the ability to focus on a specific task—all of which underscores the probability that common biological threads bind together psychiatric syndromes that have long been considered distinct.

Other ways of examining and perturbing the dynamics of brain circuitry are under investigation, including the transient use of ultrasound to “switch on and off” individual brain circuits, thus offering opportunity to explore the dynamics of normal brain activity. But perhaps the most intriguing, and novel, intervention for those suffering malignant, intractable forms of recurrent depression is the use of deep brain stimulation (DBS) to act as a brain pacemaker. Compared to ECT and other techniques of neuromodulation, DBS is a surgical procedure that involves implanting electrodes into specific brain areas. Guided by careful anatomical analysis using magnetic resonance imaging, thin wires are threaded into specific locations deep within the brain. Pulses of mild electric current from a small battery pack implanted under the skin then can be transmitted to the specifically identified brain area. The brain structure itself is not disturbed: it is the pulsing of the electricity that provides the perturbation.

DBS has been successfully employed in the treatment of Parkinson’s disease, an illness associated with motor tremors in which the normal, easy initiation of movement is impaired due to degeneration of the brain’s basal ganglia. When DBS electrodes inserted into these ganglia are activated, improvement can be dramatic and instantaneous for patients with Parkinson’s disease. The technique also shows tantalizing promise in the treatment of severe and persistent depression. Potential sites for the location of the DBS electrodes where the stimulation may be effective in lifting major depression include an area of the cingulate cortex that is close to the nucleus accumbens. This is the brain region associated with pleasure and motivation, and an area through which the highways from the frontal cortex pass to connect with the ancient emotional brain. Thus does brain-imaging technology and a detailed knowledge of brain circuitry facilitate electrode placement in the task of “rebooting” the brain to alleviate severe depression, offering new hope for those patients carrying the greatest burden.
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Both recurrent depression and manic depression are familial illnesses. They are also heritable. Studies of adopted children, particularly of twins separated at birth, confirm that the heritability of recurrent major depression is approximately 35 percent, whereas for manic depression the genetic contribution is closer to 70 percent. It is also clear that there are many genes, perhaps even hundreds, that contribute to the final path of vulnerability that emerges through the interaction of biological, personal, and cultural factors.

When A Mood Apart was first published, in 1997, the project to sequence the Human Genome was well along and only four years later, in 2001, it was announced that the work was essentially 90 percent complete. In many ways, however, this was just the beginning. Identifying the variants (the alleles) of specific genes that code for the particular illnesses is difficult, and especially so in diseases such as the mood disorders that from the standpoint of their biology are probably a collection of illnesses with similar symptom clusters. Most common illnesses are of this sort and are known to scientists as polygenic in origin, meaning that a series of genes and gene variants each make a small contribution to the final expression of illness. The challenge, therefore, becomes figuring out the biological processes that each variant influences and, with this improved understanding of metabolic pathways in mind, how novel treatments may be developed.

Prior to large-scale sequencing of the genome, identifying disease-promoting variants was an expensive and essentially hopeless task, rather akin to searching for a needle in a haystack. Rapid advances in technology have dramatically reduced costs, however, and collaboration among investigators now makes possible the screening of tens of thousands of people with the same diagnosis. Thus in 2014 the Psychiatric Genomics Consortium reported that in some 40,000 individuals suffering from schizophrenia, 108 genome locations were found to be associated with the syndrome. Such massive screening studies—known as genome-wide association studies, or GWAS—are essentially scientific fishing expeditions whereby stretches of genetic material (loci) that potentially are contributing to the disorder can be identified.

When reading about these studies in the popular press, however, it is important to remember that a locus is not by itself a functional unit: it is merely a heritable gene sequence. Finding a locus is not the same as finding an “illness gene.” Thus the sensationalized media reports that appear from time to time that a “depression gene” has been found are irresponsible. Indeed the reported variation may be as simple as a change in one DNA letter in the code. Also, identifying the locus does not tell us anything about its function—the DNA snip simply may be part of a gene’s regulatory machinery. Now that the human genome library has been mapped, however, established knowledge about genes found in close proximity to a specific locus may provide important clues as to the finding’s significance.

Advances in genome-engineering technologies—the ability to modify the basic sequence of genetic material and follow the consequence of the manipulation in living tissue—complement this new genome screening power. For the first time science now has the tools—some first discovered in the study of the molecular workings of bacteria—to “dissect” biological processes. This is an extraordinary technical advance with broad implications. Such targeted interventions make it possible to “interrogate” the action of specific genes and to learn what regulates them, taking the “disciplined dissection” of science to the molecular level. Most important from our perspective here, these technologies now make possible rigorous investigation of the GWAS-identified genetic variants that are associated with specific clinical syndromes, including the mood disorders.
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The building of genetically engineered animal models of brain illnesses is a technology that has grown in complement to GWAS studies, and it is poised to accelerate. Such models have the potential not only to further clarify the metabolic pathology of an illness but also to provide a platform for the rapid investigation of novel treatments.

In learning about the brain the study of simpler creatures also plays its part. As I have noted, the fundamental biological mechanisms that collectively enable the extraordinary capacities of the human brain have ancient roots. Nature preserves that which works when it comes to sustaining life. Thus fundamental to our being are molecular and cellular processes that probably have existed since the Cambrian period—some 500 million years ago—when complex organisms first begin appearing in the fossil record. Investigating today’s descendants of these first multicellular organisms offers enormous opportunity for insight as to how the nervous system evolved, and specifically how the human brain works. Because of nature’s conservation, many of these mechanisms are common across primitive species, such as worms, sea slugs, the fruit fly, fish, and our mammalian cousins, with the rat and the mouse being most notable. Modern neuroscience has learned much from each of these creatures.

For example the marine slug, Aplysia, has taught us much about memory and the circuits that sustain them. This ungainly creature, known to the Greeks as the sea hare, does little but eat and reproduce. And yet its nerve cells are extraordinarily large, indeed visible to the naked eye and an easy target both for recording electrical activity and the biochemical changes associated with both short- and long-term memory, when new synaptic connections are established and new proteins laid down. In another example, scientists have employed the fruit fly, Drosophila, to understand the mechanisms of synaptic transmission, a key to refining our pharmacologic treatments. Easily genetically manipulated, the fly is also an ideal model to study the potential risk genes found from GWAS, and how those genes interact either to confer resilience or to trigger the pathway to illness.

Finally, the rat and the mouse have been particularly valuable in developing and studying how genetic variations influence mammalian behavior and the development of disease patterns. In its evolution the mouse is far closer to human beings than are the simple organisms of the marine slug or fruit fly. This, together with the generous breeding habits of the species, makes the mouse an ideal model for the study of the brain’s neural circuits. Another advantage is that in human illness in which the offending genes are known, such as in Huntington’s or Alzheimer’s disease, the mouse embryo can be readily engineered, using bacteria as artificial chromosomes. The genetically engineered mouse so produced expresses the identical pathology as that found in the human brain, enabling the study of how, where, and under what circumstances the path of illness develops.

This is modern neuroscience, and it is amazing. The study of bipolar illness and recurrent major depression—and of the other severe mental illnesses that have long burdened humankind—is entering an era of unprecedented promise.
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But this remarkable progress in neuroscience is only another chapter in the depression story. Science alone will not solve the pandemic of illness that we face in today’s world. There are other important drivers to be considered, and principal among them are cultural and economic factors. The global burden of disease that major depression represents is now well documented and, not surprisingly, areas of poverty and conflict in the world—such as Eastern Europe, the Middle East, and parts of North Africa—fare comparatively worse than do the more stable, wealthier nations.

Detailed analyses, however, of epidemiological studies conducted in the United Kingdom and the United States, reveal some disturbing trends in the developed economies. First, as has been demonstrated in the past, women suffer depressive illness twice as frequently as do men, and for longer periods. Also, and more surprising, is that the prevalence of depression is increasing in younger people with twenty-to twenty-four-year-olds suffering most, although those a decade older are close behind. The rate of depression then drops off and declines steadily after the age of sixty, although suicide remains a danger in older men, as was evident in the untimely death of Robin Williams. Over the same time period as these studies—the two decades between 1990 and 2010—the US Centers for Disease Control and Prevention reported that the prescription of antidepressants increased nearly 400 percent. Antidepressants are now the class of drugs most frequently used by young Americans between the ages of eighteen and forty-four years. What do such statistics tell us about the society we have built? Should we now accept the depressive disorders as within the cascade of afflictions—obesity, cardiovascular disease, addiction, and ADHD among them—that haunt the modern-day affluent society? Is depression an illness that breeds in the shadow of stress-inducing, demand-driven achievement?

If we are serious about the public health, then these are questions that we must ask of ourselves. In the future neuroscience will aid us to better identify vulnerability to depression and to improve care, but such efforts must complement an understanding that the depressive disorders, even in their biology, are shaped by culture and the human experience. It is to achieving that goal that A Mood Apart is dedicated. In the increasingly complex but intimately woven web that is life, mania and depression remain afflictions with a uniquely human face.

Plainfield, New Hampshire,

January 2015


PROLOGUE

The Masks of the Human Carnival
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Late in September 1995, when this book was already well advanced, the European College of Neuropsychopharmacology met in Venice, Italy. One afternoon, our scientific contribution behind us and seeking relief from pharmaceutical exhibits extolling the latest antidepressant, my wife and I left the lush greenery of the Lido (where the conference was being held) and caught an early vaporetto back to our hotel. For the rest of the day Eva and I planned to lose ourselves in the dusty labyrinth of the Dorsoduro. We understood from trusted Italian friends that there, within the maze of narrow lanes and minor canals, we would find artists who still created masks in the tradition of the Venetian carnival.

Venice is a city of unique organic form, a place where one is “taught . . . life as a great splendor,” as Diego Valeri has described it. Over the centuries, countless writers, painters, and poets have attempted to capture the essence of the creative human spirit in this city of special mood, for Venice is a tribute to both human ingenuity and human emotion. The Venetian carnival, like carnivals throughout the world, is the quintessential celebration of that emotional experience. The creativity, excitement, music, feasting, and sheer self-indulgence of the carnival magnify the emotional energy of everyday life; it is a maniacal springtime catharsis before the atonement and withdrawal of Lent.

The mask has a particular place in carnival revelry. Most obviously, and also most importantly, it covers the reveler’s face, hiding both identity and the expression of true emotional feeling. The mask itself usually caricatures feeling, commonly stereotyping deep sadness or great joy, moods which have universal meaning and stand at the poles of human emotion. It is the mask, through what it hides and what it proclaims, that lies at the center of the carnival ritual. Without the mask there is no masquerade.

This book, A Mood Apart, is about mood and human emotion, about their function and purpose in our lives. Particularly it is about emotional disorder, about mania and melancholic depression, states of mind that, like masks and carnivals, caricature the emotions of everyday life. In contrast to the masquerade of the carnival, however, mania and melancholia are extremes of mood that touch us all; in their presence rarely can we choose to stand aside as nonparticipant observers. In fact, the chances are overwhelming that most of us, during the span of a normal lifetime, will come face to face with some manifestation of mania or melancholic depression, seeing it in ourselves or in somebody close to us.

So for Eva and me, our quest that afternoon had a particular symbolic purpose. In Valeri’s “city of generous madness,” at a conference dedicated to the science of the anomalous mind, we hoped to find an ancient and universal link between the carnival of human emotion and the experience of aberrant mood. We sought for ourselves Venetian masks of mania and melancholia.

After an hour or so of confusion, following complex geometric paths, we came upon a workshop that caught our eye. MondoNovo Maschere sits in a little alley off the Ponte dei Pungi, a bright blue door puncturing the exposed anatomy of an ancient wall. Standing sentinel, eyes narrowed, is a camel’s head, while a cradled and smiling moon, flanked by modern gargoyles, beckons the visitor inside. After the sunlight of the street, the room is dim. It takes a moment to define the multitude of faces, of every expression and form, that stare from tables, walls, and ceiling. But, as the eyes adjust, the impish humor of the artist-owners, Lovato Guerrino and Spillar Giorgio, becomes rapidly apparent.

The first response to my request, made in mixed and gestured language, produced a mask of alabaster white and sinister black—three masks, in fact, each fused to the other. “These are the faces of life,” explained Mariangèla Convento, the young assistant, as she held it before her smiling eyes. “Sometimes we are sad, sometimes happy, and then, of course, there’s the other face, the one we keep for ourselves.” We smiled back, uncertain that this was the object of our search. “But perhaps this is the one,” she added, sensing our reserve. Reaching up, she took from behind a beam a mask with a cherubic face, bedecked in jester’s garb, with a coxcomb hood of red and green and bells that jingled from each ear. Turned back and forth in Mariangèla’s expert hands, the jester’s changing moods were real. In one profile the mask displayed the tears and down-turned mouth of a melancholy clown, while in the other, the jester stood transformed with a vibrant eye and infectious grin. Here was the carnival mask of manic flight and melancholic despair.

In their extreme form, mania and melancholic depression are illnesses. Mania is to depression as fire is to the ashes of the fire. Mania, in Latin, literally means madness, while melancholy is seen as something more noble—even precious. In their disruptive, psychotic forms, mania and melancholic depression can ruin lives, and even end life through suicide. But in their development, and in their muted forms—chronic smoldering sadness, emotional instability, or infectious energy—these illnesses also include behaviors that shade into the daily emotional pleasures, hopes, and disappointments that all of us associate with being alive. These are remarkable and very human disorders, for mania and melancholia exaggerate life.

As is emphasized by the universal meaning of the jester’s mask, mania and melancholia are “illnesses of mood” that occupy a special place in the experience of being human. Changing moods, and the emotions that generate them, are central to being alive. Depression and manic depression are thus more than illnesses in the everyday sense of the term. They cannot be understood, as are disorders of other body organs, merely as an aberrant biology that has invaded the brain, for by disturbing the function of the brain—the emotional brain—the illness enters and disturbs the person, that collection of feelings, behaviors, and beliefs that uniquely identify the individual self. These afflictions invade and change the very core of being.

As we have come to understand more about the brain, its emotional chemistry and the drugs that change it, these mood states have assumed for many a new significance, even a fascination. Once hidden as a mark of personal weakness, melancholic depression and manic depression (a common form of illness in which mania and depression occur together) have become the object of curiosity and are openly discussed at home, in magazine columns, and in the workplace. After centuries of silence, questions are being asked. When are sadness and swings of mood—those changes that seem so appropriate and universal in the struggle of daily existence—the warning signs of a painful illness? Are these only family illnesses, passed down through the generations, or can anybody acquire them through bad experience? Do bodily changes occur in these illnesses, and if so, is the anatomy of the brain involved? What are these powerful “antidepressant” drugs that some claim can change personality? How do they alter the brain chemistry, and how does that chemistry change something as complicated and personal as our private emotions? Is it true that many successful and famous people have suffered these illnesses or experienced them in their families? If it is true, why, with present knowledge, does stigma still remain? These are just a few of the questions which I shall explore in this book.

My approach to mood disorders is that of the physiologist. That is the way I was trained as a physician in London three decades ago, and it is the approach that I continue to follow. Physiology is the science of the great French physician Claude Bernard; it is a dynamic approach to understanding the integrity of the human body, including the human brain, which accommodates the larger environment in which we live and interact. A central postulate is that the individual elements of the body work together in consort with the whole, and thus, only through consideration of the elements and the whole can we hope to understand the living person. Thus the student of physiology must pay attention to both molecular detail and to the behavior of the entire animal. In my science and in my clinical responsibilities I have tried to adhere to such principles.

I saw my first victim of mania as a high school student when one summer in England I worked as an attendant in a mental hospital, located just a bicycle ride away from the small country town where I grew up. Beyond the sufferer’s obvious loss of reason and his pain from woefully inadequate treatment, I did not know what I was witnessing. I was frightened and fascinated at the same time. As I look back across those few decades, I find it remarkable how much the therapies in psychiatry have changed and how I have changed in thinking about mood and its disorder. This book is my attempt to document what I have learned and, through the exploration of the experience of men and women I personally have known, to offer some insights about these illnesses, placing them within an appropriate context of humanism and medical science.

During my professional lifetime there has been a revolution. We have learned more about the molecular structure of the brain—the organ that defines us as individuals—in the past thirty years than we did throughout the previous two thousand. Major advances in new drugs and in the brain sciences have given us effective treatments for mood disorders, plus a much better understanding of how the brain chemistry is altered in these disturbed emotional states. The advances have also brought recognition of the enormous complexity of the human brain; how it has developed from a rudimentary collection of nerve cells in simple creatures to the extraordinary intercommunication of billions of such cells in complicated animals such as ourselves.

With this extraordinary explosion of knowledge has come the capacity to better assist those who suffer most. The treatments now available can alleviate and prevent recurring mood disorder and offer a new dimension in self-care. They are interventions as powerful and effective as any in medicine. But all this molecular insight does not replace the knowledge to be gained from understanding the personal experience. Rather, it is complementary.

Mania and melancholic depression are intensely personal illnesses. Although they stand as true aberrations of thought and feeling, extending the range of what we consider “normal” emotional experience, they remain accessible to all of us through empathic understanding and thoughtful dissection of such common mood states as profound grief and great joy. It is within this spirit of introspection and purposeful analysis that I begin A Mood Apart with the personal memory of my father’s funeral. Then, despite the scientific abstraction that must follow, I will have the comfort of emphasizing, through the personal grief and disorganization of that day, how firmly I believe our advancing knowledge of these illnesses must be rooted in the common denominator of mutual experience. The subjective experience of melancholic depression is an extension of common sadness and grief, in the same way that some elements of mania are an extension of the compelling energy and happiness experienced when we first fall in love. Indeed, they are similar enough that both mania and depression are frequently dismissed or treated with blithe indifference (by the public and the professional alike) in the early stages of their development.

It is true that only a very small percentage among us develop the severe psychoses of mood that threaten life itself. For such individuals there is a special vulnerability. How that happens, and why, is an important part of this book. But the posture of blithe indifference to such suffering is unfounded, even dangerous, for the states of mania and depression each coexist, sometimes in the same individual, with behaviors that we all value as vital to human culture. Many individuals among us who are energetic, creative, and become great leaders, thinkers, and artists have been touched by these disorders of mood. Some such famous men and women have struggled with moments of profound anguish and melancholy, or have experienced periods of disorganization and poor judgment that characterize mania. Others have close relatives who have been severely ill with mood disorder. Many are increasingly willing to publicly acknowledge their struggles. Thus while the extreme moods of mania and melancholia may seem separate and apart from common experience, in fact the spectrum of human emotion is broad. Mood states that have great benefit in some walks of life coexist with others that can do great harm. It is one of the great ironies of Western culture that we revere and socially applaud sustained creativity, drive, and infectious enthusiasm but fail to recognize these qualities as close cousins of the disorganization and suspicion that accompany them in mania and are stigmatized as maniacal madness.

Human behavior is not, as some modern prophets would have us believe, biologically programmed and determined, as pigeon behavior is programmed in the brain of a pigeon. It is a mistake to equate the brain with something entirely organic and structural, a piece of computer hardware from which the programmed person springs automatically to life. Similarly, but at the other end of the philosophical continuum, I am wary of those who claim, from some inspired pulpit, that human destiny is determined entirely by experience. These two views reflect the shrill voices of reductionism that cry for some simple explanation of the way we are. In my experience, the path to understanding mood and its disorder follows not from some partisan theory of mind or matter, but from an intelligent integration of the two.
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So in the consideration of moods—including the extremes of mania and melancholia—I favor a dynamic and integrated approach, one that combines objective science with an understanding of the personal experience. To highlight the importance of this integration, I present a series of personal stories, woven together with the clinical and basic science that is now the backbone of our rapidly advancing knowledge. The stories are real, and frequently include verbatim descriptions of illness and recovery, but the characters are composites of the life experiences of more than one person, transported in time and place to ensure anonymity. But I must emphasize that the human stories are as valid, in their contribution to our objective understanding of these moods that stand apart, as are the scientific studies with which they are interwoven.

This is not a conventional self-help book; rather, it is a compendium in the classical sense. It is a digest of what I know and what intrigues me as a practicing physician, about emotion, mood, and the emotional brain, about how the emotional self can become disordered, and about the treatment of those disordered states. The book is intended to be accessible to those who may know little about the brain and behavioral sciences, or about pharmacology, relying heavily upon the clinical stories to place the science in context. Hence the narrative is not exhaustive in its detail, as would be a text on the subject. For those so inclined, therefore, I have appended a series of notes, detailed in their reference, that expand on specific topics and will be of assistance to readers undertaking additional reading or personal research. The book also reflects something of my professional history, for woven through it are vignettes from my travels over the past twenty-five years as an academic psychiatrist. Throughout that education, which is a continuing adventure, I have learned many lessons, but one of particular importance has been that these illnesses of mood distort and magnify what is human; they do not destroy it. In sickness and in health we all share the same fundamental hopes and passions. Indeed there is much that these moods impart, and the emotional twists of life, teach us again and again as we are constantly reminded of their presence—through the personal experience of friendship and through the achievements of those engaged in the visual arts, in literature, in the opera, and in the leadership of nations.

It is my hope that A Mood Apart will be particularly helpful to those who themselves suffer from depression or manic depression, or who have experienced the illnesses through someone close to them. It is from such generous individuals that I have learned most about these extreme states of emotional experience. But I believe the subject will also be of interest to those who have struggled honestly with the “ups and downs” of human emotion, and to those who simply have a healthy curiosity about mood, wondering how it is regulated, the purpose that it serves, and why emotion occupies a central place in human affairs—why it is that the moody mask of the jester still survives among the workshops and alleys of the Dorsoduro, and in the celebrations of the human carnival.


ONE

A GLIMPSE OF MELANCHOLY

Grief, Emotional Homeostasis, and Disorders of Mood
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            No one ever told me that grief felt so like fear.

C. S. LEWIS, A GRIEF OBSERVED (1961)

            After the mind has suffered from an acute paroxysm of grief, and the cause still continues, we fall into a state of low spirits.

CHARLES DARWIN, THE EXPRESSION OF THE EMOTIONS IN MAN AND ANIMALS (1872)

We buried my father according to his instructions, under the tree he had chosen in the little country churchyard. The weather that day was unsettled, in step, it seemed, with my inner feeling. All morning storm clouds had threatened, with gray hammerheads rising in the warm summer air. Then at noon, just as we gathered together, the heavens parted with a thunderous crack, and rain cascaded down in soaking sheets upon our bowed heads and the open ground.

My father had suffered a long and painful illness, so there had been ample time to come to terms with his death. The long transatlantic flights on the many visits back to England from my new home in America offered time for reflection during those final months. The visible shrinking of his person and his world, our discussions about life in the face of death, all gave me time to prepare. After all, as a doctor I had seen death creep up on people before. And as a psychiatrist I knew something about grief; I had counseled those for whom grief lingered, those for whom it had lapsed into a melancholic mood.

But this time it was different.

Being the elder son, I had fashioned a testimonial of sorts, something that reflected my love and esteem for the man. But at the funeral, when it came time for me to speak, my words dissolved in a flood of tears. Language was abandoned. I learned, as had generations of men and women before me, that for some losses there is no preparation. Faced with the stark reality not of any death, but of my father’s death, I was once again a primal emotional being. For a moment, amidst the storm and turmoil of that day in June, I caught a glimpse of melancholy.

Over the natural life span grief touches everyone. It is a profound and numbing experience, and none of us will escape its twisting pain. When it strikes, the raw intensity of the feeling comes as a surprise. Life is rolled on its head, and we find ourselves off balance. Routine patterns and familiar assumptions are called into question. Social attachments of love and friendship that gave meaning and purpose are fundamentally changed. Inevitably we are confronted with the challenge of finding for ourselves a new fit with the world, for that which was once a stable and accustomed part of life’s routine has been irretrievably lost. The external world has changed and with it the inner world of personal meaning.

The experience of grief is intrusive and primitive. “No one told me that grief felt so like fear,” wrote C. S. Lewis in A Grief Observed, after the death of his wife. “I am not afraid but the sensation is like being afraid. The same fluttering in the stomach, the same restlessness, the yawning. I keep on swallowing.” In grief there is an uneasiness, an urge to pace, an inability to concentrate that is difficult to explain. That summer of my father’s death I felt sad but also strangely tense and anxious, as if in the presence of some primal danger. As a doctor I knew of that feeling, from the many vivid descriptions of my patients. It is the protest stage, the earliest and most obvious phase of grieving.

In protest’s wake comes emotional withdrawal. Slowly the sense of disbelief—the denial that the world has really changed—gives way to a mental numbness and profound sadness. In breathing, the chest feels heavy; it takes a conscious effort to fill it with air. To this simple, fundamental act of living, there is added a sense of burden. Favorite interests and familiar appetites are lost. There is a distancing from the daily commerce of the world; a preoccupation with one’s own thoughts and a preference for being alone. “I find it hard to take in what anyone says,” wrote Lewis. “It is so uninteresting. If only they would talk to one another and not to me.” This was the man who had enchanted both children and adults with The Lion, the Witch, and the Wardrobe, and other wonderful stories from the mythical kingdom of Narnia—a man who loved storytelling, teaching, students, argument, and the world of ideas—and yet his publisher insisted that A Grief Observed be released under an assumed name. “It is a fragmentary work,” noted his biographer A. N. Wilson, “lacking any cohesion compared to his other books, it’s an example of just what people speak of in bereavement, a shattering of his usual style. Its shooting stabs of pain, its yelps of despair, its tears, its emotional zig-zagging, all bear testimony to such a shattering.”

“Shattering” catches the essence of grief. For me the word conjures up a broken mirror, a useful metaphor. In a cracked looking glass it is often difficult to recognize one’s self because of the distortion of the image. So it is with grief. Sadness is just a small part of what happens, for there are other distorted reflections in the mirror. We find ourselves stumbling in the management of a familiar existence. Nothing works as it should. Insomnia drains the day’s supply of energy. Routine habits become a burden, future planning is neglected, thinking is slowed, and concentration scattered by intrusive memories. Through the looking glass of grief one is reintroduced to oneself as a disorganized stranger, a person apart from the accustomed self.

These fragmented reflections provide a glimpse of what “disordered mood” really means—of what can happen to human beings who suffer depression and melancholic despair, a severe and crippling extension of depression. Although we call depression and melancholia mood disorders, they actually involve mental processes that extend well beyond mood and also beyond the emotional awareness that sustains social communication. The essential elements of thought—memory, concentration, and decision-making—plus many of what I call the housekeeping functions of the brain—the cycle of sleeping and waking, sexual behavior, eating and elimination—are also disturbed. Various hormones, the chemical messengers that flow in the bloodstream and through which the brain helps orchestrate the body, lose their daily rhythm. These disturbed patterns of behavior, briefly apparent in normal grief and exaggerated in depression and melancholia, all reflect a progressive upheaval of brain regulation. There is an impairment of the core experience of being—the familiar pattern of thinking, feeling, and behavior that we loosely identify as the “self.” In mood disorders, life’s usual balance is lost.

Emotional communication, memory and decision-making, and the systematic housekeeping through which the brain orchestrates the body’s function—the triad of normal behaviors that are disturbed in the mood disorders—are all intertwined and regulated by a collection of ancient brain centers that, for now, I shall call the “emotional brain.” To understand the nature of mood disorders it is important to know something about the function and purpose of these emotional brain centers, how they are organized, what we experience when they are disrupted, and a little about the brain itself. This is what the first part of this book is about.

Disturbance of emotion lies at the center of depression and mood disorder. Emotion—so obviously unleashed in acute grief—is an ancient signaling system that we share in common with many other mammalian species living in social groups. Emotion and emotional expression evolved as a preverbal system of communication millions of years ago, when our ancestors first began to seek stable sexual partners, herding together for safety and the protection of the young. It is a system wired deeply into our heads. At once preprogrammed and shaped by experience, it is this system of social communication that is most obviously disturbed in mood disorder, and transiently so in grief.

From the first moments of life outside the womb, long before we can talk, we employ emotional signals—of joy and despair, anger and disgust—to let parents know about our needs and desires, when we want to be fed or are frightened and need protection. And right from the beginning we are sensitive to the emotional signaling of others. Each shapes the other in a continuous interaction. Our earliest infant protests upon being separated from those who nurture us can be thought of as mini-episodes of acute grief—the same yelps of pain, the streaming tears—designed to bring back the one who has disappeared. Those primitive outbursts of rage have the same root as the emotions I experienced upon the death of my father. The outpourings at his funeral came from deep inside me, casting aside all verbal facility and my best-laid plans. I was confronting some ancient fear of abandonment that intellectually, and as a grown man, I understood as inevitable, but that for the creature within me—for my emotional brain—was a threat to my safety and stability. My father’s death signaled a change in the social order. For the people assembled that day I did not need the language of words; my feelings were communicated in my tears and facial expression, in the preverbal language of emotion.

In Old English the word emotion was used to describe a public commotion, an event that disturbed the peace. As it is with words, the meaning has slowly shifted. Emotion came to mean the physical agitation or behavioral disturbance of an individual. The word was introduced as a psychological term in the late 1800s, to distinguish the “natural instinctive affectations of the mind” from those behaviors reflective of “knowledge and reason.” So to emote became “to dramatize emotion, to act emotionally or theatrically”; to cross the line that in civilized society divides the private person from the public persona.

Charles Darwin, the father of evolutionary theory, was very interested in emotion and its expression. He was one of the first to recognize its importance as a link to understanding the common roots of behavior among animal species. In his very popular book first published in 1872, The Expression of the Emotions in Man and Animals, Darwin provided lavish illustration that the emotions, rather than being private and hidden as Victorian society would have preferred, are in daily use and a cornerstone of a stable social hierarchy. He collected extensive evidence that emotional signaling among animals is primarily coded in the activity of the muscles of the face. Darwin also established that many of the fundamental emotions human beings communicate by changes in facial expression are similar to those employed by other social animals, particularly the primates, and other mammals like ourselves who care intimately for their young. Displaying his characteristic obsession with detail, he spent years sending questionnaires across the globe to missionaries and colonial governors, seeking details of how different racial groups expressed the fundamental emotions of joy, grief, and pleasure. At home, Darwin thrust his gray-bearded head into the cribs of unsuspecting infants, took detailed notes about the emotional development of his own children, scrutinized people on trains, and made frequent visits to the London Zoological Gardens to study the facial expressions of Jenny Orang, then the only great ape in captivity.

Darwin’s conclusions were a popular scandal in Victorian England. Human emotions, he stated, were not only remarkably uniform across cultures, but similar to the communication of other social mammals—even to that of the household dog. Across the many cultures of man the facial expressions characteristic of anger and fear, disgust and surprise, joy and sadness—a list similar to that which early philosophers considered the primary passions—transcended verbal language as a primitive means of communication. In his book, complete with detailed drawings, Darwin specified the facial muscles involved in the expression of these behaviors: the pulling back of the corners of the mouth and the crinkling of the eyes in laughter and joy; the down-turned mouth and knitted forehead lines in grief and sorrow. He was the first to emphasize that the emotions are a preverbal system of social signaling that, because of our extraordinary facility with language, we tend to forget is still in constant use. For each of us, the recognition and expression of the primary emotions of pleasure, grief, and fear is a fundamental behavior of the brain as distinct and universal as the ability to identify the primary colors of red, yellow, and blue.

Over two thousand years ago, when we in the West began painting a portrait of our own behavior, we called these primary emotions affects, from affectus, the Latin word for the mental qualities considered opposite to reason—”the natural tendencies of the creature.” These were equated with the “animal” passions of rage, fear, and sexual pursuit (we like to think of ourselves as being above the animal herd), behaviors that humans have poorly under control at times of stress and ardent romance. While we still speak of affection—meaning fondness or love—“affect” is not a word we use now in everyday speech. However, it does appear in the professional vocabulary of psychiatrists and behavioral scientists, where it describes states of general physiological arousal associated with “inner” feelings and emotion. Thus, in psychiatry’s diagnostic classification, mood disorders, where the most obvious disturbance is of emotion and emotional communication, are clustered together as a family of illnesses known as the affective disorders. Depression, and its close cousin mania, are the principal members of this family of mood disorders.

Eleven to fifteen million people in the United States are afflicted with mood disorders of some description, and of these, over two million suffer the severe form of manic-depressive illness. However, fewer than one-third of these millions ever receive treatment or even recognize that their misery could be relieved. This is a remarkable fact. Another intriguing statistic is that for those who do seek professional care, it may take up to ten years and three doctors to make the correct diagnosis. The usual justification for this extraordinary situation—so distinct from other serious medical illnesses—is a lack of public and professional education. But in this era when in medical school the affective disorders take their place with other diseases as part of the standard curriculum, and information about mood disorder is increasingly available in newspapers, magazines, and on talk shows, I find a lack of education difficult to believe in as the total explanation. More likely, in my opinion, a major determinant of this collective blind spot lies in the nature of mood disorder itself.

Moods develop from our emotions, and because emotional life lies at the very core of being a person, to accept that emotion and mood can be “dis-ordered” calls into question the very experience that most of us take for granted—the presence of a defined, predictable, and unique subjective entity that we fondly refer to as the intuitive “self.” The familiarity and stability of this personal being are threatened when emotion and mood are disturbed. I have found in my professional practice that depression and manic depression initially distort emotional behavior in such subtle ways that most individuals incorporate the changes into their daily lives, and into the image they have of themselves. Often the first reaction is denial that any significant change has taken place in thinking and feeling. “Well, wouldn’t you be depressed under these circumstances?” is a common challenge I hear when probing a patient’s sad mood. The changes experienced in depression are frequently embraced and even defended as an expected dimension of the self, as merely an unusual emotion driven by unusual experience. Depression and manic depression are thus very special diseases of the brain; they are afflictions of the private person—of the emotional self. It is not easy to recognize or accept their intruding presence, for in disturbing the neurobiological systems that regulate the emotional brain, they distort the personality. This difficulty in separating self from illness is a recurring confusion in mood disorder and lies at the root of much of the public stigma and misunderstanding.

The changing behavior we call emotion reflects a homeostatic system of brain activity that has been shaped by evolution to increase successful adaptation, especially in complicated social groups. We rely on this system of emotional intuition for basic survival. C. S. Lewis was right: Grief does feel like fear, because it grows from the same root. The loss of somebody important, especially where there is strong emotional attachment, evokes a primitive fear—of being alone and vulnerable to danger, or of a changing social order where one’s own position may become insecure. The protest of grief grows out of that fear; it is a cry for assistance, an attempt to retrieve personal balance and accord with others. In the infant it entreats the parent to return while in the adult, grief and sadness provoke sympathy and support. In both instances the goal of the behavior is the retrieval of harmony—to correct adverse social change, solicit aid, and balance changing circumstance.

If the parent does not return—or when death denies reunion—the protest slowly disappears and a phase of withdrawal takes its place. This too is adaptive, conserving energy and resources in a hopeless situation. Volatile, energy-consuming “emoting” is replaced by a prevailing mood of sadness. The emotional regulator has adopted a new set point, one that fosters reflection, regrouping, and solitude for planning and survival. Seen from a Darwinian perspective, both behaviors—protest and withdrawal—serve the evolutionary goal of finding the best fit for the preservation of life and species when faced with difficult or unanticipated challenge. Social experience is thus a powerful regulator of mood and has the capacity to shape behavior over time, for better or for worse. Situations that promote intimacy, attachment, and safety evoke expressions of emotional pleasure and moods of happiness; loss and threat engender the opposite. Thus one way of understanding the function of emotion is to think of it as the brain’s continuous search for harmony with the environment.

The scientific word for harmony is homeostasis. In literal translation this means to keep something standing still in the same place—in a state of balance. In scientific language a homeostatic system is one that “maintains a dynamically stable state by internal regulation, thus balancing those external forces that would disturb the vital equilibrium which the system is set to maintain.” Emotional behavior is a homeostatic system; it balances our interaction with the world, especially the complex social world in which most of us live. Such homeostatic systems are essential to life. Probing the natural order of living creatures, we find them everywhere, from the smallest cell to the most complex society. In fact, much of science, from molecular biology to sociology, is concerned with the study of such systems and their regulation.

It is an essential characteristic of all homeostatic systems that they continuously strive to find the best fit with the environment within which they operate. An everyday example in the mechanical world is the thermostat, which governs the temperature of a room. As the room temperature changes, the thermostat makes the necessary correction by switching the furnace on and off, thus maintaining equilibrium around the temperature to which it has been set—technically known as the set point. The same general principles apply in biology, and in the human brain. Homeostatic systems are self-correcting in pursuit of an optimum balance.

From the evolutionary perspective, the brain centers responsible for our emotional homeostasis are both ancient and new. Attachment to others and the care of young, which require the elements of emotional communication I have been discussing and which are so characteristic of ourselves and other mammals, are relatively new in evolutionary time. In contrast, the origins of the core brain regulators that maintain the housekeeping of the body stretch back to our reptilian ancestry and beyond. In health, most of the body’s physiology is so smoothly harmonized with the rhythms of the world that this ancient and industrious organization by the brain goes unrecognized. But in grief and during severe depression, as the brain’s regulators become stressed beyond their normal limits, this natural harmony is lost and the rhythmic patterns of sleeping, eating, and energy are unmasked as they lose their synchrony.

The “housekeeping” responsibilities of the emotional brain constitute the second area of behavior that becomes profoundly disturbed in mood disorder. Here, the experience of jet lag is helpful in illustrating how this unmasking proceeds. Anybody who has taken an airplane flight from New York to London—as I did many times during my father’s final illness—remembers the sense of mental distancing and physical discomfort experienced in the first few days after arrival in the new time zone. This occurs because jet travel, like grief and depression, disrupts the brain’s regulators of body homeostasis. Over evolutionary time the brain has developed a master clock to help regulate those behaviors best served by being in harmony with the daily and seasonal changes of our spinning planet. But our bodies were not designed for the perturbing effects of rapid flight across the earth’s surface, and the brain clock finds it hard to keep up with jet travel. Reprogramming basic bodily functions is just not as simple as resetting a wristwatch. Having got things nicely organized to accommodate the daily cycle of light and darkness at one spot on the globe, to suddenly find the sun rising five hours ahead of schedule is a challenge to the brain’s preference for precise regulation.

At first, despite being on London time, the brain continues to conduct business as if still in New York and gives instructions accordingly. This “lag” between brain time and sun time throws the body’s rhythmic patterns into sharp relief. There is a disturbance of the subjective sense of a smoothly operating self. Hunger and sleep, for example, seem suddenly to be beasts of independent mind. Then, registering that the environment has changed, the brain resets the clock, accommodates the challenge, and reorganizes the essential rhythms of the body to find a better fit with the new environment. A week later all is well; harmony with the planet is restored—until the return to New York, when the whole process of accommodation must begin again.

This experience of flight also highlights the interesting paradox that harmony in nature—the apparent stability of life—is achieved, in truth, through constant flux. Physical harmony and mental balance are based on resilience to change—moment-to-moment regulation in the service of adaptation—be that to the continuous challenge of the planetary environment, or to the social order that is the fabric of daily existence. In health, we take this resilience for granted; in grief and depression, and in jet lag, it is transiently lost. I know from personal experience that the sense of being “off kilter” and apart from one’s world that is felt in jet lag is not dissimilar from the “numbness” of grief, and it has much in common with the loss of social interest that I have frequently heard my patients describe in the early stages of depression. It is not by chance that both jet lag and grief, in vulnerable individuals, can precipitate depression and mania. In each instance the brain’s usual ability to maintain equilibrium in the face of environmental demand is momentarily compromised. But there is a vital difference: For most of us, jet lag is resolved in a few days and grief in a few weeks, whereas the disorganization of depression continues on, sometimes for months.

The third area of behavior disturbed in mood disorder, along with emotional expression and the body’s housekeeping, is thinking. The key elements of thinking—concentration, memory, and decision-making—are all disorganized, but in particular there is an interesting distortion of memory. During depression, memories recalled are predominantly sad or associated with guilt, whereas in a mood of elation past memories are selectively positive.

As we become adult, emotion—or, more precisely, feeling—becomes increasingly entwined with thinking and memory. Beyond infancy, where the primary emotions dominate, the triggering of emotion is highly selective and idiosyncratic. Events we remember with particular clarity are those about which we have strong feeling, something we call meaning, and it is apparent that in adult life emotion, memory, and feeling are somehow bound together. To better understand this interrelationship, and the disturbed emotional experience occurring in mood disorders, it is important to consider what is meant by “feelings,” and how they are generated.

An important task of the emotional brain is to continuously integrate the environmental and bodily information gathered from our senses. An awareness of something interesting, novel, or threatening triggers a subjectively heightened state that we describe as feeling. (Actually, psychiatrists call this physiological arousal of the brain’s emotional circuitry affective arousal, and it is the awareness of the arousal—our perception of it—that should more accurately be described as feeling.) Most of us are remarkably inept when it comes to characterizing these states of inner feeling. Our verbal descriptions are colorful but imprecise, which perhaps is something to be expected, given that human beings had feelings long before the invention of language.

The words we use to communicate feelings are often descriptions of physical sensations. We speak of the thrill of surprise, the tingling sensation that goes down the back of the neck when something extraordinary happens; pangs of sadness and of hunger; twinges of guilt when an obligation is suddenly remembered, similar to a twinge of pain. In describing the throb of passion we are comparing the experience with a wildly beating heart. We speak of the gnawing of grief, hankerings, sinkings, chills, qualms, and so on. Our language suggests that feelings are tied closely to an awareness of the body’s changing physiology. But the recognition of physiological “feeling” alone rarely has meaning. Personal interpretation is required, and that is where memory comes in.

In 1924, in France, Professor Gregorio Marañon reported an interesting observation that was to help clarify this relationship between memory and feeling, and how they are tied together in the development of emotion. He was interested in the effects on behavior of a newly discovered hormone called epinephrine, which we know now is one of the brain’s important chemical messengers. It is produced in large quantities in the body when we are frightened, and this is what interested Professor Marañon. He wanted to know whether an injection of epinephrine could precipitate a feeling of fear.

After they were injected, about a third of the professor’s subjects reported feeling as if they were experiencing heightened emotion, but they could not describe or give it meaning. Others felt nothing “emotional” but recognized a sense of arousal. Some subjects, however, with whom the professor had been in casual conversation during the experiment—discussing personal memories, hopes or fears for the future, et cetera—described the vague nonspecific feeling being replaced by an emotion “appropriate” to the content of the discussion. This suggested to the professor that the “emotion” that the students were experiencing was actually the labeling of a nonspecific feeling by the memory or thoughts that had been triggered during conversation. It was not the feeling of arousal itself that generated specific emotion but the interpretation of that feeling.

Over the next decades, a series of experiments, principally by Stanley Schachter and his colleagues at Columbia University in the United States, confirmed what Professor Marañon had found. It became clear that what we describe as emotion is actually memory and feeling intertwined. You can easily confirm this association for yourself. Moreover, you will discover that the connection works in both directions. Memories of past experience and feeling are so intimately woven that each can access the other. A mood of sadness, as it occurs in depression, thus selectively recruits memories of other sad events, explaining, in part, how a melancholic mood can reinforce itself and escalate into a negative view of the world.

Conversely, the vivid memory of a particular experience draws into consciousness the feelings originally associated with it. For me—and for many others, I have learned—music has a unique ability to open this library of feeling and personal history. Reflect for a moment on some favorite musical theme, one for which you have an emotional attachment. Bring it back from memory, or, better still, listen to a recording of it. The chances are that special memories of friends and places will come marching back. Sensual experience, particularly taste and smell, for some individuals also has this facility to link feeling and memory.

In addition to explaining the distortions of memory occurring during depression, this interesting connection between feeling states and what is remembered has important implications for how mood disorders are precipitated—why the emotional impact of an experience usually has more to do with its abstract meaning and personal significance than with the event itself. As we grow and our experience of the world increases, emotions are increasingly driven by the extraordinary human ability to find meaning in abstract thought. We string our memories and feelings together as personal stories, as emotional tales, that catalogue the significant moments that make each of us a unique person; these are the stories retold when we describe ourselves to others. Brought together as emotional experience, memory and feeling sustain individual identity, building for each one of us unique strengths and unique vulnerabilities.
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I did not become severely depressed that summer of my father’s death. Despite my grief and a deeply reflective mood, I did not develop the other profound changes in thinking and body housekeeping that are associated with melancholia. While the withdrawal phase of grief may throw a shadow of depression in our paths—with sadness, tricks of memory, appetite, and sleep disturbance—it is not melancholic depression. In common with depression, grief provokes a heightened introspection, and perhaps some self-blame that all was not said in those last few days before the final parting, but there is no distortion of the way we value ourselves. A passive acceptance of misfortune can develop, but generally in mourning our self-perception changes appropriately with the lessons learned. Grief alone does not breed hopelessness; melancholia does. For the overwhelming majority, grief runs its course. After a month or so, as the regulators of the emotional brain reset themselves, flashes of the old resilience begin to illuminate the sadness: a meal tastes good, curiosity develops about a piece of news, the wish to be alone lessens and we are pleased to see an old friend. A sense of meaning returns. In most individuals, the shadows of normal human sorrow do not lengthen into the anger, self-hatred, and urge for self-destruction that are the hallmarks of melancholia.

Studies suggest that only about five of every hundred people who grieve go on to experience a melancholic depression. It is frequently obscure, to both the victim and the observer, just when a state of mourning makes the transition to one of melancholia. But once the new set point is established, sadness and disturbed emotional diligence are only the most visible core of the disruptions that the illness can provoke. The functions of daily living are rapidly engulfed, and become seriously disorganized. Changes in the regulation of energy, sleep, appetite, and sexual behavior are profound. The restoring comfort of sleep may disappear, or sleep may be broken in the early morning hours by a tortured wakefulness, the prelude to another exhausting day. Attachments to family and friends become meaningless; one no longer eats with appetite, if one eats at all; sex is a forgotten pleasure. Memory and decision-making become impaired. A preoccupation with minutiae and past failure steals away normal concentration, driving out any sense of joy. The skills to adapt to changing circumstance are lost. In their place exist painfully diminished energy and negative self-perception. Social responsibilities are forgotten or excused. Life becomes a burden, and for some, with deepening social withdrawal, a numbing preference for death emerges, born from the dark hopelessness that seeps into every facet of life.

At some point along the path just described, it becomes obvious that life has dramatically changed. From the roots of sadness and disappointment familiar to us all has grown a mood that stands apart from common experience; a new set point in the brain’s neurobiological regulation has visibly disturbed the victim’s accustomed emotional balance. The illness of melancholia distorts the person. The experience that the sufferer describes has only distant relevance to the real events of the world. What may have started as an appropriate response to a tragic moment extends into some sort of behavioral cancer, a malignant mood that invades and distorts the very nature of the self.

The experience of sadness is common to all; extending from this experience, melancholic depression stands at one extreme of a spectrum of mood. It is the emotional pole we glimpse while in the throes of grief. There exists a similar pole at the opposite extreme of human feeling, but it is one less encountered. About 20 percent of those who suffer debilitating depression also experience something called mania. Whereas in depression energy and positive thinking shrink and contract, in mania they accelerate and expand, magnifying and ultimately distorting the normal experience of happiness. However, the exhilaration and drive that mark the early phases of mania, which is appropriately named hypomania by psychiatrists (the word literally means “under”-mania), can be easily confused with a joyous celebration of life.

As in sadness we seek to withdraw, in a happy mood we are expansive and reach out. So it is in hypomania. There is an eagerness to tell others about the good fortune of being alive. Happy people infuse a certain intimacy into their relationships that draws others out of themselves. Happiness is infectious. Its subjective experience is one of harmony, of being in balance and at one with the world. The emotion of joy, frequently a component of happiness, is a vivid sense of pleasure, an exaltation of spirit that brings a feeling of attachment, of belonging. Joy is the emotion of falling in love, with all the promise and sense of security that closeness to a lover can bring. It is this feeling of exhilaration (from the Latin root hilarus, meaning cheerful) and the extraordinary energy that is so abundant in hypomania that probably explain its addictive qualities.

While for most of us such feelings are transient, in mania exhilaration is just the beginning. The curiosity, novel insights, infectious gaiety, and love for life may last for days or even weeks. Those experiencing early mania are compelling, amusing companions. Friendships develop, productive partnerships are formed, and new sexual liaisons are sought. With the world as one’s oyster, sleep becomes unimportant and housekeeping rhythms are forgotten. In contrast to those with melancholia, those who suffer mania do not complain but enjoy their experience. The purpose of life is to travel, to explore, to build; nothing is too great an effort. Thinking changes, too; thought flows fast, in a creative stream, with novel insights and bold plans. Here is the stuff of leadership and in those fortunate few, where confusion never comes, leaders do emerge. But in the usual course of events, as the crescendo builds, this expansive behavior begins to embarrass or concern colleagues and family. Strangers, once drawn in fascination to the energy and promise of hypomania, now find questionable judgment, brassy self-promotion, and excess in every action. As emotional judgment fails, increasing commitments are made, often beyond resources and reality, but the cautioning concern of friends and family is swept aside or met with anger, sometimes even violence. The engaging, infectious humor is replaced by irritability and suspicion as the mania enters full flower. The once compelling companion, now overcome by a profound disorganization, flails dangerously at those around him, courting social alienation and even self-destruction.

In the family of affective disorders, manic depression is an illness of opposites; it is the mood disorder that combines the polar opposites of depression and mania. Hence it also called bipolar illness in distinction to the unipolar disorder of depression alone. For most sufferers of bipolar illness, the periods of high energy, rapid thinking, reduced sleep, and euphoric or irritable mood are each followed by an episode of withdrawal, depression, and ideas of suicide. During these bipolar depressions the time spent sleeping often lengthens, becoming an avenue of social escape—in contrast to unipolar depression, where sleep is frequently reduced. Many bipolar sufferers also develop a compulsive appetite and gain weight, in contrast to those with unipolar depression, where interest in food is strikingly reduced. However, in both forms of severe depression—aptly described by the ancient name of melancholia, meaning “black bile”—distortion of thinking and an urge to commit suicide are a common development. Many plan secretly to kill themselves and, sadly, some succeed.

These are the classical patterns of depressive and manic-depressive illness.
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