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INTRODUCTION


+++


THE GREAT DIVIDE


Our problems with mental health begin immediately and inevitably, as soon as those words are uttered. The moment we say “mental health”, we are already troubled and divided, usually without realising how our thinking has been prejudiced, even as it has been spoken, by our everyday language. Naively perhaps, but fatally, our own words are telling us that we are buying into some form of dualism or conceptual splitting between the mind and the body.


Whenever we talk about health as “physical” or “mental”, we echo and tacitly endorse a mainstream view that is often taken for granted, as if it was a well-known fact: that mental symptoms - like delusion and depression - are caused by our immaterial minds and must be treated differently to physical symptoms - like pain or palpitations - which are caused by some material disruption of our bodies. But this conventional mind/body split is not a fact. It is a habit of mind, a deeply ingrained way of thinking about ourselves, that formed a long time ago, from early childhood in each of us individually, and in the ancient history of many if not all human cultures. I think of this as the original schism, the first self-defining split from the other.


Each of us has experience of the difference between self and other. We have each had to become ourselves, to stand on our own two feet, after the near-death experience of birth. We are not born knowing that there is one’s self and there is the other – the world outside oneself. The original schism is something we have all been programmed to learn from contact with the world and our struggle to survive in it. Dividing our subjective self from the objective other seems to be a virtually universal and necessary way of thinking about things, with proven survival value. But this primeval split of “I” from “It” in infancy has a ripple effect on how we think about the world around us for the rest of our lives. We can see this expressed in social schisms like the racist distinction between kin and alien, in the Western medical schism between physical health and mental health, and in many other cultural expressions over thousands of years of religious, philosophical, scientific and medical history. I think of these as consequential schisms (Figure 1).


In Judeo-Christian culture the split between what we now call body and mind dates back at least as far as some of the earliest origin myths about our divided nature:




“And the Lord God formed man of the dust of the ground, and breathed into his nostrils the breath of life; and man became a living soul”


Genesis, 2:71





Dualism is writ large in the seminal letters of St Paul (c. 5–65), which repeatedly contrast the divine, immaterial soul or spirit with the corrupt, material flesh or body, and carry this language into the heart of orthodox Christianity. About 1,600 years later, these long-revered ideas were central to the new philosophy of René Descartes (1596–1650), which divided human nature between a material body and an immaterial but mysteriously incarnated soul or mind. Descartes inherited his dualism from his Catholic education and faith. His concept of the soul was not intended to be heretically different from St Paul’s; and they were in agreement about the physicality of the flesh. The bold claim that sets Descartes apart from Paul is that the body and the brain are explicable by science, like any other part of the world around us. This philosophical position encouraged the growth of scientific medicine, focused on finding the mechanical causes of bodily disease. As the paradigm that we now know as Western medicine gathered pace in the 19th century the medical profession began to re-organise accordingly, with physicians proudly self-identifying as experts in the physical apparatus of the body, and psychiatrists becoming increasingly isolated as doctors of the mind. We are still embedded in this history of splitting ourselves in two, and then treating each half as if it was completely unrelated to the other. This is our current state of divided health.


The patient with palpitations goes to see a cardiologist and has an electrocardiogram (ECG). The patient with anxiety goes to see a clinical psychologist and has a course of Cognitive Behavioural Therapy (CBT). It’s basic, routine stuff, even though the patient with palpitations and the patient with anxiety can often be the same person. We all know that Western medicine generally does this to people: it splits them into mind and body domains to be treated separately. But we also all know, from experience, that mental and physical health symptoms very often co-occur as distinct but linked aspects of the same episode of illness.


My own most recent experience of this was becoming unwell with COVID. It started with a sore throat and a dry cough, as the virus infected my respiratory tract, and then my malaise shifted to feeling gloomy, groggy and grumpy, until it gradually tailed off over a couple of weeks of feeling progressively less tired. To me, as the patient, this was unquestionably an experience of mental symptoms seamlessly interwoven with bodily symptoms, that had been triggered by a physical agent of infectious disease – a virus. Although I also knew perfectly well, as a dualistically trained medic, that this wasn’t supposed to be happening to me. The virus infected my nose and then other bits of my body. What the infection did to my mind, to my mood and energy, could not be mechanically triggered by the virus. It wasn’t allowed by the 400-year-old Cartesian philosophy of Western medicine for mental symptoms to have a physical cause. The only orthodox diagnosis I could make of myself, as the doctor, was that my mental symptoms were somehow…“co-morbid” with my physical infection. But I also knew that didn’t really explain anything.


Co-morbid is a word with an antique resonance that sounds impressive; but like a lot of medical words made up from fragments of ancient Greek or Latin, it serves to camouflage ignorance or to state the bloomin’ obvious in portentous tones. When I stripped it down, my patient-self was saying “my physical and mental symptoms are coming and going all together”, and my doctor-self was saying, “yes, it’s what we call co-morbidity, ahem, your physical and mental symptoms are coming and going together, and there’s no conceivable medical explanation for that”. That is not to say that my co-morbid symptoms couldn’t be caused by some psychological reaction to my physical symptoms: my doctor-self could suggest that my patient-self was feeling a bit fatigued just because I had got used to lying in bed all day and a bit more exercise might not hurt. But co-morbidity construed in this way did not count as a science-guided diagnosis, so much as stoic moral guidance, and my patient-self resented it.


Millions of other COVID patients have had broadly similar, often sadly much worse, experiences of mental, cognitive or behavioural symptoms or disabilities directly following infection with the viral germ, SARS-CoV2. At the end of the first wave of the pandemic, around the middle of 2020, social media gave individual patients a powerful collective voice and the concept of long COVID was forged, first as a hashtag. The symptoms of long COVID were not always precisely defined as they were self-reported, and they were not curated by a centralised professional committee, so the diagnosis was originally informal and inclusive of many different kinds of post-viral experience. However, a common theme was bodily symptoms – like persistent shortness of breath, muscle pain – co-existing with mental symptoms – like fatigue, anxiety, “brain fog”. It was the voice of experience which first called out #longCOVID as a thing occurring on such a scale, and so closely coupled to the timing of viral infection around the world, that it could not be written off as a parallel epidemic of co-morbidity, completely unrelated to the epidemic of infection with the causal germ.


It is not only me and other COVID patients, but innumerable other patients with all sorts of different disorders, who have lived with illness as a single, joined-up experience of physical and mental symptoms. The woman with rheumatoid arthritis who feels her brain fog come and go in sync with the early-morning stiffness in her joints. The man with bipolar disorder who cuts his anti-depressant tablets in half when he gets a cold, because he has learnt the hard way that any minor infection can trigger a manic mood swing, especially if he is taking a full dose of mood-boosting drugs at the time. Our experience of sickness and health is commonly singular or integrated: does anyone feel more alone with themselves than in illness? But our treatment of patients is commonly split or disintegrated.


There are many downsides to divided health for patients on both sides of the dividing line between body and mind, whether they are being treated by physicians or psychiatrists. To take one shocking example, patients with a severe mental illness, like schizophrenia or bipolar disorder, live about 12 years less than expected. In other words, a diagnosis of schizophrenia or bipolar disorder has roughly the same impact on life expectancy as a diagnosis of cancer2.


I remember being thrice shocked when that fact hit home about 15 years ago: shocked that a mental illness, a disorder supposedly of the ethereal spirit or disembodied mind, was associated with such a premature curtailment of bodily life – that it could be as lethal as cancer. Shocked that I wasn’t already aware of it - that it wasn’t more widely known, or talked about. And shocked when I began to understand more about the causes of early death in severe mental illness.


Many people, myself included, automatically assume that the reduced life expectancy of “mental patients”, on average, might be explained by the small percentage of patients who commit suicide in early adult life, while the majority of patients live on with normal life expectancy. I now see that this idea came naturally to me because it goes with the grain. It is congruent with the mind/body split to try to explain everything (including life expectancy) about the experience of severe mental illness in terms of mental factors (such as the intention to kill oneself). But this prior hypothesis, automatically generated as a consequence of the original schism, is not supported by the data. There is indeed a much higher rate of suicide among people with severe mental illness compared to mentally healthier peer groups; but even if premature deaths due to suicide are excluded from the analysis, the life-expectancy gap remains the same. Its complex root cause is both ordinary and extra-ordinary. Mentally ill people are dying from the same diseases that ordinarily cause death in the general population: heart disease, diabetes, cancer. But people with severe mental illness are dying younger because, in practice, it is difficult for a “mental patient” to access good-quality physical healthcare in our current state of divided health; and because, in real life, it can be difficult for people with severe mental illness to afford or adhere to medically recommended lifestyle changes. In other words, a dualistically divided healthcare system can do harm. Dualism can kill.


Divided health is also deeply disadvantageous to patients on the other side of the mind/body dividing line, who have severe physical illness that is generally associated with much higher-than-expected rates of depression, anxiety, brain fog, fatigue and other atypical psychological or behavioural experiences. Depression and fatigue of the mind are not traditionally regarded as symptomatic of the same disease mechanisms that cause symptoms in the joints, or the heart, or any other parts of the body machine. They are merely co-morbidities. And in practice, co-morbid mental symptoms are not well recognised or treated by doctors specialised to treat exclusively physical health disorders. Many of these patients will suffer their co-morbidities in silence, knowing that to speak out about the mental as well as the physical symptoms of their illness is to risk the insult-added-to-injury of stigmatisation.


Almost all of us still feel a deep sense of shame about being mentally ill, or being perceived to be mentally ill. This may be intensified, as many negative ideas are intensified, by the experience of being anxious, or by the cognitive biases of depression3. But shame can also be regarded as a rational, learnt response to the critical judgement and social exclusion that mental illness tends to provoke from other people. Shame, silence and stigma conspire to deter many patients with a serious physical illness, like coronary arterial disease, from seeking treatment for their co-morbid depression and anxiety – and who can blame them? – even though untreated depression is predictive of poor physical fitness and reduced life expectancy following recovery from a heart attack4. Patients are effectively being deterred from seeking anti-depressant treatment that could prolong their lives by their fear of “coming out” as mentally ill.


Why does the thought of mental illness still incite such fear, revulsion and denial? Its origins are generally unknown and severe mental illness – like schizophrenia or bipolar disorder – can be socially disabling or life threatening. Looking back in history, we can see that other capriciously disastrous or lethal diseases, like tuberculosis or cancer, were equally loathed and feared before their origins were understood and they could be prevented or treated more effectively. Likewise some of the stigma attached to mental illness may be attributable to our relative state of ignorance concerning its causes. But there is also something special about the stigma of mental health, compared to the stigma attached to even the most mysterious and aggressive physical diseases, which issues from the splitting of mind and body.


Any split of one thing into two things seems almost inevitably to lead to them being compared, so that one part can be exalted and the other cast down. It may be that there are some examples of dualist splitting which are not hierarchical in this way. Anyone familiar with computers knows that they process a binary code of two states – 0 and 1 – without regarding the zeroes as less good than the ones. But humans generally seem to find it more difficult to see something as black or white without demonising black and glorifying white (or vice versa). In the dualist splitting of health, there is no doubt that physical health has become the good, or more respectable, part and mental health the bad, or more questionable, part. Whatever the politically correct talk about “parity of esteem”, mental illness continues to be treated as if it was a lower class compared to physical disease, and severe mental illness remains a silent focus of shame, guilt and grief in many families and communities.


How did we come to find ourselves in this damaging state of divided health? And what would it take to change our minds about so-called mental health?


+++


Since dualism has become business as usual for healthcare systems operating under the banner of scientific medicine, one might assume that the mind/body split has been proven scientifically by the same remorseless logic and reality-testing that discovered the cause of tuberculosis or cholera. But that is not the case. Dualism is a premise not a product of medical research, inherited not invented by science.


Back in the 1630s, when Descartes was writing his scientifically permissive version of the scriptural schism between body and soul, the machinery of the brain was very poorly understood, and the soul or psyche was arbitrarily located in the pineal gland (Figure 1 and Figure 20). Over the next 250 years, there were slow but significant advances in understanding the anatomical structure of the brain and how some mental functions, like speaking words or moving voluntarily, could be convincingly localised to different areas of the brain. By the end of the 19th century, especially in German-speaking Europe, the science of the brain machine was poised for a period of dramatic growth enabled by the new technology of the microscope, which disclosed the complex forest of nerve cells and networks in the brain, and inspired the first ambitious and sophisticated investigations of the physical causes of mental illness.


Looking back, I imagine there was a bit of a millennial moment at the dawn of the 20th century when it might have seemed that enlightenment was just around the corner. There was some reason to believe that the seminal vision of Descartes, his mysterious incarnation of the mind in the pineal gland, would be unrecognisably transformed by a much deeper understanding of the links between the brain and the mind. Scientists could now see the brain in great detail and the first professional generations of psychiatrists – tellingly called alienists – could collect data on the large numbers of patients being held in the new asylums. It was surely only a matter of time, one might have thought at the time, before these two scientific and organisational advances converged on a path to the sunlit uplands of knowing the causes and cures of any mental illness as a physical disease of the brain. Looking back, one can also see with bitter clarity that this scientific and therapeutic vision was doomed to fail from the moment when it was first imaginable. The scientific technology, clinical research infrastructure and background knowledge that were available at the time, and indeed throughout most of the 20th century, were inadequate by orders of magnitude to cope with the real scale and complexity of the challenge of crossing the Cartesian line between brain and mind in our understanding of “mental” illness.


What actually happened was almost precisely the opposite of what might have been hoped. Instead of convergence between brain and mind there was ever greater polarisation. And instead of the sunlit uplands of health, the path of history led to the shadowed valley of death.


First there was the geographical and clinical split between the alienists, or proto-psychiatrists, and the physicians, including the emerging specialists in neurology. The alienists managed the large asylums or other residential institutions that were increasingly being built on the outskirts of all major European cities for accommodation of patients with the most severe disorders of the mind – broadly labelled as insanity and dementia. The physicians treated everything else, all disorders of the body, and their leaders worked in more prestigious locations, closer to the city centre, where they were more likely to be affiliated to universities and to have the opportunity to develop private practice. The building of the asylums consolidated the professional segregation of psychiatry from the rest of medicine almost as starkly as it effected the segregation of the chronically or incurably insane from civil society.


The professional split between psychiatry and medicine was followed by the recurrence of the same mind/body split within the ranks of the psychiatrists. On one side were those who thought that madness must have its roots in the biology of the brain machine. On the other were those who thought it represented a psychological or spiritual reaction to the experience of stress or trauma. By 1925, the split between biological (brain) and psychological (mind) schools of thought was deeply entrenched in psychiatry. The history of European and American psychiatry in the hundred years since then, in a nutshell, is a narrative of oscillation between the two poles of Cartesian psycho-geometry, mind or brain, contended by the protagonists of mindless versus brainless theories of mental illness.


Even today, the complex ecosystem of professional tribes and people with experience of a severe mental illness is fractured and criss-crossed by misunderstandings and misalignments, many of which follow from mind/body polarisation. Psychologists have sharply criticised biological psychiatrists for misappropriating the medical model – successfully exemplified by the categorical diagnosis of infectious disease leading to antibiotic drug treatment – and retro-fitting it to the very different scenario of common psychological symptoms, like depression, anxiety or addiction. Psychiatry, uniquely among medical tribes, has also spawned its own internal opposition in the form of anti-psychiatry, a radically critical perspective on conventional psychiatry led by psychiatrists5. And in recent years, there has been a steady stream of well-informed and best-selling books, including several authored by people with lived experience and/or professional expertise, that have attacked the legitimacy of psychiatry and criticised the rationale or value of mental health services in general6,7.


This state of controversy is understandable as a response to our shared ignorance of what mental illness means and our shared awareness of the many things wrong with our currently mainstream way of treating it. However, it can also slow down progress. Research funding agencies have said that they want to spend more on mental health; but when they convene the experts for a brainstorming session there is no agreement between them about what the key questions are, or how to tackle them. In my time on research grant review panels, it often seemed to me that the panel members with expertise in mental health were particularly critical of other mental health research proposals, compared to the panellists with expertise in brain science, who tended to be more supportive of new research proposals by others working in their own field.


Mental health as a working culture, and psychiatry as a profession, has long been deformed or oppressed, stigmatised in its own way, by contrast to the prestige of physicianly medicine. Perhaps it is no surprise that the community of mental health practitioners and stakeholders has at times been fractious and self- or other-hating. And yet the grounds for violent disagreement between a brainless psychologist and a mindless psychiatrist are becoming ever weaker not stronger as we continue to learn more about the links between the mind, brain and body.


+++


What can be done? A book by itself cannot do much about anything, but science can change things, at least in the long run. I hope that a book about the history and science of schizophrenia – one of the most severe forms of mental illness – might help us to see more clearly how history has led us to where we are now and how science is pointing in the direction of a different future.


I’m 64 as I write these words and I have been a psychiatrist and a neuroscientist for more than 30 years. I’m an older guy. I can’t help telling a version of my story from the beginning, tracing the origins of some of the key ideas that were common currency back in 1990, when I started my specialist training at the Institute of Psychiatry in London. I will talk about how these ideas have evolved as a result of the growth of brain and mind science in the last 30 years, and especially in the last ten years. I will share some optimistic speculations about new prospects for understanding and dealing with severe mental illness that I could barely imagine back in the day. So I am unambiguously the narrator of this story; but the main character is schizophrenia, the most dreaded and mysterious disorder of the divided mind.


What we now conventionally call schizophrenia is – to put it bluntly – a form of “madness” or psychosis that typically arises for the first time in young people about 20 years of age, around the time they would normally be transitioning from adolescence to independent adult life. To make a diagnosis of schizophrenia, I was taught as a trainee psychiatrist, the patient must have at least one year’s experience of positive symptoms – like hearing voices or having paranoid beliefs – arising in the context of negative symptoms – like diminished speech or social withdrawal. In a proportion of patients, the symptoms of schizophrenia once established never entirely go away and it can be severely disabling in many ways – cognitively, emotionally, educationally, socially – immediately and for the long term ahead. This is its most feared implication, and historically its most characteristic feature: schizophrenia as a remorseless thief of youthful futures.


It is certainly one of the most demonised words in the modern medical dictionary. It is routinely misappropriated in common parlance when people talk critically about any state of indecision or confusion as “schizophrenic”. Tabloid headlines and stories often use the schizophrenia tag to mean bad as well as mad. It is taken as common knowledge that people with schizophrenia are likely to be dangerous, all of them potentially axe-murderers. In fact, people with schizophrenia are much more likely to be victims than perpetrators of physical violence. The word has a uniquely aversive, off-putting resonance for most people: we don’t want to talk about it much and when we do say the word it is often apprehensively or hatefully inflected.


But schizophrenia is only one among many other made-up, pidgin Greek words – like paranoia, hebephrenia and dementia praecox – that were invented in the late 19th century in an effort to describe roughly the same thing. What exactly is meant by the word schizophrenia has changed over time and has been disputed at every point in time. But in practice, in my conversations as a psychiatrist with patients and their families, I felt that schizophrenia was generally understood by them to mean a life sentence, an unwanted one-way passport to another world, divorced from reality, isolated, impoverished and increasingly vulnerable. Our prevailing idea of schizophrenia is saturated by fear.


What is it? Where does it come from? What does it lead to? What should we do about it? These important questions about schizophrenia have swirled urgently around, defining some of the central responsibilities and cultic mysteries of psychiatry, for as long as there have been psychiatrists. They have been examined through every conceivable theoretical prism, from child psycho-analysis to postmortem brain microscopy. And the long struggle to “do something” about schizophrenia has motivated an extraordinary range of radical and supposedly therapeutic interventions, often administered coercively or brutally, ranging from starvation to brain surgery. It is through the changes and conflicts in the history of how it has diagnosed schizophrenia, and how it has treated people with that diagnosis, that psychiatry writes its own biography, warts and all.


To start telling this story, I will focus on two men in particular, born within a few months of each other: Sigmund Freud (1856–1939) and Emil Kraepelin (1856–1926). Freud is the only one of the many dead European males of a certain vintage in this story who needs no introduction: he has been world famous for decades but his enduring impact on schizophrenia is minimal. Kraepelin might well be the most important psychiatrist you’ve never heard of: as a personality he has been all but forgotten, but the legacy of his work continues to dominate how we think about schizophrenia’s past, present and future.


They recognised each other as poles apart in life and indeed to this day they seem like opposites in almost every way. Freud was the singular, prolifically creative theorist at the centre of a loosely federated, often fractious, community of psycho-analysts that he dynastically founded in Vienna. He was the focus of a cult in his lifetime and he remains fascinating today as much for his personality as for his work8. Kraepelin was an untiring encyclopaedist and organiser who led the German national establishment of psychiatric research in Munich. He was personally unassuming, never the charismatic focus of a cult, perhaps not even to himself. His autobiographical memoir is a remarkably dull account of a remarkably important career, devoting many words to long descriptions of his summer holidays on alpine lakes, but saying little about his scientific theories or political views9.


Freud had very little clinical experience of working in an asylum, or treating patients with schizophrenia. He might have analysed, or started analysing, one or two psychotic patients in person; but Freud’s most reverberating contribution to the theory of schizophrenia was based on his interpretation of the memoir of Daniel Schreber, a paranoid patient he never met in person. Kraepelin worked in asylums on and off throughout his professional career and personally interviewed or closely observed thousands of patients with chronic or incurable insanity, often repeatedly assessing patients over time to document the course of their illness.


The collected works of Freud comprise 24 volumes of essays, case studies, lectures and books, across a wide range of subjects, only a handful of which are even partially relevant to schizophrenia. Kraepelin wrote and re-wrote one monumental textbook, repeatedly refining and consolidating his concept of dementia praecox over the course of its nine progressively longer and longer editions. Freud’s theory of schizophrenia was not consistent over time in detail, but it was always rigorously exclusive of the brain. Kraepelin’s diagnosis of dementia praecox was likewise inconsistently detailed from one edition to the next of his textbook, but always founded on the big, bold, new idea of German-speaking psychiatry, first espoused by Wilhelm Griesinger (1817–1868): that mental patients have brain disorders. Freud was always psychological in his thinking about schizophrenia; Kraepelin’s ideas about dementia praecox were always biological.


Kraepelin was not, by his own account, an imaginative man. He certainly did not go along with the sexually instinctive, symbolically meaningful, theoretically elaborate interpretations of insanity proposed by the Freudians:




“As I am accustomed to walk on the sure foundation of direct experience, my Philistine conscience of natural science stumbles at every step on objections, considerations, and doubts, over which the lightly soaring power of imagination of Freud’s disciples carries them without difficulty.”10





His own excursions into theory were commendably constrained by his awareness of the limited quality and quantity of data available to him. However, he did have a big idea in the back of his mind about dementia praecox, following fast on the heels of recent medical breakthroughs in tuberculosis and syphilis by Robert Koch (1843–1910) and others in Germany. It was now known that there was a germ that caused a lesion in the lungs that caused the disease of tuberculosis. And just so, Kraepelin thought, there must be a germ for the development of lesions in the brain that caused dementia praecox. He started thinking about dementia praecox as if it was an infectious disease, originally caused by an unknown bacterium invading the brain from without; but over time the germ of dementia praecox became a more metaphorical concept that also included unknown genes or metabolic toxins that could damage the brain from within. The Kraepelinian disease model of dementia praecox as an inherited and progressive brain disorder became increasingly dominant over the course of his lifetime, and with disastrous implications for about 20 years after he died in 1926.


Almost the only thing that Freud and Kraepelin agreed about was that schizophrenia, dementia praecox, call it what you will, was incurable. Freud might have wanted to demonstrate the universal power of psycho-analytic theory to account for even the most extreme, or most primitive, mental states manifested by psychosis; but he never expected psycho-analysis to actually work as a treatment for psychotic patients. Kraepelin muddled through therapeutically, at best, like every other asylum superintendent, using a pragmatic mixture of sedative drugs and occupational therapy, baths and diets, restraint and rehabilitation, to somehow manage the teeming wards of patients under his control, without expecting his best efforts to make any difference to their ultimate outcome.


The mutual antagonism between these two men, their tribes, and their theoretical legacies, was vastly magnified by the National Socialist or Nazi party’s rise to power in Germany during the 1930s, culminating in the catastrophe of World War 2 (1939–1945). Freud, his family, and many of his psycho-analytic colleagues and disciples, were forced into exile to escape the systemic racist persecution of Jews by the Nazi government in power from 1933. Kraepelin died in 1926, seven years before Adolf Hitler was appointed chancellor, but the Kraepelinian legacy lived on through his magisterial textbook and the internationally pre-eminent research institute he had founded in Munich. His concept of dementia praecox was fundamental to the pro-active role that many German psychiatrists played in the development and justification of Nazi eugenic and genocidal policies, directed first against the inmates of the asylums.


This was, without doubt, the darkest chapter in the history of schizophrenia, when many psychiatrists were persuaded, and some of the most influential psychiatrists were actively persuasive, that the best course of action was to murder their patients. Yet it is not often talked about, at least in English. That silence is hardly surprising: “schizophrenic genocide” is a phrase that combines two shameful, shrouded horror stories in one. But I think it is important that we talk about it more. German-speaking psychiatry was not merely an innocent by-stander in the world historical events that followed Hitler’s ascendancy. It was intimately entangled in them. We need to understand how psychiatry found itself in that position, so we can anticipate and prevent it from ever going down the same path again. And we need to read the darkest chapter which lies ahead (Chapter Eight, The Indelible Stain), to grasp its crucial significance for the whole, twisted narrative of schizophrenia and its enduring (if unspoken) influence on what we think and fear about schizophrenia to this day.


The protracted pre-war dispute between the academically leading lights of psychiatric dualism – Freud and Kraepelin – ended with their two tribes almost perfectly lined up against each other on opposite sides of World War 2. The largely Jewish diaspora of psycho-analytic refugees was mostly resident in America or England; the biologically minded apostles of dementia praecox were embedded at the heart of the German establishment, from start to finish of the Third Reich. When the geopolitical war was won by the Allies, the psycho-analytic tribe was triumphant, especially in the US, and the biological tribe was defeated, discredited and disgraced, especially in Germany.


The words dementia praecox were never again used diagnostically or in common psychiatric parlance. When the first edition of the Diagnostic and Statistical Manual (DSM-1) was published by the American Psychiatric Association (APA) in 1951, as the new post-war standard for psychiatric diagnosis, the word schizophrenia was used to rebrand dementia praecox as a purely psychological disorder or functional psychosis. There was a period of intense therapeutic optimism in American psychiatry, coinciding with this nominal liberation of schizophrenia from the dark memories of dementia praecox. Psychoanalysis and other forms of psychotherapy proliferated and many patients with a diagnosis of latent or borderline schizophrenia were treated psychologically. At the start of the 1960s, the young British psychiatrist R. D. Laing (1927–1989), who would later be heralded and heckled as one of the first anti-psychiatrists, published The Divided Self5, his account of schizophrenia as an attempt to make psychological sense of a nonsensical world. But by the end of the 1960s it was apparent that the new anti-psychotic drugs for pharmacological treatment were often more effective and accessible than psychological treatments for psychosis11; and by the end of the 1970s it was embarrassingly clear that the word schizophrenia was so freely interpreted in practice that it was virtually meaningless as a diagnosis12.


In 1980, the APA published the third edition of DSM, signalling a decisive shift in the orthodox meaning of schizophrenia, bringing it closer in some ways to Kraepelin’s disease model of dementia praecox, and defining it in contrast to bipolar disorder, or manic depressive insanity, as Kraepelin had recommended. The American psychiatric establishment was driven to do this to restore some reliability and consistency to psychiatric diagnosis, but the revised diagnostic concept of schizophrenia in DSM-3 continued to exclude the more explicitly biological elements of dementia praecox. There was no mention of genetics, changes in microscopic brain anatomy or body metabolism, or any of the other biological factors that were considered to be causally relevant by the Kraepelinians. Schizophrenia was still defined officially as a functional psychosis, nothing to do with the brain or the body, and of unknown cause13.


+++


This was roughly the starting position for me in the 1990s, when I began specialist training as a psychiatrist and a research scientist at the Institute of Psychiatry in London. I started meeting patients with schizophrenia for the first time and trying to reconcile what I saw and heard of them in real life with what I read about them in books and papers, and what my colleagues said as we talked about what schizophrenia means over lunch in the Institute’s canteen. At the time, I knew almost nothing of the hundred-year history I’ve just summarised. The priority drill for us trainee psychiatrists was to learn how to make a diagnosis of schizophrenia that stacked up against the criteria of DSM-3, and would satisfy the examiners for membership of the Royal College of Psychiatrists, so that we could later become consultants in psychiatry. But even at that first stage of getting to grips with it, the diagnosis of schizophrenia seemed awkward or unnatural to me. I had worked on neurology wards before starting in psychiatry and seen many patients with unquestioned brain disease and severe disabilities of thought and behaviour. I couldn’t understand why schizophrenia, which was evidently often at least as disabling as many brain diseases, was strictly ordained to be a functional psychosis, not an organic psychosis, and nothing at all to do with the brain.


As I got deeper into research and started work on my PhD, I gradually realised that although all biological elements of dementia praecox had been rigorously excluded from the official DSM-3 diagnosis of schizophrenia, several of the key insights of the pre-war German-speaking school of psychiatry had unofficially resurfaced to inform scientific thinking in the US and Europe about what schizophrenia is, and where it comes from. I could see that four big biological ideas about dementia praecox were beginning to enjoy a renaissance as “new” theories of schizophrenia in the 1980s and 1990s:




+ Organicity, the idea that the brain and other biological organs of the body are relevant to schizophrenia;


+ Connectivity, the idea that the brain is a network for information processing and the psychotic symptoms of schizophrenia arise from brain network disruption;


+ Germination, the idea that schizophrenia emerges as the result of early life and adolescent brain development;


+ Inheritance, the idea that the genes inherited by an individual can increase their risk of developing schizophrenia.





Of these big ideas the ones that interested me most when I started were organicity and connectivity. Organicity because my entry-level clinical contact with patients had already convinced me that schizophrenia was not “all in the mind”, and connectivity because the timing of my PhD happened to coincide with dramatic advances in the technology of brain scanning.


Using new-fangled computed tomography (CT) and magnetic resonance imaging (MRI) scanners it was suddenly possible to see the living human brain more clearly than ever before. It seemed as if brain imaging could be akin to the telescope or microscope as a momentous new way of looking at things scientifically. Through the new lens of brain MRI, I imagined, we could see the whole, living human brain as a single, inter-connected network, in a way that was previously beyond the technical reach of 20th-century neuroscientists and psychiatrists. And then we would be able to see more clearly how schizophrenia was associated with disordered or disorganised connectivity of brain networks. That was the motivating prospect that got me up and running as a young scientist. Now as an old scientist, I will tell the story of how my start-up vision of schizophrenia as an organic brain network disorder has played out over the intervening 30 years, and how it has more recently intersected with the two other big ideas of germination and inheritance.


Taking stock of what we now know, it is clear that all four of these big, new/old ideas have been massively substantiated by research, especially by the most recent wave of genetic and MRI research studies which have benefitted from exponentially increased scale. Even more encouragingly, it seems that multiple scientific lines of enquiry are converging from different angles on similar conclusions. For example, many of the genes associated with increased risk of schizophrenia are known to be important for brain development and brain connectivity. And – most welcome of all – the new genetic and biological science of schizophrenia is pointing ever more clearly to the important role of non-biological factors, like psycho-social stress in early life, in determining an individual’s overall risk of experiencing schizophrenia. Yet schizophrenia was once again defined as a functional psychosis – officially nothing to do with the brain or genetics – by the most recent, seventh edition of DSM (confusingly called DSM-5) that was published by the APA in 2013. The DSM needle on schizophrenia is still pointed sharply to the mind side of the mind/body divide.


As I discovered for myself when I first got involved in brain scanning research, theoretical change does not always “follow the science”. To refute the theory that schizophrenia is brainless, or purely mental, it should be enough, according to the hard logic of scientific discovery, to find one “black swan”, a single data-point which shows the brain has something to do with schizophrenia. However, thousands of black swans have now been convincingly observed but our conventional idea of schizophrenia as somehow “all in the mind” has not been refuted. Seeking out, eagerly recognising and openly disclosing black swans, especially when they threaten the credibility of our most precious white swan theory, is indeed the touchstone of scientific integrity. But logical rules are not always sufficient to drive major scientific changes in how we think about the world. Science is itself a worldly process. It doesn’t sit in some privileged position outside history. And revolutionary change in scientific history is typically a long drawn-out struggle that is as susceptible to all the ordinary and extraordinary human and cultural agents of change (or inertia) as any political, economic or social revolution.


The position I have reached personally is one of impatient optimism, or optimistic impatience. I am optimistic because I have seen in my own time how much has changed and is continuing to change rapidly in our scientific understanding of what schizophrenia is, where it comes from, and what to do about it. In particular, I think there has been a truly epochal advance in the genetics of schizophrenia. After more than a hundred years of ignorance and turbulence, it is finally becoming clear what the genetics of schizophrenia is telling us, not just about nature but also about nurture, not just about the new/old idea of inheritance but also about the renaissance of germination, connectivity and organicity as well. There is every reason to believe, as mental health research gets organised and funded to operate at the necessary scale in an era of big data, that the science of schizophrenia and other severe mental illness will accelerate dramatically in the decades ahead.


Yet I am impatient because when I walk into an in-patient mental health unit today, or when I talk to patients with schizophrenia in a community clinic, it can seem like little has changed since I started my professional training a generation ago. Psychiatrists are still asking patients the same, slightly antiquated questions of psycho-pathological significance – “are the voices talking about you, in the third person, or to you, in the second person ?” – and still disagreeing with each other, and with their non-medical colleagues in multi-disciplinary teams, about how the patient’s responses to these questions should be translated into a diagnostic vocabulary that goes back a hundred years. Patients with persistent disabling psychotic symptoms will find themselves being offered – and sometimes forcibly administered – the same array of drugs that was available when the “golden age” of psychopharmacology turned to bronze and then lead in the 1990s. We know a lot more about the neuroscience and genetics of schizophrenia than we did then, but this recent growth in knowledge has not yet scratched the surface of life as it is known and lived by people with schizophrenia. In fact, the life experience of someone with a diagnosis of schizophrenia is considerably worse on most dimensions than it was 50 years ago14. The new, big and still-growing science of schizophrenia has so far made no positive material difference to the reality of living with schizophrenia. It is, to say the least, frustrating. Nothing is scientifically the same, yet nothing has really changed.


So what will finally bring about that change? We have to acknowledge the power of history, as much as the power of science, to make or break orthodoxy, to make or break change. And if we are to change our divided minds about schizophrenia, and about mental illness more broadly, then we need to start by recognising the power of history. Both the power of world history, such as the enduring influence of disastrous events long ago in a faraway country of which we may know little; and the power of our personal histories, the cognitive biases baked into each of us by our lived experience of the original schism. Our histories can prompt us almost automatically to think of schizophrenia as either brainless or mindless, or to make value judgements between the good, normal people like us and the mad, bad people with schizophrenia.









CHAPTER ONE


+++


ENCOUNTERING STIGMA


I can’t recall when my mind first started thinking that it was different from my body, or when I first selfishly differentiated from the other, in alignment with the original schism. However, I can remember when I first bumped into some of the medical consequences of the original schism, without realising at the time that was what they were.


I was 12 or so and I was talking to my parents about life and death, and what had happened to their parents. I must have had four grand-parents to begin with, but now I only had one, my mother’s mother: why had the others died?


On my mother’s side there was a clear story. Her father had returned to the UK after the war as an ex-colonial officer in Bengal and Burma, bought a house in Weymouth with a launderette on the ground floor and a retirement flat above, and then developed motor neuron disease. I now know this is a terrifying diagnosis - predicting very rapid deterioration of the neurons or nerve cells that control all aspects of movement or motor function, so that the patient is progressively paralysed to the point that they can’t swallow food or liquid, they can’t cough or breathe, and so they usually die with 12 months of diagnosis. Stephen Hawking, the famous Cambridge cosmologist who lived and worked productively for more than 30 years after his diagnosis of motor neuron disease in 1964, is the great exception to the rule that this diagnosis always confers a grim prognosis. The story of my grand-father’s illness and death was never discussed in detail – “he was a proud man, he found it very difficult” – but I was told with a smidgeon of pride that his diagnosis was made by a distinguished professor at the National Hospital for Nervous Diseases in Queen Square, London; and that the professor had personally escorted my grand-father and grand-mother to catch their train home from Waterloo station after their first and final consultation. My mother’s father had died of a horrible brain disease but it was known for what it was and it was not considered secret or shameful.


On my father’s side there was almost no story. His father had disappeared before my father knew him – no-one could say where he’d gone or why. His mother had died in a care home or a sanatorium in Norfolk, sometime in the 1950s. No-one ever said out loud why she might have been a residential patient there, or what sort of institution it was, exactly. My Dad did not want to talk about it; even my Mum could get nothing out of him; “he just shuts up like a clam” was her catchphrase on this subject. It was possible to ask too many questions, even years later, and sometimes you could provoke a glint of anger in him about what had happened, but I never found out much more than what I’ve already said. In the years before he died, if I ever nudged him back to the subject, to see if there was anything more he wanted to say, he might use words like “erratic” and “unreliable” to describe his mother, laconically, ironically, sometimes slightly wincing as he spoke. He tended to segue swiftly to vignettes about the man he always called Robinson, his mother’s loathsome partner at the time of her breakdown and death. But in his last years, he was much more pre-occupied and much happier to talk about the riddle of his absentee father. He commissioned a friendly genealogist to find out what she could about him (not much) and he pored over the scanty records of his father’s rootless life and early death. The medical certificate signed in Calcutta in 1949 simply stated the cause of his death as “death”. The enigma of his father was never solved but my Dad enjoyed telling the story of discovering this conclusively unrevealing death certificate: “that sums it all up perfectly”. My father’s mother must have died of something, but he never tried to track down her death certificate, to find out more than he already knew, which he kept to himself, and all I ever learnt was that her fatal “breakdown of some sort” was shrouded in deep silence.


This glimpse of new knowledge fascinated and faintly disturbed me. Both my father’s parents had apparently disappeared or deceased without cause or trace. It made my father’s origins rather mysterious, the existence of our happy nuclear family almost miraculous. But could a “breakdown of some sort”, like his mother was said to have suffered, inexplicably happen to him, or to me, one day? And what was a breakdown, anyway? I asked in vain. Looking back I see it as my first experience of the stigmatisation of psychiatric disorder, not that my grandmother’s fate was ever discussed in those terms, of course; but because it was never discussed in those terms. It gave me my first vague but powerful impression that the business of psychiatry was something taboo and not to be trusted.


When I started down the track to becoming a doctor, about five or six years later, I don’t remember thinking it was because I wanted to become a psychiatrist. In fact, like a lot of people, I didn’t really know what the difference was between a psychiatrist, a psychologist, a psychoanalyst, or any other kind of psycho-person. But at the end of my first year of studying medicine, I felt sure I wanted to know more about the mind, and where it came from. I consulted my tutor, Professor Peter Matthews (1928-2020), a distinguished physiologist who had made discoveries about how the brain perceives movement of the body, like his father before him, focusing on special sense organs called muscle spindles. He agreed to meet me in his lab, after the end of the summer term. It was a hot afternoon and he was perspiring and short of time. I could see a strip of muscle dissected and stretched out between two recording electrodes in a glass bath of clear fluid, waiting on a nearby lab bench for the return of his full attention. It was one of those days when the experiments weren’t working, he said; now what did I want? As I started talking my way round to the point of the meeting, I could see he was puzzled. It was only when I said out loud that I wanted to change my degree course, from medicine to psychology, that he spoke with great certainty.


Frankly, he said, that was a terrible idea. He didn’t have time to explain it all there and then but I must know that psychology wasn’t really a science. How could it be? It was to do with the mind not the body. Nothing could be measured or known with any precision. Psychologists couldn’t do proper experiments, unlike physiologists; they couldn’t take a piece of the mind and stretch it and test it, like a piece of muscle. He gazed towards the tissue bath on his bench. So what could they ever really know? Their theories were vacuous and self-serving, he had said so publicly on more than one occasion, etc. I could see that thinking about psychology was making him even hotter and more bothered than he had been when I arrived.


Returning his gaze to me, he recognised that it had been a busy term, with a lot of exam pressure, and the first year at Oxford was often a time of… let’s say, “intellectual ups and downs”, for some undergraduates. He recommended a long vacation, when I might read psychological books in the same spirit as I might read novels, to help me relax, before continuing to read seriously for my medical science degree at the start of next term. And that is what I did, knowing that it was the sensible and respectable thing to do, and feeling slightly relieved that he’d saved my career from a rush of blood to my head.


But by the time I obediently qualified as a doctor, about six years later in the mid-1980s, I was still most interested in things at the edge of medical respectability, the liminal zone where the body’s machinery illicitly fused with the immaterial mind. I realised you could find such liminal cases almost everywhere, if you looked out for them, in the books and on the wards. The ones that most excited me were the cases where a single molecule in the body caused a complex mental or behavioural phenomenon. For example, I was perversely thrilled to read about Lesch-Nyhan syndrome, an extremely rare inherited disease due to mutation of a single gene, which somehow caused compulsive self-harming and self-mutilating behaviours in the affected children. How could one molecule compel the mind to harm the body? I was equally fascinated by talking to a patient with Cushing’s disease, due to a tiny tumour in her pituitary gland which was driving secretion of excessive quantities of cortisol and other hormones into her bloodstream. She told me about being admitted to a mental hospital with a manic psychosis that was cured when her pituitary tumour was surgically removed. How could a pea-sized lesion in a hormonal gland drive you mad? These liminal cases were examples of very clearly defined disease in the molecular machinery of the body that caused the kind of mental states and behaviours that would usually be regarded as all in the mind. I collected them as counter-factuals to what I’d already been taught about the conventional demarcation between body and mind. And it seemed plausible to me that if a known molecular disease, like Cushing’s disease, could cause an episode of mental illness, like mania, then many other episodes of mental illness could be caused by currently unknown molecular diseases.


As it happened, or perhaps not so coincidentally, these ideas were occurring to me in the 1980s, towards the end of a 30-year phase of successful innovation in the drug treatment of mental illness. Starting in the 1950s, several new classes of drugs had been discovered and marketed as anti-psychotics, anti-depressants or anti-anxiety medicines. We were taught that many of these new psychiatric drugs worked by blocking or boosting the volume of signals transmitted from one nerve cell to another by a single molecule. For example, anti-psychotic drugs were supposed to work by blocking dopamine signalling, and anti-depressant drugs by boosting serotonin signalling. On this basis a bit of shaky logic had become common currency. It was argued that if a dopamine-blocking drug can reduce symptoms of psychosis then the symptoms of psychosis must be due to an excess of dopamine in the first place. It seemed that psychiatry was about to be re-invented as a kind of molecular medicine of the brain11. It convinced me that the liminal cases I had encountered were not singular oddities but had been washed up on the shore of medicine from an ocean of undiscovered but discoverable physical causes of mental illness. I could feel my career path veering again towards the forbidden and sinister zone of psychiatry and, again, I sought advice.


This time it turned into more of a struggle. I was no longer a student and I didn’t have a designated tutor. I was one of the most junior doctors – a house physician – in St Bartholomew’s Hospital, London. Bart’s was founded in 1123 by Rahere, a religious visionary, and later benefitted from Henry VIII’s generosity in 1536 when he re-distributed the wealth of the monasteries. By the end of the 18th century, it was elegantly accommodated in four pavilions set around a courtyard with trees and a central fountain, including a Great Hall with a grand staircase painted and decorated by William Hogarth (Figure 3).


In 1985, I worked as a lowly member of various medical teams or firms, each headed by a consultant physician, who was also often a professor of medicine. These firm bosses were considered extremely important people, especially by us junior doctors, because it was widely believed that your career in medicine wasn’t going anywhere without their personal referral, their word in the right ear or their hand on the right elbow, to get you the next job you needed at the end of the standard one-year houseman contract. Whether I wanted to switch to psychiatry, or to stick with medicine, I had to get my boss to sign up to supporting me.


He was initially amused to learn that I was thinking about psychiatry. He was also interested in liminal cases. He was an expert in the pituitary gland, which is anatomically located on the borderline between the body and the brain. His endocrine clinic was full of patients with hormonal disorders, typically diseases of a single molecule like thyroxine or prolactin, and he was unusually interested in their psychosexual symptoms (of which there were many, if you asked about them). He could see as well as anyone that the classical Cartesian dividing line between body and mind wasn’t for real; but he couldn’t countenance me crossing that unreal line to work as psychiatrist rather than a physician.
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