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ON THE ORIGINS OF SCHIZOPHRENIA

René S. Kahn, M.D., Ph.D.
Link: https://ajp.psychiatryonline.org/doi/10.1176/appi.ajp.2020.20020147

What have we accomplished for schizophrenia patients since the
introduction of chlorpromazine in 19527 Have we really made a
difference in the outcome of schizophrenia? When we examine
objective and clinically meaningful "hard" outcomes, the answer
appears to be negative. Still only about 10% of schizophrenia patients
will find (or hold) gainful employment. Life expectancy in schizophrenia
is reduced by almost 15 years, and this has not improved over recent
decades. Patients with schizophrenia are rarely able to establish a
family, at least when judged by reproductive fitness or fecundity. The
reason is not that antipsychotics are ineffective; in fact, they are highly
successful in what they were designed to accomplish, which is to
reduce psychosis (at least during the initial phase of the illness).
Almost two-thirds of first-episode schizophrenia patients reach
remission after 4 to 10 weeks of antipsychotic treatment; even after 1

year of treatment, two-thirds are doing well.

So why have these medications not been able to significantly improve
the long-term prognosis of schizophrenia patients? One of the reasons
is that patients fail to continue treatment. Indeed, when antipsychotics

are used uninterruptedly, mortality is reduced and outcome, expressed
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as rehospitalization, improves. However, | propose that the principal
reason that we have not been able to materially ameliorate the
outcome in schizophrenia is that we have been barking up the wrong

tree; we have mistakenly focused on psychosis.

Neither Kraepelin nor Bleuler considered psychosis as the core
symptom of what we now call schizophrenia; neither defined
schizophrenia on the basis of it. Kraepelin delineated the illness on the
cognitive decline preceding the onset of psychosis-which he therefore
named dementia praecox. Indeed, when Kraepelin first described the
disorder, in the 4th edition of his textbook (which has never been
translated into English), he starts the narrative with the slow but steady
cognitive decline during adolescence. His account of the cognitive (and
social) decline precedes the first mention of psychotic symptoms by six
pages, indicating the relative priority-both in chronology and in
relevance-he attributed to cognition rather than psychosis. Bleuler
viewed delusions and hallucinations as accessory symptoms as well;
the basis of the illness was, according to him, determined by
disturbance in affect, cognition (associative thinking), social interaction
(autism), and volition (ambivalence). So why has research-and drug
development-focused so much on that one symptom, or syndrome, in
schizophrenia, even to the extent that schizophrenia and psychosis are

seen as one and the same? Could the reason be just because our
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medications are so effective in treating this aspect of schizophrenia?
Indeed, it is the treatability of psychosis and, conversely, the stigma
associated with the poor outcome of schizophrenia, that
is-mistakenly-used as an argument to question the validity of the
schizophrenia concept. Focusing on psychosis instead of on the
defining phenotype of schizophrenia may well be the reason the field
has made little material progress in improving its outcome.

COGNITIVE DECLINE IN ADOLESCENCE: RENEWED FOCUS ON
A CENTURY-OLD OBSERVATION

The emphasis on psychosis has permeated our textbooks;
consequently our students are still taught that schizophrenia debuts in
early adulthood-because that is indeed when the first signs of
psychosis usually present themselves to the health care provider.
However, several well-designed retrospective and prospective studies
show that the first signs of the illness precede the onset of psychosis
by a decade or more. Entirely consistent with Kraepelin's original
observations, abundant evidence has accumulated that schizophrenia
does not debut with psychosis but with much more subtle deviations
from the norm, expressed in motor, social, and cognitive behavior, .
The data on cognition are most compelling. Linking cognitive testing
results from the Israeli draft board with those of the National
Psychiatric Hospitalization Case Registry, Reichenberg et al. found

significant premorbid deficits on intellectual measures during the draft
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assessment (at ages 16-17) in those who later developed
schizophrenia. This was confirmed, using school achievement as an
indication of intellectual performance, in a population-wide study
relating data from the Swedish National School Register (also acquired
at age 16) to the Swedish Hospital Discharge Register. Among
psychiatric disorders, lower 1Q as a premorbid marker of illness
appears to be specific to this disorder; a recent review concluded that
individuals who later develop schizophrenia, but not those who
develop related psychotic illnesses such as bipolar disorder, exhibit an
|IQ deficit prior to presentation of the first psychosis. It was estimated,
again using data from the Israeli draft board, that poor school
performance precedes the onset of the illness by almost a decade.
This is consistent with results from our study comparing scholastic
aptitude in twins discordant for schizophrenia, where the twin who
would go on to develop schizophrenia showed poorer school

performance more than a decade before psychosis onset.

Prospective studies assessing participants from birth-and therefore
able to identify changes much earlier than the aforementioned
retrospective studies-found the first signs of schizophrenia to occur
during the early teens, if not earlier. Specifically, studies of birth
cohorts from New Zealand and the United Kingdom find poorer

cognitive performance at age 13 and possibly even at age 4 or age 8
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in those who are later diagnosed with schizophrenia. Also, cognitive
function is lower than would be expected on the basis of the
educational attainment of their first-degree relatives, suggesting that
this underperformance is related to the risk of developing the iliness.
Thus, there is little doubt that cognitive function starts to decline many
years before the first psychotic symptoms manifest themselves in the
context of schizophrenia. Equally relevant, this phenomenon is related
to the development of schizophrenia and not to psychosis per se.

LOWER COGNITIVE FUNCTION PRECEDING THE ONSET OF
PSYCHOSIS

The realization that schizophrenia debuts well before patients present
with psychosis or are hospitalized has led to the concept of studying
individuals who have some psychotic symptoms but do not (yet) fulfill
the full criteria for psychosis, let alone schizophrenia. The concept
goes by various names and acronyms, such as at-risk mental state
(ARMS), ultra high risk (UHR), and, when help seeking, clinical high
risk (CHR). All have in common that the patients are defined by
so-called attenuated psychotic symptoms with the outcome defined as
"conversion" or "transition" to full psychosis-not necessarily
schizophrenia. One of the more problematic, although interesting,
issues with the CHR concept is that even in this subsyndromal
population, transition to full psychosis is rare: about 15% (e.g.,

reference ). Moreover, the concept of transition itself is criticized on the
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basis of the selective sampling of these cohorts and the fact that
transition is a binary outcome defined as a higher score on the
continuous scale that selected the population in the first place-although
recently suggestions have been made for improving sampling
strategies. Nevertheless, the exclusive focus on psychosis (both at
baseline and as outcome) in the CHR concept may be inherently
flawed. Also, it is important to realize that the age range of the subjects
included in these studies is usually very wide (from 12 to 35 years),
with the upper end far too old to be credibly related to the development
of schizophrenia. Nevertheless, the CHR studies have the potential to
provide, if indirectly, interesting clues on the risk factors of
schizophrenia: in the largest single study to date, including almost 700
CHR patients, cognitive impairment was present in the entire sample
but was most pronounced in those who developed full
psychosis-although here, as in most CHR studies, schizophrenia as an
outcome was not reported. Studies examining the longitudinal course
of cognitive development in CHR-essential to reliably draw conclusions
on cognitive development in those cohorts-have not been published to
date.

ABNORMAL BRAIN MATURATION PRECEDING THE ONSET OF
PSYCHOSIS

The finding that cognitive decline in schizophrenia starts at, if not

before, adolescence is consistent with studies examining brain
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structure in schizophrenia. More than four decades ago, Johnstone et
al. published their seminal paper reporting for the first time reduced
brain volume (or, more precisely, increased lateral ventricle volume) in
schizophrenia patients on the basis of CT scans. Since this concerned
a cross-sectional study in chronic patients, the question remained as to
when these changes manifest themselves. Since then, multiple studies
in medication-naive patients with first-episode schizophrenia have
shown that brain volumes are smaller at the first presentation of
psychosis than those of matched control subjects. Consistently, CHR
subjects who go on to develop a full psychotic episode exhibit smaller
brain volumes before they receive antipsychotic medication. The fact
that brain volumes are smaller in schizophrenia before the emergence
of the first psychosis suggests that, contrary to what is sometimes
suggested, the brain loss cannot be attributed to antipsychotic
medication. Although the results from MRI studies in first-episode
schizophrenia and CHR subjects suggest that brain loss is present at
or before the first psychosis, they do not clarify at what time point the
decreases in brain volume first become apparent. However, there is
compelling evidence that the process leading to decreased brain
volume starts well before the onset of psychosis. This conclusion is
based on a simple but often overlooked variable: intracranial volume
(ICV), or more simply put, skull size. ICV is a highly reliable measure

that is often not assessed, or goes unreported, in neuroimaging
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studies in schizophrenia. Nevertheless, it is relevant because ICV
directly reflects brain growth, as cranial growth is driven by the
expansion of the brain. Although the exact age when the brain reaches
it maximum size is somewhat variable, it is generally considered to be
at the start of puberty. Thus, an ICV that is smaller in schizophrenia
patients than in matched healthy control subjects must be due to
stunted brain growth (at any point in time) before that age. Since the
effect size is small and therefore often, if reported, is not significant in
single studies, the results of our meta-analysis in over 18,000 subjects
show a small (d=0.2) but highly significant reduction in ICV. These
results indicate that some of the brain loss in schizophrenia is
developmental in nature and must occur before the early teens-that is,
long before there is any indication of psychosis, let alone

schizophrenia.

A relatively novel way to study brain development is the so-called
brain-age gap-the difference between the "age" of the brain and the
chronological age of a person. For instance, a 20-year-old may have a
brain that resembles that of a 25-year-old person, in which case the
brain-age gap is 5 years. We reported, examining brain age in a
longitudinal study across a 50-year age span (16-67 years), that brain
age was significantly higher (by 3.6 years) than chronological age in

schizophrenia patients. Similarly, when the brain-age gap was studied
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in a CHR population, albeit in a cross-sectional study, it was found to
significantly deviate from the norm in those who transitioned to
psychosis. Thus, it appears from the available evidence, which
admittedly is still scarce, that abnormal brain maturation starting before
the mid-teens is related to the development of schizophrenia.
However, large longitudinal studies focusing on young adolescents
and using schizophrenia (in contrast to psychosis) as outcome are

sorely needed.

COGNITIVE AND BRAIN ABNORMALITIES AND THE GENETIC
RISK FOR SCHIZOPHRENIA

Cognitive function is related to brain structure in the healthy
population: intelligence positively correlates with global brain volume,
explaining a little over 6% of the variance. However, brain volume is
not static, nor is 1Q. Indeed, in a longitudinal study in 504 healthy
subjects, we reported that intelligence is more related to the magnitude
and timing of changes in brain structure than to brain structure per se,

especially in early adolescence.

In medication-naive first-episode schizophrenia patients, lower 1Q was
related to smaller brain volumes, with most of the brain volume loss
over time confined to the group of patients showing cognitive decline
over the first years of illness. Thus, there is growing evidence that
changes in IQ are related to (maturational) changes in the cortex, both

in healthy subjects and in patients with schizophrenia. Intriguingly, this
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relationship seems itself age dependent and to present itself
predominantly at the onset of puberty. What is more, it appears that
genes that increase the risk of developing schizophrenia may drive the

changes in both the brain and in cognition.

That schizophrenia is heritable has been suspected since the first days
the illness was conceptualized; indeed, it was recently estimated that
genetic variation contributes up to 85% of the risk of developing the
iliness. Brain volume and intelligence are highly heritable as well, with
estimates up to 90% for total brain volume and 80% for 1Q. Thus, one
may assume that if there is a genetic relationship between risk for
schizophrenia and cognition, this risk may also be expressed in brain
volume loss. Indeed, on the basis of 1,243 twins, using mathematical
models, we concluded that 25% of the total risk variance for
schizophrenia is explained by lower 1Q, and 4% of this variance is
explained by smaller brain volume. Taken together with the early onset
of cognitive changes and the smaller intracranial volume found in
schizophrenia, these results suggest that part of the genetic risk of
developing the illness may be related to an abnormal early
development of the brain leading to cognitive deficits. The brain
changes appear to be primarily expressed in cortical thickness and
white matter integrity. However, it is more likely that the substrate in

the brain underlying the cognitive changes in the development of
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schizophrenia is related to abnormal connectivity rather than gross
volume decreases.

BRAIN NETWORKS AND COGNITIVE CHANGES IN
SCHIZOPHRENIA

Schizophrenia has been conceptualized as a disorder of brain
connectivity since the illness was first defined, and this idea was
revived a century later using more modern techniques. Consistent with
these hypotheses, we have shown that white matter connectivity is
disrupted in schizophrenia, particularly in those areas that form the
hubs for the main connections in the brain. In view of their rich
interconnectedness, these hubs are sometimes collectively called the
"rich club". These networks, also called the "connectome" of the brain,
are under genetic control and are already being formed in the second
trimester of pregnancy. The efficiency of this network-defined as the
optimal relationship between functional connectivity and distance
between brain areas-is highly related to intelligence, as are the
observed changes in this network's efficiency during adolescence. Not
only are brain networks under considerable genetic control, and not
only are the abnormalities related to some of the genes conferring
increased risk for schizophrenia, but also important changes in these
networks crucially occur during early adolescence. In general, the
cortex becomes thinner during adolescence (e.g., ), with its connecting

white matter fibers increasing in volume. The cortical changes are
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genetically controlled and are related to cognitive development during
adolescence. Crucially, the brain networks become increasingly more
efficiently organized during this period, with their efficiency increasing
in adolescence between ages 10 and 13 and the effect leveling off
between ages 13 and 18. The connectome's efficiency itself and the
relationship between intelligence and network efficiency are under
genetic control (47% and 87%, respectively). Thus, abnormal
development of the brain's network appears to be a plausible
candidate for the neuroanatomical and functional substrate of the
cognitive changes that precede the onset of psychosis in
schizophrenia. Moreover, in view of the high heritability, abnormalities
in the networks' efficiency could possibly be related to the genetic risk
of schizophrenia. Indeed, abnormal network efficiency in the rich club
has been found in siblings and offspring of schizophrenia patients.
Interestingly, this effect in the rich club hubs appears to be specific for
schizophrenia-it has not been found in patients with bipolar disorder or
their offspring. Since the abnormalities are also observed in
medication-naive schizophrenia patients, they cannot be attributed to
the use of medication and are most likely present before illness onset.
Moreover, connectome organization has been found to be related to
functional outcome and decreases in |Q over time in schizophrenia
patients. Importantly, the macroscopic hub areas of the brain, as

identified with MRI, can also be determined on a cellular, microscopic
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level, and they are highly related to higher-order cognitive functions,
such as 1Q. Moreover, when combining transcriptional profiles of
schizophrenia risk genes with data on the decreased hub connectivity,
we found that the expression profile of risk genes across cortical
regions was significantly correlated with the regional dysconnectivity.
In addition, effects were found to be potentially specific to
schizophrenia, with transcriptional profiles not related to cortical
dysconnectivity in patients with bipolar iliness. Especially fascinating is
the finding that brain connections present in humans but not in
chimpanzees-those predominantly involved in semantic
comprehension and language processing-are those affected in
schizophrenia and not in other psychiatric disorders, such as autism,
obsessive-compulsive disorder, and major depression, suggesting that
the same areas that have evolved in humans to acquire higher-order
cognitive capabilities, such as language, are those that are particularly
vulnerable to being affected in the development of schizophrenia.
Another line of evidence suggesting that brain development during
adolescence is a crucial factor in the path to schizophrenia is derived

from genetic studies.

BRAIN NETWORKS AND THE GENETICS OF SCHIZOPHRENIA
Currently more than 200 genome-wide significant loci have been

associated with the risk of schizophrenia in Caucasian populations.
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The strongest genetic relationship is that across the major
histocompatibility complex (MHC) locus on chromosome 6, which is
known for its role in immunity. Sekar et al. identified alleles of the
complement component 4 (C4 genes) in the MHC region as underlying
the MHC signal. Also, allelic variation in C4 was related to increased
risk for schizophrenia in proportion to its promotion of expression of
C4A mRNA. Sekar et al. also found increased levels of C4 mRNA
expression in postmortem brain from individuals with schizophrenia
compared with matched control subjects. This discovery was recently
replicated in a transcriptomic study by the PsychEncode consortium
that included 559 schizophrenia case subjects and 936 healthy control
subjects. Relevant for the development of schizophrenia during
adolescence, Stevens et al. have shown that proteins of the
complement system are involved in activity-dependent synaptic
pruning: weak synapses are tagged by these complement proteins and
eliminated by microglia. Similar properties were recently found for C4.
In a human in vitro model with induced neurons and microglia,
Sellgren et al. showed that microglia generated from stem cells of
schizophrenia patients eliminated more synaptic structures, with both
neuronal and microglial factors contributing. These studies have
revitalized the hypothesis that schizophrenia may result from
abnormalities in brain maturation, specifically abnormalities in the

synaptic pruning of prefrontal and temporal cerebral cortex that
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normally characterizes adolescent brain maturation. Indeed, excessive
loss of gray matter and abnormally low numbers of synapses on
cortical neurons in these brain regions (i.e., excessive synaptic
pruning) are well-replicated pathological findings in schizophrenia. The
hypothesis on the role of increased complement activity as a
pathogenic mechanism in schizophrenia elegantly links genetic,
neuroanatomical, and phenotypical findings. Although it still needs to
be properly tested, it provides an inspiring example of how data from

various sources can help elucidate the causes of schizophrenia.

TRANSLATING OLD FINDINGS TO NEW INITIATIVES

In order to understand schizophrenia, its causes, development, and
outcome, and in order to define new subgroups of patients who may
be differentially responsive to treatment or, hopefully, prevention
interventions, we will need to switch our focus from psychosis to
cognition and the related brain development during childhood and
early adolescence. It is clear that cognitive decline before the onset of
psychosis is an important marker, if not a harbinger, of impending
schizophrenia with the possibility, if identified appropriately early, that
interventions can be developed to halt this decline and prevent
psychosis. Thus, research efforts that target the second decade of life
are essential if we are to find mechanisms for intervention and cure.

These studies are costly and time-consuming, but there is an example
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that is rapidly providing some of this information: the UK Biobank, a
unique initiative, is an open source of data that is producing the
information that will help resolve the issues described above. For
instance, in a study using UK Biobank data from more than 2,800
participants from the general population, a relationship was found
between the polygenic risk score for schizophrenia and cortical
thinning on MRI. These findings confirm-in the general population-the
reported association between genetic vulnerability to the disorder and
brain pathology in those at increased genetic risk for schizophrenia.
Equally important, and showing the need for such large samples,
individuals with rare copy number variants (CNVs) were identified in a
study of over 400,000 subjects in the UK Biobank reporting a
relationship between CNVs that are associated with an increased risk
for schizophrenia and lower cognitive performance on
neuropsychological tests. Finally, researchers using UK Biobank data
were able to identify new loci related to cognitive function and the
related variable of educational attainment in the general
population-information that will be, for reasons outlined here,
potentially relevant for the study of schizophrenia. A comparable
program in the United States is the Million Veteran Program (MVP),
which is expected to be as informative and successful as the UK
Biobank; indeed, recently Harvey et al., using data from the MVP,

reported robust associations between greater polygenic loading for

Dr. Mubin AKhtar Hospital Bulletin 505 Month OF SEP 2023



29

schizophrenia risk and poorer cognitive performance.

Clearly, more of such large-scale initiatives will be needed, and they
need to longitudinal. Although some cohorts are being followed-the
Adolescent Brain and Cognitive Development study comes to
mind-their numbers will still be too low to detect causes for relatively
rare disorders such as schizophrenia (of the 10,000 subjects included,

only 100 are expected to develop schizophrenia).

In addition to these large population-based studies, subjects can be
followed who are at greatly increased risk for schizophrenia, which
requires, given the large relative risk ratios, much smaller numbers.
Schizophrenia risk is probably increased through a combination of
many common variants, more of which are being identified as sample
sizes are increasing. However, the explained risk is very low for each
of these variants, and even these variants in combination. Much larger
effects are seen in the people who carry very rare CNVs. Although
results obtained from following these subjects will be difficult to
interpret in view of their scarcity in the population and less
generalizable than results from samples from the general population,
they are helpful in studying mechanistic questions. One promising
example is the identification of SETD1A as a schizophrenia
susceptibility gene. Loss of function in this gene was recently shown to

negatively affect the brain connectome in mice, which in turn was
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related to cognitive deficits in these animals.

The usefulness of examining the role of rare variants has also proven
its merit in human studies, such as adolescents with the 22q11.2
deletion syndrome (22911DS), who have a 25-fold increased risk of
developing schizophrenia. When cognitive function was assessed
longitudinally in a group of 829 children and adolescents with this
syndrome, cognitive performance declined in the entire group of
patients, but it was most pronounced in those who went on to develop
schizophrenia. Since the 22911DS is rare-1:4,000 for deletions and
1:1,600 for duplications in the 22911.2 area-this study could only be
successful because all researchers working in this field shared their
data. Finally, studying another high-risk group, the offspring of patients
with schizophrenia, is a good possibility for enriching samples for the
development of schizophrenia. Indeed, long-term follow-up of offspring
of patients with bipolar disorder has provided important information on
the highly heterogeneous pathways to bipolar iliness. Following
offspring of schizophrenia patients, although more difficult given the
decreased fecundity of schizophrenia patients, would be expected to

be as informative.

CONCLUSIONS
Despite an enormous expansion in our knowledge on the etiology,

pathophysiology, and iliness course of schizophrenia, so far we have
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not been able to materially improve the outcome of this highly
incapacitating illness. One of the reasons may be that we have been
focusing on psychosis, which is a relatively late-occurring, and
nonspecific, symptom of schizophrenia. It has become abundantly
clear that schizophrenia debuts with cognitive decline years before the
onset of the first psychosis. Cognitive and brain development are
highly linked, especially during early adolescence, and both are,
independently as well as their interaction, under substantial genetic
control. A growing body of evidence suggests that abnormal brain
maturation during the early teen years, especially that of the hub areas
in the brain, may be causally related to the development of the
disorder. These changes can be linked to specific genetic loci that
have been found to increase the risk for schizophrenia and can be
attributed to abnormal synaptic pruning during this developmental
period. Large collaborative longitudinal (population based and
high-risk) studies focusing on early adolescence and linking cognition,
phenomenology, brain imaging, biomarkers, and genetics may be the
path forward to elucidate the causes of schizophrenia. We should then
be able to develop the tools to finally improve outcomes for the

patients suffering from this devastating disorder.
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Progress In Understanding Conversion Disorder

Matthew Allin and Colleague
Link: https://www.tandfonline.com/doi/full/10.2147/ndt.s12160143

ABSTRACT

Conversion disorder has a history that may reach back into antiquity,
and it continues to present a clinical challenge to both psychiatrists
and neurologists. This article reviews the current state of knowledge
surrounding the prevalence, etiology, and neurobiology of conversion
disorder. There have been improvements in the accuracy of diagnosis
that are possibly related to improved technologies such as
neuroimaging. Once the diagnosis is made, it is important to develop a
therapeutic alliance between the patient and the medical team, and
where comorbid psychiatric diagnoses have been made, these need to
be adequately treated. While there have been no formal trials of
medication or psychoanalytic treatments in this disorder, case reports
suggest that a combination of antidepressants, psychotherapy, and a

multidisciplinary approach to rehabilitation may be beneficial.

INTRODUCTION

"Does the body rule the mind, or does the mind rule the body?
I don't know"

THE SMITHS

The relationship between mental and physical symptoms is a core
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tenet of psychiatry. Egyptian physicians described cases of women
suffering from unspecific symptoms: one bed-bound; another who
could not open her mouth; and a third who was "ill in seeing". They
ascribed such symptoms to "starvation of the uterus". These cases
were described by Veith (1965), although her interpretation of them as
hysterical has been challenged (CitationGilman et al 1993; CitationNg
1999). According to Veith, the Greek physician Hippocrates took up
this concept and coined the term "hysteria". He described an illness in
which the uterus (in Greek: hystera) dries up and wanders the body in
search of moisture. Symptoms would then be caused by the uterus
pressing on other organs. If it had wandered as far as the cranium, for

example, the symptom would be headaches.

In modern classification systems (DSM-1V and ICD-10) the term
"conversion disorder" replaced "hysteria" some time ago. The core
feature of conversion disorder is a deficit or distortion in neurological
functioning, or symptoms suggesting a general medical condition that
is not referable to an organic lesion. In both DSM-1V and ICD-10
classifications, non-organic neurological symptoms must occur in
isolation for a diagnosis of conversion disorder to be made. Multiple
symptoms are suggestive of somatization disorder. DSM-IV lists four
subtypes of conversion disorder: motor, sensory, seizures, and mixed.

Classically, presentations include motor and sensory deficits (such as
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hemiparesis, paraparesis, and hemisensory loss), blindness,
swallowing difficulties (globus hystericus), and nonepileptic seizures.
Presentations can encompass any nervous system activity that is to
some degree under voluntary control and include psychogenic

dementia.

A BRIEF HISTORY OF HYSTERIA
Prior to 1600, the hysteric affliction was linked with an illness of the
uterus (CitationWenegrat 2001) or given metaphysical explanations

such as witchcraft or demonic possession.

Indeed at witch trials, sensory lesions, which did not follow known
anatomical distributions, were described as "devil's patches" and were
held to be a sign that the accused had been consorting with the deuvil

(CitationMaldonado and Spiegel 2001).

By the early 17th century, a more "psychologically minded" explanation
of hysteria was introduced. Hysteria was classified as a variety of
melancholy by Robert Burton in his Anatomy of Melancholy
(CitationBurton 1927). Thomas Sydenham believed that both men and
women could suffer from hysteria, which he considered an affliction of
the mind, and the Scottish physician Robert Whytt wrote a book
entitled Nervous, Hypochondriac and Hysteric Disorders, which

classified hysteria as a nervous disorder (CitationWhytt 1768).
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This concept was further developed by Jean Martin Charcot in the 19th
century at the Salpétriere in Paris. He described a syndrome of
"hysteria major" (similar to the modern condition of nonepileptic
seizures) and hypnotized patients to facilitate the presentation of their
symptoms. This technique influenced Freud and Breuer's (1905)
publication Studies on Hysteria. Breuer treated a young Viennese
woman who he called Anna O who suffered from convergent squint,
paralyses, paresis of her neck muscles, and contractures. The patient
could enter a state of autohypnosis in which, with Breuer's help, she
could provide detailed accounts of the circumstances in which each
individual symptom had begun. After this, that particular symptom
would abate. Anna O famously named this the "talking cure"”

(CitationFreud and Breuer 1974).

The term conversion derives from this psychoanalytic tradition and
reflects the emergence of physical symptoms as an attempt to resolve,
or to communicate, unconscious and unbearable psychic conflicts - to
"convert" them from psychic symptoms to physical ones. In clinical
situations, it is often difficult to pinpoint a relevant psychological
stressor, and Freud's notional association of these symptoms with the
repression of sexual desire remains controversial. However,
CitationRoelofs et al (2002) assessed 54 patients with conversion

disorder and a comparison group of 50 patients with affective disorder
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and found that those with conversion disorder reported a higher

incidence of physical and sexual abuse.

THE EPIDEMIOLOGY OF CONVERSION

Conversion disorder is a relatively common presentation in
neurological practice, accounting for perhaps 1%-3% of diagnoses in
general hospitals (CitationMarsden 1986) and more in specialist
neurological settings (CitationRon 1994). CitationCarson et al (2003)
found that 30% of new attendees at neurology outpatient clinics had
"medically unexplained symptoms", a category that includes, but is not
synonymous with, conversion disorder. When followed up 8 months
later, over half were still troubled by their symptoms and had not

improved. No cases developed a neurological diagnosis.

In primary care, conversion disorder is less common. CitationSingh
and Lee (1997) surveyed primary care physicians and identified 18
patients (out of a catchment population of 37 000) with conversion
symptoms. They found an association with female gender and a

history of childhood sexual abuse.

THE NEUROBIOLOGY OF CONVERSION DISORDER

The development of functional neuroimaging techniques has provided
the methodology to study the neural basis of conversion disorders.
Using positron emission tomography (PET), CitationMarshall et al

(1997) found increased cerebral blood flow in the right anterior
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cingulate and right orbitofrontal cortex in a patient with a hysterical left
hemiparesis. CitationSpence et al (2000) found deactivation of the left
dorsolateral prefrontal cortex (DLPFC) in subjects with hysterical
hemiparesis, regardless of the side of the deficit. CitationMaruff and
Velakoulis (2000) compared a patient with hysterical paralysis with
normal controls in generating motor imagery (performing a movement
in imagination), and they found the ability to generate motor plans was
preserved in the conversion patient. It is possible therefore that these
alterations in frontal function are related not to a deficit within the
neural network but rather to an action of the "will" in inhibiting

movements.

Using SPECT scanning, CitationVuilleumier et al (2001) studied 7
patients with hysterical unilateral sensorimotor impairment. They
showed reduced blood flow in the thalamus and basal ganglia
contralateral to the deficit which resolved after recovery of the
symptoms. They suggest that conversion symptoms may involve
striato-thalamo-cortical circuits, which would tie in with the known roles
of such circuits in the emotional moderation of motor processes.
Emotional stressors could inhibit these pathways, thus impairing motor
readiness and affect the quality of voluntary movements. Interestingly,
these circuits are also involved in the unilateral sensorimotor neglect,

which occurs after neurological lesions, and in which the affected limb
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is not paralyzed, but is not under voluntary control.

Striato-thalamo-cortical loops are involved in many processes, and
might also plausibly underlie non-motor conversion symptoms such as

memory loss.

Unlike functional imaging findings, evoked motor and somatosensory
potentials have in the past been reported as normal in conversion
disorders (CitationMeyer et al 1992). However, two cases reported
recently by CitationYazici et al (2004) showed greatly diminished
somatosensory evoked responses while symptoms were present, with
a return to normal after conversion symptoms had abated. Additional

studies are clearly required to elicit the neural correlates of conversion.

DIAGNOSIS OF CONVERSION DISORDER

The diagnosis of conversion disorder is a clinical challenge. A careful
psychiatric history and examination should be taken to screen for
comorbid psychiatric illness, and if identified these should be treated
appropriately. The psychiatric history is required also to elucidate the
onset and nature of symptoms and the presence of stressors, although
in many cases a psychological reason is elusive (CitationRon 2001).
This may be because a patient with conversion symptoms is not often
able to explain psychological factors themselves - this being the
reason that they need (albeit unconsciously) to express them as bodily

symptoms.
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Early in a patient's presentation, physical investigations may be
undertaken to exclude general medical conditions. While conversion
disorder should not be considered a diagnosis of exclusion, in clinical
practice the patient often undergoes multiple physical examinations
and investigations. A consequence of this is that patients may be given
a psychiatric diagnosis as a last resort when all else has failed. The
process of serial medical investigation may not allay fears, and may

exacerbate anxiety in some patients.

While it has only a limited role as a diagnostic tool, historical
information such as childhood experience, personality style, illness
beliefs, and "secondary gain" can influence the quality of the patient's
experience (CitationStone et al 2002). CitationCrimlisk et al (1998)
encourage doctors to make a positive diagnosis early to avoid creating
uncertainty and reduce the need for costly and unnecessary
investigations. The possibility of introducing a psychiatrist early in the
process of diagnosis - perhaps in the neurology clinic - might be of
benefit. Demonstration of the physical signs to the patient may be
therapeutically helpful, and may help to explain that under certain
circumstances their nervous system is capable of functioning normally.
This also promotes trust in the doctor - patient relationship

(CitationStone et al 2002).

According to DSM-IV, conversion symptoms must be of clinical
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significance to the patient, or of social or occupational consequence.
While for some patients the benefits of the "sick role" may result in
perceived significant gain (CitationRon 2001), the associated
handicaps are often great (CitationVuilleumier et al 2001). Factitious
disorder (the conscious production of symptoms in pursuit of medical
attention) or malingering (the conscious production of symptoms and
signs for financial or material gain) are distinct from conversion
disorder. CitationStone et al (2002) suggest that physicians have a
tendency to overdiagnose feigning of symptoms: in clinical practice the
distinction between conversion and factitious disorders can only be
considered definitive if corroborated by covert surveillance or

confession.

An apparent lack of distress in the face of unpleasant symptoms or
even disability - "la belle indifference" - is classically associated with
conversion symptoms. This is held to be a useful diagnostic sign, but
is not a common feature, and the majority of patients with conversion
symptoms are in fact distressed by them (CitationStone et al 2002).
A core feature of the diagnosis of conversion disorder is the absence
of a neurological or organic diagnosis. CitationSlater (1965) famously
undertook a 10-year follow-up study of patients diagnosed with
hysteria and reported that half of his patients developed clear

neurological or psychiatric conditions, indicating a high rate of
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misdiagnosis. However, a more recent study (CitationCrimlisk et al
1998) reviewed 73 consecutive patients with neurologically
unexplained symptoms and found, in contrast to Slater, a low
incidence of neurological conditions that might have explained their
initial symptoms (3 out of 69 patients). Seventy-five percent of their
sample had a psychiatric diagnosis (predominantly affective, anxiety,
or somatization disorders) at presentation, and 45% were diagnosed
with a personality disorder. In a follow-up study by CitationBinzer and
Kullgren (1998), none of the 30 patients with conversion disorder was
subsequently reclassified as suffering from a neurological disease.
Similar findings were reported by CitationCarson et al (2003) who
followed up a cohort of neurology clinic attendees whose symptoms
were rated as "not at all" or only "somewhat" related to an organic
disease. None of the 66 people followed up had acquired an organic
diagnosis at eight months. Fourteen percent of the participants rated
their condition as "worse", 40% rated it "the same", and 46% had
subjectively improved. These results may be biased by the relatively
small sample size (90 patients) and drop out of cases, such that 73%
of the cohort was reassessed at eight months. CitationStone et al
(2003) in a 12-year follow up reported that 83% of patients had no
change in diagnosis, but that 29% had retired early on medical
grounds. To our knowledge the only prospective study was undertaken

by CitationBinzer and Kullgren (1998) who reviewed 30 individuals with

Dr. Mubin AKhtar Hospital Bulletin 527 Month OF SEP 2023



51

motor conversion disorder over a period of 2-5 years. At follow-up, 19
patients had completely recovered, with only 3 being unchanged or
worse. It is possible that this apparent "better outcome" in later studies
is related to both improvement in the diagnosis of neurological
conditions (particularly using neuroimaging techniques) and the
reclassification of disorders such as the dystonias as neurological
conditions. An additional confound for these studies is a small sample
size, which leads to difficulties in ascertaining the true incidence and

prevalence and natural history of the condition.

Acknowledging the limitations of sample size of these studies there are
factors associated with good prognosis that include male gender,
acute onset, a short duration of symptoms, an acute precipitating
event, change in marital status (either marriage or divorce), premorbid
psychiatric diagnosis, good premorbid health, and the absence of a
coexisting medical condition. In contrast, poor prognosis is associated
with subclinical personality pathology, coexisting medical iliness, poor
perception of their own wellbeing, and a high score on the Beck
Hopelessness Scale and pending litigation. In children, conversion
symptoms may remit spontaneously. CitationPehlivanturk and Unal
(2002) found that 85% of children with conversion disorders recovered
completely at 4 years, and another 5% had shown some improvement.

Indicators of a good prognosis included early diagnosis and good
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premorbid adjustment. There may be an additional effect related to the
clinical nature of conversion disorder. Patients who had sensory
symptoms at presentation tended to have a better outcome than those
who had presented with weakness (CitationCrimlisk et al 1998), while
up to one third of globus hystericus cases may become chronic
(CitationFinkenbine and Miele 2004). At 10-year follow-up, 30/56
patients assessed by CitationMace and Trimble (1996) were still
troubled by their presenting symptoms.

CLINICAL APPROACHES TO THE TREATMENT OF CONVERSION
DISORDER

HYPNOSIS

There are limited case reports of clinical improvement following
hypnosis (see CitationSingh and Lee 1997). On balance, however, the
authors do not feel that these provide an evidence base from which to

support the use of hypnosis.

PSYCHOTHERAPY

The cornerstone of treatment of conversion disorders is psychotherapy
aimed at elucidating the emotional bases of the symptoms. A
multidisciplinary approach to rehabilitation may be beneficial
(CitationMoene et al 2002; CitationWald et al 2004). While the
evidence base for these therapies is limited, success has been
claimed with psychoanalysis, cognitive behavior therapy (CBT),

behavior modification, and family therapy. The successful use of CBT
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in other medically unexplained conditions such as chronic fatigue
syndrome (CitationWhiting et al 2001) make this is a potential area for

further research.

MEDICATION

There is little evidence to guide pharmacotherapy in conversion
disorder, and in the UK there are no NICE (National Institute for
Clinical Excellence) guidelines available at present. The clinical
evidence for pharmaco-therapy in conversion disorder is extremely
limited and consists of case reports. Thus, therapeutic success has
been reported with haloperidol (CitationMasuda et al 2003), tricyclic
antidepressants (CitationCybulska 1997), and ECT (CitationCybulska
1997; CitationYazici et al 2004). These studies serve to emphasize the

importance of screening for comorbid psychiatric conditions.

CONCLUSIONS

Despite recent advances in our understanding of the epidemiology,
etiology, and treatment of common psychiatric disorders, our
understanding of conversion disorder remains limited. The literature
reveals there is a limited knowledge regarding the incidence and
prevalence of this condition, but studies in cohorts of patients from
specialist services suggest that psychiatrists are improving their ability
to identify cases of conversion disorder. While not supporting the

notion of a "diagnosis of exclusion" regarding physical illness, it is
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important to identify and treat any comorbid psychiatric illness that may
affect the ultimate outcome. The neuroimaging findings of altered
prefrontal functioning suggest that this condition may be sensitive to
drug treatments, which can modify neural activation in these areas. A
combination of treatment with antidepressant medication and
appropriate psychotherapy and multidisciplinary rehabilitation focusing
on improving the patient's level of functioning and reducing their
subjective distress may be the most effective treatment at present.

There is a clear need for further systematic research in this area.
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Sex Education for Muslims JL-" o-"?

ujl'osjﬂﬁ&ul%k Kusz/ﬁ

The Quran and Hadees provide guidance in all affairs
of life.it is imperative for a Muslim to study the s s | = .l o /ﬂ’_ (airy ”th.i_ ﬁ,ﬁ
Quran and Hadees, Understand them, and make Oju oAt L&/JJ"; :24:‘.‘_/.(/] H" = . "fh; U
these principles a part of the daily life. The most important L"g fugji,;él_uq_éd juL X 6 Ll r?/f:kfr’;&}/iﬂr_ugjfi_ﬂug;. sl
human relationship is that of marriage. It is through this it 7
institution that the procreation and training of the human _Usf{éjtﬂvgdﬁuggf?dﬁou ,:q;’July_,@jﬁ/J,@cufﬁ‘:L‘c.Jl/‘v/ﬂﬂ
race comes about. So, it's no wonder that the Quran = % ; - y = - %
and Hadees give us important guidance on this matter. Jgd!{ﬁd_/i:-‘f_;hé’_ JA.LE&LU" Luﬁd’d’:u_‘):.}lﬂl.kfi-ggé./#ﬂ
But it is unfortunate that our authors, teachers and : . % 5 " ; o o
imams avoid this topic in their discourses due to a false f.:'vlj:'é'»‘lé—/”h"” st Wl -bre s ALy L,-_/“{-(LSJ@ ’ﬂ*’fq?
sense of embarrassment. Moreover, most of them are not _‘ o - i sl = o &
well versed in the field of medicine and psychology. ufg)ﬁﬁffpfb@/;ﬁa.zgﬁgﬂ-g’;&.ff -d:/ﬁUV'JugJﬁﬁﬁ’UJLA‘Lf‘PUi
Therefore, it's only people who have knowledge of both - b 1 : sl é K T
‘e | 1 1) i)
religion as well as medicine who should come forward to 315:/ gd:':;r’nj J/"" K)df‘;#jj d*f f{' il ;...__,U/_
speak and write on the subject. We have included in this ?_.yrz/:;'/ y e (S Lr e Vm =g ,(E,Jjéf 5 A8 by)
book all passages referring to sexual mattets from the i W&l Ul g attiich =2 e LB
Quran, Hadees and Figa. These passages provide guidance JVOIJU)QL“U/J?-ZLZQLPU:‘!;{’; J(Hunter—The Indian Muslith
to married as well as unmarried youngsters. If one reads . A 4 .
this matter it would be easier to maintain proper physical K’JV&;&%JJ};JQJWUT/‘LLWL _qﬁ;;@'*]Ju;@Qﬂ,{rj}LLujﬁ
and sexual health, along with an enjoyable marital life. x 5 .
The reading of this matter as well as using it in one's life -«j_.l__/)::‘i/ J’ -é}?tﬁsﬂﬂ Uv‘b’u:il,ry'/uf
will be considered equal to worship.
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PSYCHIATRIST REQUIRED
*

"Psychiatrist required for Karachi Psychiatric Hospital"
(Pakistan)

* Diplomate of the American Board of Psychiatry
* DPM, MCPS or FCPS

Qualification Pay Scale
6 Hours | 8 Hours
F.C.P.S 150,000 | 200,000
F.C.P.S - 60,000 80,000
M.C.P.S 90,000 | 120,000
D.P.M 75,000 | 100,000
Send C.V to:

Dr. Syed Mubin Akhtar (Psychiatrist & Neurophysician)
Chairman KARACHI PSYCHIATRIC HOSPITAL

Address:
Nazimabad No.3 Karachi, Pakistan

E-mail: mubin@kph.org.pk Phone No: (021) 111-760-760 / 0336-7760760




K.P.H. ECT MACHINE
MODEL NO. 3000

New Improved Mgdel

Rs. 100,000/=
With 5 year full waranty and afler sale services.

Designed & Manufactured By

KARACHI PSYCHIATRIC HOSPITAL

NAZIMABAD NO. 3, KARACHI-PAKISTAN PHONE: 021-111-760-760
0336-7760760

Website: www.kph.org.pk  Email: support@kph.org.pk

This is being assembled and used in our hospital
since 1970 as well as JPMC and psychiatrists in other cities i.e

Sindh : Karachi, Sukkar, Nawabshah

Balochistan : Quetta

Pukhtoon Khuwah : Peshawar, D.I1 Khan, Mardan, Mansehra, Kohat

Punjab : Lahore, Gujranwala, Sarghodha, Faisalabad, Rahimyar Khan, Sialkot
Foreign : Sudan (Khurtum)

It has been found to be very efficient
and useful. We offer this machine to other doctors on a
very low price and give hundred percent guarantee for parts
and labour for a period of five years.
FIVE YEARS Guarantee, and in addition the price paid will be
completely refunded if the buyer is not satisfied for any
reason whatsoever and sends it back within one month of
purchase.


ittechnician23@outlook.com
Text Box
Rs. 100,000/=


KARACHI PSYCHIATRIC HOSPITAL
KARACHI ADDICTION HOSPITAL

Established in 1970

Modern Treatment With Loving Care

o) 7 hto - M Dkl
Main Branch

Nazimabad # 3, Karachi

Phone # 111-760-760
0336-7760760

Other Branches

Male Ward: G/18, Block-B, North Nazimabad, Karachi
Quaidabad (Landhi): Alsyed Center (Opp. Swedish Institute)
Karachi Addiction Hospital:

Mubin House, Block B, North Nazimabad, Karachi

E-mail: support@kph.org.pk
Skype I.D: online@kph.org.pk
Visit our website: <www.kph.org.pk>
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MESSAGE FOR PSYCHIATRISTS

\
Iy

Karachi Psychiatric Hospital was established in 1970 in Karachi. It is not
only a hospital but an institute which promotes awareness about mental disorders in
patients as well as in the general public. Nowadays it has several branches in
Nazimabad ,North Nazimabad, and in Quaidabad. In addition to this there is a
separate hospital for addiction by the name of Karachi Addiction Hospital.

We offer our facilities to all Psychiatrists for the indoor treatment of
their patients under their own care.
Indoor services include:
» 24 hours well trained staff, available round the clock, including Sundays &
Holidays.

» Well trained Psychiatrists, Psychologists, Social Workers, Recreation &
Islamic Therapists who will carry out your instructions for the treatment of
your patient.

An Anesthetist and a Consultant Physician are also available.

The patient admitted by you will be considered yours forever. If your patient
by chance comes directly to the hospital, you will be informed to get your
treatment instructions, and consultation fee will be paid to you.

» The hospital will pay consultation fee DAILY to the psychiatrist as follows:

Y VY

Semi Private Room
Bs 700~ Private Room
Rs 600/= General Ward
Rs 500/= Charitable Ward (Ibn-e-Sina)

The hospital publishes a monthly journal in its website by the name ‘The Karachi
Psychiatric Hospital Bulletin” with latest Psychiatric researches. We also conduct
monthly meetings of our hospital psychiatrists in which all the psychiatrists in the city
are welcome to participate.

Assuring you of our best services.

General Manager
Contact # 0336-7760760
111-760-760

Email: support@kph.org.pk

\




Patient Care

+» Doctors:

1. Dr. Syed Mubin Akhtar
MBBS. (Diplomate American Board of
Psychiatry & Neurology)
Dr. Akhtar Fareed Siddiqui
MBBS, F.C.P.S (Psychiatry)
Dr. Mehwish
MBBS, F.C.P.S (Psychiatry)
Dr. Javed Sheikh
MBBS, DPM (Psychiatry)
Dr. Syed Abdurrehman
MBBS, IMM (Psychiatrist)
Dr. Sadiqg Mohiuddin
MBBS
Mr. Habib Baig
Medical Supervisor
Dr. Salim Ahmed
MBBS
Dr. Areeb Athar
MBBS

. Dr. Syeda Zainab Javaid
MBBS

. Dr. Ghulam Murtaza
MBBS

Psychologists:

Syed Haider Ali (Director)
MA (Psychology)

Shoaib Ahmed

MA (Psychology), DCP (KU)
Syed Khursheed Javaid
General Manager

M.A (Psychology), CASAC (USA)
Farzana Shafi
M.S.C(Psychology), PMD (KU)
Qurat-ul-ain Choudhary
M.S.C(Psychology)

Zubaida Sarwar

M.A (Psychology)
Muhammad Sufyan Anees
M.S.C(Psychology)

2.

Rano Irfan

M.S (Psychology)
Madiha Obaid
M.S.C (Psychology)
Danish Rasheed
M.S. (Psychology)
Naveeda Naz
M.S.C (Psychology)
Rabia Tabassum
M.Phil.

. Shafiullah

M.Phil.

. Abdul Basit

M.A (Psychology)

. Anum Shazia

M.A (Psychology

+* Social Therapists
1.

Kausar Mubin Akhtar
M.A (Social Work), Director Administration

Roohi Afroz
M.A (Social Work)

Mohammad lbrahim
M.A (Social Work)

Muhammad Ibrahim Essa
M.A (Social Work)/ Manger

Research Advisor

Prof. Dr. Mohammad Igbal Afridi
MRC Psych, FRC Psych
Medical Specialist:
Dr. Afzal Qasim. F.C.P.S
Associate Prof. D.U.H.S
Anesthetists:

Dr. Vikram

Anesthetist,

Benazir Shaheed Hospital
Trauma Centre, Karachi
Dr. Shafig-ur-Rehman

\
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Dr. Syed Mubin Akhtar
:)‘Neuml

MBBS - Diplomate of the American Board of Psychiatry an

Chairman - Karachi Psychiatric Hospital - Mubin Akhtar Ho Pitaii
I L
Supervisor - Research Bulletin, Karachi Psychiatric Hospital H‘-l

"

https://www.facebook.com/kph.org.pk/videos/312223014026451

) kph.org.pk







