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PREFACE

“A nice adaptation of conditions will make any hypothesis fit with the phenomena. This
will please our imagination but does not advance our knowledge”

Joseph Black. Chemist Lectures of the elements of chemistry 1803

The following theory is subject to constructive and destructive criticism and it is
acknowledged that it may not be exactly correct.

The following hypothesis attempts to unify the

® Genetic

¢ Immunological
¢ Anatomical

¢ (Clinical features

of alcoholism and drug-addiction.



The following model of psychiatric disease appears to be developing:

GENETIC PREDISPOSITION

GENETIC ABNORMALITIES RESULTING IN

ABNORMAL RECEPTORS

E.G.

VARIABLE RECEPTOR NUMBERS

FUNCTIONAL RECEPTOR ABNORMALITIES E.G. VARIABLE BINDING
ABNORMAL NEUROTRANSMITTERS

E.G.

VARIABLE AMOUNT OF NEUROTRANSMITTER RELEASED/SYNTHESISED
ABNORMAL ENZYMES.

E.G. ABSENT ENZYME/ VARIABLE ENZYME ACTIVITY

H.L.A. TYPE

A 4

IMMUNOGEN EXPOSURE TO REGULATORY T-CELLS

E.G. INFECTION, DIETARY COMPONENTS , ALCOHOL, DRUGS, PRODUCTS OF INBORN
ERRORS OF METABOLISM (AUTO-IMMUNOGENS), CANCER CELLS,

ENVIRONMENTAL STIMULI E.G. STRESS AND BELIEF SYSTEMS MAY HAVE SIMILAR
EFFECT ON REGULATORY T-CELLS.

A 4
REGULATORY T-CELL CONTROLLED IMMUNOGENIC RESPONSE

RELATED TO VARIABLE NUMBER/ TYPE OF RECEPTORS ON T-CELLS AND
PREVIOUS IMMUNOGEN EXPOSURE INCLUDING IN-UTERO EXPOSURE

A 4

DENDRITIS — IMPAIRED DENDRITOGENESIS
STRUCTURAL AND FUNCTIONAL CHANGES IN DENDRITES AND SYNAPSES

v

HYPERSENSITIVITY TO EXTREME THOUGHTS AND FEELINGS
OBSESSIVE-COMPULSIVE BEHAVIOUR

|

NEW TREATMENTS

NEW TREATMENTS RELATE TO

THE IMMUNE SYSTEM — IMMUNO-MODULATION, IMMUNO-SUPPRESSION,
IMMUNISATION

STEM CELLS — STEM CELL TRANSPLANTS

GENES — GENETIC MANIPULATION

BLOOD VESSELS — ANGIOGENESIS STIMULATION AND INHIBITION
RECEPTORS — NEW AGONISTS AND ANTAGONISTS

GREATER USE OF COGNITIVE BEHAVIOURAL THERAPY

SCIENTIFIC DIETARY MODIFICATION

ELECTRONIC NEUROMODULATION

DENDRITE SCAFFOLD PROTEINS

This may be described as the regulatory T-cell or TREG model of disease.



The contribution of the regulatory T-cell immuno-genetic response in the aetiology of disease is
gradually gaining more importance.

This e-book will focus on the importance of the model of the regulatory T-cell response to
immunogens in the genetically predisposed in “alcoholism” and “drug-addiction”.

The concept of dendritis or regulatory T-cell mediated structural and functional changes in
neuronal synapses and dendrites in genetically predisposed individuals will be described in
relation to “alcoholism” and “drug-addiction”.

There will be an attempted correlation between high and low aggregate dendritic firing rates and
the clinical features of “alcoholism” and “drug-addiction”. The model of “dendritis” in these
diseases may help patients view their disease in simpler and less abstract terms. Treatment of the
diseases from an immunological viewpoint will be described.
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SYNONYMS

ALCOHOL-DRUG DENDRITIS
ALCOHOL-DRUG SYNAPSO-DENDRITIS
ALCOHOL-DRUG TREG SYNDROME

HISTORICAL SYNONYMS

SHAKESPEARE — “ADDICTION”. EARLIEST WRITTEN RECORD IN HENRY V “SINCE HIS
ADDICTION WAS TO COURSES VAIN”

MAGNUS HUSS - “ALCOHOLISM”

E. MORTON JELLINEK — “DISEASE CONCEPT OF ALCOHOLISM”

Ref 1 Ref 2 Ref 3 Ref 4

ST. VINCENT: PATRON SAINT OF DRUNKARDS

“IF ON ST. VINCENT'S DAY (JANUARY 22"°) THE SKY IS CLEAR

MORE WINE THAN WATER WILL CROWN THE YEAR"*

*FROM THE DICTIONARY OF PHRASE AND FABLE WRITTEN BY REVEREND DR.
BREWER (PUBLISHED IN 1883)

Ref




THE ALCOHOL-DRUG SYNDROME (A.D.S.) INTRODUCTION

There have been several theories of alcoholism and drug-addiction in the past. This new theory
encompasses the genetic, immunological, anatomical and clinical components of the diseases.

The main underlying pathological abnormality is inflammation of the neuronal dendrites or
dendritis.

Dendritis results in abnormalities in the structure and function of dendrites in neuronal circuits
in the brain leading to the clinical features of alcohol-drug syndrome.

Dendritis is the result of the immunogenic response secondary to the use of alcohol and/or
drugs in genetically predisposed individuals.

Alcohol-drug syndrome (A.D.S.) will be used interchangeably with “alcoholism” and “drug-
addiction” in the following text.




ALCOHOL- DRUG SYNDROME — NOTE FOR POSSIBLE SUFFERERS

You are reading this because you may be curious — almost excessively curious. This could be that
you suspect that you have an alcohol and/or drug problem affecting your life, but are not keen to
discuss the matter with anyone, as this is perceived as a sign of weakness and is stigmatizing in
current society.

You still have insight which is good, because as with most psychiatric diseases, A.D.S. is “a
disease that tells you that you do not have it”.

A.D.S. is a recently defined description of people who feel differently from normal people but do
not know why. They know they felt different long before using alcohol and/or drugs.

Interestingly, they tend to make friends with other people who have A.D.S. The old adage “it
takes one to know one” holds true.

It is important to realise that thoughts cause feelings.

A.D.S. results in extreme thinking and increased sensitivity or “hypersensitivity” to the feelings
derived from these thoughts.

The extreme thoughts and feelings lead onto abnormal responses by the body either by changes in
behaviour or physical change.

A.D.S. often results in the predominance of extreme negative thoughts and feelings for many
years prior to the use of alcohol and/or drugs depending on the surrounding environment and life
events.

Quite frequently, these have led to noticeable excessive behaviour or physical change compared
to normal, and reduction in the sense of well-being. Often this is described as being restless,
irritable and discontent.

A.D.S. less frequently results in the predominance of positive extreme thoughts and feelings which
lead to increased well-being and success in life prior to alcohol and/or drug use.

Usually, the initial or early use of alcohol and/or drugs causes excessive conviviality compared to
unaffected people.

However, after initial improvement in well-being there is reduction in well-being with continuing
use over the years.

There is associated increasing desire to use alcohol and/or drugs, in order to return to the pre-use
state.

Unfortunately, the change in well-being and increasing desire are not usually seen, unless it is
pointed out by an observer and even then may be denied in A.D.S. due to evolving lack of insight.



Finally, A.D.S. results in losses following the introduction of alcohol and/or drugs. Initially mild and
unnoticed, they become more severe as A.D.S. progresses.

On a personal note you may identify with the following.

There is usually someone in your family who has alcoholism or drug addiction e.g. parent,
grandparent, brother or sister, aunt or uncle.

You may feel “different” from others and have difficulty forming intimate relationships.

You may have noticed that you felt older when you were younger, felt younger when you were
older, and that you have altered perception of time.

You may consider yourself a perfectionist i.e. “dotting the i’s and crossing the t’s”.

If you think that after reading this you have the insight to put the puzzle together of:

Your family history of “alcoholism” or “drug addiction”.

Your sense of feeling different and having difficulty forming intimate relationships.
Your sense of feeling older or younger than your actual age.

Your altered perception of time.

Your sense of being a perfectionist.

Your hypersensitivity to extreme thoughts and feelings from early years prior to alcohol
and/or drug use.

Your excessive response to the initial use of alcohol and/or drugs.

SR
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. Your increasing hypersensitivity to initially positive extreme thoughts and feelings,
followed by increasing hypersensitivity to negative extreme thoughts and feelings in
association with increasing obsession-compulsion to use alcohol and/or drugs.

9. Your losses following the use of alcohol and/or drugs.

You have A.D.S. and are truly allergic to alcohol and/or drugs.

Hopefully, you may be able to sort out the situation that you are in without further losses.

If you stop using alcohol and/or drugs it may not get any worse than it is.

This e-book may help you realise why you are in this current situation and what part alcohol
and/or drugs played in you arriving here.

Let us not use the terms “alcoholism” or “drug-addiction”, but the term “alcohol-drug syndrome”
instead, in order to avoid stigmatization and to learn more about these diseases.



ALCOHOL-DRUG SYNDROME AUTHOR'S NOTE

This report was written after attending up to eleven Alcoholics Anonymous (A.A.) and Narcotics
Anonymous (N.A.) meetings per week for over one year.

During that time | have concluded that “alcoholics” or “drug-addicts” have a disease which the
fellows of A.A. and N.A. describe their physicians and psychiatrists as having difficulties in
diagnosing and treating, possibly unless they too are sufferers. For example, there is no agreed
World Health Organization or Diagnostic and Statistical Manual (D.S.M.) definition of the
colloquial terms “alcoholism” or “drug-addiction” only “abuse” and “dependency”.

Ref

The concept that A.A. and N.A. have of “alcoholism” and “drug-addiction” is that sufferers
1. Are allergic to alcohol and/or drugs.

2. Are hypersensitive.

3. Have an obsession of the mind.

4. Have a spiritual malady.

Much in the same way asthmatics were informed that they had neurotic personalities prior to the
advent of steroid inhaler therapy for an allergic disease of family origin primarily manifesting as
hypersensitivity of the respiratory system, A.D.S. patients are often regarded as morally deficient
or even intentionally criminal by the ignorant.

“The greater the ignorance the greater the dogmatism” — Sir William Osler (1849-1919)
Ref

Patients are usually advised to reduce or stop the use of alcohol and/or drugs without any further
advice about their disease by individuals who do not have A.D.S and through no fault of their own
have minimal information about the latest advances in neuroscience, immunology and genetics.

The initial component of A.D.S. starts at conception and progresses at variable rates.
Unfortunately, the patients are usually very stoical people and cannot explain, even to close ones,
what they are really thinking and feeling as they often do not know why themselves.

What came across at regular N.A. and A.A. meetings is the very sensitive nature of people with
A.D.S. and their abnormal hypersensitivity to extreme thoughts and feelings which have led to
excessive behavioural and/or physical changes prior to the introduction of alcohol and/or drugs
which then often had devastating consequences.

The different histories or “shares” suggested that there are mild, moderate and severe types of
A.D.S. The severe types have regained insight and spiritual well-being against all odds. They realize



that they probably have no further recoveries in them. Death may very well be the next step — but
they seem to have no fear. They may well be described as walking miracles.

The concept that A.A. and N.A. have of “alcoholism” and “drug addiction” as an allergy resulting in
hypersensitivity and obsession appears to be valid and has been borne out by recent
neuroscience, immunological and genetic research.

“If you listen to the patient they will tell you the diagnosis” — Sir William Osler (1849-1919).

Ref



HYPOTHESIS

The hypothesis developed after attempting to answer two questions.
1. Why are A.D.S. patients hypersensitive to extreme thoughts and feelings?

2. Why do A.D.S. patients exhibit obsessive-compulsive behaviour regarding the use of alcohol
and/or drugs?

This is an attempt to unify the anatomical, genetic, immunological and clinical features of A.D.S.

The hypothesis will be described in relation to alcohol-related A.D.S in the sequence in which it
developed.

1. ALCOHOL CAUSES ABNORMALITIES OF THE STRUCTURE OF DENDRITES AS WELL AS NEURONAL
APOPTOSIS

For many years it has been known that chronic alcohol ingestion in mice does not just cause
neuronal apoptosis, but also dendritic structural abnormalities and changes in dendrite
interconnectivity which are partially reversible with discontinuation of alcohol.

Ref 1 Ref 2 Ref 3

Since then there have been further studies which have discovered other structural abnormalities
of the dendrites related to alcohol. These include altered density of dendritic spines and altered
size of dendritic spines.

These are described as “reactive dendrites”.

Ref

2. ALCOHOL ACTS AS AN NEUROLOGICAL IMMUNOGEN RATHER THAN A POISON
Alcohol is a neurological immunogen.

There is increasing evidence that the immune system and in particular regulatory T-cells,
macrophages and dendritic cells are important in controlling central nervous system
inflammation.

Ref

There is also increasing evidence that there are many abnormalities of the cytokines of the
immune system in alcohol-related A.D.S. and other psychiatric diseases e.g. depression and
schizophrenia.

Ref 1 Ref 2 Ref 3




3. OTHER OBSESSIVE-COMPULSIVE DISORDERS ARE ASSOCIATED WITH IMMUNOLOGICAL
ABNORMALITIES

Other obsessive-compulsive disorders are also known to be associated with immunological
abnormalities e.g. following infection.

Ref 1 Ref 2

4. ALCOHOL-RELATED A.D.S. IS ASSOCIATED WITH OTHER PSYCHIATRIC DISEASES WHICH ARE
ALSO ASSOCIATED WITH DENDRITE AND IMMUNE SYSTEM ABNORMALITIES

Psychiatric diseases are more prevalent in alcohol-related A.D.S. e.g. depression, anxiety, bipolar
disease and schizophrenia. These are also associated with dendrite and immune system
abnormalities.

Ref 1 Ref 2

5. THERE IS A GENETIC PRE-DISPOSITION TO ALCOHOL-RELATED A.D.S. AND OTHER PSYCHIATRIC
DISEASES

Genetic predisposition has also been noted in most psychiatric diseases.

Ref

6. THE GENETIC PRE-DISPOSITION IS RELATED TO SEVERAL ABNORMALITIES

There are of course many neuro-transmitter, receptor, enzyme and biochemical abnormalities
well-documented in psychiatric disease e.g. alcoholic mice studies, and post-mortems of patients
diagnosed with alcohol or drug-dependency. These will be discussed later.

7. ALCOHOL CAUSES ABNORMALITIES OF DENDRITE FIRING RATES
There appears to be a causal relationship between dendritic structure and firing rates.
Ref

Much is still being learnt about the plasticity of dendrite structure and dendrite firing rates. There
may be electrically dormant and active dendrite branches within the same dendrite.

Ref
Altered dendritic firing rates have been noted with repeated alcohol exposure.

Ref



8. INCREASING DENDRITE FIRING RATES IMPROVES CLINICAL FEATURES IN OTHER PSYCHIATRIC
DISEASE E.G. AUTISTIC CLINICAL BEHAVIOUR

Further evidence of the importance of dendrite firing rates and their relationship to the clinical
features of in psychiatric disease was confirmed when gene therapy was used to increase dendrite
firing rates and led to the improvement in the autistic clinical behaviour in mice with fragile X
syndrome.

Ref

9. IMMUNO-MODULATORY TREATMENT IMPROVES CLINICAL FEATURES IN OTHER PSYCHIATRIC
DISEASE E.G. MEMORY IN ALZHEIMER'S DISEASE

Further evidence of the importance of the immune system and the relationship to the clinical
features of psychiatric disease was confirmed when peri-spinal tumour necrosis factor-alpha
antagonist treatment improved memory in Alzheimer’s disease.

Ref 1 Ref 2

In summary, the possible unifying hypothesis is that alcohol causes dendritis or immunogenic
structural and functional changes in dendrites, particularly the aggregate dendritic firing rates, in
genetically predisposed individuals.

The abnormal dendrite firing rates may correlate with the clinical features of A.D.S. which are
summarized below.



SUMMARY OF CLINICAL FEATURES CORRELATED TO PROGRESSIVE DENDRITIS

1. A.D.S. dendritis is the result of immuno-genetic structural and functional changes in
terminal segments of dendrites with subsequent changes in synaptic inter-connectivity.

2. Altered aggregate firing rates of dendrites results in hypersensitivity to extreme
thoughts and feelings and obsessive-compulsive behaviour.

3. Dendrites in central neuronal circuits are segregated or carry segregated impulses for
thoughts and feelings in the same way that different neurons carry impulses
representing different higher and peripheral sensory modalities, and motor impulses.

The central neuronal dendrites carry impulses representing the following ranges of thoughts and
feelings:

Acceptance — Resentment
Trust — Fear
Gratitude — Self-pity

Honesty — Dishonesty

Increase in aggregate dendrite firing rates results in acceptance, trust, gratitude and honesty.

Reduction in aggregate dendrite firing rates results in resentment, fear, self-pity and
dishonesty.

Immuno-genetic dendritic terminal segment structural and functional changes due to alcohol
and/or drugs initially result in increased aggregate firing rates but eventually reduced aggregate
firing rates.

As A.D.S. progresses the effect of alcohol and/or drugs on increasing aggregate firing rates
diminishes and the effect on reduction in aggregate firing rates increases correlating with the
increasing predominance of hypersensitivity to negative thoughts and feelings.

Obsessive-compulsive use of alcohol and/or drugs increases as the aggregate dendritic firing rates
progressively decrease.



The brain seems to remember that the early use of alcohol and/or drugs increased the aggregate
dendrite firing rates and the feeling of well-being, but forgets that more recent use has resulted in
the opposite effect.

This may be related to immuno-genetic inflammation of the hippocampal dendrites or
hippocampal dendritis.

ALCOHOL-RELATED A.D.S. HIPPOCAMPITIS AND MEMORY

Enlargement of hippocampal neuronal dendritic spines increases their ability to transmit information.

Learning and long-term memory are related to protein synthesis in hippocampal neurons.
Protein synthesis inhibitors block long-term memory in animals. Following electrical stimulation,
proteins are produced in rat hippocampal neurons within 10 minutes. H-channels have been
noted throughout the dendrite membrane. The h-channels are plastic and are altered during
learning. H-channel plasticity may normalize the firing rate of the cell.

H-channel function may be abnormal in A.D.S.

There is increasing evidence that hippocampal volume is correlated with immune system activity
e.g. levels of cytokines.

Alcohol causes reduction in dendritic arborization of proximal order dendrites and attenuation of
terminal segments of hippocampal dendrites.

Alcohol has the following effects on fetal hippocampal neuronal dendritogenesis.
® Decreases the total dendritic length per neuron.

¢ Decreases the dendrite number per neuron.

e Decreases the length of individual dendrites

¢ Decreases synapse number per innervated dendrite

but has no effect on neuronal apoptosis.

Decrease in synapse number is correlated with dendrite length. Alcohol may reduce synapse
number secondary to the effect on dendritogenesis.

In summary, alcohol causes immuno-genetic dendritic structural and functional abnormalities in
the hippocampus, i.e. hippocampitis, resulting in initial impairment of recent memory followed
by later impairment of long-term memory.

Ref 1 Ref 2 Ref 3 Ref 4 Ref 5 Ref 6




Unfortunately, further alcohol and/or drug use causes further reduction in aggregate dendrite
firing rates.

(See Graphs 1, 2. and 3.)



INCREASE IN AGGREGATE FIRING RATES OF
DENDRITES FOLLOWING IMMUNOGENIC
RESPONSE TO ALCOHOL AND/OR DRUGS.
RESULTS IN FEELINGS OF ACCEPTANCE,
TRUST, GRATITUDE AND HONESTY.

TALL, DENSE
DENDRITE SPINES

A: IN UTERO EXPOSURE

B: INITIAL POST-NATAL EXPOSURE.
“PUB-CLOWN” STAGE. “LA BELLE
INDIFFERENCE.” DEREALIZATION.

C: MILD A.D.S.

D: MODERATE A.D.S. “FUNCTIONING
ALCOHOLIC”.

E. SEVERE A.D.S. “ALCOHOLIC” OR
“DRUG-ADDICT.” DEREALIZATION

DURATION OF USE OF ALCOHOL
AND/OR DRUGS.

SHORT, SPARSE
DENDRITE SPINES

iy

REDUCTION IN AGGREGATE FIRING RATES OF DENDRITES
FOLLOWING IMMUNOGENIC RESPONSE TO

ALCOHOL AND/OR DRUGS. RESULTS IN FEELINGS OF
RESENTMENT, FEAR, SELF-PITY AND DISHONESTY.

GRAPH 1: HYPOTHESIS.

THE IMMUNOGENIC EFFECT OF ALCOHOL AND/OR DRUGS ON DENDRITE SPINE
SIZE, DENSITY AND AGGREGATE DENDRITIC FIRING RATES IN A.D.S.RELATED TO

DIFFERENT STAGES OF A.D.S.




INCREASE IN AGGREGATE
FIRING RATES OF DENDRITES
FOLLOWING USE OF
ALCOHOL AND/OR DRUGS.

TALL, DENSE OBSESSION-COMPULSION TO
DENDRITE SPINES USE ALCOHOL AND/OR
DRUGS ENDING IN CRAVING

DURATION OF USE OF
ALCOHOL AND/OR DRUGS

iy

DECREASE IN AGGREGATE
FIRING RATES OF DENDRITES
FOLLOWING USE OF
ALCOHOL AND/OR DRUGS.

SHORT, SPARSE
DENDRITE SPINES

GRAPH 2: HYPOTHESIS.

THE RELATIONSHIP BETWEEN ALTERED DENDRITE SPINE SIZE, DENSITY AND
DECREASING AGGREGATE DENDRITE FIRING RATES AND INCREASING OBSESSIVE-
COMPULSIVE BEHAVIOUR IN A.D.S.




INCREASE IN AGGREGATE FIRING RATES OF
DENDRITES FOLLOWING USE OF ALCOHOL
AND/OR DRUGS.

A — D: RECURRENT CONVIVIALITY

DURATION OF USE OF ALCOHOL AND/OR
DRUGS.

REDUCTION IN AGGREGATE FIRING RATES OF DENDRITES
FOLLOWING USE OF ALCOHOL AND/OR DRUGS.

GRAPH 3: HYPOTHESIS.
THE NORMAL EFFECT OF ALCOHOL AND/OR DRUGS ON AGGREGATE
DENDRITIC FIRING RATES




LIMITED STUDY TO ASSESS HYPOTHESIS

Anonymous questionnaires were given to forty people in various Alcoholics Anonymous and
Narcotics Anonymous meetings. Nine were returned by post. These are the results.

Yes No
Is there a family history of alcoholism/drug addiction? 5 4
Did you feel different from a young age
e.g. “the black sheep” of the family? 5 4
Do you feel younger than your age? 8 1
Do you feel that sometimes time goes slowly and that
at other times time goes quickly? 6 3
Do you consider yourself to be a perfectionist? 7 2
Were you more sensitive to your feelings from a
young age before drinking alcohol? 5 4
Were you very sensitive to your first drink containing alcohol? 5 4
Did alcohol make you feel good but eventually make you feel 9 0

bad at the end of the drinking?

Have you lost anything due to alcohol? 9 0



DEFINITION

A.D.S. is a familial disease primarily due to dendritis secondary to the use of alcohol and/or
drugs. A.D.S. is characterised by the following

e
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9.

Family history of alcoholism or drug-addiction.

The sense of feeling “different” and having difficulty forming intimate relationships.

The sense of feeling older when younger and younger when older.

The altered perception of time.

The sense of being a perfectionist.

Early-onset hypersensitivity to extreme thoughts and feelings with resulting behavioural and
physical changes.

Excessive response of the above to initial or early use of alcohol and/or drugs.

. Continuing hypersensitivity to the effects of alcohol and/or drugs combined with increasing

obsession-compulsion to use alcohol and/or drugs. Initial improvement in well-being is
followed by deterioration in well-being over the years.
Losses following the introduction of alcohol and/or drug use.

Preferably all nine criteria have to be satisfied.




*DEFINITION OF DRUGS

1.

8.

9.

Includes

Opiates or opiate-like drugs e.g. fentanyl, diamorphine, morphine, pentazocine,
pethidine, methadone, tramadol, dihydrocodeine, codeine.

. Cannabis and nicotine.

Benzodiazepines e.g. diazepam, temazepam and nitrazepam.
Cocaine.
Lysergic acid diethylamide (L.S.D.).

Hallucinogens e.g. “magic mushrooms”.

. Anaesthetic agents e.g. ketamine.

Amphetamines and methylene dioxymethamphetemine (M.D.M.A. or “ecstasy”).

Inhalants e.g. toluene.

10. Anti-depressants — possibly e.g. paroxitene in teenagers. Variable effects.
11. Anti-psychotics — possibly e.g. risperidone in the elderly. Variable effects.

12. Other drugs not usually considered to cause dendritis — depends on individual response

e.g. piperazine, cyclizine.




All of these drugs are mind-altering substances with the potential to cause A.D.S. n.b. Narcotic is
defined as “dream-inducing”. Alcohol is also a narcotic. This list is not comprehensive.

Ref

A.D.S. appears to affect a sub-group of “alcoholic” and “drug addict” patients and by no
means is applicable to all “alcoholic “and “drug- addict” patients.

The following description excludes acquired hypersensitivity to extreme thoughts and
feelings/obsession-compulsion to other causes e.g. due to infection or brain injury following
accidents, neuro-surgery or cerebro-vascular accidents, although there is significant overlap
related to similar dendritic pathology.

Interestingly, immuno-suppression therapy is now being assessed in brain injury as similar
dendritic abnormalities occur. There may be a genetic predisposition to a poorer outcome even
with mild brain injury if the patient is apoE protein/APOE €4 allele positive. Perhaps brain injury
should be viewed using the same immuno-genetic model.

Ref




AETIOLOGY

PREVALENCE/INCIDENCE

1. In 2005, more than 6 million Americans reported the non-medical use of prescription drugs in
the previous month, which is more than the number of Americans abusing cocaine, heroin,
hallucinogens and inhalants combined.

2. In 2005, there were 2.2 million new cases of non-medical use of pain-relievers in Americans
aged 12 years and older.

3. In 2001, alcohol caused 75,754 deaths of Americans.

4. In 2001, alcohol caused 3.6% of all cancers worldwide and 3.5% of all cancer deaths.

5. Deaths from alcohol-related diseases continue to increase in the U.K. (See Graphs 4. And 5.)

Ref 1 Ref 2

The Royal College of Physicians is becoming increasingly concerned and the Alcohol Health
Alliance UK has been formed.

Ref
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GRAPH 5 MALE ALCOHOL-RELATED DEATH RATES BY AGE GROUP, UNITED KINGDOM, 1991-2006




CLUSTERING

1. Occurs where consanguinity prevalent e.g. isolated communities or societies where
consanguinity more frequent.

2. Occurs in geographical locations where alcohol and/or drugs are more prevalent. Such places
are attractive in A.D.S. due to the obsession-compulsion to use alcohol and/or drugs. The
indigenous gene pool is fortified with A.D.S. genes.
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EXPRESSIVITY

[y

. There is variable expression according to the abundance of incriminating genes in the
individual.

This results in some family pedigrees having “skip generations”.

Exposure to alcohol and/or drugs may also be variable depending on availability.
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MUTUAL ATTRACTION

Increased mutual attraction between A.D.S. patients often results in relationships forming, leading
to increased risk to children borne from such relationships of developing A.D.S.

Ref

LEFT-HANDEDNESS

A.D.S. genes may lead to preponderance of left-handedness although this has never been
conclusively proven.

Ref 1 Ref 2 Ref 3




OCCUPATIONS WITH HIGHER RISK OF ALCOHOL-RELATED A.D.S.

HIGHEST RANKING PROPORTIONAL MORTALITY RATIOS FOR MALES 2001-2005

Bar-Staff.

Public House Licensees.

Seafarers.

Butchers.

Labourers.

Musicians.

Floorers and wall tilers.

Chefs.

Civil service and executive officers.
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. Hairdressers.
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. Non-commissioned officers and other ranks.

[
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. Sales representatives.
. Bricklayers.
. Elementary occupations.

e
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. Window cleaners.
. Hotel and accommodation managers.
. Glass and ceramic makers.

Il
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. Painters and decorators.
. Coal mine operatives.
. Kitchen and catering assistants.

N =
o

MEDICAL PROFESSION AND A.D.S.

Male medical practitioners were among the occupations with the highest indicators of alcohol-
related deaths in the 1960's 1970's and 1980°s. However, since then there appears to have been a
cultural change towards drinking by the medical profession.

UP TO 30% OF RECENT MEDICAL STUDENTS HAVE USED ILLICIT DRUGS.

Ref



SOCIAL CLASS

1. A.D.S. is slightly more prevalent in the lower social classes possibly due to the disease causing
downward social drift and greater A.D.S. gene preponderance in the lower social classes.

2. A.D.S. patients find upward or downward social drift difficult to cope with i.e. “still wants to be
one of the boys” with upward social drift.
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PARENTAL AGE AT CONCEPTION

There appears to be no evidence that paternal or maternal age over 35 years old at conception
increases the risk of A.D.S. developing, as opposed to other psychiatric diseases e.g. schizophrenia.



THE “WESTERN-DIET”

. Saturated fat, containing omega-6 essential fatty acids, should only make up 10% of total

calorie intake e.g. meat, dairy produce, eggs and preserved food. However, the “Western diet”
contains more than 10% saturated fat and is pro-inflammatory.

Polyunsaturated fat is converted to saturated trans-fats in food processing, which are also pro-
inflammatory.

. The “Western-diet” contains less anti-inflammatory unsaturated fat containing omega-3

essential fatty acids i.e. less oily fish, fruit, nuts and vegetables.

4. There is also reduction in anti-inflammatory mono-unsaturated fat.

5.

i)

Omega-3 essential fatty acids reduce the inflammatory cytokines
Interleukin-1 beta.

ii) Tumour necrosis factor-alpha.

iii) Interleukin-6.

Ref

6.

The increase in the omega-6/omega-3 essential fatty acid ratio from a historic ratio of 1:1 to
the present 15:1 in the diet has led to enhanced inflammatory activity in the body.

Ref

7.

Non-esterified fatty acids may directly cause cell apoptosis e.g. stearate action on coronary
artery endothelium.

Ref

In genetically pre-disposed individuals especially, immunogenic reactions will be more severe
on low omega-3, high omega-6 essential fatty acid diet due to the effect on the immune system
and steroid metabolism.

. There are many studies which have confirmed the correlation between psychiatric disease and

omega-3 essential fatty acids.

Ref



A.D.S. GENES — HISTORY AND REASONS FOR PERSISTENCE

1. Alcohol-related A.D.S. genes may persist because of natural selection following the need to use
alcohol from fermented wheat, barley, rye or maize to sterilise stored water soon after the
hunter-gatherer stage of human development. Unsterilised water could result in illness and
even death if not boiled before drinking. There may have been some advantage to having
A.D.S. genes e.g. against infection.

Ref

2. Hypersensitivity to thoughts and feelings may also have conferred some advantage during early
human development and even to the present time.

Ref

3. The Malaysian tree-shrew, which is a primate, has been imbibing alcohol apparently without ill-
effect for 55 million years. This suggests that the trait of imbibing alcohol in primates occurred
before man started brewing and that there may have been some advantage to the trait.

Ref 1 Ref 2

FETAL HYPOTHESIS

Fetal exposure to alcohol and/or drugs during pregnancy due to trans-placental transfer results in
abnormal dendritogenesis, depending on the fetal genotype. This may explain the early onset of
symptomatology.

Ref 1 Ref 2 Ref 3 Ref 4

INTELLIGENCE

The intelligence of A.D.S. patients prior to use of alcohol and/or drugs subjectively appears to be
average or above average.



Figures should be viewed with caution as definitions of alcohol and drug-related crime vary.
32% of fatal R.T.A's involved an intoxicated driver or pedestrian.

The offender had been drinking alcohol prior to 35% of violent crimes.

2/3rds of victims who suffered violence by a current/former spouse or boy/girlfriend reported
alcohol to be a factor.

5. 31% of stranger victimizations were perceived to be alcohol-related.

6. 60% of inmates had been drinking on a regular basis in the year before the offence for which
they were serving time. Often they had started drinking alcohol on a daily basis from 16-18
years of age.

P WNR

ALCOHOL AND DRUG- RELATED CRIME AS PERCENTAGE OF ALL CRIME.

ROBBERY RAPE AGGRAVATED ASSAULT SIMPLE ASSAULT
ALCOHOL 10% 30% 21% 21%

DRUGS 9% 4% 6% 4%
ALCOHOL 5% 7% 7% 4%

AND DRUGS




PATHOLOGY

DEFINITION OF ANTIGEN AND IMMUNOGEN.

1. ANTIGEN - any substance that binds to an antibody or T cell receptor.
2. IMMUNOGEN- any substance which induces a humoral and/or cellular response.

ALL IMMUNOGENS ARE ANTIGENS BUT NOT ALL ANTIGENS ARE IMMUNOGENS.

IN A.D.S. ALCOHOL AND/OR DRUGS ACT AS IMMUNOGENS RESULTING IN DENDRITIC
INFLAMMATION OR DENDRITIS.

Ref




DENDRITES AND DENDRITIS

Greek: Dendron, tree

Dendrites are the parts of neurons which receive information from the axons of surrounding
neurons. The dendrites are tree-shaped structures which transmit information to the cell body of
the neuron. The axon transmits information away from the cell body to other neuronal dendrites.

Dendrites divide from primary dendrites into secondary, tertiary dendrites etc. The terminal
segments of dendrites are at the ends of each dendrite.

Some dendrites are smooth edged, but others have appendages called spines.

Ref 1 Ref 2

Alcohol-drug syndrome is the result of progressive inflammation of the terminal segments of
dendrites or dendritis. This results in the following

Altered spine density of dendrites.
Altered spine size of dendrites.
Abnormal dendritic interconnectivity.

20D

Abnormal aggregate dendritic firing rates.

. 1 um

Dendrite

Spine neck

Spine head

SPINY DENDRITE OF A STRIATAL MEDIUM SPINY NEURON.

Ref

(See schematic illustrations below.)



CELL BODY

AXON

DENDRITE

6
i

DENDRITIC SPINES

SCHEMATIC ILLUSTRATION OF NEURON INCLUDING NEURONAL AXON, DENDRITES AND

R
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DENDRITIC SPINES
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MICROFILAMENTS

DENDRITIC SPINE

TUBULIN
MONOMERS,
MICROTUBULE
ASSOCIATED
PROTEINS

DENDRITE

POST-SYNAPTIC DENSITY

SCHEMATIC ILLUSTRATION OF DENDRITE SEGMENT AND DENDRITIC SPINES

Ref 1 Ref 2




MEMORY AND HIPPOCAMPAL NEURONS IN A.D.S.

Changes in dendrite structure and function in the hippocampus are being increasingly recognised
in the process of learning and forgetting.

High-frequency and low-frequency electrical stimulation of the rat brain’s hippocampus can lead
to increased or decreased numbers of dendritic spines respectfully.

Ref

Alcohol-related A.D.S. results in shorter and decreased numbers of dendrites per hippocampal
neuron with subsequent reduction in synapse numbers.

Ref 1 Ref 2

BLACKOUTS IN A.D.S.

Blackouts in A.D.S. are variable. Alcohol causes reduced firing rates in hippocampal neurons which
may result in impaired memory and blackout. There may be a genetic predisposition to having
blackouts in alcohol-related A.D.S.

Ref



IMMUNE SYSTEM

The immune system comprises of
1. T-cells.
These cells are divided into

i) REGULATORY OR SUPPRESSOR CELLS.

Ref 1 Ref 2

These cells suppress activation of the immune system. Suppressor cells include

a) Those expressing CD4+,CD25+ and Foxp3 cells or “naturally occurring regulatory T-cells”
(TREGS). TREG activity is affected by the mammalian target of rapamycin (mTOR) pathway and
heat-shock protein (HSP) 60.

Ref 1 Ref 2

b) Those expressing CD8+ T cells.
c) Other T-cells which are immuno-suppressive.

Reduction in suppressor TREG T-cell activity may result in “auto-immune” or “atopic” disease
due to failure to distinguish “self” from “non-self”.

TREG T-cells may be
¢ Up-regulated by HSP60. Increased by acetyl-1-carnitine.

¢ Down-regulated by the mTOR pathway, which is in turn affected by leucine and arginine, which
decrease TREG T-cell activity, and glutamine, which increases TREG T-cell activity. Rapamycin is
a macrolide antibiotic which inhibits the response to IL (interleukin)-2 and reduces lymphocyte
proliferation.

Quite recently the following have also been shown to affect the regulation of TREG T-cell activity.
e GATA-3
Ref

® pl110 delta

Ref 1 Ref 2




ii) HELPER T-CELLS OR CD4 CELLS.

Ref 1 Ref 2 Ref 3

These cells recognize antigen on the surface of a cell. There are the following types of response.
(See Diagram 1)

Th (T helper) 1 response.

The Th1 response results in release of tumour necrosis (T.N.F.)-beta and interferon-gamma.
Macrophage killing and macrophage/dendritic cell release of IL-12 is increased. CD8+ cytotoxic
killer T-cell proliferation is stimulated.

IL-12 stimulates further interferon-gamma release and positive feedback to the Thl response.
Interferon-gamma inhibits IL-4 also preserving the Thl response. The Thl response is associated
with “auto-immune” disease.

Th (T helper) 2 response.

The Th2 response results in release of IL-4, IL-5, IL-6, IL-10 and IL-13. B-cell immunoglobulin and IgE
production are stimulated.IL-10 inhibits IL-2, IL-12 and interferon-gamma. The Th2 response is
associated with “atopy”.

Th (T helper) 17 response.

Transforming growth factor (T.G.F.) beta 1 stimulates TREG cells and reduces inflammation.
However, in the presence of IL-6 and IL-23, T.G.F. beta-1 stimulates the pro-inflammatory Th17 T-
cell subset which releases IL-17 and other chemokines and cytokines. Vitamin A regulates the
T.G.F. beta-1 response and increases TREG cell proliferation.

Th (T helper) 3 response

The Th3 response results in release of T.G.F.-beta and IL-10 which inhibit helper cells. The Th3
response suppresses activity of most of the immune system, but possibly not the activated Th2
response.

iii) KILLER T-CELLS, CD8 CELLS OR CYTOTOXIC CELLS.

These cells recognize antigen on the surface of a cell and kill the cell.

2. B-cells

Produce immunoglobulin.



3. Other components include.

i. Antigen presenting cells (A.P.C.) derived from macrophages and dendritic cells.
ii. Complement.

iii. Mast cells.

iv. Leucocytes.



SUMMARY OF T HELPER CELL RESPONSES TO IMMUNOGEN

IMMUNOGEN - A.P.C.

HSP60

UP-REGULATES

A 4

TREGS

A

mTOR PATHWAY

DOWN-REGULATES

IL-23 STIMULATES

A 4

Th1 RESPONSE
T.N.F-beta
Interferon-gamma
IL-12

Macrophage killing

CD8+ cytotoxic killer
cell proliferation

Th2 RESPONSE

IL-4

IL-5

IL-6

IL-10

IL-13

B-cell immunoglobulin

/ I1gE production

Th3 RESPONSE

T.G.F.-beta

IL-10

Th17 RESPONSE
T.N.F.-alpha

IL-1

IL-6

IL-17

Chemokines

A 4

ASSOCIATED WITH

“AUTO-IMMUNITY”

SUPPRESSES Th2 RESPONSE

ANTI-INFLAMMATORY

ASSOCIATED WITH ATOPY

SUPPRESSES Thl
RESPONSE

DIAGRAM 1

INHIBITS OTHER HELPER
CELLS BUT POSSIBLY NOT
THE ACTIVATED Th2
RESPONSE

PRO-INFLAMMATORY




TREGS are involved in the initiation of A.D.S. dendritis. Alcohol and/or drugs are not recognized as
“self” by TREGS. This results in abnormalities of

CD4+ T-cells, CD8+ T-cells and CD4+/CD8+ ratio.

Thil, Th2, Th3 and Th17 balance

Interferon-gamma.

Interleukins IL-1, IL-6, IL-10, IL-12.

Tumour necrosis factor.

Macrophages, peripheral mast cells, leucocytes and complement
factors.

e

7. Immunoglobulins.

Ref 1 Ref 2 Ref 3 Ref 4 Ref 5 Ref 6 Ref 7

A.D.S. is a disease due to the failure of TREGS to recognize alcohol and/or drugs or their
metabolites as “self”. This results in the immunogenic effect of alcohol and/or drugs or their
derivatives on the immune system. The immunogenic effect is primarily in the brain i.e. dendritis
but may affect any organ in the body. Alcohol and/or drugs act as immunogens and not as poisons
i.e. this is an allergic or hypersensitivity reaction resulting in whole body inflammation
predominantly manifesting as dendritis.

ALCOHOL AND/OR DRUGS CAUSE THE DENDRITES OR MESSAGE-CARRYING COMPONENTS OF
NEURONS TO BECOME INFLAMED, AS WELL AS CAUSING NEURONAL APOPTOSIS.

The inflammatory changes may be reversible, but the dendritic structures are altered following
recovery.



MACROPHAGE AND DENDRITIC CELL FUNCTION

N.B. Dendritic cells (D.C.) are macrophage-like cells or antigen-presenting cells in the nervous
system — not to be confused with the dendrites of neurons. D.C.'s are also found in other organs
e.g. peripheral blood, skin and gastro-intestinal tract.

Ref 1 Ref 2 Ref 3 Ref 4

The brain D.C. and brain macrophage may differ in their immunological functions.
D.C.

e Secretes IL-12.
¢ Stimulates naive or allogeneic T cell proliferation.

Macrophages
¢ Secretes T.N.F.-alpha, G.M.-C.S.F. and nitric oxide.

Both D.C. and macrophage prime naive T cells for production of Th1 cytokines I.F.N.-gamma and
IL-2 and may be responsible for the chronic Thl immunogenic response.

Ref

The macrophage/dendritic cell (D.C.) engulfs the alcohol and/or drug or their derivative molecule
and phagocytosis occurs. The macrophage/D.C. expresses processed antigenic alcohol and/or drug
or their derivatives in major histocompatability complexes (M.H.C.) on the cell membrane. The
macrophage/D.C. is now known as the antigen-presenting cell. In normal individuals, the alcohol
and/or drug antigens may be accepted as “self” or “near-self” by the TREGS. In A.D.S there is
activation of T-helper cells and B-cells due to alcohol and/or drugs or their derivatives becoming
immunogens instead of antigens i.e. due to being recognised as “non-self’. The inflammatory
response results in the following.

Further T-cell activation.

Cytokine release — including tumour necrosis factor, interferon, and interleukins.
Blockage of activation of tissue growth factor beta-1.

Auto-reactive immunoglobulin release.

Release of metallo-proteases.

Fibroblast activation.

SO B B

Development of tissue specific immunoglobulin e.g. anti-tissue transglutaminase
immunoglobulin.

8. Complement activation.

9. Disorganisation of tissues leading to clinical inflammation, predominantly dendritis,
and cancer.




Dendritic cells are also present in the peripheral blood.

Alcohol-related A.D.S. in the absence of liver disease may be associated with an increased
peripheral blood dendritic cell secretion of inflammatory cytokines IL-1beta, IL-6, IL-12, and tumor
necrosis factor-alpha.

Alcohol-related A.D.S. complicated by liver disease may be associated with decreased numbers of
peripheral blood dendritic cells and reduced secretion of inflammatory cytokines interleukin IL-
lbeta, IL-6, IL-12, and tumor necrosis factor-alpha.

Ref

(See Diagram 2)



MODEL OF IMMUNOGENIC RESPONSE IN A.D.S.

IMMUNOGEN LE.
ALCOHOL AND/OR MACROPHAGE
DRUGS OR DENDRITIC CELL

MACROPHAGE-IMMUNOGEN

v
ANTIGEN-PRESENTING CELL

v
FAILURE OF IDENTIFICATION AS
“SELF” BY TREGS. RESULTS IN
Th1/Th2/Th3/T17 IMBALANCE

A

IMMUNOGENIC RESPONSE

OTHER T-CELL ACTIVATION
CYTOKINE RELEASE- T.N.F., INTERLEUKINS AND INTERFERON
BLOCKAGE OF ACTIVATION OF TISSUE GROWTH FACTOR.
AUTO-REACTIVE IMMUNOGLOBULIN RELEASE
METALLO-PROTEASE RELEASE
FIBROBLAST ACTIVATION
DEVELOPMENT OF TISSUE SPECIFIC IMMUNOGLOBULIN
e.g. ANTI-TISSUE TRANSGLUTAMINASE

COMPLEMENT ACTIVATION

O o

e

A 4

DISORGANIZATION OF TISSUE RESULTING IN INFLAMMATION/CANCER

DIAGRAM 2




Tumour necrosis factor may correlate with severity of tissue inflammation and measurements may
represent the degree of disease activity.

Ref

Expression of transcription factor Fox p3 may also be useful in measuring disease activity and has
already been able to distinguish between dogs without cancer and dogs with cancer.

Ref

Immunogenic activity may have pre-existed prior to the introduction of alcohol and/or drugs due
to reactions to other immunogens because of genetic pre-disposition.

Foetal exposure may also be contributory.

Ref 1 Ref 2

Histocompatability lymphocyte antigen (H.L.A.) types may also predispose to the severity of the
immunogenic response.

Ref
In alcohol-related A.D.S. the metabolite of alcohol, acetaldehyde, may be the immunogen.

Ref 1 Ref 2 Ref 3

Animal studies i.e. on the “alcoholic mouse” continue.



SUMMARY

Ref

THE REGULATORY T-CELL SUPPRESSES THE IMMUNOGENIC RESPONSE OR ALLOWS THE
IMMUNOGENIC RESPONSE TO PROCEED

N

ANTIGEN PRESENTING CELL T HELPER CELL

M.H.C. Il - IMMUNOGEN E.G. ALCOHOL/DRUG



OTHER IMMUNOGENS WHICH MAY BE CONTRIBUTORY

Antibiotics and hormones in food.
Pesticides.

Herbicides

Sweetening agents.

Monosodium glutamate.

Casein.

Milk-sugar.

Soya.
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Aluminium.

[
o

. Fertiliser.
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. Caffeine.
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. E- numbers.

. Added salt.

. Rape pollen.

. Gluten.

. Homocysteine.
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. Electro-magnetic radiation.
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. Talc.
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. Radon.
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. Hair Dye.
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. Manganese.
. Occupational immunogens e.g. petro-chemicals.
. Atmospheric pollutants.
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. Mercury.
. Lead.
. Immunisations.
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DIETARY DEFICIENCIES OF THE FOLLOWING MAY BE CONTRIBUTORY.

Folic acid.

Vitamins A, C, D, E and vitamin B complex including thiamine.
Trace metals - zinc, selenium, copper, magnesium and manganese.
Carnitine.

PP REF




ENVIRONMENTAL STRESS

Environmental stress may also contribute to A.D.S. dendritis e.g. some soldiers who used heroin
during the Viethnam War stopped using after returning to U.S.A. i.e. the “situational” usage of
heroin.

Stress hormones e.g. corticotrophin releasing factor can also contribute to the reduction in the
number of dendritic spines as shown in the schematic diagrams of dendrite segments below.

STRESS FREE STRESSED

DENDRITE SPINES MORE NUMEROUS DENDRITE SPINES LESS NUMEROUS

Ref

Corticotrophin releasing factor receptor blockade has recently been found useful in reducing the
desire to imbibe alcohol in animal studies.

Ref



INFECTIONS

Although not the primary cause of A.D.S. dendritis, inter-current infections may cause
exacerbation.

Immunogenic actions lead to surrounding cells being damaged especially if

1. There are already other associated genetic/chromosomal cell abnormalities.

2. The cells have more rapid turnover perhaps explaining the lack of association between alcohol
and brain tumours.

3. The cells have greater/prolonged immunogen exposure.

The pineal gland, hypothalamus, pituitary- gonadal axis, pituitary-adrenal axis, and prolactin
are also affected which contribute to the clinical features of A.D.S. e.g. the hypothalamus
controls appetite, weight and temperature. Inflammation of the hypothalamus may result in
weight loss or weight gain and impairment of temperature control.




ABNORMAL PATHOLOGY IN THE BRAIN

The following abnormalities within the brains of patients with A.D.S. are currently also being

investigated in animal, e.g. “alcoholic mouse”, studies.

1.
2.
3.

SN IO

Glutamate, gamma-amino butyric acid and glutamate receptors.

The number of beta-endorphin receptors.

The levels of dopamine, homovanillic acid and serotonin/numbers of dopamine and
serotonin receptors.

The levels of tetrahydroisoquinolone (T.H.l.Q.). Tetrahydroisoquinolines are
condensation products between catecholamines e.g. dopamine and aldehydes e.g.
acetaldehyde .

The degree of T.H.l.Q.-beta-endorphin receptor binding.

The number of melanocortin receptors/melatonin levels

The effects of acetaldehyde on

Connective tissue micro-tubular construction.

Blockage of Kreb's cycle.

Pyridoxal-5-phophate affecting neurotransmitter production, regulation of
magnesium into cells, and altering prostaglandin E2 production contributing to
further inflammation.

8. The levels of anti-oxidants, uric acid and nitric oxide.

9.

10.
11.
12.
13.
14.
15.
16.
17.
18.

The levels of tryptophan/tryptophan oxygenase activity.
Neuro-active steroid levels and omega-3 essential fatty acid.
Cerebro-spinal fluid somatostatin levels.

Insulin sensitivity.

Calcium channel abnormalities in smooth endoplasmic reticulum.
Vitamin D metabolism.

Fatty acid ethyl esters and mitochondrial binding.

The presence of anti-tissue transglutaminase immunoglobulin.
Cerebral blood flow.

Stem cell activity.




REFERENCES FOR ABNORMAL PATHOLOGY IN THE BRAIN

1. Glutamate, gamma-amino butyric acid and glutamate receptors.
Ref
2. The number of beta-endorphin receptors.

Ref

3. The levels of dopamine, homovanillic acid and serotonin. Numbers of dopamine and serotonin
receptors.

Beta-Endorphin
Ref
Dopamine

Ref 1 Ref 2 Ref 3

Homovanillic Acid

Ref 1 Ref 2

Serotonin

Ref 1 Ref 2

4. The levels of tetrahydroisoquinolone (T.H.1.Q.). Tetrahydroisoquinolines are condensation
products between catecholamines e.g. dopamine and aldehydes e.g. acetaldehyde . The degree
of T.H.1.Q.-beta-endorphin receptor binding.

Ref 1 Ref 2 Ref 3

5. The number of melanocortin receptors/melatonin levels.

Ref 1 Ref2 Ref 3 Ref4

6. The effects of acetaldehyde on

i. Connective tissue micro-tubular construction.

ii. Blockage of Kreb's cycle.

iii. Pyridoxal-5-phophate affecting neurotransmitter production, regulation of magnesium into
cells, and altering prostaglandin E2 production contributing to further inflammation.

Ref 1 Ref 2 Ref 3 Ref 4




7. The levels of anti-oxidants, uric acid and nitric oxide.
Anti-oxidants

Ref

Uric acid

Ref 1 Ref 2

Nitric oxide

Ref1 Ref2

8. The levels of tryptophan/tryptophan oxygenase activity.

Ref

9. Neuro-active steroid levels and omega-3 essential fatty acid.

Ref 1 Ref 2

10. Cerebro-spinal fluid somatostatin levels.

Ref

11. Insulin sensitivity.

Ref 1 Ref 2

12. Calcium channel abnormalities in smooth endoplasmic reticulum.

Ref

13. Vitamin D metabolism.

Ref

14. Fatty acid ethyl esters and mitochondrial binding.
Ref

15.The presence of anti-tissue transglutaminase immunoglobulin.

Ref



16. Cerebral blood flow.
Ref
17. Stem cell activity.

Ref

In summary, there may be multiple interactions resulting in the immunogenic response causing
dendritis, increased hypersensitivity to thoughts and feelings and obsession-compulsion to use.
Results of further investigations are awaited.



SCHEMATIC ILLUSTRATION OF SOME OF THE DIFFERENT THEORIES AND INTERACTIONS IN

ALCOHOL-DRUG SYNDROME

DENDRITE

ABNORMAL
CEREBRAL
BLOOD
FLOW

ACETALDEHYDE DIRECT
EFFECTS ON DENDRITE
SMOOTH ENDOPLASMIC
RETICULUM ABNORMALITIES
CALCIUM CHANNEL
ABNORMALITIES

ALCOHOL/DRUG OR METABOLITE
E.G. T.H.l.Q., AND T.H.l.Q.-BETA-
ENDORPHIN RECEPTOR BINDING

ABNORMAL
STEM CELL
ACTIVITY

l

@ ( : ) ¢ GLUTAMATE RELEASE

SYNAPSE

AXON TERMINAL

-

ABNORMALITIES OF:
e DOPAMINE RELEASE

e SEROTONIN RELEASE

e MELATONIN RELEASE

¢ HOMOVANILLIC ACID
RELEASE

ABNORMAL NUMBERS OF:
e DOPAMINE RECEPTORS

IMMUNO-GENETIC DENDRITIS

® GLUTAMATE RECEPTORS
¢ SEROTONIN RECEPTORS

ABNORMAL
AGGREGATE
DENDRITE

FIRING RATE

IMMUNO-GENETIC RESPONSE
CONTROLLED BY TREG CELLS WITH
ABNORMALITIES OF

NUMBERS OF T-CELL RECEPTORS
HELPER T-CELL BALANCE

KILLER T-CELL ACTIVATION
MACROPHAGE ACTIVITY
IMMUNOGLOBULIN LEVELS
ANTI-OXIDANTS

NITRIC OXIDE

URIC ACID

C.S.F. SOMATOSTATIN
NEURO-ACTIVE STEROID LEVELS
VITAMIN D METABOLISM
INSULIN SENSITIVITY

¢ BETA-ENDORPHIN
RECEPTORS
e MELANOCORTIN RECEPTORS




CLINICAL FEATURES

FAMILY HISTORY

1. Family history of A.D.S. is usually positive if sought for thoroughly.

2. Often in older generations A.D.S. is concealed due to embarrassment.

3. Occasionally A.D.S. is due to new mutation/mutations possibly due to excessive exposure to
alcohol and/or drugs. Family history will be negative.

4. Occasionally post-mortem diagnosis is based on retrospective history.

5. 60% of affected monozygotic twins both have A.D.S. 39% of affected dizygotic twins both have
A.D.S.

6. Monozygotic twins in families with history of A.D.S. have similar frequency of A.D.S., even if
separated at birth i.e. not affected by different environmental backgrounds especially during
formative years.

7. Occasionally, the relative may have another similar obsession-compulsion e.g. gambling/over-
eating/excessive spending.

Ref

MEMORY AND A.D.S. HIPPOCAMPITIS

Alcohol-related A.D.S. results in hippocampal dendritis or hippocampitis manifest by shorter and
less numerous dendrites and abnormalities of cytokines.

A.D.S. initially results in impairment of recent memory which then progresses to the loss of distant
memory. The impairment of recent memory may result in forgetting and “black-outs”

Ref 1 Ref 2 Ref 3 Ref 4




COMMENT ON THE FOLLOWING EXAMPLES OF EXTREME THOUGHTS AND FEELINGS IN RELATION
TO IMMUNO-GENETIC ABNORMALITIES RESULTING IN DENDRITE FIRING RATES

Increased aggregate dendrite firing rates are associated with what are regarded as extreme
“feelgood” thoughts and feelings.

Decreased aggregate dendrite firing rates are associated with what are regarded as extreme
“feelbad” thoughts and feelings.

These will be described in greater detail below.



SUBJECTIVE DIFFERENCE BETWEEN CHRONOLOGICAL AND BIOLOGICAL AGE

A.D.S. results in the paradox of feeling older (low aggregate firing rate) or younger (high aggregate
firing rate) than one’s years e.g. “old head on young shoulders” or the “oldest swinger in town”.
The company of younger or older people is often preferred compared to people of the same age.

PERCEPTION OF TIME

A.D.S. results in altered perception of time e.g. “time flies” (high aggregate firing rate), “time flies
when you are having fun” or” like watching paint dry” (low aggregate firing rate) which relate to
thought and feeling hypersensitivity causing time distortion. Life often feels like a “dress-
rehearsal” and having “all the time in the world”. A.D.S. often results in poor timing i.e. “quick off
the mark” or “slow off the mark”.

SENSE OF FEELING DIFFERENT AND BELONGING

A.D.S. results in feelings of diminished belonging or excessive belonging. The hypersensitivity to
extreme negative thoughts and feelings in A.D.S. often results in the sense of

1. “Not belonging”.

2. Feeling “adopted”.

3. “Terminal uniqueness”.

4. Being the “black sheep of the family”.

5. Feeling “different”

6. The “room being full, but the room being empty”.

All of which contribute to a sense of loneliness (low aggregate firing rate) and having difficulty in
forming intimate relationships. If loneliness is severe the feeling of derealisation occurs.
However, if there is hypersensitivity to extreme positive thoughts and feelings with the feeling of
excessive well-being (high aggregate firing rate), “la belle indifference” or “bon viveur” behaviour
develops. Everyone is felt to be friendly and derealisation may also result. If severe, thinking and
feeling like a deity result.

SENSE OF PERFECTIONISM AND FAILURE

The sense of the need for perfection usually leads to high standards when extreme positive
thoughts and feelings predominate (high aggregate firing rate) and dissatisfaction when extreme
negative thoughts and feelings predominate (low aggregate firing rate). The need for perfection
may lead to delayed commitment e.g. to marriage or buying a house or to many changes e.g.
several divorces or many house moves. Feeling average or retrogression does not suffice for long.



HYPERSENSITIVITY TO EXTREME THOUGHTS AND FEELINGS FROM AN EARLY AGE

There are four main groups of feelings. These feelings have ranges.

POSITIVE NEGATIVE
“FEELGOOD” FEELINGS “FEELBAD” FEELINGS
1. ACCEPTANCE < » 1. RESENTMENT
2. TRUST < » 2.FEAR

3. GRATITUDE »  3.SELF-PITY

4. HONESTY < >  4.DISHONESTY

The feelings are defined as

GRATITUDE - the state of being grateful/thankful.
ACCEPTANCE - the act or process of accepting.
TRUST - firm reliance on the ability or character of a person/thing.

HONESTY - the quality or condition of being honest.

RESENTMENT - extreme displeasure caused by insult or slight.
SELF-PITY — pity for oneself especially exaggerated or self-indulgent pity.
FEAR - a feeling of agitation and anxiety caused by the presence or imminence of danger.

DISHONESTY - lack of honesty or integrity. Departure from what is legally, ethically and morally
correct.

Increased aggregate dendritic firing rates lead to feelgood feelings.

Decreased aggregate dendritic firing rates lead to feelbad feelings.




Normal people have feelings midway between the extremes. A.D.S. results in extreme thoughts
and feelings nearer the end of each spectrum.

A.D.S. results in considerable emotional pain prior to the use of alcohol and/or drugs due to the
predominance of hypersensitivity to negative thoughts and feelings in many.

One or both parents are often affected and are suffering similarly — often referred to as the
“vicious cycle”.

EXAMPLES OF HYPERSENSITIVITY TO EXTREME THOUGHTS AND FEELINGS

A.D.S. results in intermittent extreme thoughts and feelings often related to precipitants of
negative or positive hypersensitivity to thoughts and feelings (vide infra). These lead to related
behavioural or physical changes.

The extremities of thoughts and feelings can be categorised under the headings of the main
positive and negative thought and feeling equivalents.

Extreme positive thoughts and feelings are related to increased aggregate dendritic firing
rates.

Extreme negative thoughts and feelings are related to decreased aggregate dendritic firing
rates.




POSITIVE
ACCEPTANCE
LAIDBACK
PLACID
SUBSERVIENT

EXCESSIVE PATIENCE

OVER-TOLERANT

ACCEPTANCE OF HUMAN ERROR
ABUSED

BULLIED

EXCESSIVE KINDNESS
OVER-PRAISING

REQUESTS, GROVELS

PARTNER VERY SIMILAR APPEARANCE

EXCESSIVE RACIAL TOLERANCE

OVER-CONGRATULATORY (PEOPLE-
PLEASING)

COMPLACENT
DAY-DREAMING

E.G. IDEAL HOME, JOB OR PARTNER

ACUTE HELPFUL EPISODES OF
GREAT STRENGTH

BODY IMAGE DISTURBANCE
NARCISSISM RESULTS IN
OPERATIONS

DIETS, EXERCISE
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NEGATIVE

RESENTMENT

ANGER — SUPPRESSED RESENTMENT
FIERCE TEMPER, CONFRONTATIONAL

REBELLIOUS, ANTI-AUTHORITARIAN

IMPULSIVE, IMPATIENT E.G. ON TELEPHONE

OR IN QUEUES
JUDGEMENTAL, INTOLERANT

RESENTS HUMAN ERROR

ABUSIVE

BULLYING

OBNOXIOUS

FACETIOUS, CYNICAL

DEMANDS

PARTNER VERY DIFFERENT APPEARANCE
RACIALLY INTOLERANT, XENOPHOBIC

BAD LOSER

GUILT, SHAME
FANTASIZING

E.G. WISHING ILL ON PEOPLE

ACUTE VIOLENT EPISODES OF
GREAT STRENGTH, SEES “RED WITH RAGE”
BODY IMAGE DISTURBANCE
SELF-LOATHING RESULTS IN
OPERATIONS

DIETS, EXERCISE



POSITIVE
ACCEPTANCE

CONSTRUCTIVE CRITICISM

VANE
OVER-FAMILIARITY

DEJA VU, GOOD PREMONITIONS
OVER-ACHIEVEMENT

VERSATILE

ALTRUISTIC

NEGATIVE

RESENTMENT

DESTRUCTIVE CRITICISM

E.G. OF SMALL MISTAKES
REPULSION

CONTEMPT

JAMAIS VU, BAD PREMONITIONS
EXCESSIVE DESIRE — AVARICIOUS
STUBBORN

SELFISH

RESENTMENT.

THE “ISM” IN “ALCOHOLISM” IS OFTEN QUOTED AS THE ACRONYM FOR “I SEE ME” WHICH
PERTAINS TO BEING OVER-JUDGEMENTAL OF OTHERS WHEN EXPERIENCING MARKED
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POSITIVE

TRUST

EXCESSIVE LOVING, NEED TO BE LOVED
DESIRES COMPLEMENTS

OVER-FRATERNISES “SOCIAL CHAMELEON”

FALSE HOPE

E.G. LOTTERIES, GAMBLING, “SPENDAHOLIC”

GULLIBLE
OVEROPTIMISTIC

PLANNING EXCESSIVELY

PREFERS CHANGE —
JOBS/FOOD/HOLIDAYS
“BLUE-SKY THINKER”
PEOPLE-PLEASING ENJOYABLE
“TEACHER’S PET”, BEST WORKER

EXCESSIVE ENJOYMENT OF SPACE —
“ALWAYS OUT".

BRAVERY

64

NEGATIVE

FEAR

OF LOVING, BEING LOVED

DIFFICULTIES ACCEPTING COMPLIMENTS

SHY/ISOLATION

AVOIDS EYE CONTACT
“SCHOOL-CRUSHES"
"BLADDER-BASHFULNESS”
FEAR OF FAILURE

E.G. “MONEYAHOLIC” “WORKAHOLIC”
NEEDS “SAFETY NETS”
PARANOIA/SUSPICIOUS
EXCESSIVE PESSIMISM
PROJECTING

- MAXIMISING PROBLEMS

- MINIMISING PROBLEMS
AVOIDS CHANGE -
JOBS/FOOD/HOLIDAYS
“OLD-FASHIONED"”, “LUDDITE”

PEOPLE-PLEASING RELUCTANTLY

CLAUSTROPHOBIA

COWARDICE



POSITIVE

TRUST

IN BEING CONTROLLED, OVER-DELEGATION

ENJOYS HEALTH-SCREENS
OVER-DELEGATES TO PROFESSIONALS

TRUSTS ANAESTHETISTS, PILOTS

OVER-DELEGATES TO PEOPLE

TOLERATES HEIGHTS, DARKNESS

REQUESTS EXCESSIVE HELP

ENCROACHES AVERAGE INTIMATE ZONES

VIVID PLEASANT DREAM — OFTEN IN COLOUR

DOCTOR 'S VISITS EXCESSIVE
“WORRIED WELL"”

OFTEN BRINGS IN INTERNET ARTICLES

HOBBIES IN EXCESS E.G. THE “GOLFING
wIiDOwW”

OVERPROTECTIVE

BULLIED
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NEGATIVE
FEAR
OF LOSS OF CONTROL, AVOIDS DELEGATION

FEAR OF ILL-HEALTH

FEAR OF PROFESSIONALS E.G. OF DOCTORS,
DENTISTS AND LAWYERS

FEAR OF GENERAL ANAESTHESIA, FLYING

FEAR OF DELEGATION TO PEOPLE

FEAR OF HEIGHTS, DARKNESS

FEAR OF REQUESTING HELP — “FALSE PRIDE”

AGORAPHOBIA

E.G. SHOPPING, GETTING HAIR-CUT,
WALKING IN TOWN AMONGST PEOPLE

NIGHTMARES — OFTEN BEING CHASED E.G.
BY WITCH, OR TORTURED

DOCTORS VISITS EXCESSIVE
“WORRIED UNWELL"

MULTIPLE REFERRALS AND INVESTIGATIONS
OR INFREQUENT ATTENDANCE

OF COMMITMENT E.G. TO RELATIONSHIPS,
CLUBS

PREDATORY

BULLY



POSITIVE

TRUST

“THROWS CAUTION TO THE WIND"

EGALITARIAN

“GALLOWS HUMOUR”

ACQUISITIVENESS

EXCESSIVE PARTYING

SITS IN FRONT OR CENTRE OF GROUPS E.G.

AT A.A. AND N.A. MEETINGS

KEEN TO BE ASKED QUESTIONS

MINIMAL BELONGINGS

NEGATIVE

FEAR

SUPERSTITIOUS

CHAUVINISTIC

“STAGE-FRIGHT”

SURRENDER- “F**K-IT” MENTALITY

OF TAKING PEOPLE HOME

SITS AT BACK OR PERIPHERY OF GROUPS E.G.

AT A.A. AND N.A. MEETINGS

AVOIDS BEING ASKED QUESTIONS

COLLECTS -"HOARDING” DUE TO FEAR OF
INSTABILITY

“F.E.A.R.” IS AN ACRONYM FOR”FALSE EVIDENCE APPEARS REAL” I.E. A.D.S. RESULTS IN FEAR
FROM FALSE PREDICTED OUTCOMES WHEN PROJECTING.




POSITIVE

GRATITUDE

GREGARIOUS

OVERGENEROUS- MUNIFICENT

OVER-HUMOROUS - “CLOSE TO THE MARK”

EBULLIENT

EXPEDIENT — “JUMPS THE MARK"”

EGOCENTRICITY

MANIA

DIFFICULTY GETTING OFF TO SLEEP

GRANDIOSE DELUSIONS

EXCESSIVE HUMILITY/HUMBLENESS

EASILY CRYING WITH JOY
SMILING EXCESSIVELY
“SUPERIORITY COMPLEX"

“BORN-AGAIN"
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NEGATIVE

SELF-PITY

ISOLATED

MISERLY

MISERABLE —~ANHEDONISM

APATHY

PROCRASTINATION — “SLOW OFF THE MARK"”

LOW SELF-ESTEEM — UNEXPECTEDLY
DEPRESSION
EARLY MORNING AWAKENING

NEGATIVE DELUSIONS

PROFESSIONAL SUICIDE E.G. “F**K-IT”
MENTALITY

EASILY CRYING WITH SADNESS
SCOWLING
“INFERIORITY COMPLEX"

SELF-HARM E.G. NAIL-BITING, PARA-SUICIDE,
SUICIDE



POSITIVE

HONESTY

TRUSTWORTHY
CHARITABLE
GENEROUS
FAMOUS

DEFENDER OF HUMAN RIGHTS

POLICE WORK

HELPING SICK CHILDREN

WORKING WITH A.D.S. PATIENTS

PROTEST RALLIES FOR GOVERNMENT

OPENNESS

HELPING OTHERS FOR GAIN
CLANDESTINE HELPFUL ACTIONS

“WHISTLE-BLOWING”
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NEGATIVE

DISHONESTY

LYING,”CROCODILE-TEARS”
GREED

GAMBLING, EMBEZZLING
INFAMOUS

ABUSE OF HUMAN RIGHTS E.G.
PORNOGRAPHY USAGE

PROSTITUTION

INCEST

CHILDHOOD SEXUAL ABUSE — PERPETRATOR

SECRECY

COMPARTMENTALISATION OF LIFE

HURTING OTHERS FOR GAIN
MULTIPLE ILLEGAL IDENTITIES

DRUG-DEALING



EXAMPLES OFHIGHER SENSORY MODALITIES AFFECTED BY HYPERSENSITIVITY

POSITIVE

VISION

PREFERS THE FOLLOWING

PLEASANT IMAGES E.G. ON, IN
T.V., D.V.D., VIDEO

BOOKS, PAINTINGS, FILMS
COLOURS

AESTHETIC BEAUTY

FLOWERS, TREES, THE SEA
IMAGES OF CHILDREN/ANIMALS
SUNTAN

“HAPPY” TATTOOS, PIERCINGS
CURTAINS OPEN

RICH ENVIRONMENT-ORNAMENTS
PUPILLARY CONSTRICTION

ADORNS BODY E.G.BEARD, JEWELS, PONY-
TAIL, BOW-TIE

PLEASANT VISUAL HALLUCINATIONS
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NEGATIVE

PREFERS THE FOLLOWING

UNPLEASANT IMAGES E.G. ON, IN

T.V., D.V.D., VIDEO

BOOKS, PAINTINGS, FILMS

DARKNESS

UGLINESS

PHOTOPHOBIA

DISLIKES IMAGES OF CHILDREN/ANIMALS
PALLOR

DERMATITIS ARTEFACTA, “SAD” TATTOOS
CURTAINS CLOSED

MINIMALIST ENVIRONMENT

PUPILLARY DILATATION

DISLIKES BODY E.G. DARK CLOTHES, SHAVED
SCALP

UNPLEASANT VISUAL HALLUCINATIONS



POSITIVE

HEARING

PLEASANT SOUNDS PREFERRED ON, IN

T.vV,, D.V.D,, VIDEO, RADIO, FILMS
MUSIC — OFTEN VERY LOUD
ENJOYS NATURAL SOUNDS

ENJOYS CHILDREN'S VOICES, DOG'S
BARKING, ANIMAL NOISES

TOLERANT OF SOUND

PLEASANT AUDITORY HALLUCINATIONS

PREFERS PLEASANT ODOURS

PLEASANT OLFACTORY HALLUCINATIONS

TASTE

PREFERS SWEET TASTE “SWEET-TOOTHED”

ENJOYS DIFFERENT TASTES

PLEASANT TASTE HALLUCINATIONS
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NEGATIVE

UNPLEASANT SOUNDS PREFERRED ON, IN

T.v,, D.V.D,, VIDEO, RADIO, FILMS
MUSIC — OFTEN VERY QUIET
DISLIKES NATURAL SOUNDS

DISLIKES CHILDREN VOICES, DOG'S BARKING,
ANIMAL NOISES

PHONOPHOBIA

UNPLEASANT AUDITORY HALLUCINATIONS

REFERS UNPLEASANT ODOURS

UNPLEASANT OLFACTORY HALLUCINATIONS

PREFERS BLAND TASTE

PREFERS SAME FOOD

UNPLEASANT TASTE HALLUCINATIONS



EXAMPLES OF PERIPHERAL SENSORY MODALITIES AFFECTED BY HYPERSENSITIVITY

POSITIVE

HUGS, CARESSES
TICKLISH
HYPERAESTHESIA
HAND-SHAKING

INCREASED MASTURBATION

PAIN

INCREASED PAIN THRESHOLD E.G. DELAYED

DIAGNOSIS

POSITION

STEADINESS

INCREASED MOBILITY

IMPROVED SPATIAL JUDGEMENT E.G. IN

SNOOKER, SURGERY
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NEGATIVE

INCREASED INTIMATE ZONE

LESS TICKLISH

ANAESTHESIA

DISLIKES TOUCH

DECREASED MASTURBATION

REDUCED PAIN THRESHOLD E.G. “P.A.0.B” -

“PAIN ALL OVER THE BODY”

OR INCREASE IN LOCALISED PAIN FROM PRE-

EXISTING PATHOLOGY

TREMOR, SHAKING

LIES AROUND IMMOBILE

SPATIAL JUDGEMENT IMPAIRED E.G.

INCREASED R.T.A."S



POSITIVE NEGATIVE

TEMPERATURE

PREFERS HEAT PREFERS COLD

RISK OF SUNBURN RISK OF HYPOTHERMIA

VIBRATION

ENJOYS BUSES, CARS, TRAINS, PLANES AVOIDS BUSES, CARS, TRAINS, PLANES
KEEN WALKER AVOIDS WALKING

EXAMPLES OF MOTOR ACTIVITY AFFECTED BY ALTERED DENDRITIC FIRING RATES

POSITIVE NEGATIVE

ENJOYS WALKING, SPORTS SLOW, “DUVET-DIVING”

UPRIGHT POSTURE POOR POSTURE

LOOKS “SEXY” ATTRACTIVE SEXUALLY UNATTRACTIVE POSTURING

FASCICULATION
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EXAMPLES OF SPEECH AFFECTED BY ALTERED DENDRITIC FIRING RATES

POSITIVE NEGATIVE

GARRULOUS SLOW, QUIET

VIBRANT MONOTONOUS

LAUGHTER - INFECTIOUS MINIMAL LAUGHTER

SHOUTING “ENCORE” AT PERFORMER “BOOING” OR “TUT-TUTTING” AT
PERFORMER

EXAMPLES OF AUTONOMIC SYSTEM AFFECTED BY HYPERSENSIVITY

POSITIVE NEGATIVE

RESPIRATORY SYSTEM

AIRWAY DIAMETER INCREASED AIRWAY DIAMETER REDUCED

ENJOYS FRESH AIR/BREATHING EXERCISES DYSPNOEA
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POSITIVE NEGATIVE

CARDIO-VASCULAR SYSTEM

HEART RATE DECREASED HEART RATE INCREASED

HYPOTENSION HYPERTENSION

MYOCARDIAL CONTRACTILITY INCREASED
E.G. TO DIE BROKEN-HEARTED

CHEST PAIN, PALPITATIONS

GASTRO-INTESTINAL SYSTEM

APPETITE VARIABLE OFTEN INCREASED APPETITE VARIABLE OFTEN DECREASED
WEIGHT - SOCIETY'S PREFERENCE, BUT WEIGHT — AGAINST SOCIETY'S PREFERENCE,
VARIABLE E.G. SIZE ZERO BUT VARIABLE E.G. MORBID OBESITY

HIGH NAUSEA THRESHOLD LOW NAUSEA THRESHOLD

MOTILITY INCREASED MOTILITY DECREASED

DIARRHOEA CONSTIPATION, ABDOMINAL PAIN
BORBORYGMI BLOATING

ENJOYS DEFAECATION DISCOMFORT WITH DEFAECATION
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POSITIVE

URO-GENITAL SYSTEM

ENJOYS MICTURITION, COITUS

NYMPHOMANIA

MICTURATING IN SNOW, LAVATORY
ARTISTICALLY — “PISS-ARTIST”

“GIGOLO/LOTHARIO”

VASOMOTOR SYSTEM

COOL SKIN
PLETHORIC, BLUSHES EASILY
SEBORRHOEA

“GOOSE-PIMPLES” WITH JOY

ENDOCRINE

INCREASED SENSITIVITY TO INSULIN,
CORTISOL, THYROXINE, ERYTHROPOIETIN,
P.T.H.

DECREASED ADRENALINE

CLINICAL EXAMPLE: THE “PUB CUSHINGOID”
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NEGATIVE

DYSURIA, DYSMENORRHOEA

DYSPARUNIA

OVARIAN, UTERINE, TESTICULAR, PROSTATIC
PAIN

ERECTILE DYSFUNCTION

SWEATING EXCESSIVELY
PALLOR
DRY SKIN, BUT EXCESS SWEATING

“GOOSE-PIMPLES” WITH FEAR

REDUCED SENSITIVITY TO INSULIN,
CORTISOL, THYROXINE, ERYTHROPOIETIN,
P.T.H.

INCREASED ADRENALINE

CLINICAL EXAMPLE: THE “PUB DIABETIC”



COMMENT

These lists are not intended to be comprehensive, but to give a guide to extreme thoughts and
feelings and subsequent behavioural and/or physical changes in A.D.S. that have been described
by patients in the meetings that | have attended and from my own clinical observations.

A.D.S. patients often said they were “fine” when asked how they were before they realised their
diagnosis and only then started to express their thoughts and feelings to others. The acronym
“F.I.N.E.” represents feeling “f****d-up, insecure, neurotic and emotional”, and prior to diagnosis
much used unknowingly to further represent this stoical image.

Sometimes several positive and negative excessive thoughts and feelings occur simultaneously
e.g. passing an examination and feeling exhilarated but also having low self-esteem. This can be
very confusing often leading to further use of alcohol and/or drugs.

The onset of hypersensitivity to negative thoughts and negative feelings is often heralded by the
development of resentment, progressing to fear and finally self-pity and dishonesty.

The onset of hypersensitivity to positive thoughts and feelings is often heralded by the
development of acceptance, progressing to trust and finally gratitude and honesty.

(See Diagram 3)
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RESENTMENT [ >  ACCEPTANCE
A A
A 4 A 4
FEAR [ > TRUST
A A
A 4 A 4
SELF-PITY [ » GRATITUDE
A A
\ 4 \ 4
DISHONESTY > HONESTY

A

PROGRESSION OF EXTREME THOUGHTS AND FEELINGS.

RESENTMENT-ACCEPTANCE IS USUALLY THE INITIAL CONVERSION.

DIAGRAM 3
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Individual or collective thought and feeling hypersensitivity have been given eponymous names
e.g.

1. The “Paradise” syndrome describes hypersensitivity to negative thoughts and
feelings even though total life ambition has been achieved. This often occurs at the
end-stages of financial success and empire-building. Spiritual conversion often leads
to improvement if alcohol and/or drug use are avoided.

2. The “Othello” syndrome or morbid jealousy often leads to termination of
relationships by the innocent victims.

Ref1 Ref2

The adage “sticks and stones will break my bones, but names will never hurt me” does not apply
in A.D.S. which results in thought and feeling — hypersensitivity to either constructive or
destructive criticism, but represents the stoical image portrayed for defence reasons.
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HYPERSENSITIVITY TO EXTREME “PARA-PSYCHOLOGICAL” THOUGHTS AND FEELINGS

There remains the possibility of conventionally unidentified extreme thoughts and feelings which
leads into the field of para-psychology. Briefly, some patients may exhibit the following

1. Premonitions regarding their own family members.

2. Hypersensitivity to the switching on of nearby electrical equipment.

3. Finding items which have been deemed to be lost e.g. around the house.
4. Healing powers or destructive powers e.g. curses.

5. Seeing ghosts.

Watches often malfunction soon after commencing wearing them.
These extreme thoughts and feelings may occur in A.D.S. patients but often not revealed due to
fear of ridicule and are only disclosed to close ones.
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PRECIPITANTS OF INCREASED NEGATIVE THOUGHTS AND FEELINGS

=

e e

11.
12.
13.
14.
15.
16.
17.

Abrupt discontinuation of alcohol and/or drugs.

Having an A.D.S. parent/partner/friends actively using.

Bereavement or severe illness affecting relative, especially of first degree relative, or
friend. Initial bereavement effect is often underestimated.

Relationship disharmony.

“H.A.L.T.” — Hunger, anger, loneliness and tiredness.

Employment/unemployment stress.

Housing problems.

Financial stress.

Family stress.

. Separation from people, places, and/or things.

Inter-current infection.

Inter-current medical conditions.

Overcast weather/ low barometric pressure.
Dietary changes and subsequent weight change.
Day/night cycle changes including jet-lag.
Returning to work after holiday.

Change of social class i.e. downward mobility “the fallen class”.
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PRECIPITANTS OF EXTREME POSITIVE THOUGHTS AND FEELINGS

1. Recommencing alcohol and/or drugs after period of cessation.

2. Leaving actively using A.D.S. parent/partner/friends through own volition.

3. Birth within the family — often to first degree relative i.e. becoming a grandparent.
4. New relationship.

5. Fitness i.e. regular exercise in gym programme.

6. New accommodation.

7. Financial security.

8. Family stability.

9. Reunification with people, places, and/or things.

10. Recovery from infection.

11. Recovery from medical illness.

12. Bright weather/high barometric pressure.

13. Dietary changes and subsequent weight change.

14. Stable day/night cycle.

15. Possibly full moon in mania- no standardised trials have been performed yet.
16. Going on holiday.

17. Change of social class —upward mobility i.e. the “noveau riche”.

A.D.S. can deteriorate with either extreme positive or negative thought or feeling hypersensitivity.
Consequent extreme behaviour with impaired judgement can lead to further losses and relapse.
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INITIAL ALCOHOL/DRUG USE OR EARLY ALCOHOL/DRUG USE

Synonyms

The “Pub-Clown” Stage
The “Life and Soul of the Party” Stage

“Bon Viveur” Stage

There is increased hypersensitivity to thoughts and feelings with initial or early use of alcohol
and/or drugs due to the immunogenic reaction within the brain and the onset of dendritis. The
response compared to normal is different. Patients often describe themselves as “feeling normal”
and a member of the “human race” for once. This may be associated with “la belle indifference” or
“bon viveur” behaviour in extremis.

1. Prior to use, A.D.S. often results in preponderance of hypersensitivity to negative thoughts and
feelings.

2. Use results in initial marked improvement in spiritual well-being and increased hypersensitivity
to positive thoughts and feelings with extreme behavioural/ physical changes.

3. Near pre-use state returns after use.

The initial improvement may be described as the “hit “. “ Blackout” may also occur with initial or
early use.

Simultaneously, the obsession-compulsion to use has started.

(See Graphs 5. and 6.)
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HYPERSENSITIVITY TO FEELINGS

EXCESSIVE RESPONSE TO

INITIAL USE- i.e. “HIT” OR

“BLACKOUT".

EXTREME NEGATIVE
THOUGHTS AND FEELINGS.

EXTREME POSITIVE
THOUGHTS AND FEELINGS.

GRAPH 5. INITIAL USE OF ALCOHOL AND/OR DRUGS.
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OBSESSION-COMPULSION

TO USE

OBSESSION-COMPULSION

HAS COMMENCED

DURATION OF USE/AMOUNT

USED

GRAPH 6. INITIAL USE OF ALCOHOL AND/ OR DRUGS.
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OBSESSION-COMPULSION TO USE

A.D.S. results in increasing obsession-compulsion to use. The following are some examples of

subsequent behaviour relating to alcohol as an example as A.D.S. progresses.

Lo NOUMRWNR

Il ol el
W NP o

Under-age drinking.

“Dutch courage” drink to meet/dance with members of the opposite sex/same sex.
Going to public house to watch sporting events on television when can watch at home.
Buying drinks between rounds.

Buying “chasers” with main drink.

Buying “doubles”.

Buying two bottles of wine with meals instead of one.

Drinking after work, initially occasionally then regularly.

Drinking alone.

Drinking at lunchtime, initially occasionally then regularly.

. Trying substitution treatment e.g. drugs.

Lying and concealing drinks in home/car/garage/garden/office desk.
Drinking in mornings, occasionally then regularly.
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“HANGOVER”

“Hangover” may be due to acute dendritis secondary to the immune system’s response to
alcohol in the brain. There are changes in IL-10, IL-12 and interferon-gamma due to
Th1/Th2/T17 imbalance. Many A.D.S. patients drink vodka in the last stage of A.D.S. as
“hangover” and morning vomiting seem to be less frequent with vodka anecdotally. There is
also the deluded belief that vodka has no odour and that work colleagues, friends and family
do not notice the alcohol in the expired breath.

“Hangover” may be reduced by the use of aspirin 600mg before drinking alcohol but is
associated with increased gastric mucosal inflammation. Aspirin may reduce the degree of
dendritis secondary to alcohol consumption.

THERE ARE NO RANDOMISED, DOUBLE-BLIND, PLACEBO-CONTROLLED CLINICAL TRIALS
WHICH CONFIRM THE STATISTICAL SIGNIFICANCE OF ANY PARTICULAR TREATMENT.
HOWEVER, THERE ARE ANECDOTAL REPORTS OF IMPROVEMENT IN HANG-OVER WITH MANY
DIFFERENT TREATMENTS.

Ref
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LOSSES IN A.D.S.

AGE OF ONSET OF LOSSES

1. Alcohol — usually more severe losses when 30-40 years old or older due to having more
acquisitions to lose, but occurs earlier in severe cases with a strong family history.
2. Drugs — more severe losses tend to be younger due to illegality of drugs e.g. imprisonment.

TYPES OF LOSS FOLLOWING THE INTRODUCTION OF ALCOHOL AND/OR DRUGS

1. PEOPLE

LOSS OF SELF

1. Spirituality — loss of loving/being loved.
2. Loss of mental health — including memory.
3. Loss of physical health-including accidents

which are usually in descending order of progression.

Loss of personal hygiene.

Loss of childhood.

Loss of virginity prematurely.

Premature ageing.

Loss of gender identity/secondary sexual characteristics.

Lo NOGL R

Death-natural or suicide.
10.Ante-mortem position in society.
11. Post-mortem position in society- discovery of A.D.S. after death.

LOSS OF RELATIONSHIPS WITH OTHERS

Spouse/partner.
Children.
Relatives.

Work colleagues.

i wihNReE

Friends.
Miscarriage/prematurity/stillbirth/congenital defects - “foetal alcohol syndrome”. Congenital
defects are increased by up to 30%.

2. PLACES

1. Homes
2. Holidays
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THINGS

Money.

Income.

Investments.

Employment.

Business.

Fines.

Car.

Car licence.

Education e.g. being expelled.
10. Freedom.

a) Prison sentence/Young Offenders Unit.
b) Community service.

e NOU R WNER

c) Hospitalisation.
d) Institutionalisation.
11.Enjoyment of hobbies e.g. reading/sporting activities/leisure activities.
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TYPES

A.D.S can be subdivided into

1. Mild type.
2. Moderate type.

3. Severe type.

CLINICAL PROGRESSION

A.D.S. tends to be progressive with continued alcohol and/or drug use. Hypersensitivity to
thoughts and feelings and obsession-compulsion to use increase due to increased immunogenic
reaction within the brain and progressive dendritis.

Eventually, losses develop which complete the definition of A.D.S.

Alcohol and drugs are described by Alcoholics and Narcotics Anonymous as more “cunning,
baffling and powerful” than the patient who has no idea of why or what is happening. There is a
Chinese proverb describing the stages of progression.

“The man takes a glass.
The glass takes a glass.

The glass takes the man “.

Different drugs appear to cause different rates of progression of the obsession-compulsion to use,
usually in association with the degree of change in hypersensitivity to positive thoughts and
feelings e.g. intra-venous heroin has been described as resulting in having “ten orgasms
simultaneously” with initial or early use. The international movement of drugs in particular has
led to A.D.S. patients being exposed to new immunogens which cause more severe immunogenic
reactions.

Progression is more often accelerated by precipitants of hypersensitivity to negative than positive
thoughts and feelings.
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MILD A.D.S.

Synonyms
“The man takes a glass” stage.

“Cunning” stage.

There is increasing immunogenic reaction to alcohol and/or drugs associated with

1. Pleasurable improvement in hypersensitivity to positive thoughts and feelings decreased i.e.
losing the “hit” sensation.

2. Increased hypersensitivity to negative thoughts and feelings after use.

3. Increasing obsession-compulsion to use without realisation.

4. There are early losses often mild and unnoticed e.g. car licence loss attributed to “bad luck”.

Insight persists if informed of diagnosis of A.D.S. Residual control of use of alcohol and/or drugs
persists.

(See Graphs 7. and 8.)
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HYPERSENSITIVITY TO FEELINGS

DETERIORATION IN

SPIRITUALITY POST-USE REDUCED CONVIVIALITY
WITH USE
C
A //v
EXTREME NEGATIVE EXTREME POSITIVE
THOUGHTS AND FEELINGS. THOUGHTS AND FEELINGS.

GRAPH 7. MILD A.D.S.
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OBSESSION-COMPULSION

TO USE

OBSESSION-COMPULSION

INCREASING

GRAPH 8. MILD A.D.S.

DURATION OF USE/ AMOUNT

USED
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MODERATE A.D.S.

Synonyms

“The glass takes a glass “stage.
“Baffling” stage.

“Heavy drinker/user “stage.

“Functioning alcoholic/drug addict” stage i.e. often still employable.

1. Thereis development of need to use more alcohol and/or drugs in order to achieve pre-use
level of spiritual well-being and hypersensitivity to thoughts and feelings.

2. Thereis further increase in hypersensitivity to negative thoughts and feelings after
discontinuation of use.

3. Tolerance or the increasing use to achieve similar effects has developed in association with
increasing obsession-compulsion to use.

4. There are further more severe losses with associated remorse, guilt and shame.

GUILT - the state of having committed an offence.
SHAME - the painful feeling resulting from an awareness of guilt.

REMORSE - a feeling of deep regret.

Insight persists if informed of diagnosis of A.D.S. Residual control of use of alcohol and/or drugs
persists. There is further loss of spirituality. Isolation and derealisation are developing.

(See Graphs 9. and 10.)
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HYPERSENSITIVITY TO FEELINGS

TOLERANCE-NEED TO USE

TO FUNCTION

EXTREME NEGATIVE THOUGHTS
AND FEELINGS.

GRAPH 9. MODERATE A.D.S.
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OBSESSION-COMPULSION

TO USE

FURTHER INCREASE IN

OBSESSION-COMPULSION

DURATION OF USE/AMOUNT USED

GRAPH 10. MODERATE A.D.S.
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“THE MAGIC LINE”

This is described as being crossed when uncontrollable craving and complete obsession-
compulsion to use has developed. Often, there is a history of at least one-two years of escalating
heavy use.

THIS IS ASSOCIATED WITH COMPLETE LOSS OF INSIGHT DUE TO THE DISTRIBUTION
AND SEVERITY OF DENDRITIC INFLAMMATION AND LOW AGGREGATE DENDRITE
FIRING RATES.
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SEVERE A.D.S.

Synonyms

“Alcoholic” — The public conceive as the “cemetery drinker drinking with the dead”. 91%
of general practitioners and 80% of the public believe that there is stigma attached to
the term “alcoholic”.

“Drug addict” — The public conceive as the “tattooed criminal biker”.
“The glass takes the man” stage.

“Powerful” stage.

“Hopeless alcoholic” stage.

“Meths. drinker” or “wino” or “piss-head” stage. Methe was the Bakkhe nymph of
drunkenness in Greek mythology.

“Junkie” or “coke-head” stage.
“Lush” stage.

“Dipsomania” stage.

Ref

Craving develops due to the complete obsession-compulsion to use alcohol and/or drugs to
improve severe hypersensitivity to negative thoughts and feelings. However, this effect is lost with
resulting loss of control of use regardless of continuing severe losses.

There is total loss of insight with denial of loss of control. Rationalisation and insanity develop.
Associated psychiatric diseases e.g. anxiety and depression are highly prevalent.

Withdrawal symptoms occur on enforced cessation of use e.g. tremor and terrifying visual
hallucinations on awakening or unexpected hospitalisation for medical iliness. Re-exposure after
enforced cessation of use i.e. rehabilitation centre admission quickly leads to increased
hypersensitivity to negative thoughts and feelings and obsession-compulsion to use with rapid
deterioration in spiritual well-being culminating in exclusion or withdrawal from society or death
from natural causes or suicide.

Derealisation and loss of spiritual, mental and physical health is complete.

(See Graphs 11. and 12.)
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HYPERSENSITIVITY TO FEELINGS

“DOES NOT WANT TO LIVE
B DOES NOT WANT TO DIE”.
“BLACKOUT”.
A
EXTREME NEGATIVE EXTREME POSITIVE
THOUGHTS AND FEELINGS THOUGHTS AND FEELINGS

GRAPH 11. SEVERE A.D.S.
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OBSESSION-COMPULSION

TO USE

SEVERE CRAVING - RETURNS
EVEN AFTER VARIABLE
CESSATION

GRAPH 12. SEVERE A.D.S.
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COMPLICATIONS

PSYCHIATRIC DISEASES

Psychiatric diseases are more prevalent in A.D.S. This disease model explains how the
immunogenic reaction in the brain and the resulting dendritic inflammation causes

1. Hypersensitivity to extreme thoughts and feelings.
2. Obsessive-compulsive behaviour.

possibly leading to the clinical features described in the common psychiatric diseases. There
appear to be hyposensitivity equivalents which may also be related to immunogenic reaction.

Several paediatric psychiatric diseases may be seen in this context.

Here are some examples of how hypersensitivity and hyposensitivity to extreme thoughts and
feelings relate to the common psychiatric diseases using the A.D.S. disease model.

OFTEN, THERE IS “BURN-OUT” IN THE LATTER YEARS OF THE DISEASES DUE TO “ANERGY” -
THE REDUCTION IN IMMUNOGENIC REACTION WITH AGEING.

Ref 1 Ref 2 Ref 3

Patients with A.D.S. often get “sick and tired of being sick and tired” after several years of using
alcohol and/or drugs and spontaneously regain insight.

The current nosological definitions of psychiatric disease may soon be out-dated.

Ref 1 Ref 2 Ref 3

(See Graphs 13. and 14.)
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CLASSIFICATION OF PSYCHIATRIC DISEASE USING THE A.D.S. MODEL

HYPERSENSITIVITY TO FEELINGS

SCHIZOPHRENIA MANIA

ANXIETY

SOMATISATION DISORDERS
DEPRESSION

AUTISM

EXTREME NEGATIVE THOUGHTS EXTREME POSITIVE THOUGHTS
AND FEELINGS. AND FEELINGS.

AUTISM

HYPOSENSITIVITY TO PAIN
AND TEMPERATURE

A.D.H.D.

GRAPH 13

HYPOSENSITIVITY TO FEELINGS
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CLASSIFICATION OF PSYCHIATRIC DISEASE USING THE A.D.S. MODEL

OBSESSIVE-COMPULSIVE BEHAVIOUR.

DURATION OF/ SEVERITY

OF INFLAMMATION

GRAPH 14
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POSSIBLE RECLASSIFICATION OF PSYCHIATRIC DISEASES USING A.D.S. MODEL OF DENDRITIS AND
ABNORMAL AGGREGATE FIRING RATES IN DIFFERENT NEURONAL CIRCUITS

The following psychiatric diseases may possibly be viewed in terms of dendritis resulting in
abnormal firing rates i.e. the DENDRITIDES or DENDROPATHIES. The types occasionally overlap
clinically.

IMMUNO-GENETIC HYPERSENSITIVITY

A) Hypersensitivity to extreme positive thoughts and feelings (acceptance, trust, gratitude,
honesty) — high aggregate dendritic firing rates.

Type 1. Mania (combination of extreme positive thoughts and feelings e.g. acceptance,
trust, gratitude, honesty)

Type 2. Bipolar disease (variable high and low aggregate firing rates)

B) Hypersensitivity to extreme negative thoughts and feelings (self-pity, resentment, fear,
dishonesty) — low aggregate dendritic firing rates.

Type 1. Depression (self-pity) including

Ante-natal, post-natal, pre-menstrual, peri-menopausal depression
Type 2. Anxiety (fear) including

Somatisation disorders

Agoraphobia/claustrophobia

Panic attacks.

Type 3. Schizophrenia (combination of extreme negative thoughts and feelings e.g. fear,
resentment, self-pity).

Type 4. Post-traumatic stress disorder (combination of extreme negative thoughts and
feelings e.g. fear, self-pity, resentment)

Type 5. Autism
Type 6. Criminality (dishonesty)
Type 7. Mental retardation syndromes

Type 8. Dementia
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IMMUNO-GENETIC HYPOSENSITIVITY

A) Hyposensitivity to extreme positive thoughts and feelings — high aggregate dendritic firing
rates.

Type 1 Attention-deficit hyperactivity disorder (combination of extreme thoughts and
feelings)

Type 2 Narcissistic personality disorder (combination of extreme positive thoughts and
feelings)

B) Hyposensitivity to extreme negative thoughts and feelings — low aggregate dendritic firing
rates.

Type 1 Autism (pain and temperature sensation)

Type 2 Personality disorders excluding narcissistic personality disorder (combination of
extreme negative thoughts and feelings)

Ref

IMMUNO-GENETIC OBSESSIVE-COMPULSIVE BEHAVIOUR

Type 1. Alcohol-drug syndrome.

Type 2. Anorexia nervosa and bulaemia.

Type 3. Autism.

Type 4. Repetitive action — many variants e.g. hand-washing is common.

Type 5. Munchausen's disease and Munchausen's disease by proxy.
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In addition to abnormalities of well-documented receptors and neurotransmitters, the above
psychiatric conditions have/may have demonstrable measurable abnormalities of

Genetic analysis.

Frequency of certain H.L.A. types.

Regulatory T-cell numbers.

Th1/Th2/Th3/Th17 balance.

Killer cells.

Cytokines e.g. C.S.F. T.N.F.-alpha, IL-2, IL-10, IL-12.

Dendritic cells and macrophages e.g.in C.S.F.

Immunoglobulins e.g. serum and auto-antibodies.

A L I

Dendritic structure and firing rates.

All of which suggest the immunogenic causation of psychiatric diseases in genetically pre-disposed
individuals. The race is on in immunology, neuroscience and genetics to clarify these observations
and possibly develop novel treatments e.g. anti-inflammatory cytokine and stem cell medications
in order to suppress dendritis.

Chronic A.D.S. Dendritis, Brain Size and Abstinence
Dendritis eventually results in reduction in brain volume e.g. in

1. Dementia — dementia praecox in schizophrenia/Alzheimer's disease.
2. Bipolar disease and A.D.H.D.
3. Chronic heroin usage — predominantly affects frontal lobes.

Alcoholic dementia is often described as “wet-brain”, i.e. irreversible, in A.A. meetings.

Brain size/grey matter volume appears to increase, and C.S.F. volume decrease following
abstinence which may be related to reduction in the chronic dendritic inflammation with
dendritic growth and possibly stem cell conversion to new neurons.

Ref 1 Ref 2 Ref 3 Ref 4
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MEDICAL SYMPTOMS

These are due to or exacerbated by A.D.S- related hypersensitivity to extreme negative thoughts
and feelings and obsessive-compulsive behaviour.

Several medical symptoms can now be viewed in the context of the immuno-genetic
reaction in the brain resulting in

1. Hypersensitivity to extreme negative thoughts and feelings related to sensory,
motor and autonomic systems.
2. Obsessive-compulsive behaviour related to the above.

Often the symptoms are described as somatisation disorders and are difficult to
explain but improve after reassurance from negative investigations which allay fear
and the resulting anxiety. Alcohol and/or drugs cause clinical deterioration.

RESPIRATORY SYSTEM

Idiopathic/psychogenic dyspnoea.
Alcohol may have both beneficial and deleterious effects on lung function.
CARDIO-VASCULAR SYSTEM

1. Unexplained palpitations.
2. Unexplained chest pain.
3. Transient hypertension.

GASTRO-INTESTINAL SYSTEM

1. OGD - negative reflux/dyspepsia.
2. Irritable bowel syndrome.

3. Visceral hypersensitivity syndrome.
4. Proctalgia fugax.

CENTRAL NERVOUS SYSTEM

Tension headache.

PERIPHERAL NERVOUS SYSTEM

1. Essential tremor.
2. Paraesthesia/anaesthesia e.g. affecting limbs.
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LOCOMOTOR

1. Fibromyalgia.
2. Unexplained arthralgia/myalgia including low back pain.
3. “Pain all over the body”.

URO-GENITAL SYSTEM

Primary dysmenorrhoea.
Pre-menstrual tension.
Idiopathic dysuria.
Idiopathic testicular pain.
Idiopathic prostatic pain.
Erectile dysfunction.
Primary dyspaerunia.

@ NO U R WNER

Pruritus vulvae.
DERMATOLOGY

Pruritus — “neuro-dermatitis”.

m

T

Tinnitus.

Vertigo.

Subjective hearing Impairment.
Globus hystericus.

Functional dysphonia.
Hyposmia.

oV e wWNR

o

RAL

1. “Burning tongue “syndrome.
2. Abnormal taste.

This list is not comprehensive.
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MEDICAL DISEASES

Medical disease may be caused by, correlated with, or associated with A.D.S. This is secondary to
immuno-genetic pathology within particular organs.

The following diseases may be caused or accelerated by the immuno-genetic response to
alcohol-related A.D.S. The diseases are regularly being assessed for association with,
correlation to, or causation by alcohol often with conflicting results.

Occasionally some studies conclude that moderate intake of alcohol seems to afford some
protection and reduce the risk of inflammation and cancer. Perhaps there is a dual
population in the studies, one of them having A.D.S. genes or a larger number of A.D.S.
genes leading to such discrepancies.

The diseases are often associated with each other depending on which organs mount the
most immuno-genetic responses.

Inflammation can progress to cancer in each organ involved.
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DEFINITIONS

ASSOCIATION

To connect in the mind or imagination: "l always somehow associate Chatterton with autumn”
John Keats.

CORRELATION

The simultaneous change in value of two numerically valued random variables: the positive
correlation between cigarette smoking and the incidence of lung cancer; the negative correlation
between age and normal vision.

CAUSATION

The producer of an effect, result, or consequence.

IN 2001, ALCOHOL CAUSED 3.6% OF ALL CANCERS WORLDWIDE AND 3.5% OF ALL CANCER
DEATHS.

There is no doubt that alcohol can cause the following seven types of cancer.

e Mouth cancer.

e Pharyngeal cancer.

e Oesophageal cancer.
e Laryngeal cancer.

e Breast cancer.

e Bowel cancer.

e Liver cancer.

Ref
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NERVOUS SYSTEM

1. Alzheimer's Disease - discrepancies.

Alcohol may be protective against Alzheimer’s disease, but dementia-like iliness is more
prevalent.

Ref 1 Ref 2

2. Multiple Sclerosis.

Symptoms may deteriorate with alcohol.

Ref

3. C.V.A./T.LA.

Haembhorragic type of C.V.A. more frequent, but thrombotic type less frequent with alcohol.

Ref

4. Parkinson’s Disease - discrepancies.

Alcohol may be protective against Parkinson’s disease, but may cause deterioration after
diagnosis.

Ref

5. Motor Neurone Disease.
Many patients were abstinent from alcohol in one study, but there was no explanation as to
the reason why i.e. if alcohol provoked clinical deterioration. Alcohol does not appear to affect

prognosis.

Ref

6. Migraine - discrepancies.

Alcohol may precipitate exacerbations but did not to do so in a twin study.

Ref
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7. Idiopathic Epilepsy.

Alcohol or sudden discontinuation of alcohol may provoke seizures.

Ref

8. Central Pontine Myelinosis.

Alcohol and rapid correction of hyponatraemia are the commonest causes.

Ref

9. Spongiform Leucoencephalopathy.

Associated with co-existent diamorphine and alcohol use.

10. Huntingdon's Disease.

Appearance of clinical features may be provoked by alcohol.

Ref

11.Peripheral Neuropathy.

Associated with alcohol. Alcohol may cause an axonal polyneuropathy fulfilling the criteria for
diagnosing Guillain-Barre syndrome.

Ref

12.Chronic Fatigue-lmmune Dysfunction Syndrome.

Alcohol may precipitate symptoms.

Ref

13.Restless Legs Syndrome.
Alcohol may precipitate symptoms.

Ref
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14.Abnormalities of the Corpus Callosum.

Associated with alcohol.

Ref

n.b. Wernicke's encephalopathy and Korsakoff's psychoses are attributed to vitamin B complex
deficiency rather than primarily due to immunogenic dendritis. Alcohol does not seem to be
associated with brain tumours.

CARDIO-VASCULAR SYSTEM

1. Arteriosclerosis including Coronary Artery Disease - discrepancies.
Alcohol causes increased risk of coronary artery disease, although moderate use affords
protection against arteriosclerosis i.e. reduction in coronary artery disease and intermittent
claudication.
Ref

2. Congestive Cardiomyopathy.

Alcohol may be protective although associated vitamin deficiency syndromes e.g. beri-beri may
cause congestive cardiac failure.

Ref 1 Ref 2

3. Cardiac Rhythm Diseases —atrial fibrillation e.g. “holiday heart syndrome”, tachy-brady
syndrome, S.V.T., V.F.

Associated with alcohol.

Ref 1 Ref 2

4, Pericarditis.

Alcohol may be associated with recurrences.
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5. Aortic Aneurysm.

Associated with alcohol.

Ref

6. Deep Venous Thrombosis.

Associated with alcohol.

Ref

7. Sudden Adult Death Syndrome.

Associated with alcohol.

RESPIRATORY SYSTEM

1. Asthma.
Alcohol may be associated with clinical deterioration or improvement.

Ref

2. Emphysema.

Alcohol may be associated with deterioration or be protective against developing centri-lobular
emphsema.

Ref 1 Ref 2

3. Bronchiectasis.

Associated with alcohol.
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4. Lung Cancer.

Possible weak association with alcohol.

Ref 1 Ref 2

5. Fibrosing Alveolitis/Adult Respiratory Distress Syndrome.

Alcohol affects alveolar oxidant stress and may be associated with clinical deterioration.

Ref

6. Sarcoidosis.

Alcohol may precipitate symptoms e.g. chest/rib pain.

7. Mesothelioma.

Causes other than asbestos e.g. alcohol are subject to research.

8. Sleep Apnoea.
Associated with alcohol.

Ref

GASTRO-INTESTINAL SYSTEM

1. Oesophagitis/Cancer Oesophagus.
More than 6 units of alcohol per day doubles the risk of oesophageal cancer.

Ref

2. Peptic ulcer/Stomach Cancer - discrepancies.
More than 100 g per day of alcohol may cause a 1.3 x increased risk of stomach cancer.
However, other studies describe alcohol in moderation as being protective.

Ref 1 Ref 2 Ref 3
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3. Coeliac Disease/Duodenal Lymphoma.

Gluten-free beverages are acceptable i.e. alcohol does not usually cause clinical deterioration.

Ref

4. Crohn's Disease/Ulcerative Colitis.

Alcohol is associated with clinical deterioration in some patients.

5. Colo-rectal Cancer.

Risk increases by 8% for every 2 units of alcohol drunk per day. 100 g of alcohol/day leads to
1.4 x increased risk of colo-rectal cancer.

Ref 1 Ref 2

6. Diverticulosis.

Alcohol may precipitate symptoms.

7. Haemhorroids.

Associated with alcohol.

PANCREAS

1. Pancreatitis.

Alcohol and gall-stones are the most common identifiable causes.

2. Pancreatic Cancer.

Alcohol may lead to slightly decreased or increased risk.
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LIVER
All of the following are associated with alcohol.

Fatty inflammation.
Hepatitis — acute/chronic.
Cirrhosis.

Hepatic fibrosis.
Hepato-cellular carcinoma.

vipwhNReE

Ref

There are possible associations with
1. Cholangiocarcinoma.
2. Haemochromatosis.

3. Gall-stones.

Alcohol may reduce the risk of gall-stone formation.

ENDOCRINE

1. Diabetes Types 1/2 - discrepancies.

Alcohol may have variable effects on the risk of developing type 2 diabetes mellitus, and the
risk of diabetic neuropathy, retinopathy, hypertension and hypoglycaemia.

Ref 1 Ref 2

2. Addison’s Disease.

Alcohol increases the risk of hypoglycaemia.

3. Hashimoto's Disease.

Alcohol sensitivity may be increased prior to treatment.

4. Graves Disease.

Alcohol sensitivity may be increased prior to treatment.
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5. Hyperparathyroidism.

Alcohol may be associated with hyperparathyroidism.

6. Metabolic Syndrome.

Alcohol may reduce the risk of metabolic syndrome.

7. Obesity.

Alcohol is associated with obesity.

URO-GENITAL SYSTEM

1. Glomerulo-nephritis.

Alcohol increases the risk of mesangial glomerulo-nephritis.

Ref

2. Kidney Cancer.

No association with alcohol, but only small numbers in studies.

3. Renal Calculi.

Alcohol may reduce the risk of renal calculi.

4. Interstitial Cystitis.

Alcohol may precipitate symptoms.

5. Chronic Pelvic Pain Syndrome.

Alcohol may lead to 3 x increased risk.

6. Prostate Cancer - discrepancies.

50-100 g per day of alcohol may lead to 1.2 x increased risk or have no effect.

Ref
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7. Orchitis.

Alcohol may precipitate symptoms.

8. Pelvic Inflammatory Disease.

Alcohol may precipitate symptoms.

9. Polycystic Ovarian Disease.

Alcohol may cause clinical deterioration.

10.Idiopathic Infertility.

Alcohol may reduce success rate of treatment.

11.0varian Cancer - discrepancies.

May increase risk by 1.5 x with 100 g of alcohol per day or have no effect.

Ref 1 Ref 2

12.Endometriosis.

Alcohol may precipitate symptoms.

13.Premature Menopause.

Associated with alcohol. Alcohol may precipitate menopausal symptoms.

DERMATOLOGY

1. Dermatitis.

Alcohol may exacerbate symptoms.

2. Psoriasis.

Alcohol may exacerbate symptoms.

3. Acne Vulgaris.

Alcohol may exacerbate symptoms.
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4. Acne Rosacea.

Alcohol may exacerbate symptoms.

5. Basal Cell Carcinoma - discrepancies.

Alcohol may increase risk.

Ref 1 Ref 2 Ref 3

6. Squamous Cell Carcinoma - discrepancies.

Alcohol may increase the risk.

Ref 1 Ref 2

7. Melanoma.

Alcohol may cause slightly increased risk.

8. Pemphigus/Pemphigoid.

Alcohol may exacerbate symptoms.

9. Behcet’s Disease.

Alcohol may precipitate oral ulceration.

10.Dermatitis Herpetiformes.

Gluten-free beverages are acceptable i.e. alcohol does not seem to increase the risk of
exacerbation.

11. Porphyria.

Alcohol may precipitate exacerbations in some types of porphyria.

HAEMATOLOGY

1. Myelodysplastic Syndrome.

Alcohol may increase risk.
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2. Aplastic Anaemia.

Associated with alcohol.

3. Leukaemia.

Associated with alcohol.

4. Thrombocytopenia.

Associated with alcohol.

5. Thrombasthenia.

Associated with alcohol i.e. related to gastro-intestinal haemhorrage.

6. Lymphoma.

Alcohol may protect against developing non-Hodgkin's lymphoma and Hodgkin's lymphoma.

7. Leucocytosis.

Alcohol may be associated with leucocytosis.

8. Macrocytosis.

Alcohol may be associated with macrocytosis.

9. Sideroblastic Anaemia.

Associated with alcohol.

10.Haemolytic Anaemia. Zieves syndrome.

Associated with alcohol.

Ref

11.Iron-deficiency Anaemia.

Associated with alcohol.
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BONE

1. Osteoporosis.

Alcohol increases the risk of developing osteoporosis. However moderate consumption may
have a favourable effect on bone in post-menopausal women.

2. Osteomalacia.

Alcohol is associated with osteomalacia.

3. Avascular Necrosis.

Alcohol is associated with avascular necrosis.

RHEUMATOLOGY

1. Osteo-Arthritis.

Alcohol may protect against developing osteo-arthritis.

2. Rheumatoid Arthritis.

Alcohol may protect against developing rheumatoid arthritis.

3. “Collagen“Diseases.

Alcohol may reduce the risk of S.L.E. Further studies are awaited.

4. Dupuytren’s Contracture.

Alcohol is associated with Dupuytren’s contracture

5. Gout.

Alcohol is associated with gout.

6. Myopathy.

Alcohol is associated with myopathy and occasionally rhabdomyolosis.
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ORAL

1. Dental Decay.

Alcohol is associated with dental decay.

2. Oral Cancer.

6+ units of alcohol per day results in 3 x the risk of oral cancer which is increasing in prevalence
in the U.K.

Ref

3. Sjogren’s Disease.

Alcohol may precipitate clinical deterioration.

4. Behcet's Disease.

Alcohol may precipitate clinical deterioration.

EAR NOSE THROAT

1. Meniere's Disease.

Alcohol exacerbates the symptoms of Meniere’s disease.

2. Laryngeal cancer/Pharyngeal cancer.

Linked to supraglottic cancer and cancer of the glottis. 100 g of alcohol per day results in 4 x
risk of laryngeal cancer.

Ref

OPHTHALMOLOGY

1. Macular Degeneration.

Alcohol increases the risk of macular degeneration.
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2. Cataract.

Alcohol may increase the risk of cataract.

3. Glaucoma.

High consumption of alcohol reduces intra-ocular pressure.

4. Optic Neuropathy.

Alcohol is associated with optic neuropathy.

BREAST

There is an increase in risk of breast cancer of about 7% with each unit of alcohol.
100 g of alcohol per day results in 2.7 x increased risk of breast cancer.

Ref

PREGNANCY

1. LU.G.R.

Alcohol is associated with 1.U.G.R.

2. Miscarriage.

Alcohol is associated with increased miscarriage rate.

3. Prematurity.

Alcohol is associated with prematurity.

4. Abruptio Placentae.

Increased risk of abruption placentae with more than 14 units of alcohol per week.

5. Choriocarcinoma.

Alcohol increases mortality from choriocarcinoma.
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PAEDIATRICS
The following may be more prevalent in the early years of A.D.S. patients

Paediatric cancer
Congenital defects.
S.1.D.S.

Dyspraxia.

Autism.

Immunisation reactions.
A.D.H.D.

Night terrors.

Childhood depression, psychosis, mania, hysterical conversion reaction
10. Para-suicide.

11. School refusal/truancy.
12. Stool withholding.

© O NOUAEWNRR

Paediatric patients find it difficult to recognise their hypersensitivity to extreme
thoughts and feelings conceptually due to the fact that the intellect is still
developing, thus reducing their insight. However, most adult patients with A.D.S.
may recall and describe hypersensitivity to extreme thoughts and feelings in
childhood.

These lists are not comprehensive.
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INFECTIONS

Certain infections are more frequent in A.D.S. These include

Tuberculosis.

H.L.V.

Hepatitis B and C.

Syphilis.

Infective endocarditis.
Respiratory tract infections.

e

The increased prevalence of infections is related to

1. Sharing needles in drug-related A.D.S.
2. Immunogenic activity towards alcohol and/or drugs compromising general
immunity towards infection.

COMEDY AND TRAGEDY

Alcohol-related A.D.S. is associated with extreme humour, i.e. the many jokes and YouTube
entries regarding “drunks”, as well as extreme tragedy.

Ref 1 Ref 2 Ref 3 Ref 4

However, drug-related A.D.S. does not have the same association with humour possibly due to the
illegality and social stigmatisation of drug-related A.D.S. i.e. there are few drug-related A.D.S.
jokes.
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A.D.S. QUESTIONNAIRE

1. Have you lost anything due to alcohol/drugs?

2. Were you very sensitive to the first drink/drug taken?

3. Did you feel good with drink/drugs but now feel bad after using?

4. Is there a family history of alcoholism/drug addiction/gambling addiction?
5. Do you feel different from other people or your friends?

6. Do you feel younger or older than your actual age?

7. Do you find that time passes slowly or quickly?

8. Are you a perfectionist?

9. Do you think you were sensitive to your feelings from a young age?

UP TO 43% OF PATIENTS ARE NEVER ASKED WHAT THEIR ALCOHOL INTAKE IS BY
THEIR GENERAL PRACTITIONERS. ALCOHOL IS A CARCINOGEN.

Ref

The standard screening questionnaires are C.A.G.E. and A.U.D.I.T.

Ref
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INVESTIGATION

A.D.S., particularly alcohol-related A.D.S., may affect organs other than the brain and a general
health assessment is often performed. Some or all of the following investigations are performed in
a general health assessment.

Full blood count and possibly coagulation.
Urea and electrolytes including calcium.
C-reactive protein.

Liver function test.

o B

Fasting plasma glucose, high-density lipoprotein, low-density lipoprotein and total
cholesterol.

6. Urine analysis — glucose, blood and protein.

7. Thyroid function test.

8. Vitamin B12, folate and iron/total iron-binding capacity.
9. Uric acid.

10. Prostate-specific antigen.

11. CA-125.

12. Chest radiograph.

13. Electrocardiograph.

14. Faecal occult bloods.

In practice, the usual screening investigations consist of full blood count for macrocytosis and liver
function test for raised gamma-glutamyl transferase (transpeptidase). An ultrasound examination
of the liver is usually performed if there are significant abnormalities of the liver function test.

Carbohydrate-deficient transferrin (C.D.T.) tends to distinguish chronic heavy drinkers from light
social drinkers.

Ref

Virology screen for H.1.V., hepatitis B and C and syphilis is usually requested for drug-related A.D.S.
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FURTHER CLINICAL AND RESEARCH INVESTIGATIONS MAY INCLUDE

RADIOLOGY

1. Ultrasound of liver.
2. Full/partial body M.R.I. scan or C.T. scan.

ENDOSCOPY — gastro-intestinal tract/respiratory tract/uro-genital tract.
IMMUNOLOGY

Regulatory T-cells e.g. transcription factor Fox p3.
Helper and killer cells.

Cytokines — interleukins, T.N.F-alpha.

Immunoglobulins — including immunoglobulin E,
Auto-immune profile including tissue transglutaminase.

DR

Tissue specific immunoglobulins to brain e.g. auto-antibodies to basic myelin protein,
oligodendrocyte glycoprotein and annexin IV.

7. Neurotransmitter antibodies e.g. anti-serotonin immunoglobulins.

8. Specific immunogen antibodies i.e. alcohol and drug antibodies.

9. Macrophage function.

10. Circulating immune complexes.

GENETIC ANALYSIS

1. Chromosomes.

2. Genetic analysis — blood/bone marrow aspirate.
3. H.L.A. typing.

BIOCHEMISTRY

1. Alpha-fetoprotein.

2. Human chorionic gonadotrophin.

3. Atrial natriuretic peptide.

4. Prolactin, 9 a.m. cortisol, testosterone and oestradiol.

HISTOPATHOLOGY

1. Sputum/ urine cytology.
2. Liver biopsy.

NEUROLOGICAL
1. Electro-encephalogram.

2. Lumbar puncture — including macrophage and T.N.F — alpha measurement.
3. Nerve conduction studies
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COMMENTS

T.N.F. measurement may become more popular in the future replacing C.R.P.
Expression of transcription factor Fox p3 can already distinguish between dogs with cancer and
dogs without cancer.

Ref
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PREVENTION

1.

i)

A.D.S. should be taught to school-children and college students, so that they are aware of the
disease which may lead to altered attitudes in the future. In the year 2005-6, during which
Labour introduced 24-hour drinking, the number of under-18s seeking treatment for alcohol-
related health problems leapt by 13% to 8,894, an average of 24 a day.

Ref 1 Ref 2

Regular predictive screening questionnaires may be useful in order to forewarn at-risk
children.

. Genetic screening for A.D.S. genes — will probably be possible in the future.

Improved medical curriculum under-graduate education in substance misuse.
Ref

National strategies and planned government intervention regarding substance misuse. Includes

Increasing the price of alcoholic beverages. The prohibition of alcohol in the U.S.A. in the last
century was unsuccessful.
A.D.S. education of bar-staff in licensed premises.

Ref
Formation of medical advisory/pressure groups.

Ref

. Aim for complete avoidance of alcohol in pregnancy and pre-conceptually. Obstetricians have a

pivotal role.

Ref

. Thiamine fortification of bread and/or beer in order to reduce prevalence of Wernicke's

encephalopathy.

Ref 1 Ref 2 Ref 3 Ref 4 Ref 5

Immunisation.

The development of immunisations for A.D.S. is in progress.

Ref
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Specific vaccines are being developed for

Heroin and morphine.

Ref

Methamphetamine, phencyclidine and cocaine.

Ref

Nicotine (NicVax).

Ref

10. Early controlled introduction of alcohol to children as in France.
French children and teenagers tend to binge-drink less but alcohol-related road traffic
accidents and homicides are higher in France compared to the U.K. Alcoholic cirrhosis
prevalence in France is more than double that of the U.K.

Ref

11. Relaxation of licensing regulations. Following the relaxation of U.K. licensing regulations the
number of males admitted to hospital as a result of alcohol intoxication increased from 714
per 100,000 in 2001-2 to 909 per 100,000 in 2005-6 i.e. increased by 27.3%. The number of
female admissions increased from 396 per 100,000 to 510 per 100,000 for the same period i.e.
increased by 29%. The number of children requiring treatment for acute alcohol intoxication
is also increasing. The relaxation of licensing laws has increased the number of hospital
admissions for alcohol intoxication significantly.

Ref
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SCREENING

One in 6 patients in community-based primary care practices had problem drinking.

U.S. National Longitudinal Alcohol Epidemiologic Study

THE C.A.G.E. QUESTIONNAIRE

The CAGE questionnaire should be administered face to face.

The following 4 questions make up the C.A.G.E. questionnaire:
Have you ever felt the need to cut down on your drinking?
Have people annoyed you by criticizing your drinking?

Have you ever felt bad or guilty about your drinking?

Have you ever had a drink first thing in the morning to steady your nerves or get rid of a
hangover?

Patients who answer affirmatively to 2 questions are 7 times more likely to be alcohol
dependent than the general population.

AUDIT QUESTIONS AND SCORING SYSTEM

The AUDIT can be administered as a paper-and-pencil test.

Ref 1 Ref 2

132



. 0 . . 3 4
Questions Points 1 Point |2 Points Points Points
4 or
1. How often do you have a drink containing Monthly 2.-4 2.-3 more
Never times a |times a times
alcohol? or less
month |week |a
week
2. How many drinks containing alcohol do 10 or
you have on a typical day when you are lor2 3or4 Sor6 |7-9
R more
drinking?
Less Daily
3. How.often do you have 6 or more drinks on Never |than Monthly Weekly or
1 occasion? almost
monthly .
daily
4. How often during the past year have you Less :))rally
found that you were not able to stop drinking Never than Monthly Weekly
almost
once you had started? monthly .
daily
5. How often during the past year have you Less f))rally
failed to do what was normally expected of  Never than Monthly Weekly
< 1 almost
you because of drinking? monthly .
daily
6. How often during the past year have you Less :))rally
needed a first drink in the morning to get Never than Monthly Weekly
. - . almost
yourself going after a heavy drinking session? monthly daily
7. How often during the past year have you Less :))rally
had a feeling of guilt or remorse after Never than Monthly Weekly
< 1 almost
drinking? monthly .
daily
8. How often during the past year have you Less f))rally
been unable to remember what happened the Never than Monthly Weekly
. e 1. almost
night before because you had been drinking? monthly daily
Yes, but ?i{s:;n
9. Have you or has someone else been injured not in g
A No the
as a result of your drinking? the past
past
year
year
Yes,
10. Has a relative, friend, or a doctor or other z(fts’ill:ut during
health care worker been concerned about No the
e 1. the past
your drinking or suggested you cut down? year past
year
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Additional questions may be helpful when screening for alcoholism.

¢ Have you ever had a drinking problem?

¢ When was your last drink? (Less than 24 h is a red flag.)

¢ Do you use alcohol to relieve pain, anxiety, or insomnia?

e Have you ever been arrested for drinking, such as driving under the influence?
e Have you ever lost friends or girlfriends/boyfriends because of your drinking?
e Have you ever been to an Alcoholics Anonymous (AA) meeting?

¢ The following are additional questions specific to the geriatric population:

¢ Did your drinking increase after someone close to you died?
® Does alcohol make you sleepy so that you often fall asleep in your chair?

¢ The following are additional questions specific to the adolescent population:

® Do you drink alone?
* Do you ever miss school to go drinking or because you have a hangover?
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TREATMENT

Consider choosing from the following — there is a choice if insight persists. There is no single

treatment which will be suitable for everyone.

i)

Stop alcohol and/or drugs completely, if possible, in order to interfere in progression of A.D.S.
dendritis and associated negative thought and feeling hypersensitivity/obsession-compulsion
to use if informed by reliable witness, friend or professional that there is likelihood of A.D.S.
Dendrites will be given an opportunity to start recovering. May need chlordiazepoxide for one
week to avoid convulsions which may occur especially with alcohol withdrawal and may be
fatal.

“IF USING ALCOHOL AND/OR DRUGS IS STOPPED, IT MAY NOT GET ANY WORSE THAN IT IS”.

Review
History of escalation of alcohol and/or drug use.

ii) Losses in life related to alcohol and/or drugs so far.

iii) Behaviour related to extreme thought and feeling hypersensitivity.
iv) Obsessive-compulsive related behaviour.

v) Character traits associated with A.D.S.

Regain or increase insight. Preferably review with A.D.S.-affected patient in late recovery.

Werite a Gratitude List or record a Gratitude Tape i.e. of the people in your life, achievements,
favourite memories and possessions.

“WE HAVE WHAT WE WANT, BUT DO WE WANT WHAT WE HAVE? “.

¢ Deliberately try to avoid precipitants of positive and negative hypersensitivity to thoughts and

feelings (vide supra) and “wet” places e.g. public houses — difficult if a “regular”. Interference
in progression after cessation of use is more rapid if such precipitants are avoided especially in
the first year e.g. women are described chauvinistically as “chemicals in skirts“, and
relationships often end in tears . Unfortunately children borne of early relationships may be
destined to develop A.D.S. and have an awful start in life — the so-called “vicious cycle “. If
there is sufficient financial funding i.e “prudent reserve”, the initial year of recovery could
focus on recovery instead of being distracted and stressed by employment issues.

¢ Beware of excessive use of computers, especially the use of pornographic sites in young male

A.D.S. patients — referred to as “alcohol and/or drug with wires”.
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e Attend Alcoholics Anonymous/Narcotics Anonymous meetings and commence 12-Step
programme to discuss hypersensitivity to thoughts and feelings, and obsession-compulsion to
use with others who are similarly affected — often difficult to explain to G.P., psychiatrist or
psychologist unless similarly affected. A.D.S. patients often try discontinuation of alcohol
and/or drugs by themselves but are unaware of their hypersensitivity to extreme thoughts and
feelings and without this knowledge remain irritable, dissatisfied, and restless — the “dry-
drunk” and do not become sober.

Sober: Definitions.

Habitually abstemious in the use of alcoholic liquors or drugs; temperate.
Not intoxicated or affected by the use of drugs.
Plain or subdued: sober attire.

Devoid of frivolity, excess, exaggeration, or speculative imagination; straightforward: gave
a sober assessment of the situation.

Marked by seriousness, gravity, or solemnity of conduct or character.

Marked by circumspection and self-restraint.

Irritable — abnormally sensitive to a stimulus.

Dissatisfied - feeling or exhibiting a lack of contentment.

Restless — unable to relax.

Unfortunately, long-term success rate may only be 5%. Most “newcomers” do not attend
more than a few meetings. The concept of a supernatural “higher power” and discussing
personal details with unknown non-professionals seems to be the major stumbling block.

There are critics of A.A. and N.A.
Ref

YOUTUBE REFERENCE 1 YOUTUBE REFERENCE 2
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¢ A.D.S. has an impact on the lives of an average of six people who are close to the patient e.g.
family members, friends, employers and work colleagues. They have usually been emotionally
and/or physically hurt by the behaviour of the patient. Al-Anon is often recommended for the
partner and/or family of the patient in order to gain understanding of A.D.S. The patient with
A.D.S. must accept that there may be minimal or no trust in him/her for the first two years of
recovery.

¢ Although a controversial view, mild and moderate A.D.S. patients may be able to resume the
use of alcohol and/or drugs following the regaining of insight and partial resolution of
dendritis. However, this may be considered as “playing with fire”. Early studies suggesting that
controlled drinking in severe cases is safe appear flawed.

Ref 1 Ref 2

® Diet

The following dietary information may be helpful. Aim for the following recommendations by
the World Cancer Research Fund (2007).

Five portions of fruit or vegetables per day including wholegrains and pulses.
Avoid sugary drinks

Limit red meat to 500g cooked weight per week.

Limit salt consumption.

If consumed at all limit alcoholic drinks to 2 for men and 1 for women per day.
Do not use supplements to protect against cancer.

Do not smoke or chew tobacco.

It is best for mothers to breast-feed exclusively for up to six months.

Ref
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Specific Advice

o Course of thiamine and vitamin B co-forte for alcohol-related A.D.S.

Increase intake of anti-inflammatory omega-3 essential fatty acids and mono-
unsaturated fat. Reduce pro-inflammatory omega-6 essential fatty acids/trans-fat
intake.

Vitamins if proven deficiency e.g. A,C and E.

Chocolate containing more than 70% cocoa may reduce craving for alcohol and/or drugs
and contains anti-inflammatory flavenoids.

Avoid foods with antibiotics, sweetening agents, pesticides, fungicides, artificial
fertiliser, added salt, G.M. constituents and caffeine — difficult.

Vitamin B3 or niacin may be effective in reducing inflammation. Reduces T.N.F. levels.
Avoid hyper/hypoglycaemia. Regular small uncooked meals recommended i.e.”grazing”.

Low arginine, low leucine, high glutamine diet.

Cognitive Behavioural Therapy. To discuss “coping/scheming” strategies.
Exercise
Start with walking one hour per day.

Aim for vigorous exercise one hour per week.

Stop smoking — difficult. There are no studies of the ideal time to discontinue, although early
cessation soon after discontinuation of alcohol and/or drugs may increase craving and lead to
relapse of A.D.S. Nicotine replacement, bupropion, varencicline and self-help groups may be
used.

Weight control.
Aim for body mass index 18.5 — 25.

Difficult if already significantly overweight. Change diet to pre — “Western- diet”. Must be
sustained for months initially before relaxing intake and even then return to previous diet will
tend to result in regaining weight.
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Mental stimulation. Deliberately avoid sadness on T.V, in films, in books and environmental
sadness if possible. Aim for “happy” T.V. films, books and environment. Generally avoid T.V.
news and newspapers for several months.

Adequate heating and light stimulation e.g. in home.

Good personal and general hygiene.

Hobbies/sports/walking.

Travel more extensively.

Possibly hypnotherapy/acupuncture/massage.

Physical treatment of associated TREG syndromes due to A.D.S. e.g. coronary artery
angioplasty.

Immuno-suppression e.g. anti-T.N.F. therapy. Aimed at reducing inflammation after
discontinuation of alcohol and/or drugs. Increased risk of serious infection when used for
A.D.S. hepatitis. Research is currently in progress. (See under TREG syndromes.) Prednisolone is
used for alcoholic hepatitis.

Avoid drugs for A.D.S.-related anxiety, depression mania and schizophrenia if possible, in view
of variable effect on A.D.S. dendritis and difficulties discontinuing medication. Often referred
to as “powdered alcohol” in A.A. and N.A. meetings. Cessation of alcohol and/or drugs
combined with discussions of hypersensitivity to thoughts and feelings with enlightened
individuals or professionals, preferably affected by A.D.S. is time-consuming, but possibly more
effective in the long-term if insight is restored.

139



¢ Drug treatment specifically licensed or used “off-label” for treatment of A.D.S.

“One of the first duties of the physician is to educate the masses not to take medicine”.

Sir William Osler (1849 — 1919).

e  MOST OF THESE DRUGS ARE NOW KNOWN TO AFFECT THE IMMUNE SYSTEM.

¢ Disulfiram (Antabuse) — aldehyde hydrogenase inhibitor. Currently under consideration for
treatment of

i) Protozoal infection.
ii) Cancer and was effective in treating metastatic ocular melanoma.

iii) Cocaine-related A.D.S.

Ref 1 Ref 2 Ref 3 Ref 4 Ref 5 Ref 6

¢ Naltrexone (ReVia) — opioid receptor antagonist. Anti-inflammatory action may also be
important.

Low-dose Naltrexone is now being considered for use in “auto-immune” diseases.
Ref 1 Ref 2

* Topiramate — facilitates gamma-aminobutyric acid function. Recently used “off-label” in A.D.S.
Known to affect immune system’s CD4+ TREG cells.

Now used in treatment of psoriasis.

Ref 1 Ref 2 Ref 3

e Buprenorphine (Subutex) — binds opiate receptors. Both agonistic and antagonistic. Elevates
cytokine levels i.e. prolongs the inflammation in A.D.S. May be more effective in improving
heroin associated depression than methadone.

Ref 1 Ref 2

¢ Lofexidene (BritLofex) — alpha-2 adrenergic receptor agonist.

Clonidine, another alpha-2 adrenergic receptor agonist, may reduce T.N.F.

Ref
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e Acamprosate (Campral) —inhibits central nervous system N-methyl-d-aspartate receptors and
gamma-aminobutyric acid (GABA) transmission. Modulates endogenous opioid system.

Under consideration for treatment of heroin-related and cocaine-related A.D.S.

Ref 1 Ref 2

Have a role to play in a minority of A.D.S. patients.

e Controlled continuation of alcohol and/or drugs

i) ” Shooting galleries” for A.D.S. due to heroin are currently undergoing trials. There is the
possible risk of persistence of chronic A.D.S. dendritis and the recognised reduction in brain
volume.

Ref 1 Ref 2 Ref 3

ii) Methadone treatment for A.D.S due to heroin. Methadone affects cytokine production i.e. may
prolong the inflammation in A.D.S. However, a recent study has shown that methadone
conserves the Th1/Th2 balance which is imbalanced in untreated heroin-dependency.

Ref 1 Ref 2

iii) Controlled alcohol intake is unlikely to be successful in severe A.D.S.

Ref 1 Ref 2

iv) Cannabis has been substituted for alcohol in alcohol-related A.D.S. in order to achieve harm-
reduction. Cannabis is also being assessed for the treatment of other chronic inflammatory
brain diseases.

Ref 1 Ref 2

¢ Neuro-surgery has being proposed in some countries e.g. China.

Ref 1 Ref 2

141



* Electro-convulsive therapy can be effective for severe depression associated with A.D.S. but the
results are inconsistent.

Ref

PROGNOSIS

Unfortunately A.D.S. usually results in premature death due to the related medical diseases.
There are not many octogenarians at Alcoholics Anonymous or Narcotics Anonymous meetings.
This is usually due to late presentation i.e. after years of using alcohol and/or drugs with chronic
irreversible inflammatory changes often leading on to premature cancer . True figures are
unavailable due to the possible reluctance of doctors to write “alcohol or drug dependency” on
death certificates.

Ref
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CONCLUSIONS

DENDRITIS AS THE “ORGANIC CAUSE” MODEL OF A.D.S. AND OTHER PYCHIATRIC DISEASES

When confronted with A.D.S. and for that matter other psychiatric diseases, the dendritis
model could be considered as the “organic cause”.

1. Genetic predisposition.

i) Receptor abnormalities.

ii) Neurotransmitter abnormalities.

iii) Enzyme abnormalities.

2. Immunogen exposure — e.g. alcohol and/or drugs in A.D.S. /infection in O.C.D./stress.
3. Regulatory T-cell immunogenic response resulting in abnormalities of

i) CD4+, CD28+, FOXp3 cells.

ii) Helper T cells.

iii) Killer T cells.

iv) T.N.F., interleukins and interferon.

v) Macrophages/dendritic cells.

vi) Immunoglobulins.

vii) Complement.

viii) Other leucocytes.

4. Abnormal cerebral blood flow.

5. Immuno-genetic dendritis.

i) Structural changes — sparser and flatter dendritic spines with altered inter-connectivity.
ii) Functional changes — altered aggregate dendritic firing rates.

6. Clinical features

i) Hypersensitivity to positive/negative extreme thoughts and feelings and sensory
modalities

ii) Obsessive-compulsive behaviour.
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. A.D.S. previously known colloquially as “alcoholism” or”drug addiction” is due to an
immunogenic reaction following alcohol and/or drug use.

. The immunogenic reaction is TREG-induced due to failure to recognise alcohol and/or drugs
as “self” and genetic predisposition. This occurs primarily in the brain resulting in dendritis
which is associated with abnormal dendritic spines, terminal segments of dendrites and
aggregate dendritic firing rates. However all of the organs in the body may be affected.

. A.D.S. is not due to moral insufficiency. A.D.S. results in moral insufficiency i.e. these are
“sick people trying to get better”.

. The change in the approach to A.D.S. is gradually happening especially with advances in
neuroscience, immunology and genetics.

. There are no ongoing or proposed clinical trials of T.N.F.-blockers in A.D.S. dendritis at
present, as far as is known.

. Itis anticipated that drugs currently used in A.D.S. and drugs with serendipitous anti-
inflammatory actions will soon be assessed for their effects on dendritis and aggregate
dendritic firing rates.

. Some patients attending the Alcoholics Anonymous meetings and Narcotics Anonymous
meetings appear uncomfortable to declare themselves an “alcoholic” or an “addict” at the
beginning of their shares even though they are doing well and are late in sobriety perhaps
due to the social stigma attached to the disease.

If the term A.D.S. were used instead of the colloquial terms of “alcoholism” and “drug
addiction” perhaps more patients would seek help earlier and when younger due to the
reduction in the perceived stigma by the general population.
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QUESTIONS ARISING FROM THIS BOOK

These are some of the questions that | considered during the writing of this e-book.

® Was Shakespeare, who is the first recorded writer of “addict” in its current colloquial context in
Henry V, possibly the most famous case of A.D.S.?

Ref 1 Ref 2

e What are the most common reasons that make people realise they have an alcohol and/or drug
problem?

¢ Should all cases going to criminal court be assessed for A.D.S.? What should be done if A.D.S. is
diagnosed?

¢ Should rehabilitation units now inform new arrivals of the concept of hypersensitivity to
extreme thoughts and feelings and obsession-compulsion in order to increase insight, before
embarking on recovery programmes?

¢ Would the discovery of A.D.S. genes lead to termination of affected pregnancies? If so, the
world may never have seen

W.C. Fields.
Benjamin Franklin.
Winston Churchill.
F. Scott Fitzgerald.
Ernest Hemingway.
Edgar Allan Poe.
Mark Twain.
Vincent van Gogh.
Frank Sinatra.
George Best.

Alex Higgins.

to name but a few.

¢ Should consanguinity be made illegal?

¢ Which cytokines or anti-cytokines are effective in altering hypersensitivity to thoughts and
feelings when administered intra-venously?

¢ How should professional bodies deal with the increasing numbers of A.D.S.-affected
professionals — punitively or compassionately?

® Are there really only four main groups of feelings and their extremes?

® Why does A.D.S. result in the sense of not belonging?

e Why does A.D.S. result in differences between biological and chronological ages?

e What happens to the measurable immunogenic response with precipitants of thought and
feeling hypersensitivity e.g. acute alcohol or opioid use?

145



Is the “J-curve” of cardio-vascular risk relating to alcohol intake suitable to apply to families
with history of A.D.S.?

Should recovery programmes be used more frequently in the common psychiatric diseases?
Many patients with schizophrenia are not even referred for cognitive behavioural therapy as
recommended by the N.I.C.E. Guidelines.

Should there be “happy” news programmes on the television and radio, and “happy”
newspapers for A.D.S. patients?

Is the preponderance of “bad” critical reviews of plays related to the spirituality of the
observers?

Is the preponderance of “bad” news on television and radio, and in newspapers related to the
spirituality of the reporters or their editors or the public?

Should carcinogenic alcohol continue to be advertised on television /in cinemas/in newspapers
and magazines which are all exposed to children/teenagers?

Should alcohol and tobacco be positioned near the exits/check-outs of supermarkets
deliberately enticing A.D.S. patients to deteriorate further?

Are super-casinos a step in the wrong direction, especially when positioned near centres of
high prevalence of A.D.S. and the associated obsessive-compulsive nature of the illness?
Should alcoholic beverage and drug manufacturers be made to contribute to rehabilitation
centres and prison services?

How will patients respond if informed their symptoms are due to thought and feeling
hypersensitivity and obsession-compulsion?

Is the average six-twelve week admission for rehabilitation of chronic A.D.S dendritis too short
for improving long-term outcome?

Should A.D.S. patients only be treated by professionals affected by A.D.S.?

Is the reduction in frontal lobe size in chronic heroin usage due to chronic dendritis?

Does cognitive behavioural therapy affect immunogenic activity in A.D.S. dendritis and be by
changes in tumour necrosis factor levels?

Will A.D.S. eventually be treated with anti-tumour necrosis factor or stem cell therapy?
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