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PREFACE: This session is a companion piece to two other sessions,

1) Frontotemporal Lobar Degeneration (FTLD) and 2) Frontotemporal Lobar
Degeneration (FTLD) with Movement Difficulties, both available on the web site
www.AlzOnline.net. The companion pieces contain more details about how people may
act and function as a result of changes in the frontal lobes and temporal lobes of the
brain. Essentially, one of the companion sessions, Frontotemporal Lobar Degeneration,
covers frontotemporal dementia, primary progressive aphasia, and semantic dementia.
The other companion session, Frontotemporal Lobar Degeneration with Movement
Difficulties covers progressive supranuclear palsy, cortical basal degeneration, and
frontotemporal dementia with motor neuron disease.

The following session contains a brief discussion of tau and ubiquitin proteins and their
Frontotemporal Lobar Degeneration: Tau and Ubiquitin Proteins

Introduction

Frontotemporal Lobar Degeneration (FTLD) results from the decline of brain cells typically in
the frontal lobes and the temporal lobes. Sometimes more internal parts and lower parts of the
brain such as the basal ganglia and the brain stem are involved. The decline of the brain neurons
leads to changes in personality and brain-controlled functions such as difficulty: remembering,
understanding and talking, doing chores either on the job or at home, planning and enjoying
leisure time such as a movie and dinner with a loved one, keeping up with personal care such as
dressing, and moving the body to do all the activities that are part of one’s daily life.*®

In order to learn more about the disease process, to identify ways to stop diseas, and to discover a
cure, researchers have examined the brain tissue of people with a clinical picture of
Frontotemporal Lobar Degeneration (FTLD) who donated their brains for future study. In studies
of the brain tissue, researchers found particles consisting of proteins that have undergone
abnormal changes. Two of these proteins, the tau protein and the ubiquitin protein, are of major
concern because they appear related to the brain cell changes of frontotemporal lobar
degeneration as well as other progressive dementias.”® For example, significant amounts of
abnormal tau protein are related to Alzheimer’s disease, called a tauopathy®°.



Tau and Ubiquitin Proteins

Tau and ubiquitin proteins were identified as distinctly different proteins in the 1980s and often
were found bridged together'!. The forming of tau and ubiquitin proteins occurs when signals in
the genes direct steps to produce both the tau protein and the ubiquitin protein.

The tau (“tau” is the Greek letter for “t””) protein helps in putting together the microtubules (tiny
tubes) of cells. The microtubules help to transport chemicals in the cells and to support the
structure of the cell. Thus the tau protein is important to maintain the shape of neurons (nerve
cell) in the brain.*?

Ubiquitin (from the word “ubiquitous” meaning being everywhere at the same time) lives up to
its name; the protein seems to be everywhere in complex human cells such as neurons. One of
the many functions of ubiquitin is housecleaning, that is to identify proteins that are considered
“garbage” and need to be decomposed and eliminated. Ubiquitin serves also as “traffic officer”;
it signals several activities within the cell including targeting proteins, such as receptors that
need to move from the cell membrane.*®

Abnormal Tau and Ubiquitin Proteins

When there is a change (called a mutation) in the genes that provide directions for producing tau
and ubiquitin proteins, abnormal amounts of these proteins form in the brain or abnormal
amounts of them build up into clumps. Various abnormal changes may occur to the different
varieties of tau protein that exist**. When the abnormal proteins and clumps build up, the
abnormal tau and ubiquitin proteins act in ways that are unhealthy for the neurons. The
increased abnormal tau protein leads to problems with the structure of the neuron while the
increased abnormal ubiquitin protein leads to poor regulation of cell activities including

problems with disposal of “cell garbage”.*>**

When abnormal tau proteins build clumps, they form tangles called neurofibrillary tangles. The
neurofibrillary tangles interfere with cell function and may result in normal brain cells (neurons)
becoming weak and dying. Significant amounts of tau protein changes lead to disease, called a
tauopathy (from the words “tau” which, as mentioned before, is the “t” in the Greek alphabet and
“pathology”, the study of disease). A tauopathy is any form of progressive dementia that is
associated with disease related to abnormal changes in the tau protein or abnormal build up of
the tau protein in neurons. The abnormal tau leads to altered brain function, resulting in
symptoms such as seen in FTLD.*

Non-tauopathy conditions with a build up of the protein ubiquitin, also important to nerve cells,
may result in abnormal motor neuron diseases. Abnormal build up of ubiquitin leads to muscle
weakness including difficulty with walking, fasciculations (which are twitches or flutterings in

muscles), problems moving one’s limbs, and struggles with swallowing.™

Tau abnormalities may occur alone, with ubiquitin abnormalities, and/or with other brain cell
changes. Likewise, ubiquitin abnormalities may occur alone, with tau abnormalities, and/or with
other brain cell changes.'®%*



Developing a Test for Diagnosis

One important reason for learning about abnormal tau protein or abnormal ubiquitin protein rests
in the continuing search to discover an easy way, early in the course of disease, to test for a
specific type of progressive dementia. There is some indication that a study of the cerebrospinal
fluid gathered from a spinal tap may indicate abnormal types of tau protein and/or abnormal
ubiquitin protein and/or other abnormal cell inclusions®. Very high levels of these abnormal
proteins may increase the accuracy (high sensitivity and specificity values) of a diagnostic test
for a progressive dementia such as FTLD, semantic dementia, corticobasal ganglionic
degeneration or one of the other related progressive dementias.

Need for Full Medical Evaluation

At this point in time a full medical evaluation (discussed in the companion text,

Frontotemporal Lobar Degeneration (FTLD), available on www.AlzOnline.net) is the best means
to achieve the most accurate diagnosis. If there is any question of changes in ability to remember,
think, communicate, or do activities, a full medical evaluation is essential.

Value of Early, Accurate Diagnosis

An accurate early diagnosis may lead to early intervention and prevention. With early therapies,
a person may reverse early signs of a progressive dementia because some conditions such as a
vitamin B12 deficiency, thyroid imbalance or an anti-memory effect from medicines such as
benedryl or other antihistamines, are treatable (which means the memory and thinking functions
may return to normal or close to normal). Early diagnosis leading to appropriate care
recommendations may result in the person being able to meet professional, personal, and
relationship needs at normal levels of functioning.

Some of the FTLD conditions are difficult to distinguish early in the course of the disease.

When the deficits are worse, the clinical picture may become clearer and more suggestive of the
disease condition. If a specific test of blood, cerebrospinal fluid, etc. were available, the medical
evaluation would be shorter and the diagnosis, therapy, and interventions quicker. Quicker
intervention would, hopefully, help the patient function with more autonomy, more productively,
and more fully for a much longer period of time.

Related Diseases

Tauopathy (Diseases)

A tauopathy is any progressive dementia with tau protein pathology and without (or with
insignificant amounts of) ubiquitin protein pathology. Alzheimer’s disease, frontotemporal lobar
degeneration, progressive supranuclear palsy, and corticobasal ganglionic degeneration are
considered to be tauopathies®®?>?°. The Pick’s bodies that are the hallmark of Pick’s disease
are made of round clumps of abnormal tau protein in the neurons.****?" The tauopathy from
changes on Chromosome 17'°% result in the condition FTDP-17T (which stands for
“frontotemporal lobar degeneration with parkinsonism on Chromosome 17 with tau
abnormalities”), a specific tauopathy™%.



Although these conditions generally are considered tauopathies, significant amounts of ubiquitin
(and minimal or no abnormal tau protein) have been identified in the brain cells of people
diagnosed with some of these conditions, for example, Alzheimer’s disease, FTLD (classic
Pick’s disease)* familial as well as sporadic FTLD*** and semantic dementia a specific type of
FTLDlO’ZO’Za.

Non-Tauopathy (Diseases)

A non-tauopathy is any progressive dementia without (or with insignificant) tau protein
pathology such as vascular dementia which may result from a series of small strokes or a large
stroke. Another non-tauopathy is Creutzfeldt-Jacob disease, a rare progressive dementia that is a
“distant cousin” of a progressive dementia called mad cow disease (bovine spongiform
encephalopathy). Ubiquitin-positive findings have been linked to classic motor neuron disease,
as well as motor neuron disease with dementia or with FTLD*,

Some researchers conclude that non-tauopathies may account for 72% of cases of FTLD with
62% of these grouped as FTLD-U'". FTDP-17U stands for “frontotemporal lobar degeneration
with parkinsonism on Chromosome 17 with ubiquitin abnormalities”*>171920.2223.30- Gther
researchers suggest a strong role in neurodegeneration associated with FTLD although the tissue
of some brains they studied revealed no pathology including no abnormal ubiquitin®®.

Current Controversies about Tau and Ubiquitin

The inconsistent findings of researchers in studies of brain tissue reflect the many unknowns
about the brain and brain disease. For example, research findings indicate significant abnormal
ubiquitin protein in some brain tissue specimens of those diagnosed as FTLD with motor neuron
disease while in other studies researchers find minimal or no abnormal ubiquitin protein in the
brain tissue of people with that diagnosis. The researchers also differ in their findings of motor
neuron disease-like inclusions in the cells they studied”**%*®!° Some researchers have found no
major differences regarding the progression of FTLD-U versus FTLD-T diseases'’ while other
researchers have concluded that there is a shorter survival time when FTLD with motor neuron

disease is the diagnosis’**.

There is a great deal of controversy in the research studies because there are many unanswered
questions and so much not yet known about the brain, function of brain cells and brain systems,
or brain disease'®. There is also the factor of human differences; just as no two people are alike,
no two presentations of the same disease in either clinical picture or tissue study are alike.

In order to keep up with the latest findings from research on abnormal tau and ubiquitin proteins,
their impact on brain cells, ways to treat such conditions, and strategies to deal with long-term
care management, it is essential that families maintain links to a wide network of loved ones,
health and social service providers, community resources, and useful educational resources, such
as those available on the internet. The following Table 1, Information on FTLD, lists resources
for information and support specific to Frontotemporal Lobar Degeneration. The resources
include web sites as well as toll-free telephone numbers, when they are available.



Table.1. Information on FTLD:
Internet sites and Toll Free Phone Numbers

» Association for Frontotemporal Dementias: www.ftd-picks.org

» National Aphasia Association: www.aphasia.org; (800)922-4622

» ALSA (Amyotrophic Lateral Sclerosis Association); www.alsa.org or
info@alsa-national-org; (800)782-4747

» Society for Progressive Supranuclear Palsy: www.psp.org; (800)457-4777

Other resources listed next in Table 2, General Resources, provide general information about
progressive dementias and caregiver management that may be of help to people dealing with
frontotemporal lobar degeneration. (These resources are listed also in the companion session
Frontotemporal Lobar Degeneration, www.AlzOnline.net.)

Table 2. General Resources

» Alzheimer’s Association (USA): www.alz.org or www.alzheimers.com;
(800)272-3900

» Alzheimer Society of Canada: www.alzheimer.ca

» Alzheimer’s Society (United Kingdom): www.alzheimers.org.uk

» AlzOnline (at University of Florida): www.AlzOnline.net

» American Academy of Neurology: www.aan.com; www.thebrainmatters.org

» (National) Aphasia Association: www.aphasia.org; (800)922-4622

» Family Caregiver Alliance: www.caregiver.org; (800)445-8106

» Helpguide, Aging Issues: www.helpguide.org/elder/lewy body disease.htm

» Los Angeles Caregiver Resource Center: http://geroweb.usc.edu/lacre;
(800)540-4442

» National Institute of Neurological Disorders and Stroke:
www.ninds.nih.gov/disorders
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