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PICK'S DISEASE

Primary Disciplinary Field(s): Neurology, Psychiatry, Neuroscience

1. Core Definition

Pick's Disease (PiD) is recognized as a rare, progressive neurodegenerative disorder and

constitutes one of the classical pathological subtypes within the spectrum of Frontotemporal

Dementia (FTD). This condition is fundamentally characterized by the gradual, relentless atrophy

and neuronal depletion primarily affecting the frontal and temporal lobes of the brain. Unlike

Alzheimer's disease, which often targets the parietal and hippocampal structures first, PiD exhibits

a striking localization of damage, leading to early and severe impairment in executive function,

social cognition, and language processing. The hallmark clinical presentation involves profound

alterations in personality and behavior long before significant memory loss occurs, reflecting the

specific regions of cortical degeneration.

The illness results from the buildup of abnormal proteins, specifically a type of tau protein, which

misfolds and accumulates within the neuronal cytoplasm. This accumulation disrupts normal

cellular function, ultimately leading to the death of neurons and glia. The targeted degeneration of

the anterior brain regions--the frontal lobes responsible for planning, judgment, and emotional

control, and the temporal lobes crucial for language comprehension and social memory--is what

dictates the specific constellation of cognitive and behavioral symptoms observed in affected

individuals. Consequently, PiD is defined not only by its clinical syndrome but critically by its

distinct neuropathology identified post-mortem.

2. Neuropathological Hallmarks

The definitive diagnosis of Pick's Disease hinges upon the identification of specific microscopic

abnormalities within the brain tissue, known as Pick bodies. These structures are spherical, silver-

staining intracellular inclusions found predominantly in the pyramidal and ballooned neurons of the

atrophied frontal and temporal cortices. These Pick bodies are composed primarily of the

hyperphosphorylated 3R and 4R isoforms of the tau protein, making PiD a classical example of a

tauopathy. The presence, distribution, and composition of these inclusions are essential for

distinguishing PiD from other forms of FTD (which may involve different protein aggregates, such

as TDP-43) and from other primary dementias.

In addition to Pick bodies, the neuropathology involves widespread gliosis and significant

macroscopical atrophy. The brain's weight is typically reduced, and the affected frontal and

temporal lobes appear shrunken, often exhibiting a characteristic "knife-edge" gyral atrophy. This

visible loss of brain mass correlates directly with the severity and nature of the clinical symptoms.
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The pathological process tends to spare the posterior regions of the brain, including the motor

cortex and the cerebellum, until very late stages of the disease, which explains why motor function

often remains relatively intact even as higher cognitive functions deteriorate profoundly.

3. Clinical Manifestation: Behavioral and Cognitive Changes

The clinical profile of Pick's Disease is often described as behavioral variant FTD (bvFTD), which is

dominated by insidious changes in personality and social conduct. Early indicators frequently

involve a significant loss of moral judgment and deterioration of complex social and cultural

abilities. Patients may exhibit disinhibition, leading to socially inappropriate behaviors, lack of tact,

and impulsive actions. This is often accompanied by emotional dullness, a gradual loss of

empathy, and an alarming absence of spontaneity or concern for others, reflecting profound

damage to the regulatory circuits of the frontal lobe.

Furthermore, executive dysfunction is a core feature. Patients commonly experience difficulties

with new or complex situations, abstraction, planning, and organizing tasks--all functions

dependent on the integrity of the prefrontal cortex. They struggle with the maintenance of focus

and attention, leading to an inability to manage multi-step procedures or adapt to changes in

routine. While memory loss is a prominent feature of most dementias, in PiD, the deficit is often

initially one of retrieval and application rather than pure storage, contrasting with the severe

episodic memory failure typical of early Alzheimer's disease.

4. Language and Communication Deficits

The involvement of the temporal lobes frequently results in significant disruptions of speech and

language processing, particularly if the pathology is concentrated in the dominant hemisphere.

These disturbances often manifest as progressive non-fluent aphasia or semantic dementia,

though the bvFTD presentation is most common in PiD. Non-fluent aphasia involves halting

speech, difficulty articulating words, and grammatical errors (agrammatism), while semantic

dementia involves a profound loss of word meaning, leading to an inability to name common

objects or understand complex vocabulary.

As the disease progresses, the patient's ability to communicate effectively deteriorates

significantly. They may become increasingly echolalic (repeating phrases) or perseverative

(repeating actions or words unnecessarily). Eventually, many patients become mute or rely on

highly ritualistic, repetitive phrases. The severe decline in linguistic capability, coupled with the loss

of insight and judgment, profoundly impacts the patient's capacity for social interaction, making

professional care and support systems crucial for managing daily life.
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5. Etymology and Historical Development

Pick's Disease is named after the eminent Czech neurologist and psychiatrist, Arnold Pick, who

first described the distinct clinical syndrome and localized brain atrophy in 1892. Pick documented

a case involving a patient with progressive aphasia and cognitive decline, noting the localized

atrophy predominantly in the temporal lobes during post-mortem examination. This groundbreaking

description helped establish the concept that specific clinical symptoms could be directly correlated

with highly localized brain degeneration, challenging the prevailing view that dementia was a

generalized disorder of the cortex.

The pathological hallmark--the characteristic intracellular inclusions--was later detailed by Alois

Alzheimer's contemporary, Oskar Fischer, in 1911, and the bodies were formally named Pick

bodies. The recognition of PiD in the early 20th century was pivotal because it provided a clear

neuropathological and clinical distinction from Alzheimer's disease, which was being defined

around the same period. PiD thus played a crucial historical role in the differentiation of early-onset

dementias and laid the groundwork for modern classification systems that define the spectrum of

frontotemporal lobar degenerations (FTLD).

6. Differential Diagnosis and Classification

Accurate diagnosis of Pick's Disease during life is challenging because its clinical presentation

overlaps significantly with other forms of FTD, particularly the behavioral variant. Distinguishing

PiD from Alzheimer's disease (AD) is critical, as AD typically presents with early, prominent

episodic memory impairment and posterior cortical atrophy, while PiD is frontal-dominant with

preserved early memory function. Furthermore, PiD must be differentiated from vascular dementia,

primary progressive aphasias (PPA), and psychiatric disorders that can mimic frontal lobe

dysfunction.

In contemporary neurology, the term "Pick's Disease" often refers specifically to the pathological

findings (tauopathy with Pick bodies), whereas "Frontotemporal Dementia" (FTD) is the umbrella

clinical syndrome. PiD is one of several FTLD subtypes, distinguished from FTLD-TDP (TDP-43

proteinopathy) and other less common subtypes. Given that a definitive pathological diagnosis can

only be made post-mortem, clinical management relies heavily on advanced imaging (MRI/PET

scans showing specific atrophy patterns and hypometabolism in the frontal/temporal regions) and

detailed neuropsychological testing to pinpoint the primary behavioral and cognitive deficits.

7. Prognosis and Treatment Considerations

Pick's Disease is an inevitably progressive and currently incurable disorder. The prognosis is

generally poor, with the duration of the illness typically ranging from six to twelve years from the

onset of symptoms, though significant variation exists. The relentless progression of atrophy leads
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to increasing dependence, institutionalization, and eventual death, usually due to complications

such as aspiration pneumonia or systemic infections related to immobility and late-stage cachexia.

Treatment is currently symptomatic and supportive, focusing on managing the complex behavioral

symptoms that are often highly distressing to caregivers and family members. Pharmacological

interventions may include selective serotonin reuptake inhibitors (SSRIs) to manage obsessive-

compulsive behaviors, depression, or aggression associated with frontal lobe dysfunction, though

efficacy is often limited. Non-pharmacological strategies, such as environmental modification,

structured routines, and behavioral therapies, are considered essential for reducing agitation and

maximizing the patient's remaining functional abilities. The involvement of speech and

occupational therapists can help manage communication deficits and maintain independence for

as long as possible.

Further Reading

Pick's Disease - Wikipedia

Frontotemporal Dementia: An Overview for the Clinician (Focus on PiD Pathology)

Frontotemporal Dementia (FTD) Overview from the Alzheimer's Association
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