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What is FTD?

Rare, but important cause of dementia
Peak incidence between 50-70 years

Second most common cause of young-onset
dementia

Prevalence ~ 15-20/100,000

Presents with changes in LANGUAGE or
BEHAVIOUR (or both)










Case—1

e 73 year old woman

e 2 vyear history of progressive language disturbance
— Word finding difficulty

— Syntactic errors in speech — pronouns he/she, tense,
word ordering (former school principal)



Case—1

Effortful, halting speech
Word-finding difficulties
Syntactic errors

Sound distortions (apraxia of speech) and
phonemic errors




Case — 2

e 57-year-old journalist

* 9 months progressive speech disturbance
— described by patient as ‘halting’ speech.



Case — 2

e Speech:
— Reduced content
— Effortful

— Syntactic errors

— Apraxia of speech
— Generally preserved word/object knowledge
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Case — 3

* 60-year-old woman

* 3vyear history of:
— Word-finding difficulty
— Comprehension
— Following thread when reading
— Writing
— Poor Concentration



Case — 3

Severe word finding pro
— “Umm, umm”

Phonological errors

— “Eastwold” rather than “E
Some fluent snippets

Syntactic errors
— “That orchard ... That w




Overlapping Dementia Syndromes

* Symptoms and signs can overlap or evolve
* Diagnosis?

— Clinical assessment, supported by imaging and
neuropsychology

— Biomarkers of neurodegeneration (research)
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Logopenic
Progressive
Aphasia

e Atypical Alzheimer’s disease

* May be difficult to
distinguish from PNFA

At agroup level, more
posterior temporal and
parietal atrophy

Ann Neurol. 2004 March ; 55(3): 335-346.




KEY FEATURES:

ANOMIA

WORD FINDING

IMPAIRED
SENTENCE
REPETITION







Case—4

* 48 year old man

e 2-3 history of behavioural changes
— More withdrawn socially
— Difficulty following rules (substitutions in soccer)
— Increased libido (approaching sister-in-law)
— Much less empathic and affectionate



Case 4

Perseverative
Rigid in routines etc

Personal hygiene
nappropriate comments, behaviour, social conduct

Language generally preserved (catchphrases)
Too much fun . ..
Lack of empathy



How is this person feeling?




Emotion recognition ability

Ability to recognise emotions
from faces is reduced in:

— behavioural-variant
frontotemporal dementia,

— semantic dementia

— progressive non-fluent
aphasia
Negative emotions more
affected than positive
emotions
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Overall Emotion Recognition

Control bvFTD SD

Kumfor et al (2011) Social Neuroscience



Improving emotion recognition

% Performance improves as the
facial expression becomes more
exaggerated

i Most effective in behavioural-
variant frontotemporal
dementia and progressive
nonfluent aphasia
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+15%  +30%  +50%  +75%

behavioural-variant

: : progressive
semantic dementia :
nonfluent aphasia

Kumfor et al (2011) Social Neuroscience



Case—5

55 year old woman

e 3 vyear history of problems with “memory for
words”

— Names of people/places/objects
— Word alienation when reading

— Preserved concentration and general memory
performance



Case—5

* Breakdown in semantic knowledge
— Naming, word-knowledge

* Preserved fluency, grammar, prosody of speech










Case—6

* 60 year old male

» 12/12 history of speech problems
— Dysarthria
— Dysphagia
— Weight loss
— No limb wasting/weakness
— Behavioural changes (apathy)
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Ubiquitinated TDP-43 in Science. 2006 Oct 6;314(5796):130-3.
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Motor Neuron dysfunction in frontotemporal
dementia

James R. Burrell,"*® Matthew C. Kiernan,”*> Steve Vucic'** and John R. Hodges">

* 40 consecutive FTD patients
42 age and gender matched MND | Subclinical Motor
26 controls Dysfunction —

5 (12.5%) FTD patients developed | Upto 30% of FTD

MND patients
— 3 presented with bvFTD

— 2 presented with PNFA

Brain. 2011 Sep;134(Pt 9):2582-94.



The syndrome of cognitive impairment in amyotrophic
lateral sclerosis: a population-based study

Julie Phukan,” Marwa Elamin," Peter Bede,' Norah Jordan,” Laura Gallagher,
Susan Byrne,' Catherine Lynch," Niall Pender,? Orla Hardiman'~




Results
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Semantic deficits in amyotrophic lateral sclerosis
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FTD-MND - Syntax



Test of Reception of Grammar (TROG)

Point to:

“The boy chasing the
horse is fat”




Results

22.2% of MND
(NS)

80

78.6% of PNFA

60 (P < 0.001)
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Controls MND PNFA FTD-MND

P < 0.001 v controls (*) and MND (")



Case—5

5 years earlier . ..

Complaints about “legs pulling”
Obsessed with bowel movements
Convinced he was about to die
Paranoia

Catatonia nihilistic delusions
Marked apathy



Case 5 — Summary

BROTHER DIED of

MND @ 59 years
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Distinct clinical and pathological characteristics of Brain 2012: 135; 693-708
frontotemporal dementia associated with
C90ORF72 mutations
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* 12/32 of C90RF72 patients =
presented with psychosis or mixture of
and

— Psychosis on presentation = OR 15.4, 95%
Cl 5.9-40.0 of having C90RF72




NEURA COHORT

e Psychotic symptoms:
— 56% of C90RF72 cases
— 14% of C90ORF72 cases

* Clinical presentation

— bvFTD
— FTD-MND

Neurology. 2012 Sep 4;79(10):995-1001



Clinical heterogeneity of the C90rf72 genetic mutation in frontotemporal dementia
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* Two cases

— First was very SLOWLY progressive
* ?FTD

— Second was very RAPIDLY progressive

* Often more widespread cognitive deficits
(memory, visuospatial)

 Marked clinical heterogeneity

SHOULD CONSIDER
TESTING




Heritability in frontotemporal dementia: more missing pieces?

Kieren Po - Felicity V. C. Leslie - Natalie Gracia -
Lauren Bartley - John B. J. Kwok - Glenda M. Halliday -
John R. Hodges - James R. Burrell
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e FTD more heritable than
Alzheimer’s Disease

— bvFTD, FTD-MND
especially
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Less than half of
patients with strong
family history had a
documented genetic

lesion
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Management of FTD

Few treatment options
Education, carer support
Management of behavioural symptoms

— Non-pharmacological

— Pharmacological
* Atypical antipsychotics
* Anti-depressants

Respite or placement issues



Presymptomatic cognitive and neuroanatomical changes
in genetic frontotemporal dementia in the Genetic

Frontotemporal dementia Initiative (GENFI) study:
a cross-sectional analysis

e Families with autosomal dominant hictaryv

* Atrisk, pre-symp{ Neuropsychological changes 5 years
e Double-blind to o prior to expected onset

e Carriers and cont| Neuroanatomical changes 10+ years
: rior to expected disease onset
* Detailed neurops P P

e Structural imaging (MRI)

Rohrer et al, Lancet Neurol 2015; 14: 253-62



Presymptomatic cognitive and neuroanatomical changes
in genetic frontotemporal dementia in the Genetic

Frontotemporal dementia Initiative (GENFI) study:
a cross-sectional analysis

* Neuropsychological abnormalities detected at
~ 5 years prior to expected disease onset

e Subtle cortical atrophy detectable 10 years
prior to expected disease onset

* Some differences by genetic cause
— C90rf72 changes as early as 20 years prior
— GRN mutations asymmetry (L > R)

Rohrer et al, Lancet Neurol 2015; 14: 253-62



Summary

FTD rare, important cause of dementia

Heterogeneous pathology
— TDP-43, tau, overlap with Alzheimer’s pathology

Presents with changes in behaviour (bvFTD) or
language (PNFA, SD) or both

Clinical overlaps:
— Alzheimer’s disease — Logopenic progressive aphasia
— Motor neuron disease

C9orf72 repeat expansion

— Late onset psychosis
— Depression, other psychiatric illnesses
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