Neurocircuitry of episodic memory as revealed by neurodegenerative disorders
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Hippocampal atrophy is cleasically assockated with eplsodic memarny deficits. However, patients with semanic dementia (S0, a cinical syndrome
assnciated with frontotemporal lobar deganeration] harbor marked ppocampsl voluma loss, guantitativaly somparabla o that cbaarved in
Alzhelner's disesse (AD), while showing an intriguing relative presendation of day-to-day eplsadic memaory. This presantation will provide an
owerview of recent sludees: thal furtner refine our understanding of this cinical-enatomicsl paradox by companing bradn allerations in palsants with AD

and 50. Oweral, results sugpest thal eptsodic mamory presenalion i S0 is lkely related o the presarvation of a posterlor hippocampo-cortical
natwark which includes the posterior cingulste and engular cortices, and which ls atrongly targeted by AD.
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In the proposed ek, we will presan] episodc memory and spatisi orlentstion data in Alheimear's dissese (AD) and rontolemporsl demantia (FTD)
patentz. The dats presanted will demonsirale that AD and FTD patients can show similer levels of episodic memony dysiuncSon with aquivalent
hippocampal damegs al presantation and with disesse progression. By contras!, spatial orlentation contingant upon retrosplenial/mectal paratal
coriex regions is exclusively impaired in AD, but not in FTD. These indings, across mulliple esperiments, suggest thaf specific spatial oriantation
processes are nol dependent on the hippocempus, comaborating anima! and fluncSong newnimaging studies. The Sndings further hightight a new
avenis ol using refrosplenta-specife defics as patentisl Momarker nd oulcome measures for Alzheimer's disease pathology.
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In hwrmans, self and memory processes interact &s reflecled by the sall reference (SRE) and sail reference recolisction alfects (SRRE). Howewer, in
patants with Alzhaimer's disaass (AD), his retalisnahip can be sipnifcantly disnpted Our work revesis Impaired SHE and SRRE i AD for
recaqnetion of adiectves presiously judged for self-relevance, &= wall s lor recall of names of people previously linked to e sall. For bath
materals, a qualiative iImpaement of the recollective experence for sall-retated items s afso obsarved in AD. Neurolmaging studies sugges1 thal
reduced SHE is ralaled 1o decreasad grey matter volume n the Bisral prefrontal cortex (IPFC). Thus, retrieval of recent seif-related memories is
rpaired in ralstion o altered high-ordes trontally-mediated processes in AD.
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We propose 1o vestigate the ssue of remobe epesodic memaries in newrodegeneralive disesses by comparnng patients with Alzneimer's disease
and samantic demenia. Clinical, experimental, and neurcimaging dats of aulobographical memory will demonstrate that the aulobeographical
mamary impainment varies according to the nature of the memorias under conalderation and the locues of cerabral dyatunction, The data wil aleo be
discusged with the purposs ol shadding light on the retationships batween remole episodic mamories and e sall withén thesa two
naurodeganeralive disasses.
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Posterior cortical atrophy (PCA) represants a rare degenerative disorder cheractensed by atrophy o predominanty oocipital regions ol e bradn,
rasulting in the progressive desniption ol visual processing. To our knowledps, no sludy has explonad the capacity for sutobiographacal memary
ratraeval in PGA and it remaine unciesr to what extent refrograde memary is altered in thes syndrome. Here, we present preliminany lindings from an
angoing atudy Imvestgating sutobiographecal memory parformancs in PGA and Alzheimer's disesse using e Autobéographical Interview. Despita
relatively presened MTLL, POA patients display subte altarations i the provigion of contexiusl datalls. Our findings suggest thal damage 1o
postedor regions of T brain disrupts access 1o visus! infarmation tegra 1o the ABM trace.
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Episodic memany dysfunciion reprasents a hallmark clinical fealure of many dementia syndromes. Mounting evidence, however, reveals striking
caficits i the abilty o envisage the lulure in dementia, providing key insights inlo the newrocognifive mechanisms supponting fuluire thinking.
Impsired capacity for prosgection appears ciosaly connacted 1o epsndie memory dystunction in AD, afiribulsbie o predominanty

eain atroghy. In contrast, medial lempoeal and frontal lobe atrophy wdenping futune dinking slerations in fonotemporal demantia: Finsly, the
gyndrome of semantic demena has darllfied the plvotal role of semantic memaory lor simulating the fulure. Wiile deScils in prospection appas 1o ba
8 ubiguiinus feature ol dementia, the undes ying neumcagniive machaniams mediating (hase impairmeants differ markedly conBingent on Te locus ol
pamology B esch patient grow,
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