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Dementia Update 2014

Jee Hoon Roh, MD, PhD

Department of Neurology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, Korea

In this brief update, | highlighted significant research findings of dementia in year 2013 and early 2014. In Alzheimer's disease, the
findings include biomarkers to track disease progression, genetics, risk factors, image findings and treatment trials. Recent updates
on tau imaging and C9orf72 associated frontotemporal dementia were also included in this report. Efforts to detect subjects who
have pathology in the brain but not yet have clinical symptoms of dementia and treatment trials in those subjects will move the field
forward to ultimately understand the pathophysiology and to prevent or halt the progression of the disease.
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Mayo Clinic®] Jack 52 20101350 &=3&}o|HH njo]
Qvllz Qrefzl WA 1) ool Wek (Amyloid be-
ta), OPEE0|= PET (positron emission tomography), 2]
ol W b, MR 2 217342874} (neuropsychological
tests)7} L=slo|mH Ao g TAS JeERE 2= Qe
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slom, ol2fdl 4748 19903 E Price 5ol 2J3}]
oln] AAlE vl A Jack ol opdRol= PET 94
ZAE 704 o AlQl 2609 (FHt o] 7941 78% At
JAA7)E, 22% BEJA Gl 52 dzsto|m)E tid
o7 A ), opdRol= wel Hele S 2 oF
154 ARE BAste] S 3 Aol ofv] 7ML E
=g ¥alEva Busile” et Moris &
A7 S 2 31179 654] o) A3l (It ol
7294 o R 7] HAHFH vlo]onA 9} opd R
ol= P AR Aldste dEAFES A (B vhol2
nhA), AP DA 1 (ePdRo|= Hel W] FA), AW
A 2 (FA 1+ A1 4 57, A @A 3 (@A +
njekek Q1715 el ) To= o] s 7k 4 #3
g ], T oF 2%, 197l F 10%, 2971 °oF 25%,
A= 2F 55%<lA] AR = (Clinical Dementia Rating)
0.5 opde] I 57d& Wk WA= HYgHE Hast
Act.” 237] ulolewiA o] Wsh= FIMA| 94 L=sjo]
vy RS gdo g & AFdi = fARE o= g
olg uh gk’
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Amyloid precursor protein (APP), Presenilin 1 (PSEN1),
Presenilin 2 (PSEN2)+= ZFzZF GAA)| 21, 14, 1 =3}
w FAAA A FReRE dzstolHS fisi
9] d=zsto|me] s AAshH= AhHd d=3stoln
Wi} A=l 7P & 4Rl f-42k= Apolipoprotein E
(APOE)o|H, ek=3sto]mr o] 71 st fdx k= deiA]
ATt APOE f-3d2l= 198 GAA| ol Sx|8hH €2, €3, e49]
Al 71A] allelee] 3o 2 BHETE APCE 2% 2F 5-10%,
€3 9F 70-80%, 4= OF 10-15%04] Ueh = Zlog <
2] UL &4 allele> Fr=slolmH ] $3S 3-8v Zol=
Aow el qlrk. a2y APOE: 3] et $19d
17} kAL wehk= Zlo] Aeksi, ol Yx=sto|wy
o] R/8& =oluh, APOE e4E Zh= Zlo] dzslolrH 9]
S ofnfsh= 22 ofy 7] whto|t}h =, APOE 45 2t
= B AFRECIA dzstouo] IR ekon He
£l v $AR= APOE e45 283l Q1A edth. 904 ©]
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Avslo] Yehd 5 9128 AARIEE® Genome-wide asso-
ciation studies (GWAS)9| F8S F3lo] L=slo|mH}
B8 okt SaArso] wald vt ek, 20007}
GWASE E3}o] ¥ 1% PICALM, CLU, CR1, BIN1, MS4A,
CD2AP, EPHA1, ABCA7, SORL1 ¥ TREM2 2jo|| 7} &
A=3lo|H I GWAS group?l International Genomic
Alzheimer’s Project IGAP)ellA] 20131 A9 117)2] F7}4 <]
S Busleict (HLA-DRBS/HLAODRBI, PTK2B, SLC24A4-
ORING3, DSG2, INPPSD, MEF2C, NMES, ZCWPW1, CELF1,
FERMT2 % CASS4).” o8& s 71&0] deizl ojde
ol= thAaele] vy Bl S A|AIoke] RS AlAkeHH
w3k AfEA PIAlO} A E (microglia)e] 7153 AlE wha
4 dHE 71AE A 7] a3 5 TREM2
(triggering receptor expressed on myeloid cells 2)&= d4k
QoA =2 dzstolmH o] S 3uf 7hrke] S7F
A S Y Aos Bad ul ot whd TREM29] 914
3} sequence variation] TREM-Like2 (TREML2) A=
TREM2¢} Zro] u|Alofal | Z oA whash} TREM29} R
He ggow gFuke-g Al Ao Bog !
A 4 Gd=stolm ] f-2t T Rl APP
o] variant2 g=3to]nHy Aol APAS 2= APP 3
e AT 7] opdzol= tAle}l F& ARE &
A2 ool ¥HHG By 9 A1%stE By (hyper-
phosphorylated tau) ¥ g|e} ATE Fd2F 771 185
o] A7) APOE, TREM £]o]l G2 3ol EAfsh= Wo] &
GLS3zh= B=wa dd Faxt ey Wefeh ddo]
ghgo] BaEgie}
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opdRol= AL Bl FH S 3Igste] ofdRo|=
HlEl ko] 22 Algholld ozt o] ot Ho| HojR
< Buatdeh” wdk Lim 52 6981 AJulj7} ohd ot
(Fo] 824 llA actigraphyS 1047+ Al8¥st wfd
A7 )E AARE AldE 3-61d3F 52 B3It APOE
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Ozlkﬂ A HE] 1/}\5}14—1:’3 Z7] screening gﬂpj_ =83t
o gk B el Age) 2199 Uhd duge 2
o212 e HEE eI o ok WAk
o] =2 ARRHE = 9lE= AH o] gt theksl eRe-E
EZAo =7 3= PET tracer *0] =] g8Ea glor
< "FTHK 5105 % THK 5117 tracer7} &=a}o| v}
ddkste] g vl gl “FTHK 51059] 29
prefrontal cortex, inferior temporal, parietal cortices 2
hippocampusel|x] H7}e w, AD 3kz}ol|A] 7 d<lel] H]s}e]
=7 A== Aol &eld v} 9l e Pittsburgh Compound
B (PIB)-PETO.2 AP opdgol= o kel gl o
STl 27178 Fo] ERlEe Ao dHA
o} wal piB-PETH 2] 7oA el 7AL (Mini-Mental
Status Examination)?} @3gt JAIAAIE 2= Flo= Hal
e} PFTHK 5117 (Ke=5.19nM, Braw/Ka=65.1)2] 7%
THK 5105 (Ke=2.63nM; Bua/Ke=136. D) XT} T W ki-
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7 P Alow

o

t

m 8
2

ventrolateral

netics& zZtal ¢

2ol= wlel Ho} BRg-ol] 308 A=

2014 CiBHAIZANIE1S| MB3A} BHSTHE| - 202 -

HEQde}, 5k s} 9] Jxte] A= s} 915 Aot
DA RIS 2H= Ao 2 BuEet (=-0,74, p=0.015;
unpublished data, Alzheimer’s Association International
Conference 2014), 1 9Jo|%= SiemensAlt FE= 71Ek=
9 PFT807 & T808 tracerE F&dh= G77} L=sloln
H3} AFE o] Sperling 2 Dickerson 5o &]le] Zls =]
3 9ok Carbon 719k tracer2% Phenyl/Pyridinyl-
butadienyl-benzothiazoles/Benzothiazoliums-3 (*'C-PBB3)
7} 7R vl gl @A) skzstoled Sajella] el
ulshe] 34 FARY HHo] Z7hEl PIB-PET TS} e]
S 2510 271 A2 solis Ao itk
Eta‘]_ PBB3 z];d—,] ;gc% o] %_ ,] ]:ﬂﬂ,g,]_ /KL_A—/H o]
731 alehe] 3o RS 26 e nasg”
237] "'C-PBB3E THK 51177 @] 4 (Pick disease), 3]
7| A} HA] (Corticobasal degeneration) 2 213§ d &) 4}
whd] (Progressive supranuclear palsy)ollq= Z=to] &l
= Aol AHow BIEJT} (unpublished data, AAIC
2014),
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1) Dominantly Inherited Alzheimer Network-Trial Unit
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A 5§} g 7P W ool DIAN-TUS) el
3L 9Jt}. DIAN-pharma consortium= S3pe] 20121d &
solanezumab¥} gantanerumabo| HEZ o2 XA Eo] o]
% W7 S0k Uiz ohrrh 1 Folth, 7} okge] 48 7]
Ze) whe} =24 (solanezumab) B oPdZo|= Pt FAL
(gantanerumab) ] W3}E 12} A3 Frlslal 2a18 o2
F7haje) vpolenbAs ek

2) A4 Trial (Anti-Amyloid Treatment in Asymptomatic
Alzheimer’s Disease)

A7 7ol S2do] Lot opd=ol= PET HAMY %
3 2L HolE 654 o) 854 ol3t 1,000 <] T}
(&=slo|Hy, A DAl 1ollA] solanezumab &2 ¢
oFS 37t Fofate] QAso] HAEE A9 F22/7]
54 Q4 Wsph Yehhe Asb Wb @A) v
0071 2NA] A} mFo] I8 Folrt,

3) APl (Alzheimer’s Prevention Initiative) Trial

API ADAD (Autosomal Dominant Alzheimer’s Disease)
Trial: oF 300 ] AN $4 Lzatolrly 2%
PSEN1 (E280A)& Zt= ZAgH|o} FE]27]0} (Medellin
Antioquia, Colombia) AJHFe] thada}EollA Crenezumab2
Folala QA7 ], GAF B WH5el vjolonizle] wiste
Hrkshe SAFroltk. API APOE4 Trial2 6508¢] ¢1417]%
o] A7gelaL g+ 9] APOE &4 alleles 2t thdAlE<l7
oFazol= Mg} X FAF Folshs AT 2014 ¥
FE 23 ofgolnt,

6. Corf72 2 TESFX|0H S+t

AFSFX|ul (Frontotemporal dementia, FTD)E 654
n|gk SaEoA F HAR S5k X|uljo]n] F2 35 o]
S Qo] Aol w2954 S48k (Amyotrophic
lateral sclerosis, ALS)-S &AAAEL] A2lo] dojy+=
27A Esd Agtolct, 34, BEld AT A= ]
T Agho] A overlaps ZHaL USS AAKITE Mayo
dlinicollA& 237 FIDS} ALSell 3F-EHE #-74F A+FE A
£31e] 20113 Coorf72E ¥HASIAL #a kA gl Z7}
7} Agke] WY R0 9eg Hug vl Arh* Coorf72
+ 9F 1730014 7153 ALSe} oF 1/40014 7}53 FID9} A
ol lgol A 9l of 5ol AL FID-ALSAIM &=
vebdtha g A Qo ey R A d Hole) k=

Agke] P PR, 712 St 240 wek
A Wk A Zole] Afol7t EAfeke] ol F4) B
QAE sfetshs 77} A Foleh.” ek coort72w o
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