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Alzheimer’s Disease
• Most common form of age-related 

dementia 
• Most common neurodegenerative 

disease 
• Sixth-leading cause of death in U.S. 
• By 2050, 1 out of 85 people 

worldwide will have AD 
• Mostly sporadic disease 
• Mendelian forms of AD account for 

~5% of cases 
• Can these rare genetic forms 

provide insight to sporadic cases?
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Mendelian Genes for 
Alzheimer’s Disease

Gene Protein Location Inheritance

APP
Beta-amyloid precursor 

protein 21q21.3 dominant

PSEN1 presenilin 1 14q24.2 dominant

PSEN2 presenilin 2 1q42.13 dominant
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(A clue: APP on chr21)

What is another 
potential genetic 

cause of AD?



Spinal'Fluid'Markers:''
Beta3Amyloid'Is'Reduced'

Sunderland et al., JAMA, 2003 





odds for carriers of 
rs63750847-A of reaching age 
85 are 1.47-fold the odds of 
non-carriers.

Effects of rs63750847-A on 
cognitive ability extend beyond 
Alzheimer’s disease.



Lambert et al., Nat Genet 2013

AD GWAS



Susceptibility Loci for 
Alzheimer’s Disease

Gene Protein Polymorphism OR (95% CI)

ABCA7 ATP-binding cassette, A7 rs3764650 1.23 (1.18-1.28)

APOE Apolipoprotein E rs429358 (E4) 3.81 (3.37-4.30)

BIN1 Bridging integrator 1 rs744373 1.17 (1.13-1.2)

CD2AP CD2-associated protein rs9349407 1.12 (1.08-1.16

CD33 CD33 molecule (siglec 3) rs3865444 1.12 (1.08-1.16

CLU Clusterin rs11136000 1.14 (1.11-1.17)

CR1 Complement component receptor rs3818361 1.17 (1.14-1.21)

MS4A4E Membrane-spanning 4-domain A4E rs670139 1.08 (1.05-1.11)

MS4A6A Membrane-spanning 4-domain A6A rs610932 1.11 (1.07-1.14)

PICALM Phosphatidylinositol binding clathrin assembly protein rs3851179 1.14 (1.11-1.17)



Two SNPs determine APOE variants

Variant rs429358 rs7412

ε2 T T

ε3 T C

ε4 C C

1 copy of ε4 allele = ~2 times increased risk for AD
2 copies of ε4 allele = ~11 times increased risk for AD



Farrer et al, JAMA, 1997 

Sex$Modifies$the$APOE4$Effect$
(case6control$data)$
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odds ratio, 2.92; 95% confidence interval 
[CI], 2.09 to 4.09; P=3.42×10−10

A rare missense mutation (rs75932628-T) 
in the gene encoding the triggering 
receptor expressed on myeloid cells 2 
(TREM2), which was predicted to result in 
an R47H substitution, was found to confer 
a significant risk of Alzheimer's disease
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Frontotemporal lobar dementias 
(FTLDs)

• Degeneration in frontal and 
temporal lobes of the 
brain 

• >12% of people treated at 
dementia clinics 

• Onset in 50’s and 60’s 
• Language difficulties and 

inappropriate behavior 
• Shoplift, overeat, excessive 

interest in sex
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Mendelian Genes for FTD

Gene Protein Location Inheritance

CHMP2B Chromatin modifying 
protein 2B

3p11.2 dominant

GRN Granulin 17q21.31 dominant

MAPT Microtubule-associated 
protein tau

17q21.31 dominant

VCP Valosin-containing 
protein

9p13.3 dominant
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Tau$+$ Tau$&$

Ubi+$Ubi&$

• FTLD&U$

• FTLD&TDP$?

Frontotemporal lobar dementias 
(FTLDs)



Science, October 6, 2006 



TDP-43

Neumann et al., 
Science 2006



TDP-43 pathology in FTLD-U

Neumann et al., 
Science 2006



TDP-43 
“biochemical 

signature”

Neumann et al., 
Science 2006



Pathological subtypes of FTLD and ALS



GWAS for frontotemporal dementia susceptibility loci

Van Deerlin et al 
Nature Genetics 2010

rs1990622
TMEM106B

OR 1.64 (1.41-1.89)
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Amyotrophic Lateral Sclerosis (ALS)

• Affects adults in mid-to-late life 
• progressive muscle weakness 
• muscle atrophy 
• Selective degeneration of 

motor neurons in brain-stem 
and spinal cord 

• Sporadic and Familial Forms 
• SOD1 mutations linked to 

FALS 
• SOD1 mutations only account 

for ~2% of ALS. What are 
other causes?
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Stephen Hawking



New Orleans Saints 
safety Steve Gleason 

blocks punt vs. Falcons
Sept. 2006



TDP-43 pathology in sporadic ALS





TDP-43 Mutations Linked to ALS



How do TDP-43 mutations 
cause disease?



Pathological subtypes of FTLD and ALS



Mendelian Genes for ALS
Gene Protein Location Inheritance
ANG Angiogenin 14q11.2 dominant
ALS2 alsin 2q33.1 recessive
FIG4 SAC1 lipid phosphatase domain containing 6q21 recessive
FUS Fused in sarcoma 16p11.2 both

OPTN Optineurin 10p13 both
SETX Senataxin 9q34.13 dominant
SOD1 Superoxide dismutase 1 21q22.11 both
SPG11 Spastic paraplegia 11 15q21.1 recessive

TARDBP TDP-43 1p36.22 dominant
UBQLN2 Ubiquilin 2 Xp11.21 x-linked dominant

VAPB VAMP 20q13.32 dominant
VCP Valosin-containing protein 9p13.3 dominant

PFN1 profilin 1 17p13.3 dominant
C9ORF72 C9Orf72 9p21 dominant

~70% of FALS causative genes are now known
but only 5-10% of SALS causative genes are known



Susceptibility Loci for ALS

Gene Protein Location Polymorphism OR (95% CI)

UNC13A unc-13 homolog A 19p13.11 rs12608932
1.18 

(1.13-1.24)

GWA_9p21.2 Unknown 9p21.2 rs2814707
1.25 

(1.19-1.32)

ATXN2 ataxin 2 12q24.12 PolyQ n.a.



Susceptibility Loci for ALS 
(Han Chinese)

Gene Protein Location Polymorphism Odds Ratio

CAMK1G CAMK1G 1q32 rs6703183 1.31

CABIN1 and 
SUSD2

Unknown 22p11 rs8141797 1.52

Deng et al., Nat Genet 2013



Genome Wide Association Studies (GWAS) links 9p21 to ALS



How would you identify the 
mutated gene(s) on 9p21?



CTCTTTTGGGGGCGGGGTCTAGCAAGAGCAGGTGTGGGTT
TAGGAGGTGTGTGTTTTTGTTTTTCCCACCCTCTCTCCCCA
CTACTTGCTCTCACAGTACTCGCTGAGGGTGAACAAGAAAA
GACCTGATAAAGATTAACCAGAAGAAAACAAGGAGGGAAAC
AACCGCAGCCTGTAGCAAGCTCTGGAACTCAGGAGTCGCG
CGCTAGGGGCCGGGGCCGGGGCCGGGGCGTGGTCGGGG
CGGGCCCGGGGGCGGGCCCGGGGCGGGGCTGCGGTTGC
GGTGCCTGCGCCCGCGGCGGCGGAGGCGCAGGCGGTGG
CGAGTGGGTGAGTG
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CTCTTTTGGGGGCGGGGTCTAGCAAGAGCAGGTGTGGGTTTAGGAGGTGTGTGTTTTTGTTT
TTCCCACCCTCTCTCCCCACTACTTGCTCTCACAGTACTCGCTGAGGGTGAACAAGAAAAGA
CCTGATAAAGATTAACCAGAAGAAAACAAGGAGGGAAACAACCGCAGCCTGTAGCAAGCTCT
GGAACTCAGGAGTCGCGCGCTAGGGGCCGGGGCCGGGGCCGGGGCGTGGTCGGGGCGGG
CCCGGGGGCGGGCCCGGGGCGGGGCTGCGGTTGCGGTGCCTGCGCCCGCGGCGGCGGA







How do GGGGCC 
expansions in C9ORF72 

cause FTLD/ALS?
Clues
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Parkinson’s Disease



What causes Parkinson’s Disease?

Genes%

Environment%Gene-c%
modifiers%



•  5"10%&of&PD&pa-ents&have&a&family&history&
•  3%*&of&all&PD&cases&have&muta-ons&in&known&PD&
genes&

*Some&papers&suggest&5"10%&of&PD&pa-ents&have&a&gene&
muta-on&

Parkinson’s Disease



Monogenic parkinsonism



•First gene associated with familial parkinsonism 
(Polymeropoulos 1997)
•Autosomal dominant
•Rare cause of familial parkinsonism: only ~15 
families identified
•Not found in sporadic PD

•Component of Lewy bodies and Lewy neurites
•3 point mutations: A53T, A30P, E46K 

•Increases aggregation [Conway & Lansbury 1998]
•Duplications 

•Resembles idiopathic PD
•Penetrance only 33% in one family

•Triplications (Singleton 2003) 
•Early onset, rapidly progressive parkinsonism with 
dementia, autonomic dysfunction (Fuchs  2007) 

α−synuclein (α−syn) 

α−syn



Monogenic parkinsonism



LRRK2 (PARK8)
•  Loci%first%mapped%in%a%large%Japanese%family%to%Chr%12%
•  Most%common%cause%of%gene;c%parkinsonism%

–  Zimprich%2004,%PaisanBRuiz%2004%
–  5B15%%of%families%with%AD%inheritance%carry%LRRK2%muta;ons%

•  6%recurrent%pathogenic%muta;ons%
–  R1441G,%R1141C,%N1437H,%Y1699C,%G2019S,%I2020T%
–  G2019S%most%prevalent%

•  Accounts%for%~7%%of%familial%PD%%and%1B2%%of%sporadic%pts%of%European%ancestry%

•  Func;on:%
–  Protein%kinase%
–  Associated%with%mitochondria%membrane%
–  Muta;ons%alter%phosphoryla;on%ac;vity%

•  Phenotype:%“classic%PD”%



Monogenic parkinsonism



SNP Gene Major Allele Minor Allele Risk Allele OR P Value

rs35749011 GBA-­‐SYT11 G A A 1.824 1.37	
  ×	
  10−29

rs823118 RAB7L1-­‐
NUCKS1

T C T 1.122 1.66	
  ×	
  10−16

rs10797576 SIPA1L2 C T T 1.131 4.87	
  ×	
  10−10

rs6430538 ACMSD-­‐
TMEM163

C T T 0.875 9.13	
  ×	
  10−20

rs1474055 STK39 C T T 1.214 1.15	
  ×	
  10−20

rs12637471 MCCC1 G A A 0.842 2.14	
  ×	
  10−21

rs34311866 TMEM175-­‐
GAK-­‐DGKQ

T G T 0.786 1.02	
  ×	
  10−43

rs11724635 BST1 A C A 1.126 9.44	
  ×	
  10−18

rs6812193 FAM47E-­‐
SCARB2

C T T 0.907 2.95	
  ×	
  10−11

rs356182 SNCA A G A 0.76 4.16	
  ×	
  10−73

rs9275326 HLA-­‐DQB1 C T T 0.826 1.19	
  ×	
  10−12

rs199347 GPNMB A G A 1.11 1.18	
  ×	
  10−12

rs117896735 INPP5F G A A 1.624 4.34	
  ×	
  10−13

rs329648 MIR4697 C T T 1.105 9.83	
  ×	
  10−12

rs76904798 LRRK2 C T T 1.155 5.24	
  ×	
  10−14

rs11060180 CCDC62 A G A 1.105 6.02	
  ×	
  10−12

rs11158026 GCH1 C T T 0.904 5.85	
  ×	
  10−11

rs1555399 TMEM229B T A A 0.897 6.63	
  ×	
  10−14

rs2414739 VPS13C A G A 1.113 1.23	
  ×	
  10−11

rs14235 BCKDK-­‐
STX1B

G A A 1.103 2.43	
  ×	
  10−12

rs17649553 MAPT C T T 0.769 2.37	
  ×	
  10−48

rs12456492 RIT2 A G A 0.904 7.74	
  ×	
  10−12

rs8118008 DDRGK1 G A A 1.111 3.04	
  ×	
  10−11

Susceptibility Loci for Parkinson’s Disease



Sergey Brin 
(Google co-founder) 

rs34637584  
(major allele = G, risk 
allele = A) 
odds ratio, 9.62 
(6.43-14.37)

LRRK2 G2019S

rs34637584(A) allele confers PD risk of 
28% at age 59, 51% at 69, and 74% at 79 
(Healy et al., Lancet Neurol 2008)



GBA locus

Mutations cause Gaucher’s disease
Lysosomal storage disease
Glucocerebrosidase gene
Common disease in Ashkenazi Jews
Many phenotypes:

Early or juvenile onset: clinical heterogeneity 
from hepatosplenomegaly to neurological 
dysfunction



GBA and PD
•First noticed that relatives of Gaucher patients had PD more 

frequently than expected than chance
•GBA mutations occur more frequently in Jewish PD population 

compared to controls 
•18% of PD patients carried GBA mutations vs 4% in age 
matched controls (Gan-Or 2008)

•Another Israeli study: 33% 
•GBA mutations can occur in non-Jewish PD populations

•PD patients are 3.4 times more likely to carry the four 
screened GBA mutations  (Clark  et. al 2007) 

•Toronto Western:  5.6% (Sato et al.)
•Venezuela: 12% of EOPD (Eblan et al.)
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Huntington’s Disease

• A devastating, hereditary, degenerative brain disorder  
• Affects 1 out of 10,000 individuals 
• Usually begins in mid-life - Between age 30 and 45 
• Involuntary movements, difficulties with speech, 

balance and swallowing, depression, mood swings 
• Autosomal dominant genetic disorder: A parent with 

HD has 50% chance of passing disease gene to child 
• No effective treatment or cure 
• Huntington’s Disease gene identified in 1993



The Huntington’s Gene

CAG CAG CAG CAG CAG CAG CAG CAG



The Huntington’s Gene

CAG CAG CAG CAG CAG CAG CAG CAG

QQQQQQQQ polyQ (Normally ~5-20)
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The Huntington’s Gene

CAG CAG CAG CAG CAG CAG CAG CAG CAG CAG CAG CAG 
CAG CAG CAG CAG CAG CAG CAG CAG CAG CAG CAG CAG 
CAG CAG CAG CAG CAG CAG CAG CAG CAG CAG CAG CAG
CAG CAG CAG CAG CAG CAG CAG CAG CAG CAG CAG CAG

QQQQQQQQQQQQQQQQQQQQ 
QQQQQQQQ QQQQQQQQQQQQ 

Expanded polyQ causes Huntington’s Disease 
(~38 Q’s or more)



Polyglutamine Disease Genes

Gatchel and Zoghbi, 2005



Langbehn for PREDICT-HD group 2010

Age of onset correlates to repeat numbers





Ethics'of'HD'tes-ng'

•  Guidelines'for'tes-ng'established'by'Interna-onal'
Hun-ngton’s'Disease'Society'and'World'Federa-on'of'
Neurology'for'Hun-ngton’s'Disease'

•  Current'process'for'asymptoma-c'(predic've)'tes-ng'
–  Process'of'3'separate'visits'
– Meet'with'gene-c'counselor'at'each'visit'
–  Disclosure'of'test'results'in'person'

•  What'are'the'ethical'dilemmas?'
•  Predic-ve'tes-ng'in'children'(<18'yo)'
•  Direct'to'consumer'tes-ng'currently'does'not'test'for'HD'
•  Would'you'want'to'know?'''



Other&HD&in&the&news&

•  Episode&492:&“Dr.&Gilmer&and&Mr.&Hyde”&on&This&
American&Life,&April&14,&2013.&&

•  “Dr.%Benjamin%Gilmer%gets%a%job%at%a%rural%clinic.%He%
finds%out%he’s%replaced%someone%—%also%named%Dr.%
Gilmer—%who%went%to%prison%a>er%killing%his%own%
father.%But%the%more%Benjamin’s%paAents%talk%about%the%
other%Dr.%Gilmer,%the%more%confused%he%becomes.%
Everyone%loved%the%old%Dr.%Gilmer.%So%Benjamin%starts%
digging%around,%trying%to%understand%how%a%good%man%
can%seemingly%turn%bad.”%

hGp://www.thisamericanlife.org/radioJarchives/episode/492/drJgilmerJandJ
mrJhyde&



Polyglutamine Disease Genes

Gatchel and Zoghbi, 2005


