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gttgactaag
gtttgcagtc
cctagctcag
ccaggctggg
actcattctt
tctgctcectce
atttgtgtct
cggtgaatcc
agttctagat
catcaatgtg
ggctgctgat
ctctgggaaa
gcatgggctc
agaagggata
caaatcttac
cccattccat
cacagccaac
caccattgcc
ctattccacc
caaggaatga
cctgaaggac
accaagagta
tgttttcacc
ccaggcagag
aaggcacttt
tttttaaatt
aaaaagagaa
aaaggaattc
cgctaggaga
tgcaagcaaa
gcagccatta

daaaaaaa
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tcaataatca
agattggcag
gagaagtgag
agcagccatc
ggcaggatgg
ctctgceccttg
gaggctggcc
aagtgtcctc
gctgtccgag
gccgtgcatg
gacacctggg
accagtgagt
acaactgagg
tacaaagtgg
tggaaggcac
gagcatgcag
gactccggcc
gccctgcectga
acggctgtcg
gggacttctc
gagggatggg
ttccattttt
tcatatgcta
acaataaaac
tcattccact
cccttattgt
tcaaaatttt
tagaaagtat
gatccaaatt
gcacgtatta
aaaagacaca

(SEQ ID NO:

FIG. 12

gaatcagcag
ggataagcag
tataaaagcc
acagaagtcc
cttctcatcg
ctggactggt
ctacgggcac
tgatggtcaa
gcagtcctgce
tgttcagaaa
agccatttgc
ctggagagct
aggaatttgt
aaatagacac
ttggcatctc
aggtggtatt
cccgcecgceta
gcccecctacte
tcaccaatcc
ctccagtgga
atttcatgta
actaaagcag
tgttagaagt
attcctgtga
ttaacttgat
cccttccaaa
acaaagaatc
ctgggcagaa
tccattgtct
aatatgatct
ttctgtaaaa

1331)
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FIG. 13A

ACAGAAGTCCACTCATTCTTIGGCAGGATGGCTTCTCATCGTCTGCTCCTCCT
CTGCCTTGCTGGACTGGTATTTGTGTCTGAGGCTGGCCCTACGGGCACCGGT
GAATCCAAGTGTCCTICTGATGGTCAAAGTTCTAGATGCTGTCCGAGGCAGTC
CTGCCATCAATGTGGCCGTGCATGTGTTCAGAAAGGCTGCTGATGACACCTG
GGAGCCATTTGCCTCTGGGAAAACCAGTGAGTCTGGAGAGCTGCATGGGCTC
ACAACTGAGGAGGAATTTGTAGAAGGGATATACAAAGTGGAAATAGACACCA
AATCTTACTGGAAGGCACTTGGCATCTCCCCATTCCATGAGCATGCAGAGGT
GGTATTCACAGCCAACGACTCCGGCCCCCGCCGCTACACCATTGCCGCCCTG
CTGAGCCCCTACTCCTATTCCACCACGGCTGTCGTCACCAATCCCAAGGAAT
GAGGGACTTCTCCTCCAGTGGACCTGAAGGACGAGGGATGGGATTTCATGTA
ACCAAGAGTATTCCATTTTTACTAAAGCAGTGTTTTCACCTCATATGCTATG
TTAGAAGTCCAGGCAGAGACAATAAAACATTCCTGTGARAGGCACTTTTCAT
TCCAAAAAAAAAAARAAAAAAAAARAA (SEQ ID NO:13209)

FIG. 13B

CCTGACAGGATGGCTTCCCTTCGCCTGTTCCTCCTCTGCCTCGCTGGACTGA
TATTTGCGTCTGAAGCTGGCCCTGGGGGTGCTGGAGAATCCAAGTGTCCTCT
GATGGTCAAAGTCCTGGATGCTGTCCGAGGCAGCCCTGCTGTCGATGTGGCC
GTGAAAGTGTTCAAAAGGACTGCAGACGGAAGCTGGGAGCCGTTTGCCTCTG
GGAAGACCGCCGAGTCTGGAGAGCTGCACGGGCTCACCACAGATGAGAAGTT
CACGGAAGGGGTGTACAGGGTAGAACTGGACACCAAATCATACTGGAAGGCT
CTTGGCATTTCCCCATTCCATGAATACGCAGAGGTGGTTTTCACAGCCAATG
ACTCTGGTCATCGCCACTACACCATCGCAGCCCTGCTCAGCCCGTACTCCTA
CAGCACCACTGCTGTCGTCAGTAACCCCCAGAACTGAGGGACCCAGCCCACG
AGGACCAAGATCTTGCCAAAGCAGTAGCTCCCATTTGTACTGAAACAGTGTT
CTTGCTCTATAAACCGTGTTAGCAACTCGGGAAGATGCCGTGAAACGTTCTT
ATTAAACCACCTTTATTTCATTC

(SEQ ID NO:1330)



NM 0003713
N _G003712
AD-LEIH sense

WM DBEETL 3
MM O0NE7L.2
ADFR3Z8 sense

Ny 0003713
NM 0003712
AD- 18328 _sense

,\ﬂ -&328 _sense

NM_ODR3713
NM_000371 3
AD-1E328 sense

2
MM
AD-I8328 sense

MM 0003713
Nu 0603782
AD-18328 senve

N UOJ 13

NM 0003713
NM_B00371.2
AD-IBIZH sunse

WM AMNGRTLS
N 0003712
AD- 832{59:\«\

MM OB8I71.2
ADIR32B zenze

MM _000371.3
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2¢ 40 DX
1 1
GTTOALTARGTCAATAATCAGAATCAGCALCTTTGCAGTUAGATTGOCAGGGATAAGCAGUCTAGLTC B8

B o

AGCAGCAAGTGAGTATAAAAGCCCCAGGCTGGGAGCAGECATCACAGAAGTCCACTCATTCTTGBCAGE 136
ACAGAAGTCCACTCATTCTTGGCAGE 26

mt IE:‘. 207

ATGOCTTCTCAT CCT(‘TCCTCCTC CTCYCL CTTGCTGCACTCCTATTTCTGTCTCAGCCTGCCCCTk(. 204
ATGOCTTCTCATCOTUTGLTCLTUCTCTOCCTIGUTGGACTGOTATTTOTGTCTCAGGCTGGL UL TAC 44

1 H
GCGCACCGOTOAATCCAAGTGTCOTCTCATCC TCAAACTTCTAGATCCTCTCCGAGCCAGTLCTECCA 272
GGG(_\‘-\(_C((C TCAATCCm\CTGTCCTCT&ATCGTCAAA(.TTCTAGATCCTGTCCGAGCCABTECTGC ca 162

240 240

TCAATCGTGOCUCTUCCATCGTUTTCACAAALGUTULTGATUACACCTOUGAGCCATTTUCCTCTGOGARA 340
TCAATCTLGCCOTCCATETCTTCAGAAAGLUTCGUTGATGACACCTGOGAGCCATTTGCCTCTGGGAAA 130

Wi 480
t 1 §
ACCAGTCAGTCY GLAGAGCTGUATOUOCT CACAALTCAGCAGCAAT T TG TAGAALGCATATACAAALT &
ACCAGTGAGCTUTGLAGAGCTGCATGGOCTCACAACT GAGGAGGAATTTGTAGAAGGGATATACAAAGT 29

335 460

A
t

3
CGAAATAGACACCAAATCTTACTGGAAGGLACTTCOCATCTCCCCATTCCATGAGCATGCAGAGGTGG 476
GOABATAGACACCARATCT TALTGLAAGGCACTTGCCATCTCCCCATTCCATCAGCATOCAGAGLET GG 366

1~(

a8 S
N

T;\TTCACAGLCAA\,GACTC{,GCCCCLCCCLGCTACACCATTGCCGCL‘.CTCCTGAGCCCCTACTCCTAT 544
TATTCACAGCCAACCALTCOGUCCCLO GO CGCTACACCATTGCLCCCLTCCTGAGCCOCTACTOCT AT 434

N § i
TCCACCACGGETGTCGT CACCAATCCLAAGCAAT GAGLGACTTCTCCTCLAGTGCACC TOABRGGALGA 612
TCCACCACGCCTGTCOTCACCAATCCCAAGCAAT CAGLGGACTTCTCCTCCAGTGCACCTGAAGGACGA 502

b i H
GOGATGOGATTTCATGTAACCAAGAGTATTCCATTTTTACTABAGCAGTGTTTTCACCTCATATGCTA HHG
GGCATCEGATTTCATCTAACCAAGAGTATTCCATTTTTACTAAAGCAGTCTTTTCACCTCATATGCTA 576
mmm e e e o GTAACCAAGAG TAT Y CCAT m o mm = me o m e m oo 9

'.‘l:\'.‘ '.'.;!b JaL

TGTTAGAAGTCCACCCACAGACAATAARACATTCCT CTGAAACCCACTTTTCATTCCACTTTAACT TG 748
TCTTAGAAGTCCAGGCAGAGACAATAAAACATTCCTGTRAAAGGCACTTTTCATTCCA v nvmmm o G2

ATTTTTTAA ATT CCCTTATTGTCCCTTCC AhAAAAAAGAG&ATCAAAATTTTACQAAGAAT CAAAGGA E16
ASARAAMAAAA

i Y ! {
ATTCTAGAAAGTATCTOGGCAGAACGLTAGGAGAGATCCAAATTTCCATTGTCTTGCAAGCAAAGCAC

83
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19

CYATTAAATATGATCTCCAGCCATTARARACACACATTETCTAAAAAABSARAAA 038
~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ AARAAABAAABA 650
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Familial Early: Impotence V28M
amyloidotic Sensorimotor L58H V30M

neuropathy | Polyneuropathy of the legs L58R

(FAP) Carpal tunnel syndrome K70N

Autonomic dysfunction Y78F

Constipation/diarrhea 184S

Late:  Cardiomyopathy Y114H

Vitreous opacities V30A

Nephropathy K35N

G47rv

S50R

T60A

Y114C
Familial Cardiomegaly D18N D18E  V20I

amyloidotic | Congestive heart failure P24S
cardiomyopa | Conduction abnormalities, E42D A45T  T49P

thy arrhythmias S501
FAC) Angina H56R I168L  AB81T

( Sudden death Q92K
R103S L111M V1221

T60A
CNS Dementia, ataxia, spasticity, L12P D18G A25T
amyloidosis | Seizures, hemorrhage (intracerebellar [ V30G  A36P  G53E
(CNSA) and/or subarachnoid), psychosis, F64S Y69H Y114C

hydrocephalus

FIG. 15
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