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The European Huntington’s disease Network’s (EHDN) REGISTRY 
is an observational, prospective, multi-centre cohort study of 
Huntington’s disease (HD). REGISTRY aims to establish a well-
characterised European-based HD population to expedite high-
quality research to improve our knowledge of this disease and to 
work towards discovering and developing therapies to delay or 
slow HD progression. It is the largest scale study of HD to date, and 
collects phenotypical data and biospecimens on individuals who are at 
risk of, premanifest or manifest for HD, and includes age and gender-
matched control participants. The assessment protocol follows 
a prospective study design with participants attending annual visits. 
Pseudonymised clinical data are stored centrally on a customised 
webportal (www.euro-hd.net/registry). Biospecimens (urine and 
blood for: DNA, lymphoblastoid cell lines, plasma, lymphocytes) 
are obtained from study participants. All data are subject to regular 
quality control checks for plausibility and accuracy.

Key words: Huntington disease, European Huntington’s Disease 
Network, Registry 2.0

REGISTRY jest to obserwacyjny, prospektywny, wieloośrodkowy, 
populacyjny projekt badawczy Europejskiej Sieci Choroby 
Huntingtona (EHDN) dotyczący choroby Huntingtona (HD). Celem 
badanie REGISTRY jest precyzyjne scharakteryzowanie europejskiej 
populacji HD, aby przyspieszyć badania naukowe wysokiej jakości 
wzbogacające naszą wiedzę na temat tej choroby oraz pracę nad 
wykryciem i rozwojem podejść terapeutycznych opóźniających lub 
spowalniających postęp HD. Jest to obecnie najszerzej zakrojony 
projekt badawczy nad HD, w którym gromadzone są dane kliniczne 
oraz materiały biologiczne od osób z grupy ryzyka zachorowania na 
HD, osób przedobjawowych i pacjentów z HD, gromadzone są również 
dane od osób dopasowanych wiekiem i płcią z grupy kontrolnej. 
Protokół badania określa prospektywny charakter badania z coroczną 
oceną uczestników. Zabezpieczone pseudonimami dane kliniczne 
gromadzone centralnie na przystosowanym portalu internetowym 
(www.euro-hd.net/registry). Materiał biologiczny (mocz oraz krew 
na: DNA, linie limfoblastów, osocze, limfocyty) jest pozyskiwany 
od uczestników badania. Wszystkie dane są kontrolowane pod 
względem jakości, wiarygodności i prawidłowości.

Słowa kluczowe: choroba Huntingtona, Europejska Sieć Choroby 
Huntingtona, Registry 2.0
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rg

et
s f

or
 

po
te

nt
ia

l t
he

ra
pi

es
 m

od
ify

in
g 

th
e 

na
tu

ra
l c

ou
rs

e 
of

 th
e 

di
se

as
e 

[2
]. 

Sy
st

em
at

ic
 sc

re
en

in
g 

ef
fo

rts
 to

 id
en

tif
y 

co
m

po
un

ds
 w

ith
 d

is
ea

se
 m

od
ify

in
g 

pr
op

er
tie

s a
re

 u
nd

er
 w

ay
 [3

, 4
] a

nd
 

so
m

e 
co

m
po

un
ds

 h
av

e 
be

en
 re

po
rte

d 
to

 re
su

lt 
in

 b
en

ef
ic

ia
l e

ff
ec

ts
 w

he
n 

ap
pl

ie
d 

in
 m

od
el

 
sy

st
em

s o
f H

D
 [5

] t
hu

s p
ro

vi
di

ng
 a

 ra
tio

na
l f

or
 id

en
tif

yi
ng

 w
el

l t
ol

er
at

ed
 a

nd
 c

lin
ic

al
 

ef
fe

ct
iv

e 
no

ve
l t

re
at

m
en

ts
 fo

r H
D

. H
ow

ev
er

, c
ur

re
nt

ly
 th

e 
pr

ed
ic

tiv
e 

va
lu

e 
of

 th
es

e 
pr

om
is

in
g 

re
su

lts
 o

bt
ai

ne
d 

in
 m

od
el

 sy
st

em
s f

or
 H

D
 p

at
ie

nt
s a

re
 u

nk
no

w
n.

 In
 a

dd
iti

on
, i

nc
re

m
en

ta
l 

ad
va

nc
es

 in
 c

lin
ic

al
 re

se
ar

ch
 o

n 
H

D
 h

av
e 

be
en

 m
ad

e.
 D

es
pi

te
 th

es
e 

ad
va

nc
es

, a
 m

or
e 

se
am

le
ss

 in
te

gr
at

io
n 

of
 b

as
ic

, t
ra

ns
la

tio
na

l a
nd

 c
lin

ic
al

 H
D

 re
se

ar
ch

 is
 re

qu
ire

d 
to

 p
la

n 
an

d 
co

nd
uc

t f
ut

ur
e 

cl
in

ic
al

 st
ud

ie
s, 

e.
g.

 b
y 

id
en

tif
yi

ng
 a

nd
 v

al
id

at
in

g 
bi

ol
og

ic
al

 su
rr

og
at

e 
m

ar
ke

rs
 

w
hi

ch
 tr

ac
k 

th
e 

co
ur

se
 o

f H
D

 (‘
st

at
e 

bi
om

ar
ke

rs
’)

, a
nd

 b
y 

id
en

tif
yi

ng
  f

ac
to

rs
 th

at
 in

flu
en

ce
 

th
e 

on
se

t a
nd

 p
ro

gr
es

si
on

 o
f i

lln
es

s. 

R
EG

IS
TR

Y
 is

 d
es

ig
ne

d
to

 o
bt

ai
n 

na
tu

ra
l h

is
to

ry
 d

at
a 

on
 a

 w
id

e 
sp

ec
tru

m
 o

f H
D

 p
at

ie
nt

s, 
H

D
 m

ut
at

io
n 

ca
rr

ie
rs

 
an

d 
in

di
vi

du
al

s w
ho

 a
re

 p
ar

t o
f a

n 
H

D
 fa

m
ily

 
to

 re
la

te
 p

he
no

ty
pi

ca
l c

ha
ra

ct
er

is
tic

s  
o

w
ith

 g
en

et
ic

 fa
ct

or
s (

‘g
en

et
ic

 m
od

ifi
er

s’
), 

o
w

ith
 d

at
a 

de
riv

ed
 fr

om
 th

e 
st

ud
y 

of
 b

od
y 

flu
id

s (
bl

oo
d,

 u
rin

e 
– 

‘w
et

 b
io

m
ar

ke
r’

) 
an

d
o

im
ag

in
g 

da
ta

  (
‘d

ry
 b

io
m

ar
ke

r’
)  

to
 e

xp
ed

ite
 id

en
tif

ic
at

io
n 

an
d 

re
cr

ui
tm

en
t o

f p
ar

tic
ip

an
ts

 fo
r c

lin
ic

al
 tr

ia
ls

  
to

 p
la

n 
fo

r f
ut

ur
e 

re
se

ar
ch

 st
ud

ie
s (

ob
se

rv
at

io
na

l a
nd

 in
te

rv
en

tio
na

l t
ria

ls
 a

im
ed

 a
t b

et
te

r 
sy

m
pt

om
 c

on
tro

l o
r a

im
ed

 a
t s

lo
w

in
g 

or
 p

os
tp

on
in

g 
th

e 
on

se
t a

nd
 p

ro
gr

es
si

on
 o

f H
D

). 

R
EG

IS
TR

Y
 in

te
gr

at
es

 p
ro

sp
ec

tiv
el

y 
an

d 
sy

st
em

at
ic

al
ly

 c
ol

le
ct

ed
 c

lin
ic

al
 re

se
ar

ch
 d

at
a 

(e
.g

. 
ph

en
ot

yp
ic

al
 c

lin
ic

al
 fe

at
ur

es
, f

am
ily

 h
is

to
ry

, d
em

og
ra

ph
ic

al
 c

ha
ra

ct
er

is
tic

s)
 w

ith
 a

cc
es

s t
o 

R
EG

IS
TR

Y
 P

ro
to

co
l 2

.0
 

 
8 

bi
ol

og
ic

al
 sp

ec
im

en
s (

e.
g.

, b
lo

od
, u

rin
e)

 o
bt

ai
ne

d 
fr

om
 in

di
vi

du
al

s w
ith

 m
an

ife
st

 H
D

, 
un

af
fe

ct
ed

 in
di

vi
du

al
s k

no
w

n 
to

 c
ar

ry
 th

e 
H

D
 m

ut
at

io
n 

or
 a

t r
is

k 
of

 c
ar

ry
in

g 
th

e 
H

D
 

m
ut

at
io

n,
 a

nd
 c

on
tro

l r
es

ea
rc

h 
pa

rti
ci

pa
nt

s (
e.

g.
, s

po
us

es
, s

ib
lin

gs
 o

r o
ff

sp
rin

g 
of

 H
D

 
m

ut
at

io
n 

ca
rr

ie
rs

 k
no

w
n 

no
t t

o 
ca

rr
y 

th
e 

H
D

 m
ut

at
io

n)
. B

io
lo

gi
ca

l s
pe

ci
m

en
s a

nd
 

ph
en

ot
yp

ic
al

 d
at

a 
w

ill
 b

e 
pr

ov
id

ed
 to

 q
ua

lif
ie

d 
sc

ie
nt

is
ts

 w
ho

se
 p

ro
je

ct
s a

re
 su

bm
itt

ed
 to

, 
re

vi
ew

ed
 b

y 
an

d 
ap

pr
ov

ed
 b

y 
th

e 
Sc

ie
nt

ifi
c 

R
ev

ie
w

 B
oa

rd
 o

f E
ur

o-
H

D
 n

et
w

or
k 

an
d 

w
ho

 
de

cl
ar

ed
 in

 w
rit

in
g 

th
at

 th
ey

 a
cc

ep
t t

he
 p

ol
ic

ie
s o

f E
H

D
N

 w
ith

 re
sp

ec
t t

o 
th

e 
us

e 
of

 th
e 

da
ta

/m
at

er
ia

ls
 p

ro
vi

de
d 

an
d 

w
ith

 re
sp

ec
t t

o 
th

e 
pu

bl
ic

at
io

n 
of

 re
su

lts
 (s

ee
 d

at
a 

sh
ar

in
g 

an
d 

pu
bl

ic
at

io
n 

po
lic

ie
s o

f E
H

D
N

, a
tta

ch
ed

). 
R

es
ea

rc
h 

pr
oj

ec
ts

 sh
ou

ld
 a

im
 to

 a
dv

an
ce

 sc
ie

nt
ifi

c 
kn

ow
le

dg
e 

to
w

ar
ds

 e
st

ab
lis

hi
ng

 c
lin

ic
al

ly
 e

ff
ec

tiv
e 

tre
at

m
en

ts
 th

at
 d

el
ay

 o
ns

et
 a

nd
/o

r s
lo

w
 

th
e 

pr
og

re
ss

io
n 

of
 th

e 
di

se
as

e.
 

R
EG

IS
TR

Y
 w

as
 c

on
ce

iv
ed

 a
s a

 lo
ng

-te
rm

 p
ro

je
ct

 to
 in

te
gr

at
e 

cl
in

ic
al

 a
nd

 p
re

cl
in

ic
al

 re
se

ar
ch

 
ap

pr
oa

ch
es

 to
 a

dv
an

ce
 th

e 
ex

pe
rim

en
ta

l t
he

ra
pe

ut
ic

s o
f H

D
 w

hi
le

 e
ns

ur
in

g 
th

e 
pr

iv
ac

y 
an

d 
pr

ot
ec

tio
ns

 o
f c

on
se

nt
in

g 
re

se
ar

ch
 p

ar
tic

ip
an

ts
. R

EG
IS

TR
Y

 is
 c

om
pl

em
en

ta
ry

 to
 th

e 
C

O
H

O
R

T 
pr

oj
ec

t o
f t

he
 H

un
tin

gt
on

 D
is

ea
se

 S
tu

dy
 G

ro
up

 (H
SG

) a
nd

 b
ui

ld
s o

n 
st

ro
ng

 
co

lla
bo

ra
tiv

e 
re

la
tio

ns
hi

ps
 a

m
on

g 
ba

si
c 

sc
ie

nt
is

ts
, c

lin
ic

al
 in

ve
st

ig
at

or
s a

nd
 a

dv
oc

ac
y 

or
ga

ni
sa

tio
ns

 fo
r H

D
 in

 th
e 

co
nt

ex
t o

f t
he

 E
ur

op
ea

n 
H

un
tin

gt
on

 D
is

ea
se

 N
et

w
or

k 
(E

H
D

N
), 

an
 E

ur
op

ea
n 

co
ns

or
tiu

m
 o

f s
ci

en
tis

ts
, r

es
ea

rc
he

rs
 a

nd
 la

y 
or

ga
ni

sa
tio

ns
 to

 im
pr

ov
e 

tre
at

m
en

t 
op

tio
ns

 fo
r H

D
; R

EG
IS

TR
Y

 w
as

 p
la

nn
ed

 a
nd

 is
 o

ve
rs

ee
n 

by
 th

e 
EH

D
N

. R
EG

IS
TR

Y
 is

 p
ar

t 
of

 th
e 

H
un

tin
gt

on
 P

ro
je

ct
 (h

ttp
://

w
w

w
.h

un
tin

gt
on

pr
oj

ec
t.o

rg
/),

 a
 w

or
ld

w
id

e 
co

lla
bo

ra
tiv

e 
un

de
rta

ki
ng

 to
 d

ev
el

op
 tr

ea
tm

en
ts

 th
at

 m
ak

e 
a 

di
ff

er
en

ce
 fo

r H
D

. T
he

 H
un

tin
gt

on
 P

ro
je

ct
, 

EH
D

N
 a

nd
 R

EG
IS

TR
Y

 a
re

 sp
on

so
re

d 
by

 th
e 

H
ig

h-
Q

 F
ou

nd
at

io
n,

 a
 n

ot
-f

or
-p

ro
fit

 
or

ga
ni

za
tio

n 
th

at
 su

pp
or

ts
 a

 v
ar

ie
ty

 o
f r

es
ea

rc
h 

pr
oj

ec
ts

 se
ek

in
g 

to
 fi

nd
 tr

ea
tm

en
ts

 fo
r H

D
. 

In
 a

dd
iti

on
, t

he
re

 is
 so

m
e 

ov
er

la
p 

w
ith

 tw
o 

N
IH

-s
po

ns
or

ed
 p

ro
sp

ec
tiv

e 
st

ud
ie

s:
 'P

R
ED

IC
T-

H
D

' (
pr

os
pe

ct
iv

el
y 

ex
am

in
in

g 
ph

en
ot

yp
es

 a
m

on
g 

un
af

fe
ct

ed
 su

bj
ec

ts
 w

ho
 fo

llo
w

in
g 

pr
ed

ic
tiv

e 
te

st
in

g 
ar

e 
kn

ow
n 

to
 c

ar
ry

 th
e 

H
D

 m
ut

at
io

n)
, a

nd
 'P

H
A

R
O

S'
 (e

xa
m

in
in

g 
ph

en
ot

yp
es

 a
m

on
g 

un
af

fe
ct

ed
 su

bj
ec

ts
 w

ith
 a

 H
D

 p
ar

en
t w

ho
 h

av
e 

un
kn

ow
n 

m
ut

at
io

n 
ca

rr
ie

r 
st

at
us

 si
nc

e 
ha

vi
ng

 c
ho

se
n 

no
t t

o 
un

de
rg

o 
D

N
A

 te
st

in
g)

. P
R

ED
IC

T-
H

D
 h

as
 a

 E
ur

op
ea

n 
ex

te
ns

io
n 

fo
r s

om
e 

Eu
ro

pe
an

 c
ou

nt
rie

s (
at

 th
e 

tim
e 

of
 th

is
 w

rit
in

g 
G

er
m

an
y,

 S
pa

in
 a

nd
 th

e 
U

K
) w

he
re

as
 P

H
A

R
O

S 
do

es
 n

ot
 a

llo
w

 p
ar

tic
ip

at
io

n 
of

 n
on

-E
ng

lis
h 

sp
ea

ki
ng

 su
bj

ec
ts

 n
or

 o
f 

su
bj

ec
ts

 fr
om

 o
ut

si
de

 o
f t

he
 U

SA
, C

an
ad

a 
or

 A
us

tra
lia

. R
EG

IS
TR

Y
 w

ill
 th

er
ef

or
e 

pr
ov

id
e 

an
 

on
go

in
g 

ob
se

rv
at

io
na

l s
tu

dy
 fo

r e
lig

ib
le

 su
bj

ec
ts

 w
ho

 a
re

 n
ot

 a
bl

e 
to

 p
ar

tic
ip

at
e 

in
 P

R
ED

IC
T-

H
D

 o
r P

H
A

R
O

S 
as

 w
el

l a
s f

or
 su

bj
ec

ts
 w

ho
 c

on
cl

ud
e 

th
ei

r r
es

ea
rc

h 
pa

rti
ci

pa
tio

n 
in

 
PR

ED
IC

T-
H

D
 a

nd
 P

H
A

R
O

S.
 

Th
e 

st
ea

dy
 w

or
se

ni
ng

 o
f t

he
 m

ot
or

, c
og

ni
tiv

e,
 a

nd
 b

eh
av

io
ur

al
 c

ap
ac

iti
es

 o
f H

D
 p

at
ie

nt
s 

re
su

lts
 in

 p
ro

gr
es

si
ve

 fu
nc

tio
na

l d
ec

lin
e.

 C
lin

ic
al

 ra
tin

g 
sc

al
es

 a
im

ed
 a

t c
ap

tu
rin

g 
th

e 
cl

in
ic

al
 

ph
en

ot
yp

e 
an

d 
m

irr
or

in
g 

th
e 

pr
og

re
ss

io
n 

of
 th

e 
ill

ne
ss

 h
av

e 
be

en
 w

id
el

y 
us

ed
 to

 e
st

ab
lis

h 
th

e 
ra

te
 o

f f
un

ct
io

na
l d

ec
lin

e 
in

 a
 v

ar
ie

ty
 o

f H
D

 p
op

ul
at

io
ns

 [6
-1

2]
. T

he
 U

ni
fie

d 
H

un
tin

gt
on

's 
D

is
ea

se
 R

at
in

g 
Sc

al
e 

(U
H

D
R

S)
 w

as
 d

ev
el

op
ed

 b
y 

th
e 

H
SG

 in
 1

99
3 

an
d 

re
vi

se
d 

in
 1

99
9 

as
 

U
H

D
R

S 
99

 [1
3,

 1
4]

. T
he

 U
H

D
R

S’
99

 a
ss

es
se

s f
ou

r m
aj

or
 c

lin
ic

al
 d

om
ai

ns
 o

f i
m

pa
irm

en
t: 

(1
) 

m
ot

or
, (

2)
 c

og
ni

tiv
e,

 (3
) b

eh
av

io
ur

al
, a

nd
 (4

) f
un

ct
io

na
l c

ap
ac

ity
. I

n 
de

vi
si

ng
 th

is
 sc

al
e,

 it
em

s 
w

er
e 

se
le

ct
ed

 th
at

 w
er

e 
lik

el
y 

to
 b

e 
se

ns
iti

ve
 to

 m
ea

su
re

 p
ro

gr
es

si
on

 in
 e

ar
ly

 st
ag

es
 o

f t
he

 
ill

ne
ss

. T
he

 U
H

D
R

S’
99

, w
hi

ch
 w

ill
 b

e 
em

pl
oy

ed
 in

 R
EG

IS
TR

Y
, h

as
 b

ee
n 

us
ed

 in
 a

ll 
cl

in
ic

al
 

si
te

s c
ol

la
bo

ra
tin

g 
as

 H
un

tin
gt

on
 D

is
ea

se
 S

tu
dy

 G
ro

up
 (H

SG
) i

n 
N

or
th

 A
m

er
ic

a,
 E

ur
op

e,
 a

nd
 

A
us

tra
lia

. T
he

 U
H

D
R

S 
ha

s u
nd

er
go

ne
 e

xt
en

si
ve

 te
st

in
g 

of
 re

lia
bi

lit
y 

an
d 

in
te

rn
al

 c
on

si
st

en
cy

 
[1

3-
15

] a
nd

 h
as

 b
ee

n 
sh

ow
n 

to
 h

av
e 

a 
go

od
 in

te
r-

ra
te

r r
el

ia
bi

lit
y 

fo
r t

he
 to

ta
l m

ot
or

 sc
or

e.
 T

he
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R
EG

IS
TR

Y
 P

ro
to

co
l 2

.0
 

 
9 

m
ot

or
 a

nd
 c

og
ni

tiv
e 

se
ct

io
ns

 o
f t

he
 U

H
D

R
S 

co
rr

el
at

e 
st

ro
ng

ly
 a

nd
 si

gn
ifi

ca
nt

ly
 w

ith
 th

e 
fu

nc
tio

na
l c

om
po

ne
nt

 o
f t

he
 U

H
D

R
S.

 In
te

rn
al

 c
on

si
st

en
cy

, a
s m

ea
su

re
d 

by
 C

ro
nb

ac
h'

s a
lp

ha
 

w
as

 0
.9

5 
fo

r t
he

 m
ot

or
 c

om
po

ne
nt

, 0
.9

0 
fo

r t
he

 c
og

ni
tiv

e 
te

st
s, 

0.
83

 fo
r t

he
 b

eh
av

io
ur

al
 

co
m

po
ne

nt
, a

nd
 0

.9
5 

fo
r t

he
 fu

nc
tio

na
l c

om
po

ne
nt

 o
f t

he
 U

H
D

R
S 

[1
6]

. T
he

 U
H

D
R

S 
ha

s 
be

en
 u

se
d 

w
id

el
y 

in
 H

D
 c

lin
ic

al
 tr

ia
ls

 [1
7,

 1
8]

. 

Si
nc

e 
its

 in
iti

al
 d

es
cr

ip
tio

n 
in

 1
87

2,
 it

 h
as

 b
ee

n 
cl

ea
r t

ha
t H

D
 h

as
 a

 st
ro

ng
 h

er
ed

ita
ry

 
co

nt
rib

ut
io

n 
re

su
lti

ng
 in

 th
e 

ge
ne

ra
tio

na
l t

ra
ns

m
is

si
on

 o
f t

he
 d

is
ea

se
 fr

om
 p

ar
en

t t
o 

of
fs

pr
in

g,
 

re
ga

rd
le

ss
 o

f g
en

de
r [

19
]. 

B
eg

in
ni

ng
 in

 1
98

1 
an

d 
th

ro
ug

h 
th

e 
co

lle
ct

io
n 

of
 c

lin
ic

al
 a

nd
 fa

m
ily

 
hi

st
or

y 
in

fo
rm

at
io

n 
an

d 
bi

ol
og

ic
al

 m
at

er
ia

l (
D

N
A

) f
ro

m
 H

D
 fa

m
ili

es
 th

e 
ge

ne
 a

nd
 th

e 
m

ut
at

io
n 

ca
us

in
g 

H
D

 w
as

 id
en

tif
ie

d 
in

 1
99

3 
[1

]. 
Th

e 
un

st
ab

le
, e

xp
an

de
d 

C
A

G
 re

pe
at

 w
ith

in
 

th
e 

co
di

ng
 re

gi
on

 o
f t

he
 H

D
 g

en
e 

at
 4

p 
16

.3
 e

xp
la

in
s m

an
y 

of
 th

e 
pu

zz
lin

g 
ge

ne
tic

 fe
at

ur
es

 o
f 

th
e 

di
so

rd
er

, i
nc

lu
di

ng
 th

e 
va

ria
bl

e 
ag

e 
at

 o
ns

et
, t

he
 te

nd
en

cy
 fo

r j
uv

en
ile

 d
is

ea
se

 to
 b

e 
in

he
rit

ed
 fr

om
 fa

th
er

s, 
an

d 
th

e 
(r

ar
e)

 a
pp

ea
ra

nc
e 

of
 n

ew
 m

ut
at

io
ns

. T
he

re
 is

 a
 st

ro
ng

 a
nd

 
co

ns
is

te
nt

 in
ve

rs
e 

re
la

tio
ns

hi
p 

be
tw

ee
n 

th
e 

le
ng

th
 o

f t
he

 C
A

G
 re

pe
at

 a
nd

 th
e 

cl
in

ic
al

 o
ns

et
 o

f 
H

D
 [1

, 2
0-

23
]. 

H
ow

ev
er

, t
he

 si
ze

 o
f t

he
 C

A
G

 re
pe

at
 a

cc
ou

nt
s f

or
 o

nl
y 

ab
ou

t 6
0-

70
%

 o
f t

he
 

va
ria

nc
e 

in
 a

ge
 a

t o
ns

et
; o

th
er

, a
s y

et
 u

ni
de

nt
ifi

ed
 fa

ct
or

s i
nf

lu
en

ce
 a

ge
 a

t o
ns

et
 a

nd
 th

e 
ca

sc
ad

e 
of

 p
at

ho
ge

ni
c 

ev
en

ts
 re

su
lti

ng
 in

 th
e 

H
D

 p
he

no
ty

pe
. R

ec
en

t s
tu

di
es

 su
gg

es
t t

ha
t t

he
 

re
m

ai
ni

ng
 v

ar
ia

tio
n 

in
 a

ge
 a

t o
ns

et
 o

f H
D

 is
 st

ro
ng

ly
 h

er
ita
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e 

[2
4]

. T
he

se
 fi

nd
in

gs
 in

di
ca

te
 

th
at

 th
e 

on
se

t o
f H

D
 is

 su
bs

ta
nt

ia
lly

 in
flu

en
ce

d 
by

 fa
ct

or
s o

th
er

 th
an

 re
pe

at
 si

ze
, a

nd
 th

at
 

ot
he

r m
od

ifi
er

 g
en

es
 m

ay
 d

et
er

m
in

e 
th

e 
re

m
ai

ni
ng

 v
ar

ia
tio

n 
in

 a
ge

 a
t o

ns
et

. F
or

 e
xa

m
pl

e,
 th

e 
U

C
H

L1
 g

en
e,

 w
hi

ch
 e

nc
od

es
 u

bi
qu

iti
n 

ca
rb

ox
yl

-te
rm

in
al

 h
yd

ro
la

se
 L

1,
 w
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 re

po
rte

d 
to

 
in

flu
en

ce
 a

ge
 a

t o
ns

et
 o

f H
D

, w
ith

 th
e 

S1
8Y

 p
ol

ym
or

ph
is

m
s a

cc
ou

nt
in

g 
fo

r 1
3%

 o
f t

he
 

va
ria

nc
e 

in
 a

ge
 a

t o
ns

et
 in

 a
 c

as
e-

an
d-

co
nt

ro
l-s

tu
dy

 d
es

ig
n 

[2
5]

. S
ev

er
al

 p
re

vi
ou

s s
tu

di
es

 h
av

e 
re

po
rte

d 
th

at
 a

 g
en

e 
co

di
ng

 fo
r a

 su
bu

ni
t o

f a
n 

io
no

tro
pi

c 
gl

ut
am

at
e 

re
ce

pt
or

s (
G

lu
R

6;
 

G
R

IK
2)

 a
ct

s a
s a

n 
H

D
 m

od
ifi

er
 [2

6-
28

]. 
W

he
n 

an
al

yz
ed

 in
 c

on
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nc
tio

n 
w

ith
 U

C
H

L1
, 7

%
 o

f 
th

e 
va

ria
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e 
in

 th
e 
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e 

at
 o

ns
et

 o
f H

D
 c

ou
ld

 b
e 

at
tri

bu
te

d 
to

 th
e 

G
R

IK
2 

ge
no

ty
pe

 v
ar

ia
tio

n,
 

13
%

 to
 U

C
H

L1
, a

nd
 1

6%
 to

 b
ot

h 
po

ly
m

or
ph
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m

s [
27

]. 
C
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om

os
om

al
 re

gi
on

s h
ar
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ur

in
g 
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tio
na

l m
od

ifi
er

 g
en

es
 h

av
e 

be
en

 im
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ic
at

ed
 b

y 
a 
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ce

nt
 g

en
om

e 
lin

ka
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an

 (t
he

 H
D

-
M

A
PS

 st
ud

y;
 [2

9-
31

]. 
To

 d
at

e,
 th

e 
se

ar
ch

 fo
r m

od
ify

in
g 

ge
ne

s h
as

 b
ee

n 
ca

rr
ie

d 
ou

t u
si

ng
 a

ge
 

at
 o

ns
et

 o
f m

ot
or

 si
gn

s a
s t

he
 p

he
no

ty
pi

ca
l v

ar
ia

bl
e 

un
de

r c
on

si
de

ra
tio

n,
 b

ut
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 c

le
ar

 th
at

 
H

D
 d
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s o

th
er

 p
he

no
ty

pi
c 

va
ria
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y 
in

 d
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ea
se

 e
xp

re
ss

io
n,

 in
cl

ud
in

g 
ps

yc
hi

at
ric

 
m

an
ife

st
at

io
ns

 (e
.g

., 
de

pr
es

si
on

, p
sy

ch
os

is
) a

nd
 c

og
ni

tiv
e 

im
pa

irm
en

t (
e.

g.
, i

m
pa

irm
en

t o
f 

ex
ec

ut
iv

e 
fu

nc
tio

n 
an
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or

 im
m

ed
ia

te
 m

em
or

y)
. D

ue
 to

 th
e 

lim
ite

d 
av

ai
la

bi
lit

y 
of

 
pr

os
pe

ct
iv

el
y 

co
lle

ct
ed

, l
on

gi
tu

di
na

l d
at

a 
of

 su
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ic
ie

nt
 q

ua
lit

y,
 st

ud
ie

s t
o 

id
en

tif
y 

ge
ne

tic
 

m
od

ifi
er

s o
f t

he
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te
 o

f d
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ea
se

 p
ro

gr
es

si
on

 o
r t

he
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e 

an
d 

ex
te
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f n
eu

ro
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ag
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g 
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no
rm

al
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e 

no
t b
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n 
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m

ed
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 d
at

e.
 Id

en
tif

ic
at

io
n 
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en
es

 th
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 m
od

ify
 th

e 
pa

th
og

en
ic

 p
ro

ce
ss

 in
 H

D
 o

ff
er

s a
 d

ire
ct

 ro
ut

e 
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 v
al

id
at

e 
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et

s f
or

 d
ev

el
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m
en

t o
f H

D
 

ex
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en
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l t
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pe
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s. 

R
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Y
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 p

ro
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de
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e 
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e 

of
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D
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ss
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ia
te

d 
ph

en
ot
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 b
y 

w
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ch
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en

tif
y 

m
od

ifi
er
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en

es
. I

ni
tia

lly
, t

he
 p

he
no

ty
pe

s a
va
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e 
w

ill
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e 
de

riv
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 fr
om

 c
lin

ic
al
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es
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en
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H

D
R
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, b

ut
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e 
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lle
ct

io
n 

of
 b

io
lo

gi
ca

l s
am

pl
es

 w
ill
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o 
pe

rm
it 

th
e 

st
ud

y 
of

 a
dd

iti
on

al
 p

he
no

ty
pe

s a
t t

he
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ve
ls
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f R

N
A

, p
ro

te
in
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et
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ite
s a

nd
 

cu
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re
d 

ce
lls

. C
ol

le
ct

io
n 

of
 fa

m
ily

 h
is

to
ry

 in
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at

io
n 

an
d 
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le
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e 
of

 fa
m

ili
al
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la
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 o

f R
EG
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TR

Y
 p

ar
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ip
an
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 w

ill
 p
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m
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m
en

t o
f t
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tio
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ph
en

ot
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es
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m
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 th
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r d
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e 

of
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y 
an

d 
w

ill
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e 
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l f
or
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b 
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ir 

an
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. D
N

A
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m
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Y

 p
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 p
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m
it 

a 
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m
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w
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e 
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m
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m

s o
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e 

H
D
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en

e 
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in
g 
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an

da
rd

 a
pp

ro
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s (

e.
g.

 S
N

P 
m
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s)

. T
he

 
co

m
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na
tio

n 
of

 p
he

no
ty

pi
c 

an
d 

ge
no

ty
pi

c 
in

fo
rm

at
io

n 
w

ill
 p

er
m

it 
an
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is
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f r
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n 
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 p
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or
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m
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e 
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fe
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 m
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g 
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ph
en

ot
yp

ic
al

 p
re

se
nt

at
io

n,
 ra

te
 o

f p
ro

gr
es

si
on
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 re
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se

 to
 tr
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en
t o

f H
D

 u
si

ng
 g

en
et
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lin
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nd
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tio

n 
st

ra
te
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. 

Th
e 

cl
in

ic
al

 d
at
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e 
on

 H
D

 a
nd

 th
e 

bi
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at
er

ia
ls

 to
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e 
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r t
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 R
EG
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Y
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y 

w
ill

 b
e 
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r a
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ie
ty

 o
f d
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er

en
t a
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se
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ch
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 b
e 
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y 
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ith
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na
ly
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r l
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s. 
Th
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f R
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Y

 p
la
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e 
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m
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e 

si
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 b
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lle
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r a
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m
ef
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m

e 
in
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ch
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e 
st

ud
y 

w
ill

 b
e 
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m

pl
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ed
. I

t i
s 

in
te
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ed
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at

 c
lin

ic
al
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a 
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d 
bi

os
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pl
es

 w
ill

 b
e 
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ed

 u
nt

il 
ef

fe
ct
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e 
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m
en

t o
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io
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r H
D

 a
re

 e
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d.

 T
he
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du
al

 a
m

as
si

ng
 o

f p
he

no
ty

pi
ca

l d
at

a 
an

d 
bi

ol
og

ic
al

 sa
m

pl
es

 
w

ill
 re

su
lt 

in
 c

um
ul

at
iv

e 
in

cr
ea

se
s i

n 
st

at
is

tic
al

 p
ow

er
 in

 o
rd

er
 to

 c
on

tin
uo

us
ly

 im
pr

ov
e 

th
e 

as
se

ss
m

en
t t

oo
ls

 th
at

 m
on

ito
r t

he
 p

ro
gr

es
si

on
 o

f H
D

 a
nd

 to
 d

et
ec

t m
ol

ec
ul

ar
 d

et
er

m
in

an
ts

 o
r 

m
ar

ke
rs

 fo
r c

lin
ic

al
ly

 re
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va
nt

 p
he

no
ty

pi
c 

ch
ar

ac
te

ris
tic

s o
r o

ut
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m
es

 (e
.g

. p
ro

gr
es

si
on

 o
f H

D
 

an
d 

a 
be

tte
r d

ef
in
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on

 o
f t

he
 c

lin
ic

al
 o
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et

 o
f d

is
ea

se
). 

Th
is

 w
ill

, i
n 
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, i
m
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e 
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e 
ef

fic
ie
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y 

of
 th

er
ap

eu
tic

 tr
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ls
 b

y 
pr
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in
g 

m
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e 
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d 
m

or
e 
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ea

rly
 d

ef
in
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in
ts
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de

la
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ng
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et

 o
f c

lin
ic

al
 d

is
ea

se
).

In
cl
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n 
of
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io
lo

gi
ca

l s
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m

en
 re

po
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 in
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TR
Y
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ed

 fr
om

 d
is

cu
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io
ns

 a
bo

ut
 

th
e 

cu
rr

en
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et

 n
ee

ds
 o

f H
D

 re
se

ar
ch

. A
dv

an
ce

s i
n 

un
de

rs
ta

nd
in

g 
th

e 
pa

th
og

en
es

is
 o

f H
D

 
an

d 
th

e 
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ov

er
y 
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 p
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al
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l b

io
m
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rg
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m
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e 
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y 
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bl
e 
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 b
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l s

pe
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m
en
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nd

 th
e 
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la
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lit
y 
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 p

ro
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ec
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el
y 
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lle
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ed

 
lo
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di
na

l d
at

a.
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he
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EG
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TR
Y

 b
io

lo
gi

ca
l s

pe
ci

m
en

 re
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si
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ry
 w

ill
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ro
vi

de
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se
ar

ch
 

sa
m

pl
es

 e
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en
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l f
or

 c
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re
nt
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nd

 fu
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ie
nt
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c 
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se

ar
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ed
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t d
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el
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g 

us
ef

ul
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ke
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2.
2.
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es
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 c
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le
ct

 p
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ec
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e 
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 o
n 

th
e 

ph
en

ot
yp

ic
al

 c
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ra
ct

er
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tic
s o

f H
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tin
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e 

(H
D

) 
m

ut
at

io
n 

ca
rr

ie
rs

 re
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le

ss
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f w
he

th
er

 th
ey

 d
is

pl
ay

 c
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ic
al
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m

pt
om

s a
nd

 si
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s o
f H

D
 a

nd
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di
vi

du
al

s w
ho
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re

 p
ar

t o
f a

n 
H

D
 fa

m
ily

 (i
rr

es
pe

ct
iv

e 
of

 th
ei

r m
ut

at
io

n 
ca
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ie

r s
ta
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, i
n 
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n 
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tu
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l h
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to
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 d
at
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id
e 
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m
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f H

D
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ie
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s, 

H
D

 m
ut

at
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n 
ca
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ie

rs
 

an
d 

in
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ho
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 p

ar
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n 

H
D
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m
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l c
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er
is
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o
w
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et
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en
et
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 m

od
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er
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o

w
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 d
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a 
de
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e 

st
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od

y 
flu
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e 

– 
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 b
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ag
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g 
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  (

‘d
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 b
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m
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ke
r’

)  
to
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ed
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at
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an
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r c
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ud
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at
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 c
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 p
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l c
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 b
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2.
3.

1.
 C
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no
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l c
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 b
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 d
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at
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l o
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 c
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 d
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s b
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 p
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e 
fo

llo
w

in
g 

pr
oc

ed
ur

es
: 

O
ne

 tu
be

 o
f p
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l b
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 b
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 p
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 p
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 b
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 c
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r f
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 p
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r r
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 b
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at
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 D
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 p
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 p
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 c
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 d
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 b
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 p
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 m
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 d
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 c
er

ta
in

ty
 a

 b
re

ac
h 

of
 c
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at
io

n 
in

 m
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f c
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 p
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 b
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 p
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 d
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 c
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 d
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 d
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 d
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 c
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 c
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 d
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 c
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 d
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l p
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, c
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 b
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 m
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s p
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r r
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r p
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 p
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l d
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 c
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 C
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ra
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 c
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l p
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 d
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 p
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 b
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 d
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 d
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 m
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 p
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 p

at
ie

nt
s)

. F
irs

t, 
it 

is
 e

ss
en

tia
l t

o 
es

tim
at

e 
w

ha
t f

ra
ct

io
n 

of
 th

e 
ph

en
ot

yp
ic

 v
ar

ia
tio

n 
is

 d
ue

 to
 g

en
et

ic
 fa

ct
or

s. 
A

 c
om

m
on

ly
 e

m
pl

oy
ed

 d
es

ig
n 

to
 

pe
rf

or
m

 su
ch

 a
n 

an
al

ys
is

 is
 th

e 
co

lle
ct

io
n 

of
 si

bl
in

g 
pa

irs
 w

ith
 th
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la
te

d 
an

d 
ar

e 
ex

pe
ct

ed
 to

 sh
ar

e,
 o

n 
av

er
ag

e,
 h

al
f t

he
ir 

ge
ne

tic
 m

at
er

ia
l. 

St
ud

ie
s i

n 
R

EG
IS

TR
Y

 w
ill

 fo
cu

s o
n 

es
tim

at
in

g 
th

e 
he

rit
ab

ili
ty

 o
f a

 n
um

be
r o

f d
iff

er
en

t q
ua

nt
ita

tiv
e 

ph
en

ot
yp

es
 in

cl
ud

in
g 

th
e 

ag
e 

of
 o

ns
et

 o
f d

is
ea

se
 a

nd
 th

e 
ra

te
 o

f d
is

ea
se

 p
ro

gr
es

si
on

 (a
s 

m
ea

su
re

d 
by

 a
 n

um
be

r o
f d

iff
er

en
t p

ar
am

et
er

s)
. F

or
 th

os
e 

ph
en

ot
yp

es
 a

nd
 tr

ai
ts

 w
hi

ch
 a

re
 

he
rit

ab
le

, t
he

 c
ol

le
ct

io
n 

of
 D

N
A

 a
nd

 o
f f

am
ily

 d
at

a 
w

ill
 a

llo
w

 st
ud

ie
s t

o 
id

en
tif

y 
th

e 
ge

ne
s 

an
d 

po
ly

m
or

ph
is

m
s c

on
tri

bu
tin

g 
to

 tr
ai

t v
ar

ia
bi

lit
y.

 B
ro

ad
-s

en
se

 h
er

ita
bi

lit
y 

(H
2)

 is
 e

st
im

at
ed

 
as

 tw
ic

e 
th

e 
si

bl
in

g 
in

tra
cl

as
s c

or
re

la
tio

n,
 a

cc
or

di
ng

 to
 th

e 
m

et
ho

d 
of

 F
al

co
ne

r (
19

89
). 

Th
is

 
im

pl
ie

s f
or

 a
 p

he
no

ty
pi

c 
tra

it 
w

ith
 5

0%
 h

er
ita

bi
lit

y 
(i.

e.
 h

al
f t

he
 p

he
no

ty
pi

c 
va

ria
tio

n 
is

 d
ue

 to
 

ge
ne

tic
 e

ff
ec

ts
), 

a 
sa

m
pl

e 
of

 a
pp

ro
xi

m
at

el
y 

10
0 

si
bl

in
g 

pa
irs

 w
ill

 h
av

e 
80

%
> 

po
w

er
 (w

ith
 

al
ph

a=
0.

05
). 

A
s t

he
 g

en
et

ic
 c

on
tri

bu
tio

n 
to

 th
e 

tra
it 

de
cr

ea
se

s, 
th

e 
re

qu
ire

d 
sa

m
pl

e 
si

ze
 

in
cr

ea
se

s. 
Fo

r a
 tr

ai
t w

ith
 o

nl
y 

20
%

 h
er

ita
bi

lit
y,

 a
 sa

m
pl

e 
of

 a
pp

ro
xi

m
at

el
y 

60
0 

si
bl

in
g 

pa
irs

 
is

 re
qu

ire
d 

fo
r 8

0%
 p

ow
er

. I
n 

ad
di

tio
n,

 it
 is

 e
ss

en
tia

l t
o 

pe
rf

or
m

 a
lte

rn
at

e 
an

al
ys

es
 su

ch
 a

s 
fa

m
ily

 b
as

ed
 a

ss
oc

ia
tio

n 
an

al
ys

es
. T

hi
s t

yp
e 

of
 a

na
ly

si
s c

an
 b

e 
re

la
tiv

el
y 

in
ef

fic
ie

nt
 in

 it
s u

se
 

of
 fa

m
ily

 re
so

ur
ce

s, 
bu

t i
s p

ar
tic

ul
ar

ly
 re

si
st

an
t t

o 
po

ss
ib

le
 so

ur
ce

s o
f d

at
a 

bi
as

 su
ch

 a
s s

am
pl

e 
st

ra
tif

ic
at

io
n.

  

2.
19

. D
at

a 
A

na
ly

si
s 

D
at

a 
an

al
ys

is
 is

 p
er

fo
rm

ed
 b

y 
in

ve
st

ig
at

or
s w

ith
 a

pp
ro

ve
d 

EH
D

N
 p

ro
po

sa
ls

. S
ta

tis
tic

al
 a

nd
 

an
al

yt
ic

al
 m

et
ho

ds
 h

av
e 

to
 b

e 
de

fin
ed

 a
s p

ar
t o

f t
he

 p
ro

po
sa

ls
 a

nd
 a

re
 u

lti
m

at
el

y 
th

e 
re

sp
on

si
bi

lit
y 

of
 th

e 
pr

op
os

er
s. 

H
ow

ev
er

, g
ui

da
nc

e 
fr

om
 b

io
st

at
is

tic
ia

ns
 a

ss
oc

ia
te

d 
w

ith
 

EH
D

N
 c

an
 b

e 
pr

ov
id

ed
 o

n 
re

qu
es

t a
nd

 is
 fa

ci
lit

at
ed

 th
ro

ug
h 

ce
nt

ra
l c

oo
rd

in
at

io
n 

of
 E

H
D

N
.

2.
20

. M
on

ito
ri

ng
 tr

ia
l p

ro
gr

es
s 

Fo
r d

at
a 

co
nt

ro
l t

he
re

 w
ill

 b
e 

co
nt

in
uo

us
 e

va
lu

at
io

n 
of

 d
at

a 
fo

r p
la

us
ib

ili
ty

.  
Th

er
e 

w
ill

 b
e 

ad
di

tio
na

l o
n-

si
te

 m
on

ito
rin

g 
to

 c
he

ck
 so

ur
ce

 d
oc

um
en

ts
 a

nd
 d

at
a 

en
try

.  
D

ur
in

g 
th

e 
si

te
 

vi
si

ts
, t

he
 st

ud
y 

m
on

ito
r s

ho
ul

d 
re

vi
ew

 o
rig

in
al

 p
at

ie
nt

 re
co

rd
s a

nd
 c

om
pa

re
 th

em
 w

ith
 th

e 
el

ec
tro

ni
c 

C
R

F.
 T

he
 in

ve
st

ig
at

or
 sh

ou
ld

 a
llo

ca
te

 a
de

qu
at

e 
tim

e 
fo

r t
he

se
 v

is
its

 a
nd

 sh
ou

ld
 

en
su

re
 th

at
 th

e 
m

on
ito

r i
s g

iv
en

 d
ire

ct
 a

cc
es

s t
o 

th
e 

pa
tie

nt
 so

ur
ce

 d
oc

um
en

ts
 (e

.g
. h

os
pi

ta
l 

fil
es

). 
B

et
w

ee
n 

on
-s

ite
 m

on
ito

rin
g 

vi
si

ts
 th

e 
m

on
ito

r s
ho

ul
d 

re
gu

la
rly

 c
he

ck
 th

e 
el

ec
tro

ni
c 

da
ta

 fo
r c

om
pl

et
en

es
s a

nd
 p

la
us

ib
ili

ty
 o

f t
he

 d
at

a.
 M

is
si

ng
 d

at
a 

w
ill

 b
e 

m
ar

ke
d.

2.
21

. F
or

m
s a

nd
 d

at
a 

ha
nd

lin
g 

A
 c

om
pl

et
e 

C
R

F 
is

 a
tta

ch
ed

 in
 th

e 
A

pp
en

di
x.

 T
he

 d
at

a 
ar

e 
en

te
re

d 
el

ec
tro

ni
ca

lly
 v

ia
 in

te
rn

et
-

ba
se

d 
te

ch
no

lo
gy

. T
he

 E
H

D
N

 w
eb

-p
or

ta
l i

s s
ep

ar
at

ed
 in

to
 se

ve
ra

l p
ar

ts
 w

ith
 d

iff
er

en
t a

cc
es

s 
ru

le
s. 

A
ny

 g
iv

en
 si

te
 in

ve
st

ig
at

or
 in

 R
EG

IS
TR

Y
 is

 a
llo

w
ed

 to
 se

e 
on

ly
 d

at
a 

on
 p

ar
tic

ip
an

ts
 

un
de

r t
he

 c
ar

e 
of

 th
e 

st
ud

y 
si

te
 to

 w
hi

ch
 th

e 
si

te
 in

ve
st

ig
at

or
 is

 a
ff

ili
at

ed
. C

en
tra

l 
C

oo
rd

in
at

io
n 

is
 a

llo
w

ed
 to

 v
ie

w
 a

ll 
da

ta
 o

f a
ll 

ce
nt

re
s f

or
 p

la
us

ib
ili

ty
 c

he
ck

s, 
qu

al
ity

 c
on

tro
l 

an
d 

m
on

ito
rin

g.
 A

s d
et

ai
le

d 
in

 th
e 

da
ta

 a
cc

es
s p

ol
ic

y 
of

 E
H

D
N

, i
nv

es
tig

at
or

s w
ho

se
 p

ro
je

ct
s 

w
er

e 
ap

pr
ov

ed
 b

y 
th

e 
sc

ie
nt

ifi
c 

re
vi

ew
 c

om
m

itt
ee

 o
f E

H
D

N
 re

ce
iv

e 
a 

re
co

de
d,

 p
er

tin
en

t 
ex

tra
ct

 o
ut

 o
f t

he
 d

at
a 

ba
se

. B
y 

or
de

r o
f t

he
 st

ee
rin

g 
co

m
m

itt
ee

 o
f R

EG
IS

TR
Y

, C
en

tra
l 

C
oo

rd
in

at
io

n 
is

 p
er

m
itt

ed
 to

 st
at

is
tic

al
ly

 e
va

lu
at

e 
th

e 
w

ho
le

 d
at

a 
se

t. 
 T

he
 w

ho
le

 d
at

ab
as

e 
is

 
sa

ve
d 

on
 a

 se
rv

er
. 

2.
22

. M
od

ifi
ca

tio
n 

of
 th

e 
pr

ot
oc

ol
 

A
ny

 m
od

ifi
ca

tio
n 

of
 th

e 
pr

ot
oc

ol
 w

hi
ch

 m
ay

 h
av

e 
an

 im
pa

ct
 o

n 
th

e 
co

nd
uc

t o
f t

he
 st

ud
y,

 
in

cl
ud

in
g 

st
ud

y 
ob

je
ct

iv
es

, s
tu

dy
 d

es
ig

n,
 p

ar
tic

ip
an

t p
op

ul
at

io
n,

 st
ud

y 
pr

oc
ed

ur
es

 o
r 

si
gn

ifi
ca

nt
 a

dm
in

is
tra

tiv
e 

as
pe

ct
s, 

w
ill

 re
qu

ire
 a

 fo
rm

al
 a

m
en

dm
en

t t
o 

th
e 

pr
ot

oc
ol

. T
he

 E
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o-

R
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H
D

 N
et

w
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k,
 th

e 
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ve
st

ig
at

or
s a

nd
 th

e 
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B
 w

ill
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ee

 u
po

n 
su

ch
 a

m
en
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en

ts
 p

rio
r t

o 
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en
ta

tio
n.

 

2.
23

. A
dm

in
is

tr
at

iv
e 

re
sp

on
si

bi
lit

ie
s 

Th
e 

In
ve

st
ig

at
or

 is
 re

sp
on

si
bl

e 
fo

r t
he

 a
de

qu
at

e 
m

ed
ic

al
 c

ar
e 

of
 th

e 
pa

rti
ci

pa
nt

 d
ur

in
g 

th
e 

st
ud

y.
 T

he
 In

ve
st

ig
at

or
 m

us
t f

ol
lo

w
 G

C
P 

G
ui

de
lin

es
 a

nd
 is

 re
sp

on
si

bl
e 

fo
r t

he
 sa

fe
ty

 a
nd

 th
e 

m
ed

ic
al

 c
ar

e 
of

 th
e 

pa
rti

ci
pa

nt
. 

A
 c

on
tra

ct
 w

ill
 b

e 
is

su
ed

 to
 re

gu
la

te
 th

e 
ob

lig
at

io
ns

 a
nd

 ri
gh

ts
 o

f t
he

 in
ve

st
ig

at
or

 a
nd

 th
e 

re
sp

on
si

bi
lit

ie
s o

f t
he

 R
EG

IS
TR

Y
 tr

ia
l c

oo
rd

in
at

io
n 

in
cl

ud
in

g 
th

e 
sp

on
so

rs
; t

he
 c

on
tra

ct
 w

ill
 

be
 si

gn
ed

 b
et

w
ee

n 
au

th
or

iz
ed

 re
pr

es
en

ta
tiv

es
 o

f t
he

 re
sp

ec
tiv

e 
in

st
itu

tio
ns

 w
ith

 w
hi

ch
 th

e 
in

ve
st

ig
at

or
s a

re
 a

ff
ili

at
ed

 a
nd

 R
EG

IS
TR

Y
 tr

ia
l c

oo
rd

in
at

io
n 

re
pr

es
en

te
d 

fo
r t

he
 ti

m
e 

be
in

g 
by

 th
e 

U
ni

ve
rs

ity
 H

os
pi

ta
l o

f U
lm

 U
ni

ve
rs

ity
. 

Sp
on

so
r o

f t
he

 R
EG

IS
TR

Y
 st

ud
y 

is
 th

e 
Eu

ro
-H

D
 n

et
w

or
k 

in
 c

on
ju

nc
tio

n 
w

ith
 H

ig
h-

Q
 

Fo
un

da
tio

n/
H

P 
Th

er
ap

eu
tic

s F
ou

nd
at

io
n,

 In
c.

 

Th
e 

st
ee

rin
g 

co
m

m
itt

ee
 o

f R
EG

IS
TR

Y
 is

 re
sp

on
si

bl
e 

fo
r o

ve
rs

ee
in

g 
th

e 
m

on
ito

rin
g 

an
d 

da
ta

 
qu

al
ity

 c
on

tro
l p

ro
ce

du
re

s. 
C

en
tra

l C
oo

rd
in

at
io

n 
of

 E
H

D
N

 is
 re

sp
on

si
bl

e 
fo

r t
he

 e
xe

cu
tio

n 
of

 
m

on
ito

rin
g 

ac
co

rd
in

g 
to

 th
e 

pr
in

ci
pl

es
 o

f G
oo

d 
C

lin
ic

al
 P

ra
ct

ic
e 

(G
C

P)
 a

nd
 fo

r s
up

pl
yi

ng
 

tra
in

ed
 p

er
so

na
l f

or
 th

is
 p

ur
po

se
.

Th
e 

st
ee

rin
g 

co
m

m
itt

ee
 o

f R
EG

IS
TR

Y
 is

 re
sp

on
si

bl
e 

fo
r p

ro
m

ot
in

g 
in

cl
us

io
n 

in
to

 
R

EG
IS

TR
Y

 a
nd

 fo
r d

ev
el

op
in

g 
th

e 
pr

ot
oc

ol
 o

f t
he

 R
EG

IS
TR

Y
 st

ud
y 

fu
rth

er
 (e

.g
. b

y 
co

ns
id

er
in

g 
ad

di
tio

na
l c

om
po

ne
nt

s l
ik

e 
M

R
I i

m
ag

in
g)

 a
nd

 b
y 

m
ak

in
g 

de
ci

si
on

s o
n 

th
e 

bi
os

am
pl

es
 c

ol
le

ct
ed

 in
 fu

tu
re

 fo
llo

w
 u

p 
vi

si
ts

. 

 A
cc

es
s t

o 
th

e 
cl

in
ic

al
 d

at
ab

as
e 

an
d 

to
 th

e 
bi

os
am

pl
es

 is
 re

gu
la

te
d 

by
 th

e 
po

lic
ie

s o
f E

H
D

N
 

(s
ee

 a
pp

en
di

x)
. I

n 
br

ie
f, 

re
se

ar
ch

er
s i

nt
er

es
te

d 
in

 o
bt

ai
ni

ng
 b

io
sa

m
pl

es
 fo

r f
ur

th
er

 a
na

ly
si

s 
ha

ve
 to

 su
bm

it 
br

ie
f o

ut
lin

es
 o

f t
he

ir 
H

D
 re

la
te

d 
re

se
ar

ch
 p

ro
je

ct
 to

 th
e 

Sc
ie

nt
ifi

c 
R

ev
ie

w
 

B
oa

rd
 o

f E
H

D
N

. T
he

 S
ci

en
tif

ic
 R

ev
ie

w
 B

oa
rd

 w
ill

 a
ss

es
s w

he
th

er
 th

e 
pr

op
os

ed
 p

ro
je

ct
 fa

lls
 

w
ith

in
 th

e 
su

bj
ec

t a
re

a 
to

 w
hi

ch
 p

ar
tic

ip
an

ts
 g

av
e 

th
ei

r i
nf

or
m

ed
 c

on
se

nt
 (i

.e
. s

tu
di

es
 to

 
id

en
tif

y 
ge

ne
tic

 m
od

ifi
er

s o
f H

D
 a

nd
 to

 e
st

ab
lis

h 
an

d 
va

lid
at

e 
bi

ol
og

ic
al

 m
ar

ke
rs

 fo
r H

D
) a

nd
 

w
he

th
er

 th
e 

pr
op

os
al

 is
 e

th
ic

al
ly

 a
nd

 sc
ie

nt
ifi

ca
lly

 so
un

d.
 O

nc
e 

a 
pr

oj
ec

t i
s a

pp
ro

ve
d 

by
 th

e 
Sc

ie
nt

ifi
c 

R
ev

ie
w

 B
oa

rd
, t

he
 p

ro
po

se
r h

as
 to

 c
on

fir
m

 in
 w

rit
in

g 
to

 c
om

pl
y 

w
ith

 th
e 

da
ta

 
ac

ce
ss

 a
nd

 p
ub

lic
at

io
n 

po
lic

y 
of

 E
H

D
N

 a
nd

 w
ill

 p
ro

vi
de

 a
 sh

or
t a

bs
tra

ct
 o

n 
th

e 
ap

pr
ov

ed
 

pr
op

os
al

 fo
r d

is
pl

ay
 a

t t
he

 E
H

D
N

 w
eb

 p
or

ta
l. 

R
es

ea
rc

he
rs

 c
on

du
ct

in
g 

an
 a

pp
ro

ve
d 

pr
oj

ec
t 

w
ill

 th
en

 b
e 

gr
an

te
d 

ac
ce

ss
 to

 e
xp

lo
re

 a
 re

co
de

d 
ex

ce
rp

t o
f t

he
 c

lin
ic

al
 d

at
ab

as
e 

of
 E

H
D

N
 fo

r 
se

le
ct

io
n 

of
 a

pp
ro

pr
ia

te
 sa

m
pl

es
 b

as
ed

 o
n 

ph
en

ot
yp

ic
al

 c
ha

ra
ct

er
is

tic
s a

s w
el

l a
s B

io
R

ep
’s

 
da

ta
ba

se
 to

 e
xp

lo
re

 a
va

ila
bi

lit
y 

of
 sa

m
pl

es
. T

he
 d

at
ab

as
e 

to
 w

hi
ch

 th
e 

re
se

ar
ch

es
 c

on
du

ct
in

g 
an

 a
pp

ro
ve

d 
pr

oj
ec

t i
s g

ra
nt

ed
 a

cc
es

s i
s r

ec
od

ed
 in

 o
rd

er
 to

 (1
) c

on
tro

l f
or

 d
ou

bl
e 

pu
bl

ic
at

io
n 

of
 th

e 
sa

m
e 

da
ta

 se
ts

 a
nd

 (2
) t

o 
av

oi
d 

th
at

 re
se

ar
ch

er
s r

ec
og

ni
ze

 d
at

a 
se

ts
 a

s t
he

ir 
ow

n 
co

nt
rib

ut
io

n.
 In

 p
ar

al
le

l a
nd

 p
rio

r t
o 

th
e 

re
le

as
e 

of
 sa

m
pl

es
 c

on
fir

m
at

io
n 

is
 so

ug
ht

 fr
om

 th
e 

re
sp

ec
tiv

e 
le

ad
in

g 
na

tio
na

l E
R

B
 th

at
 n

o 
ob

je
ct

io
ns

 a
re

 ra
is

ed
 a

ga
in

st
 th

e 
as

se
ss

m
en

t b
y 

th
e 

Sc
ie

nt
ifi

c 
R

ev
ie

w
 B

oa
rd

 o
f E

H
D

N
 th

at
 th

e 
pr

op
os

ed
 re

se
ar

ch
 p

ro
je

ct
 fa

lls
 w

ith
in

 th
e 

su
bj

ec
t 

ar
ea

 to
 w

hi
ch

 p
ar

tic
ip

an
ts

 g
av

e 
th

ei
r i

nf
or

m
ed

 c
on

se
nt

. 



128 Hygeia Public Health  2011, 46(2): 115-182

R
EG

IS
TR

Y
 P

ro
to

co
l 2

.0
 

 
25

 

R
ef

er
en

ce
s 

1.
 

Th
e 

H
un

tin
gt

on
's 

D
is

ea
se

 C
ol

la
bo

ra
tiv

e 
R

es
ea

rc
h 

G
ro

up
, A

 n
ov

el
 g

en
e 

co
nt

ai
ni

ng
 a

 
tr

in
uc

le
ot

id
e 

re
pe

at
 th

at
 is

 e
xp

an
de

d 
an

d 
un

st
ab

le
 o

n 
H

un
tin

gt
on

's 
di

se
as

e 
ch

ro
m

os
om

es
.  

C
el

l, 
19

93
. 

72
 (6

): 
p.

 9
71

-8
3.

 
2.

 
La

nd
le

s, 
C

. a
nd

 G
.P

. B
at

es
, H

un
tin

gt
in

 a
nd

 th
e 

m
ol

ec
ul

ar
 p

at
ho

ge
ne

si
s o

f H
un

tin
gt

on
's 

di
se

as
e.

  E
M

B
O

 R
ep

, 2
00

4.
 5

 (1
0)

: p
. 9

58
-6

3.
 

3.
 

H
ei

se
r, 

V
., 

et
 a

l.,
 In

hi
bi

tio
n 

of
 h

un
tin

gt
in

 fi
br

ill
og

en
es

is
 b

y 
sp

ec
ifi

c 
an

tib
od

ie
s a

nd
 sm

al
l 

m
ol

ec
ul

es
: i

m
pl

ic
at

io
ns

 fo
r H

un
tin

gt
on

's 
di

se
as

e 
th

er
ap

y.
  P

ro
c 

N
at

l A
ca

d 
Sc

i U
 S

 A
, 2

00
0.

 9
7 

(1
2)

: 
p.

 6
73

9-
44

. 
4.

 
Zh

an
g,

 X
., 

et
 a

l.,
 A

 p
ot

en
t s

m
al

l m
ol

ec
ul

e 
in

hi
bi

ts
 p

ol
yg

lu
ta

m
in

e 
ag

gr
eg

at
io

n 
in

 H
un

tin
gt

on
's 

di
se

as
e 

ne
ur

on
s a

nd
 su

pp
re

ss
es

 n
eu

ro
de

ge
ne

ra
tio

n 
in

 v
iv

o.
  P

ro
c 

N
at

l A
ca

d 
Sc

i U
 S

 A
, 2

00
5.

 1
02

 (3
): 

p.
 8

92
-7

. 
5.

 
B

ea
l, 

M
.F

. a
nd

 R
.J.

 F
er

ra
nt

e,
 E

xp
er

im
en

ta
l t

he
ra

pe
ut

ic
s i

n 
tr

an
sg

en
ic

 m
ou

se
 m

od
el

s o
f 

H
un

tin
gt

on
's 

di
se

as
e.

  N
at

 R
ev

 N
eu

ro
sc

i, 
20

04
. 5

 (5
): 

p.
 3

73
-8

4.
 

6.
 

Sh
ou

ls
on

, I
. a

nd
 S

. F
ah

n,
 H

un
tin

gt
on

 d
is

ea
se

: c
lin

ic
al

 c
ar

e 
an

d 
ev

al
ua

tio
n.

  N
eu

ro
lo

gy
, 1

97
9.

 
29

 (1
): 

p.
 1

-3
. 

7.
 

Sh
ou

ls
on

, I
., 

et
 a

l.,
 A

 c
on

tr
ol

le
d 

cl
in

ic
al

 tr
ia

l o
f b

ac
lo

fe
n 

as
 p

ro
te

ct
iv

e 
th

er
ap

y 
in

 e
ar

ly
 

H
un

tin
gt

on
's 

di
se

as
e.

  A
nn

 N
eu

ro
l, 

19
89

. 2
5 

(3
): 

p.
 2

52
-9

. 
8.

 
Fo

ls
te

in
, S

.E
., 

et
 a

l.,
 H

un
tin

gt
on

 d
is

ea
se

 in
 M

ar
yl

an
d:

 c
lin

ic
al

 a
sp

ec
ts

 o
f r

ac
ia

l v
ar

ia
tio

n.
  A

m
 

J H
um

 G
en

et
, 1

98
7.

 4
1 

(2
): 

p.
 1

68
-7

9.
 

9.
 

Fe
ig

in
, A

., 
et

 a
l.,

 F
un

ct
io

na
l d

ec
lin

e 
in

 H
un

tin
gt

on
's 

di
se

as
e.

  M
ov

 D
is

or
d,

 1
99

5.
 1

0 
(2

): 
p.

 
21

1-
4.

10
. 

Pe
nn

ey
, J

.B
., 

Jr
., 

et
 a

l.,
 H

un
tin

gt
on

's 
di

se
as

e 
in

 V
en

ez
ue

la
: 7

 y
ea

rs
 o

f f
ol

lo
w

-u
p 

on
 

sy
m

pt
om

at
ic

 a
nd

 a
sy

m
pt

om
at

ic
 in

di
vi

du
al

s. 
 M

ov
 D

is
or

d,
 1

99
0.

 5
 (2

): 
p.

 9
3-

9.
 

11
. 

Y
ou

ng
, A

.B
., 

et
 a

l.,
 P

ET
 sc

an
 in

ve
st

ig
at

io
ns

 o
f H

un
tin

gt
on

's 
di

se
as

e:
 c

er
eb

ra
l m

et
ab

ol
ic

 
co

rr
el

at
es

 o
f n

eu
ro

lo
gi

ca
l f

ea
tu

re
s a

nd
 fu

nc
tio

na
l d

ec
lin

e.
  A

nn
 N

eu
ro

l, 
19

86
. 2

0 
(3

): 
p.

 2
96

-3
03

. 
12

. 
Si

es
lin

g,
 S

., 
M

. V
eg

te
r-

va
n 

de
r V

lis
, a

nd
 R

.A
. R

oo
s, 

Ju
ve

ni
le

 H
un

tin
gt

on
 d

is
ea

se
 in

 th
e 

N
et

he
rl

an
ds

.  
Pe

di
at

r N
eu

ro
l, 

19
97

. 1
7 

(1
): 

p.
 3

7-
43

. 
13

. 
H

un
tin

gt
on

 S
tu

dy
 G

ro
up

, U
ni

fie
d 

H
un

tin
gt

on
's 

D
is

ea
se

 R
at

in
g 

Sc
al

e:
 re

lia
bi

lit
y 

an
d 

co
ns

is
te

nc
y.

  M
ov

 D
is

or
d,

 1
99

6.
 1

1 
(2

): 
p.

 1
36

-4
2.

 
14

. 
M

ar
de

r, 
K

., 
et

 a
l.,

 R
at

e 
of

 fu
nc

tio
na

l d
ec

lin
e 

in
 H

un
tin

gt
on

's 
di

se
as

e.
 H

un
tin

gt
on

 S
tu

dy
 G

ro
up

.
N

eu
ro

lo
gy

, 2
00

0.
 5

4 
(2

): 
p.

 4
52

-8
. 

15
. 

Si
es

lin
g,

 S
., 

et
 a

l.,
 U

ni
fie

d 
H

un
tin

gt
on

's 
di

se
as

e 
ra

tin
g 

sc
al

e:
 a

 fo
llo

w
 u

p.
  M

ov
 D

is
or

d,
 1

99
8.

 
13

 (6
): 

p.
 9

15
-9

. 
16

. 
H

un
tin

gt
on

 S
tu

dy
 G

ro
up

, S
af

et
y 

an
d 

to
le

ra
bi

lit
y 

of
 th

e 
fr

ee
-r

ad
ic

al
 sc

av
en

ge
r O

PC
-1

41
17

 in
 

H
un

tin
gt

on
's 

di
se

as
e.

  N
eu

ro
lo

gy
, 1

99
8.

 5
0 

(5
): 

p.
 1

36
6-

73
. 

17
. 

H
un

tin
gt

on
 S

tu
dy

 G
ro

up
, A

 ra
nd

om
iz

ed
, p

la
ce

bo
-c

on
tr

ol
le

d 
tr

ia
l o

f c
oe

nz
ym

e 
Q

10
 a

nd
 

re
m

ac
em

id
e 

in
 H

un
tin

gt
on

's 
di

se
as

e.
  N

eu
ro

lo
gy

, 2
00

1.
 5

7 
(3

): 
p.

 3
97

-4
04

. 
18

. 
R

os
as

, H
.D

., 
et

 a
l.,

 R
ilu

zo
le

 th
er

ap
y 

in
 H

un
tin

gt
on

's 
di

se
as

e 
(H

D
). 

 M
ov

 D
is

or
d,

 1
99

9.
 1

4 
(2

): 
p.

 3
26

-3
0.

 
19

. 
H

un
tin

gt
on

, G
., 

O
n 

C
ho

re
a.

  T
he

 M
ed

ic
al

 a
nd

 S
ur

gi
ca

l R
ep

or
te

r.,
 1

87
2.

 2
6 

: p
. 3

17
-3

21
. 

20
. 

A
nd

re
w

, S
.E

., 
et

 a
l.,

 T
he

 re
la

tio
ns

hi
p 

be
tw

ee
n 

tr
in

uc
le

ot
id

e 
(C

AG
) r

ep
ea

t l
en

gt
h 

an
d 

cl
in

ic
al

 
fe

at
ur

es
 o

f H
un

tin
gt

on
's 

di
se

as
e.

  N
at

 G
en

et
, 1

99
3.

 4
 (4

): 
p.

 3
98

-4
03

. 
21

. 
D

uy
ao

, M
., 

et
 a

l.,
 T

ri
nu

cl
eo

tid
e 

re
pe

at
 le

ng
th

 in
st

ab
ili

ty
 a

nd
 a

ge
 o

f o
ns

et
 in

 H
un

tin
gt

on
's 

di
se

as
e.

  N
at

 G
en

et
, 1

99
3.

 4
 (4

): 
p.

 3
87

-9
2.

 
22

. 
Sn

el
l, 

R
.G

., 
et

 a
l.,

 R
el

at
io

ns
hi

p 
be

tw
ee

n 
tr

in
uc

le
ot

id
e 

re
pe

at
 e

xp
an

si
on

 a
nd

 p
he

no
ty

pi
c 

va
ri

at
io

n 
in

 H
un

tin
gt

on
's 

di
se

as
e.

  N
at

 G
en

et
, 1

99
3.

 4
 (4

): 
p.

 3
93

-7
. 

23
. 

La
ng

be
hn

, D
.R

., 
et

 a
l.,

 A
 n

ew
 m

od
el

 fo
r p

re
di

ct
io

n 
of

 th
e 

ag
e 

of
 o

ns
et

 a
nd

 p
en

et
ra

nc
e 

fo
r 

H
un

tin
gt

on
's 

di
se

as
e 

ba
se

d 
on

 C
AG

 le
ng

th
.  

C
lin

 G
en

et
, 2

00
4.

 6
5 

(4
): 

p.
 2

67
-7

7.
 

24
. 

W
ex

le
r, 

N
.S

., 
et

 a
l.,

 V
en

ez
ue

la
n 

ki
nd

re
ds

 re
ve

al
 th

at
 g

en
et

ic
 a

nd
 e

nv
ir

on
m

en
ta

l f
ac

to
rs

 
m

od
ul

at
e 

H
un

tin
gt

on
's 

di
se

as
e 

ag
e 

of
 o

ns
et

.  
Pr

oc
 N

at
l A

ca
d 

Sc
i U

 S
 A

, 2
00

4.
 1

01
 (1

0)
: p

. 3
49

8-
50

3.
 

R
EG

IS
TR

Y
 P

ro
to

co
l 2

.0
 

 
26

 

25
. 

N
az

e,
 P

., 
et

 a
l.,

 M
ut

at
io

n 
an

al
ys

is
 a

nd
 a

ss
oc

ia
tio

n 
st

ud
ie

s o
f t

he
 u

bi
qu

iti
n 

ca
rb

ox
y-

te
rm

in
al

 
hy

dr
ol

as
e 

L1
 g

en
e 

in
 H

un
tin

gt
on

's 
di

se
as

e.
  N

eu
ro

sc
i L

et
t, 

20
02

. 3
28

 (1
): 

p.
 1

-4
. 

26
. 

R
ub

in
sz

te
in

, D
.C

., 
et

 a
l.,

 G
en

ot
yp

es
 a

t t
he

 g
lu

R6
 k

ai
na

te
 re

ce
pt

or
 lo

cu
s a

re
 a

ss
oc

ia
te

d 
w

ith
 

va
ri

at
io

n 
in

 th
e 

ag
e 

of
 o

ns
et

 o
f h

un
tin

gt
on

-d
is

ea
se

.  
Pr

oc
ee

di
ng

s o
f t

he
 N

at
io

na
l A

ca
de

m
y 

of
 S

ci
en

ce
s 

of
 th

e 
U

ni
te

d 
St

at
es

 o
f A

m
er

ic
a,

 1
99

7.
 9

4 
(8

): 
p.

 3
87

2-
38

76
. 

27
. 

M
ac

D
on

al
d,

 M
.E

., 
et

 a
l.,

 E
vi

de
nc

e 
fo

r t
he

 G
lu

R6
 g

en
e 

as
so

ci
at

ed
 w

ith
 y

ou
ng

er
 o

ns
et

 a
ge

 o
f 

H
un

tin
gt

on
's 

di
se

as
e.

  N
eu

ro
lo

gy
, 1

99
9.

 5
3 

(6
): 

p.
 1

33
0-

2.
 

28
. 

C
ha

tto
pa

dh
ya

y,
 B

., 
et

 a
l.,

 M
od

ul
at

io
n 

of
 a

ge
 a

t o
ns

et
 in

 H
un

tin
gt

on
's 

di
se

as
e 

an
d 

sp
in

oc
er

eb
el

la
r a

ta
xi

a 
ty

pe
 2

 p
at

ie
nt

s o
ri

gi
na

te
d 

fr
om

 e
as

te
rn

 In
di

a.
  N

eu
ro

sc
i L

et
t, 

20
03

. 3
45

 (2
): 

p.
 

93
-6

.
29

. 
Li

, J
.L

., 
et

 a
l.,

 A
 g

en
om

e 
sc

an
 fo

r m
od

ifi
er

s o
f a

ge
 a

t o
ns

et
 in

 H
un

tin
gt

on
 d

is
ea

se
: T

he
 H

D
 

M
AP

S 
st

ud
y.

  A
m

 J 
H

um
 G

en
et

, 2
00

3.
 7

3 
(3

): 
p.

 6
82

-7
. 

30
. 

D
jo

us
se

, L
., 

et
 a

l.,
 E

vi
de

nc
e 

fo
r a

 m
od

ifi
er

 o
f o

ns
et

 a
ge

 in
 H

un
tin

gt
on

 d
is

ea
se

 li
nk

ed
 to

 th
e 

H
D

 
ge

ne
 in

 4
p1

6.
  N

eu
ro

ge
ne

tic
s, 

20
04

. 5
 (2

): 
p.

 1
09

-1
4.

 
31

. 
D

jo
us

se
, L

., 
et

 a
l.,

 In
te

ra
ct

io
n 

of
 n

or
m

al
 a

nd
 e

xp
an

de
d 

C
AG

 re
pe

at
 si

ze
s i

nf
lu

en
ce

s a
ge

 a
t 

on
se

t o
f H

un
tin

gt
on

 d
is

ea
se

.  
A

m
 J 

M
ed

 G
en

et
 A

, 2
00

3.
 1

19
 (3

): 
p.

 2
79

-8
2.

 
32

. 
R

ie
ss

, O
., 

et
 a

l.,
 Im

pr
ov

ed
 P

C
R 

co
nd

iti
on

s f
or

 th
e 

st
re

tc
h 

of
 (C

AG
)n

 re
pe

at
s c

au
si

ng
 

H
un

tin
gt

on
's 

di
se

as
e.

  H
um

 M
ol

 G
en

et
, 1

99
3.

 2
 (9

): 
p.

 1
52

3.
 

33
. 

W
ar

ne
r, 

J.P
., 

L.
H

. B
ar

ro
n,

 a
nd

 D
.J.

 B
ro

ck
, A

 n
ew

 p
ol

ym
er

as
e 

ch
ai

n 
re

ac
tio

n 
(P

C
R)

 a
ss

ay
 fo

r 
th

e 
tr

in
uc

le
ot

id
e 

re
pe

at
 th

at
 is

 u
ns

ta
bl

e 
an

d 
ex

pa
nd

ed
 o

n 
H

un
tin

gt
on

's 
di

se
as

e 
ch

ro
m

os
om

es
.  

M
ol

 
C

el
l P

ro
be

s, 
19

93
. 7

 (3
): 

p.
 2

35
-9

. 
34

. 
Po

tte
r, 

N
.T

., 
E.

B
. S

pe
ct

or
, a

nd
 T

.W
. P

rio
r, 

Te
ch

ni
ca

l s
ta

nd
ar

ds
 a

nd
 g

ui
de

lin
es

 fo
r H

un
tin

gt
on

 
di

se
as

e 
te

st
in

g.
  G

en
et

 M
ed

, 2
00

4.
 6

 (1
): 

p.
 6

1-
5.

 



129Study Protocol of Registry – version 2.0 – European Huntington’s Disease Network (EHDN)

R
EG

IS
TR

Y
 P

ro
to

co
l 2

.0
 

 
27

 

A
pp

en
di

ce
s 

A
 In

fo
rm

at
io

n 
an

d 
C

on
se

nt
 F

or
m

s 

Pa
rt

ic
ip

an
t M

od
el

 In
fo

rm
at

io
n 

Fo
rm

 

N
am

e 
of

 st
ud

y:
 R

EG
IS

TR
Y

 –
 a

n 
ob

se
rv

at
io

na
l s

tu
dy

 o
f t

he
 E

ur
op

ea
n 

H
un

tin
gt

on
-

D
is

ea
se

 N
et

w
or

k 
(E

H
D

N
) 

D
ea

r P
ar

tic
ip

an
t, 

 

Y
ou

 a
re

 e
ith

er
 su

ff
er

in
g 

fr
om

 H
un

tin
gt

on
’s

 d
is

ea
se

 (H
D

), 
be

lo
ng

 to
 a

 fa
m

ily
 a

t r
is

k 
fo

r 
H

D
, o

r a
re

 a
 re

la
tiv

e 
of

 a
 p

at
ie

nt
 w

ith
 H

D
. T

he
 c

lin
ic

ia
n 

tre
at

in
g 

yo
u 

or
 y

ou
r r

el
at

iv
e 

ha
s 

as
ke

d 
yo

u 
w

he
th

er
 y

ou
 a

re
 w

ill
in

g 
to

 p
ar

tic
ip

at
e 

in
 a

 st
ud

y 
(‘

R
EG

IS
TR

Y
’)

 c
on

du
ct

ed
 a

t 
m

an
y 

ce
nt

re
s t

hr
ou

gh
ou

t E
ur

op
e 

st
riv

in
g 

to
 u

nd
er

st
an

d 
H

D
 b

et
te

r a
nd

 to
 im

pr
ov

e 
th

e 
cu

rr
en

tly
 a

va
ila

bl
e 

to
ol

s t
o 

fo
llo

w
 th

e 
co

ur
se

 o
f t

he
 d

is
ea

se
. I

n 
ad

di
tio

n,
 R

EG
IS

TR
Y

 a
im

s 
to

 h
el

p 
in

 u
nd

er
st

an
di

ng
 w

hi
ch

 g
en

e(
s)

 o
th

er
 th

an
 th
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ra
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f p
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g.

 in
 th

e 
re

cr
ui

tm
en

t o
f p
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t f
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 m
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 d
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 d
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 d

at
a 

se
cu

rit
y,

 
in

cl
ud

in
g 

re
st

ric
tio

n 
of

 d
at

a 
ac

ce
ss

 to
 a

ut
ho

ris
ed

 p
er

so
ns

 a
nd

 se
cu

re
 tr

an
sm

is
si

on
 o

f d
at

a)
. 

D
at

a 
en

try
 a

nd
 th

e 
us

e 
of

 th
e 

R
EG

IS
TR

Y
 d

at
ab

as
e 

w
ill

 b
e 

ca
rr

ie
d 

ou
t u

si
ng

 th
e 

in
te

rn
et

. 

R
EG

IS
TR

Y
 P

ro
to

co
l 2

.0
 

 
28

 

Th
e 

da
ta

ba
se

 is
 h

el
d 

at
 C

en
tra

l C
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 b
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 re
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r p
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 p
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t c
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 c
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l c
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 c
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 c
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r p
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 p
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 p
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 c
on

se
nt

 to
 a

 th
or

ou
gh

 st
an

da
rd

 e
xa

m
in

at
io

n 
an

d 
th

e 
do

cu
m

en
ta

tio
n 

of
 th

e 
da

ta
 

ob
ta

in
ed

 d
ur

in
g 

yo
ur

 c
lin

ic
al

 e
xa

m
in

at
io

n 
in

 a
n 

el
ec

tro
ni

c 
da

ta
 b

as
e 

an
d 

yo
ur

 c
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s d
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t b
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e 
bo

x 
‘Y

ES
’ i

n 
th

e 
co

ns
en

t f
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 b
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 m
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 m
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 b
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l c
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r p
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 b
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, b
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 c
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. c
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at
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s o
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 c
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 b
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 c
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r c
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 c
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sa
fe

 st
or

ag
e 

an
d 

ha
nd

lin
g 

of
 b

io
m

at
er

ia
ls

, B
io

R
ep

 in
 M

ila
no

, I
ta

ly
. A

cc
es

s t
o 

bi
os

am
pl

es
 w

ill
 b

e 
gr

an
te

d 
to

 re
se

ar
ch

er
s w

ho
se

 p
ro

po
sa

ls
 w

er
e 

ap
pr

ov
ed

 b
y 

a 
pa

ne
l o

f e
xp

er
ie

nc
ed

 sc
ie

nt
is

ts
 a

nd
 

cl
in

ic
ia

ns
 w

ho
 fo

rm
 th

e 
Sc

ie
nt

ifi
c 

R
ev

ie
w

 C
om

m
itt

ee
 o

f E
H

D
N

 a
nd

 w
ho

se
 p

ro
po

sa
ls

 
w

er
e 

ju
dg

ed
 to

 b
e 

w
el

l w
ith

in
 th

e 
su

bj
ec

t a
re

a 
fo

r w
hi

ch
 y

ou
 g

av
e 

in
fo

rm
ed

 c
on

se
nt

, i
.e

. 
re

pr
es

en
t s

tu
di

es
 in

to
 g

en
et

ic
 m

od
ifi

er
s a

nd
 b

io
lo

gi
ca

l m
ar

ke
rs

 fo
r H

D
. 

O
pt

io
na

l c
om

po
ne

nt
 3

: A
na

ly
si

s o
f a

 b
lo

od
 sa

m
pl

e 
fo

r t
he

 H
D

 m
ut

at
io

n 
W

e 
as

k 
yo

u 
fo

r y
ou

r p
er

m
is

si
on

 to
 c

on
si

de
r t

o 
al

lo
w

 u
s t

o 
m

ea
su

re
 th

e 
nu

m
be

r o
f C

A
G

 
re

pe
at

s i
n 

th
e 

H
D

 g
en

e.
 T

hi
s e

xa
m

in
at

io
n 

w
ill

 a
llo

w
 e

ve
ry

bo
dy

 to
 b

e 
ve

ry
 c

er
ta

in
 a

bo
ut

 
th

e 
H

D
 m

ut
at

io
n 

an
d 

th
e 

pr
ec

is
e 

le
ng

th
 o

f t
he

 C
A

G
 re

pe
at

. G
iv

en
 th

e 
im

po
rta

nc
e 

of
 th

e 
H

D
 m

ut
at

io
n 

it 
is

 fe
lt 

to
 b

e 
of

 a
dv

an
ta

ge
 to

 h
av

e 
th

e 
re

su
lts

 o
f m

or
e 

th
an

 o
ne

 a
na

ly
si

s 
ba

se
d 

on
 a

n 
in

de
pe

nd
en

tly
 o

bt
ai

ne
d 

sa
m

pl
e.

  

Th
e 

co
lle

ct
io

n 
of

 b
lo

od
 m

ay
 c

au
se

 p
ai

n 
an

d/
or

 b
ru

is
in

g 
at

 th
e 

si
te

 w
he

re
 b

lo
od

 is
 d

ra
w

n.
 

Fa
in

tin
g 

or
 fe

el
in

g 
lig

ht
-h

ea
de

d 
m

ay
 o

cc
ur

 d
ur

in
g 

or
 sh

or
tly

 a
fte

r h
av

in
g 

bl
oo

d 
dr

aw
n.

 If
 

yo
u 

ex
pe

rie
nc

es
 th

is
, y

ou
 w

ill
 b

e 
in

st
ru

ct
ed

 to
 li

e 
do

w
n 

im
m

ed
ia

te
ly

 to
 a

vo
id

 p
os

si
bl

e 
in

ju
rie

s. 
Lo

ca
liz

ed
 c

lo
t f

or
m

at
io

n 
an

d 
in

fe
ct

io
ns

 m
ay

 o
cc

ur
, b

ut
 th

is
 is

 v
er

y 
ra

re
. T

he
 

am
ou

nt
 o

f b
lo

od
 c

ol
le

ct
ed

 is
 sm

al
l (

30
m

l) 
an

d 
th

e 
in

te
rv

al
 b

et
w

ee
n 

co
lle

ct
io

ns
 is

 lo
ng

, s
o 

th
er

e 
is

 n
o 

ris
k 

of
 d

ev
el

op
in

g 
an

 a
ne

m
ia

. 

O
pt

io
na

l c
om

po
ne

nt
 4

: F
am

ily
 H

is
to

ry
 Q

ue
st

io
nn

ai
re

 
W

e 
as

k 
yo

u 
to

 c
on

si
de

r a
ns

w
er

in
g 

so
m

e 
qu

es
tio

ns
 re

ga
rd

in
g 

yo
ur

 fa
m

ily
 h

is
to

ry
. H

D
 is

 
an

 in
he

rit
ed

 d
is

ea
se

 a
nd

 it
 is

 p
ar

t o
f s

ta
nd

ar
d 

m
ed

ic
al

 c
ar

e 
to

 o
bt

ai
n 

a 
fa

m
ily

 tr
ee

. M
os

t 
im

po
rta

nt
ly

, w
ith

 th
e 

he
lp

 o
f t

he
 fa

m
ily

 h
is

to
ry

 q
ue

st
io

nn
ai

re
 a

s d
es

ig
ne

d 
fo

r R
EG

IS
TR

Y
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on
e 

ca
n 

re
co

gn
iz

e 
w

he
th

er
 b

io
sa

m
pl

es
 o

r c
lin

ic
al

 d
at

a 
se

ts
 a

re
 li

nk
ed

 a
nd

 th
er

ef
or

e 
ap

pl
y 

th
e 

ve
ry

 p
ow

er
fu

l t
ec

hn
iq

ue
 o

f s
ib

-p
ai

r a
na

ly
si

s w
hi

le
 p

ro
te

ct
in

g 
th

e 
pr

iv
ac

y 
of

 a
ll 

do
no

rs
. P

ar
tic

ip
an

ts
 a

re
 a

sk
ed

 to
 li

st
, h

ow
 m

an
y 

si
bl

in
gs

, c
hi

ld
re

n 
an

d 
re

la
tiv

es
 u

p 
to

 th
e 

se
co

nd
 d

eg
re

e 
th

ey
 h

av
e 

an
d 

to
 v

ol
un

te
er

 n
on

-id
en

tif
yi

ng
 in

fo
rm

at
io

n 
su

ch
 a

s g
en

de
r a

nd
 

ye
ar

 o
f b

irt
h 

an
d 

w
he

th
er

 th
ei

r r
el

at
iv

es
 a

re
 st

ill
 a

liv
e 

or
 a

lre
ad

y 
de

ad
 a

nd
 a

n 
op

in
io

n 
w

he
th

er
 a

 m
em

be
r o

f a
 fa

m
ily

 is
 a

ff
ec

te
d 

w
ith

 H
D

 o
r c

ar
rie

s t
he

 H
D

 m
ut

at
io

n.
 T

he
 

id
en

tit
y 

of
 th

e 
pa

rti
ci

pa
nt

s a
nd

 o
f a

ll 
fu

rth
er

 d
on

or
s o

f b
io

sa
m

pl
es

 is
 p

ro
te

ct
ed

 b
y 

th
e 

ex
cl

us
iv

e 
us

e 
of

 c
od

e 
na

m
es

 (‘
ps

eu
do

ny
m

s’
) f

or
 a

ll 
do

no
rs

. I
n 

ad
di

tio
n,

 p
ar

tic
ip

an
ts

 a
re

 
as

ke
d 

w
he

th
er

 th
ey

 fe
el

 c
om

fo
rta

bl
e 

to
 fo

rw
ar

d 
an

 in
vi

ta
tio

n 
to

 th
ei

r r
el

at
iv

es
 to

 c
on

si
de

r 
ta

ki
ng

 p
ar

t i
n 

R
EG

IS
TR

Y
.  

V
O

LU
N

TE
ER

IN
G

  
Y

ou
r p

ar
tic

ip
at

io
n 

in
 th

is
 re

se
ar

ch
 p

ro
je

ct
 is

 v
ol

un
ta

ry
. Y

ou
 a

re
 fr

ee
 to

 w
ith

dr
aw

 fr
om

 th
e 

st
ud

y 
at

 a
ny

 ti
m

e 
an

d 
w

ith
ou

t g
iv

in
g 

re
as

on
. T

hi
s p

ot
en

tia
l w

ith
dr

aw
al

 d
oe

s n
ot

 a
ff

ec
t 

yo
ur

 c
on

tin
ui

ng
 m

ed
ic

al
 tr

ea
tm

en
t. 

 

IN
SU

R
A

N
C

E 
B

ec
au

se
 th

e 
R

eg
is

try
 is

 n
ei

th
er

 a
 p

ha
rm

ac
ol

og
ic

al
 st

ud
y 

no
r a

 st
ud

y 
to

 te
st

 n
ew

 
di

ag
no

st
ic

 p
ro

ce
du

re
s, 

th
er

e 
ar

e 
no

 a
dd

iti
on

al
 h

ea
lth

 ri
sk

s a
nd

 th
e 

pa
rti

ci
pa

nt
s t

he
re

fo
re

 
do

 n
ot

 n
ee

d 
in

su
ra

nc
e.

  

C
LI

N
IC

IA
N

 C
O

N
TA

C
T 

Sh
ou

ld
 y

ou
 h

av
e 

an
y 

qu
es

tio
ns

 a
t a

ny
tim

e 
du

rin
g 

th
e 

co
ur

se
 o

f t
he

 re
se

ar
ch

 p
ro

je
ct

 y
ou

 
ca

n 
re

ac
h 

(lo
ca

l i
nv

es
tig

at
or

s)
 o

n 
te

le
ph

on
e 

nu
m

be
r (

te
le

ph
on

e 
nu

m
be

r o
f l

oc
al

 
in

ve
st

ig
at

or
) a

t a
ny

 ti
m

e 
du

rin
g 

w
or

ki
ng

 h
ou

rs
.  

Fo
r e

m
er

ge
nc

ie
s o

ut
 o

f h
ou

rs
, r

in
g 

(lo
ca

l 
em

er
ge

nc
y 

nu
m

be
r)

.

C
O

N
FI

D
EN

TI
A

LI
TY

/D
A

TA
 P

R
O

TE
C

TI
O

N
:  

A
ll 

cl
in

ic
ia

ns
 a

nd
 re

la
te

d 
m

ed
ic

al
 st

af
f i

nv
ol

ve
d 

in
 lo

ok
in

g 
af

te
r y

ou
 d

ur
in

g 
th

is
 c

lin
ic

al
 

st
ud

y 
ar

e 
bo

un
d 

by
 m

ed
ic

al
 c

on
fid

en
tia

lit
y 

an
d 

ar
e 

ob
lig

ed
 to

 c
om

pl
y 

w
ith

 d
at

a 
pr

ot
ec

tio
n.

R
es

ea
rc

h 
re

su
lts

 re
la

tin
g 

to
 th

is
 st

ud
y 

ar
e 

in
te

nd
ed

 fo
r u

se
 in

 a
n 

an
on

ym
ou

s 
fo

rm
 in

 sc
ie

nt
ifi

c 
pu

bl
ic

at
io

ns
. A

s f
ar

 a
s i

s n
ec

es
sa

ry
 fo

r e
ns

ur
in

g 
co

rr
ec

t d
at

a 
en

try
, 

au
th

or
iz

ed
 in

di
vi

du
al

s (
e.

g.
 th

e 
sp

on
so

r, 
th

e 
un

iv
er

si
ty

) a
re

 p
er

m
itt

ed
 to

 re
vi

ew
 y

ou
r 

m
ed

ic
al

 re
co

rd
s. 

If
 in

di
vi

du
al

s a
ut

ho
riz

ed
 to

 v
ie

w
 re

co
rd

s a
re

 n
ot

 b
ou

nd
 b

y 
m

ed
ic

al
 c

on
fid

en
tia

lit
y 

as
 

m
en

tio
ne

d 
ab

ov
e,

 p
er

so
na

l d
at

a 
th

at
 c

om
e 

to
 th

ei
r a

tte
nt

io
n 

du
rin

g 
ch

ec
ks

 a
re

 c
on

fid
en

tia
l 

un
de

r t
he

 D
at

a 
Pr

ot
ec

tio
n 

A
ct

. 

Pl
ac

e,
 d

at
e 

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

 N
am

e 
of

 th
e 

co
ns

en
tin

g 
cl

in
ic

ia
n 
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E
U

R
O

-H
D

-N
et

w
or

k:
 In

fo
rm

at
io

n 
re

ga
rd

in
g 

da
ta

 p
ro

ce
ss

in
g,

 d
at

a 
pr

ot
ec

tio
n 

an
d 

da
ta

 
se

cu
ri

ty
.

A
n 

es
se

nt
ia

l s
af

et
y 

as
pe

ct
 o

f t
he

 p
ro

je
ct

 is
 th

e 
pr

oc
es

si
ng

 o
f m

y 
da

ta
 in

 a
n 

ex
cl

us
iv

el
y 

ps
eu

do
ny

m
is

ed
 m

an
ne

r.
 W

ha
t d

oe
s t

ha
t m

ea
n 

an
d 

ho
w

 is
 it

 c
ar

ri
ed

 o
ut

? 
 

D
ur

in
g 

yo
ur

 fi
rs

t v
is

it,
 y

ou
r c

lin
ic

ia
n 

w
ill

 e
nt

er
 c

er
ta

in
 d

at
a 

ab
ou

t y
ou

 in
to

 th
e 

co
m

pu
te

r. 
Fr

om
 th

es
e 

pe
rs

on
al

 d
at

a 
a 

un
iq

ue
 c

od
e 

na
m

e 
(‘

ps
eu

do
ny

m
’)

 is
 c

al
cu

la
te

d,
 c

on
si

st
in

g 
of

 a
 

se
rie

s o
f 9

 d
ig

its
. T

he
 fo

llo
w

in
g 

pe
rs

on
al

 d
at

a 
ar

e 
us

ed
: f

irs
t n

am
e,

 b
irt

h 
na

m
e 

(s
ur

na
m

e)
, d

at
e 

of
 b

irt
h,

 p
la

ce
 o

f b
irt

h 
an

d 
m

ot
he

r’
s m

ai
de

n 
na

m
e.

  

Ex
am

pl
e:

M
ar

ia
, M

ill
er

 n
ee

 M
us

te
rm

an
n,

 b
or

n 
10

.1
1.

19
64

 in
 U

lm
, m

ot
he

r’
s m

ai
de

n 
na

m
e 

Sc
hm

id
t. 

Th
is

 in
fo

rm
at

io
n 

re
su

lts
 in

 th
e 

co
de

 n
am

e 
(‘

ps
eu

do
ny

m
’)

 4
25

-4
91

-3
26

. 

Im
po

rta
nt

ly
, t

he
 p

se
ud

on
ym

 is
 c

re
at

ed
 o

n 
th

e 
ba

si
s o

f a
 so

-c
al

le
d 

‘s
ec

ur
e 

ha
sh

-a
lg

or
ith

m
’. 

B
y 

th
is

 m
at

he
m

at
ic

al
 o

pe
ra

tio
n 

a 
un

iq
ue

 v
al

ue
 is

 a
ss

ig
ne

d 
du

rin
g 

a 
co

m
pl

ic
at

ed
, o

ne
-w

ay
 

pr
oc

ed
ur

e.
 T

he
 m

at
he

m
at

ic
al

 a
lg

or
ith

m
 u

se
d 

en
su

re
s t

ha
t n

ob
od

y 
(n

ot
 e

ve
n 

th
e 

sy
st

em
 

pr
og

ra
m

m
er

) c
an

 re
co

ns
tru

ct
 fr

om
 th

e 
re

su
lt 

(th
e 

‘p
se

ud
on

ym
’)

 th
e 

in
fo

rm
at

io
n 

w
hi

ch
 w

as
 

us
ed

 to
 g

en
er

at
e 

th
e 

ps
eu

do
ny

m
 (i

.e
. y

ou
r u

ni
qu

e 
pe

rs
on

al
 d

at
a)

 in
 th

e 
fir

st
 p

la
ce

. 

Th
e 

pe
rs

on
al

 d
at

a 
tra

ns
m

itt
ed

 to
 g

en
er

at
e 

th
e 

ps
eu

do
ny

m
 a

re
 h

el
d 

on
ly

 fo
r t

he
 c

al
cu

la
tio

n 
of

 
yo

ur
 c

od
e 

na
m

e 
(‘

ps
eu

do
ny

m
’)

 in
 th

e 
w

or
ki

ng
 m

em
or

y 
of

 a
 la

rg
e 

co
m

pu
te

r (
‘s

er
ve

r’
). 

Th
e 

ca
lc

ul
at

io
n 

of
 th

e 
ps

eu
do

ny
m

 re
qu

ire
s a

 v
er

y 
sh

or
t t

im
e 

(m
ill

is
ec

on
ds

). 
V

ie
w

in
g 

pe
rs

on
al

 d
at

a 
du

rin
g 

th
is

 ti
m

e 
is

 im
po

ss
ib

le
. T

he
re

af
te

r a
ll 

da
ta

 u
se

d 
to

 c
re

at
e 

th
e 

ps
eu

do
ny

m
 a

re
 

pe
rm

an
en

tly
 e

ra
se

d 
fr

om
 th

e 
w

or
ki

ng
 m

em
or

y 
of

 th
e 

se
rv

er
 so

 th
at

 n
o 

id
en

tif
yi

ng
 d

et
ai

ls
 

re
m

ai
n;

 d
at

a 
us

ed
 to

 g
en

er
at

e 
th

e 
ps

eu
do

ny
m

 a
re

 n
ev

er
 st

or
ed

 in
 a

ny
 fo

rm
 o

f p
er

m
an

en
t 

m
em

or
y 

(e
.g

. o
n 

th
e 

ha
rd

 d
riv

e)
. F

ol
lo

w
in

g 
th

is
, a

ll 
da

ta
 b

as
e 

en
tri

es
 a

nd
 e

ve
ry

 u
se

 o
f d

at
a 

is
 

ex
cl

us
iv

el
y 

ca
rr

ie
d 

ou
t u

nd
er

 th
e 

as
si

gn
ed

 p
se

ud
on

ym
. 

W
hi

ch
 d

at
a 

do
 I 

ha
ve

 to
 d

is
cl

os
e 

ap
ar

t f
ro

m
 th

e 
da

ta
 r

eq
ui

re
d 

to
 c

re
at

e 
m

y 
ps

eu
do

ny
m

 
in

 th
e 

co
ur

se
 o

f t
he

 R
E

G
IS

T
R

Y
 st

ud
y 

an
d 

su
bs

eq
ue

nt
 st

ud
ie

s?
 

D
ur

in
g 

th
e 

co
ur

se
 o

f t
he

 R
EG

IS
TR

Y
 st

ud
y,

 so
m

e 
he

al
th

 a
nd

/o
r m

ed
ic

al
 d

at
a 

w
ill

 b
e 

re
co

rd
ed

 
(s

ee
 P

ar
tic

ip
an

t I
nf

or
m

at
io

n 
Sh

ee
t f

or
 fu

rth
er

 d
et

ai
ls

). 
If

 y
ou

 a
re

 p
ar

tic
ip

at
in

g 
in

 a
ny

 
su

bs
eq

ue
nt

 st
ud

ie
s, 

yo
ur

 c
lin

ic
ia

n 
w

ill
 g

iv
e 

yo
u 

de
ta

ile
d 

in
fo

rm
at

io
n 

ab
ou

t t
he

 st
ud

y 
an

d 
th

e 
da

ta
 re

qu
ire

d 
fo

r i
t a

cc
or

di
ng

ly
.  

Ea
ch

 su
bs

eq
ue

nt
 st

ud
y 

re
qu

ire
s s

ep
ar

at
e 

pa
rti

ci
pa

nt
 c

on
se

nt
.  

W
ho

 c
an

 se
e 

an
d 

us
e 

m
y 

da
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 c
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l d
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 re
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 m
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 c
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 c
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at
io

n 
of

 th
e 

ps
eu

do
ny

m
 a

ll 
en

try
 o

f c
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r c
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at
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t d
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 c
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 d
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 c
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r m
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 c
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 c
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 c
lin

ic
ia

ns
 

an
d 

sc
ie

nt
is

ts
) f

or
 a

ut
ho

ris
at

io
n 

to
 o

bt
ai
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s c
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ly
 v

ie
w

 c
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ed
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en
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gh
es

t d
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 b
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at
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 re
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 d
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l d
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 c
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 d
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s d
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 c
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 c
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s f
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 p
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 c
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 d
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at
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ns
ur

es
 

th
at

 o
nl

y 
au

th
or
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 c
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pu
te
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s c
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e 
ce

nt
ra

l d
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e 
do
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ot
 c
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ta
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 d
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ll 
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 c
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eu
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ny
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ng
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 m
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ll 
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 b
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 c
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 d
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c 
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 b
e 
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n 
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 c
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e 
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w
s a
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w

 fu
tu

re
 c

ro
ss

 c
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s a
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a 
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 c
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ed
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 c
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d 
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d.

 A
s a

 re
su

lt,
  t

hu
s n

ot
 e

ve
n 

th
e 

ph
ys

ic
ia

ns
 c
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 b
e 

ab
le

 to
 re

co
gn

iz
e 

da
ta

 a
s d
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 b
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r c
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t d
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t c
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 d
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e 
of

 th
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, p
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 p
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 d
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 d
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 p
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 c

he
ck

 Y
es

 o
r N

o 
fo

r e
ac

h 
qu

es
tio

n 
be

lo
w

, r
ef

er
rin

g 
to

 th
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r m
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 c
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 c

la
rif

y 
qu

es
tio

ns
 (e

.g
. c

on
ce

rn
in

g 
m

y 
an

sw
er

s i
n 

R
EG

IS
TR

Y
 q

ue
st

io
nn

ai
re

s)
, 

to
 p

ro
vi

de
 m

e 
w

ith
 u

pd
at

es
 o

n 
R

EG
IS

TR
Y

 o
r

to
 in

fo
rm

 m
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 b
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at
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 m
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 d
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at
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 m
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In
fo

rm
at

io
n 

an
d 
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en
t f

or
m

 re
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in

g 
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ta
 p

ro
te
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D

ur
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ie
nt
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c 
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ud

ie
s, 

pe
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al

 d
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m
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al
 fi

nd
in

gs
 a

bo
ut

 y
ou

 a
re

 re
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 c
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 d
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f p
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 d
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f d
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 d
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 d
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 c
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at
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 c
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l d
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 re
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 m
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 c
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 c
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at
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f c
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r c
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at
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Language Area Coordination (LAC) 
Function Main Contact Location Country Address Tel Fax Email 
Central Coordination Prof. Dr. Georg 

Bernhard 
Landwehrmeyer 

Ulm Germany University of Ulm  
Neurology 
Oberer Eselsberg 45/1 
89081 Ulm  

0049 731 500 50951 0049 731 500 
50966 

bernhard.landwehrmeyer@
medizin.uni-ulm.de 

Central Coordination Hilde Brosch Ulm Germany University of Ulm 
Neurology 
Oberer Eselsberg 45/1 
 89081 Ulm  

0049 731 500 50951 0049 731 500 
50966 

hilde.brosch@medizin.uni-
ulm.de 

Central Coordination and 
German LAC 

Daniel Ecker Ulm Germany University of Ulm 
Neurology 
Oberer Eselsberg 45/1 
 89081 Ulm  

0049 731 500 50954 0049 731 500 
50966 

daniel.ecker@medizin.uni-
ulm.de 

German LAC Christine Sorg Ulm Germany University of Ulm 
Neurology 
Oberer Eselsberg 45/1 
 89081 Ulm  

0049 731 500 50967 0049 731 500 
50966 

christine.sorg@medizin.uni
-ulm.de 

Netherland, Belgium and 
Danmark LAC 

Dr. Marie-Noelle 
Witjes-Ané 

Leiden Netherlands Leiden University Medical Centre 
(LUMC) 
Neurology - Section of 
Neuropsychology  J3-R 
PO Box 9600 
2300 RC Leiden 

0031 71 5266094 0031 71 
5248205 

m.n.w.witjes-ane@lumc.nl 

English LAC Dr. Jenny Naji 
Dr. Olivia 
Handley 

Cardiff United 
Kingdom 

University of Wales  
College of Medicine 
Dep of Neurology 
Heath Park 
Cardiff CF14 4XN 
or: 
Biomedical Sciences Building 
Museum Avenue  
PO Box 911 
Cardiff CF10 3US 

0044 2920 874112 
0044 2920 743454 

0044 2920 
876749 
0044 2920 
743798 

najijj@cf.ac.uk
handleyo@cf.ac.uk 

Italian LAC Matilde Laurà Milan Italy Istituto Neurologico Nazionale C. 
Besta
Via Celoria 11 
20133 Milan 

0039 02 2394257 0039 02 
2664236 

mlaura@istituto-besta.it 

REGISTRY Protocol 2.0  48 

Scandinavian Marleen van 
Walsem 

Oslo Norway Senter for Sjeldne Sykdomer og 
Syndromer, Rikshospitalet 
Forskningsveien 2B 
0027 Oslo 

marleenvanwalsem@yahoo.
co

Spanish-Portuguese LAC Asunción 
Martinez 

Madrid Spain Fundación para Investigaciones 
Neurológicas  
Sótano. Pabellón III,  
Facultad de Medicina,  
Universidad Complutense de 
Madrid                                              
Avda. Complutense s/n  
28040 Madrid 

0034 91 3941887 0034 91 
3941329 

huntington@wanadoo.es   
asun@e-huntington.org 

French LAC Amandine 
Rialland 

Créteil France Hôpital Henri Mondor  
Service Unité de Recherche 
Clinique 51 av du Maréchal de 
Tassigny  
94010 Créteil Cedex 

0033 149 813798 0033 149 
813799 

amdine.rialland@hmn.ap-
hop-paris.fr 
arialland@hotmail.com 
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EURO-HD REGISTRY
MEDICATION LOG

Study Site: Subject:
Examiner: Date Info Obtained:

D D
.

M M
.

Y Y Y Y

All items must be completed. Use U if Information is Unavailable. Use N if Information is Not Applicable

Medication Log
Route: 1 = p.o., 2 = p.r., 3 = s.c., 4 = i.m., 5 = i.v.

Drug name Indication1 Indication2 Dose/Unit Frequency Route Start date Stop date

D D
.

M M
.

Y Y Y Y D D
.

M M
.

Y Y Y Y

D D
.

M M
.

Y Y Y Y D D
.

M M
.

Y Y Y Y

D D
.

M M
.

Y Y Y Y D D
.

M M
.

Y Y Y Y

D D
.

M M
.

Y Y Y Y D D
.
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.

Y Y Y Y
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.

M M
.

Y Y Y Y D D
.

M M
.

Y Y Y Y

D D
.

M M
.

Y Y Y Y D D
.

M M
.

Y Y Y Y
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.

M M
.

Y Y Y Y D D
.

M M
.

Y Y Y Y

D D
.

M M
.

Y Y Y Y D D
.

M M
.

Y Y Y Y

D D
.

M M
.

Y Y Y Y D D
.

M M
.

Y Y Y Y

D D
.

M M
.

Y Y Y Y D D
.

M M
.

Y Y Y Y

D D
.

M M
.

Y Y Y Y D D
.

M M
.

Y Y Y Y
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.

M M
.

Y Y Y Y D D
.

M M
.

Y Y Y Y
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M M
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M M
.

Y Y Y Y

2004 Euro-HD Network. All Rights Reserved. 1 / 1
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EURO-HD REGISTRY
MEDICATION LOG

Study Site: Subject:
Examiner: Date Info Obtained:

D D
.

M M
.

Y Y Y Y

All items must be completed. Use U if Information is Unavailable. Use N if Information is Not Applicable

Medication Log
Route: 1 = p.o., 2 = p.r., 3 = s.c., 4 = i.m., 5 = i.v., 6 = nasal

Drug name Indication1 Indication2 Dose/Unit Frequency Route Start date Stop date
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