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ABSTRACT
Objective. To evaluate the rate and cli-
nical correlations of antibodies against
saccharomyces cerevisiae (ASCA)
among healthy family members of
patients with Behçet’s disease (BD).
Methods. Twenty-one BD patients and
52 healthy family members (HFM)
were studied. Data from medical files
and from patients’ interviews was col-
lected, regarding the entire spectrum
of disease manifestations. Each family
member was personally interviewed
and a questionnaire composed of BD
symptoms and their temporal relation
was compiled. IgA- and IgG-ASCA
levels, determined by ELISA, were
studied in all BD patients and their
family members, the results were com-
pared to a group of 23 healthy controls
(HC).
Results. Eight (38.1%) BD patients
were ASCA positive, compared to five
among HFM (9.6%) and none among
healthy unrelated controls (p=0.001).
Mean IgG and IgA-ASCA levels were
significantly higher in BD patients
compared with HFM and HC groups (p
= 0.002 and p = 0.03, respectively). No
correlation was found between positive
ASCA tests and any of BD-related man-
ifestations. Mean IgG-ASCA levels
were significantly lower in HFM com-
pared to BD patients (p = 0.03), yet
IgA-ASCA levels were similar in HFM
and BD. Mean IgG and IgA-ASCA lev-
els were higher in HFM compared with
healthy unrelated controls (p=0.09 and
p=0.03). No difference was found in
ASCA rates between relatives of BD
patients who had positive or negative
ASCA tests, or between spouses of BD
patients and genetically related rela-
tives. In HFM with recurrent oral
ulcers there was a positive correlation
between titers of IgA-ASCA and the
yearly number of oral ulcers episodes
(p = 0.01), and mean ulcers healing
time (p = 0.01). IgG-ASCA titers corre-

lated with yearly number of aphtae
episodes (p = 0.03).
Conclusion. The results of this study
confirm our previous observation on a
high prevalence of ASCA in BD. ASCA
levels are also increased in healthy
family members of BD patients, and are
probably influenced by genetic as well
as environmental factors. ASCA in
HFM were significantly associated
with a more severe oral ulcer disease.
The role of ASCA as a marker for pre-
disposition to develop future BD
remains to be evaluated.

Introduction
Saccharomyces cerevisiae is the most
common species of the genus Saccha-
romyces, commonly known as baker’s
or brewer’s yeast. In the last years,
anti-Saccharomyces cerevisiae anti-
bodies (ASCA), directed against oligo-
mannosidic epitopes within the cell
wall of the yeast (1), have been identi-
fied as an important and specific sero-
logical marker for Crohn’s disease
(CD) (2). At present, ASCA combined
with pANCA serve as a valuable tool
for the differentiation between CD and
ulcerative colitis (UC) in patients with
inflammatory bowel diseases (IBD)
(2). The pathogenic significance of
ASCA is unknown, and their exact ori-
gin, as well as the epitope against
which they are directed, is unclear.
They are not thought to be autoantibod-
ies, although molecular mimicry to
self-antigens remains a possibility. In
subsequent studies, increased rates of
ASCA of about 20-25% were reported
among healthy family members of CD
patients (3-5). It is not clear, however,
whether the increased ASCA rates in
CD family members reflect environ-
mental or genetic factors.
While ASCA are considered rather spe-
cific for CD, several recent studies sug-
gested a wider panel of autoimmune
and rheumatic disorders that may be
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en
t

or
al

ul
ce

rs
.

T
he

ra
te

s
of

po
si

ti
ve

A
S

C
A

te
st

s,
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w
el

l
as

m
ea

n
Ig

G
an

d
Ig

A
-

A
SC

A
le

ve
ls

,
w

er
e

si
m

ila
r

in
fa

m
ily

m
em

be
rs

w
ith

an
d

w
ith

ou
t

or
al

ul
ce
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.

In
th

e
gr

ou
p

of
H

FM
w

ith
re

cu
rr

en
t

or
al
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ce
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w

e
fo

un
d

a
po

si
tiv

e
co

rr
el

a-
tio

n
be

tw
ee

n
tit

er
s

of
Ig

A
-A

SC
A

an
d

th
e

ye
ar

ly
nu

m
be

r
of

or
al

ul
ce

rs
ep

is
od

es
(p

=
0.

01
)

(F
ig

.2
),
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w

el
l
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ul

ce
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al
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g
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e

(p
=

0.
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Ig

G
-

A
SC

A
tit
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s

w
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e
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tiv
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y
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rr

e-
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te
d

w
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h
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m
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r
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ep
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a
ye
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=
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(F
ig
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).
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n
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lts
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e
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m
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r
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ev
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n
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a
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gh

pr
ev

al
en

ce
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si

tiv
e

A
SC

A
te
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ra
el

i
B

D
pa

ti
en
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T

he
cu

rr
en

t
st
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w

ev
er

,
is

th
e
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t
in

w
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th

y
fa

m
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m
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be
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B

D
pa
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s
ar

e
te

st
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r

th
e

pr
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en
ce

of
A

SC
A

.I
n

or
de

r
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er
la

p
w
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D
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e
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th
e

pa
tie
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r
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y
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m

i-
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re
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tiv
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d
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D

.F
ur

th
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e,
no
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of

th
e

pa
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en
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d

ch
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c

ga
st

ro
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-
te

st
in
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m
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.
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w
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h
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r
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,
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A

SC
A
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s
w
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e

no
t
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w
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y
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B
D
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-
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,
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e
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s
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th
e

pr
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A
SC

A
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D
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of
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e
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e,
no

t
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w
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h
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th
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in
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ot
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r
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-
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n
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lv
em

en
ts
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S
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ce

,
ho

w
ev
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,

th
e
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m
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r
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tie
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s
in

ou
r
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y
w
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th
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is
ye
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lid
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s
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e
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A
SC

A
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B
D
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d
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r
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e
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m
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.
In

de
ed

,
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ou
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ne
d

in
fi

gu
re

1,
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y
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w

H
FM
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d

si
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an
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y
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gh
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A
SC

A
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m
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d
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y
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w
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ch
ac
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un

te
d
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r

si
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if
ic

an
t
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gh

er
m
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n

A
SC

A
va
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,
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t
no

t
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r
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so
-

lu
te

nu
m
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A

S
C

A
po

si
ti
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s

in
H

FM
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m
pa
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d

w
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H
C

.T
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s,
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r
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iv

e
st
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ie

s
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e
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il
l

ne
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ev
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ua
te

th
e
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le

of
A

SC
A

in
th

e
pa

th
og

en
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is
an

d
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tu
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l
hi

st
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y
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th
e

B
D
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th
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s
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d
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al
th

y
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m
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m
em

be
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.
T

he
et
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B
D
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un

kn
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n.
G

en
et
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en
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,

en
-
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en
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l
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,
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m
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ca
l

m
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d
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l
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d
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s
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n

im
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.T
he

m
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or
in
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en

to
f
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r-
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in

et
hn

ic
gr

ou
ps

an
d

th
e

w
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e
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tio
n

of
th

e
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ev
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en
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of
th

e
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se
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e
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th
e
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m

e
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p
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ci
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n

to
th

e
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e
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-
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l
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a
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ca
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y
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(1
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m

ili
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e

of
th

e
m
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m
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g-
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B

D
,h

ow
ev
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e
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al
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en

ce
s

w
ith

fa
m

ili
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-
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g
m
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e
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K
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)

th
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in
Ja

pa
n
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C
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(2
.2
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.6

%
)

an
d
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A

ra
b
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un
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ie
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Is

ra
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an
d

T
ur

ke
y
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.0

–1
8.
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)
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an

in
E
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op

e
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.0
–4

.5
%

)
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5)
.G

en
et
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-

ip
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n

in
th

e
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of
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ie
r

di
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e
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t
in
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re
n
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m

pa
re

d
w

ith
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r

pa
re

nt
s
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s

be
en
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tif
ie
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rr
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or
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-
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g
th

e
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ue
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y
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fa
m

il
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l
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se
s

in
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ve
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le
s

th
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in
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an
d

th
e

po
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ib
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of

a
ge

ne
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pr
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si
tio

n
in

B
D

(1
6)

.I
n

or
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r
to
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ar

if
y

w
he

th
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A
S

C
A
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e

pr
ed

om
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an
tl

y
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ne
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y
in
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ue
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or
m
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y
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e
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en
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m
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l
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or
s

w
e

in
ve

st
ig

at
ed

th
e

fr
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en
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A
SC

A
in

fa
m

ily
m

em
be

rs
.

W
e

fo
un

d
hi

gh
er

m
ea

n
Ig

G
an

d
Ig

A
-

A
SC

A
le

ve
ls

in
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th

y
re

la
tiv

es
of

B
D

pa
ti

en
ts

co
m

pa
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d
w

it
h

un
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te

d

F
ig

.
2.

C
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re
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tio
n
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n
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G

-A
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A
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ve
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an
d

ye
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ly
nu

m
be

r
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ce

r
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in
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y

fa
m
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m

em
be
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w
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en
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s

st
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at
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s.

F
ig

.
3.

C
or

re
la

tio
n

be
tw

ee
n

Ig
A

-A
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A
le

ve
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an
d

ye
ar

ly
nu

m
be

r
of

or
al
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ce

r
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th
y
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m
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m

em
be
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w

ith
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ta
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s
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at
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he
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th
y

co
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.
T

he
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m
be

r
of

po
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tiv
e

A
SC

A
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g
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m
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m
em

be
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w
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t
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if
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an
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m
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d
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re
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te
d

co
nt

ro
ls

(9
.6

%
vs

.
0%

),
ye

t
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st
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y
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ou
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ar
e
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ab
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A
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D
fa

m
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n
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D
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es

in
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re
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w
e
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m
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ra
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A
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O
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a
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t
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l
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g
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e
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pr

es
si

on
of

A
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A
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,
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re
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ra
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re
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at
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e
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ro
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re
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B
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)
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at
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.
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e
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ad
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m
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ra
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w
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m

M
B

L
le

ve
ls

w
hi

le
no

si
gn

if
ic

an
t

di
ff

er
en

ce
w

as
ob

se
rv

ed
in
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R
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.
It

w
as

co
nc

lu
de

d
th

at
M

B
L

de
fi

ci
en

cy
m

ig
ht

co
nt

ri
bu

te
to
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at
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e

se
ve

ri
ty

of
or

al
ul

ce
rs

,
si

nc
e

A
SC

A
in

he
al

th
y

fa
m

il
y

m
em

be
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e

hi
gh

er
ye

ar
ly

nu
m

be
r

of
or

al
ul

ce
rs

ep
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w
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e.

T
he

re
su
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ra
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m
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