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A B S T R A C T

Background: Atopic disorders have been reported in CHARGE syndrome, but the prevalence and underlying
mechanisms are not known.
Methods: We performed a retrospective study of atopic disorders in 23 individuals with CHARGE syndrome, and
reviewed other published reports of atopic disorders in CHARGE syndrome. We assayed for enrichment of atopic
disorders in CHARGE syndrome based on gender and presence of a CHD7 pathogenic variant.
Results: In our cohort, 65% (15/23) of individuals with CHARGE syndrome were found to have a pathogenic
CHD7 variant. Overall, 65% (15/23) of individuals with CHARGE had atopic disorders. Among the 23 in-
dividuals with CHARGE, 22% (5/23) had food allergy, 26% (6/23) exhibited drug allergy, 22% (5/23) had
contact allergy, 9% (2/23) had allergic rhinitis, and 22% (5/23) had asthma. In our cohort, the proportion of
males to females with CHARGE and atopic disorders was 11:4 (P < 0.01), and there was no significant dif-
ference between atopic disorders in individuals with CHD7 pathogenic variants and those without CHD7 pa-
thogenic variants (P > 0.05).
Conclusion: In our cohort of 23 individuals with CHARGE syndrome, 15 (65%) exhibited atopic disorders, with a
slight male predominance.

1. Introduction

CHARGE syndrome is a rare, multiple congenital anomaly disorder
caused by heterozygous pathogenic variants in the CHD7 gene (Vissers
et al., 2004). The birth prevalence of CHARGE syndrome is estimated at
one in 15,000 to 17,000 newborns (Janssen et al., 2012). CHD7 encodes
a member of the Chromodomain Helicase DNA (CHD) binding protein
family that regulates gene expression during embryonic development
(Woodage et al., 1997). The main characteristics of CHARGE are ocular
Coloboma, Heart malformations, Atresia of the choanae, Retardation of
growth and/or development, Genital anomalies, and Ear malformations
including hearing loss and vestibular dysfunction. Individuals with
CHARGE syndrome also have other symptoms, some of which occur at
an incidence higher than the general population. For example, Hsu
et al. reported that 65% of individuals with CHARGE syndrome had at
least one atopic disorder (Hsu et al., 2016). However, detailed reports
of atopic disorders in CHARGE syndrome have not yet been published.

Here, we present a retrospective study of atopic disorders in
CHARGE syndrome from our cohort of 23 individuals. We also discuss
the various types of atopic disorders reported in individuals with

CHARGE syndrome and review other published studies.

2. Materials and methods

All individuals included in the study were diagnosed and evaluated
at The University of Michigan Pediatric Genetics clinic between 2003
and 2016. All individuals fulfilled clinical diagnostic criteria for
CHARGE syndrome (Blake et al., 1998; Hale et al., 2016; Verloes,
2005). CHD7 pathogenic variant screening had been previously per-
formed in all individuals as part of their medical evaluations. All clin-
ical symptoms, allergy histories, feeding histories, laboratory results
and treatment histories were collected through the electronic medical
record (EMR). Food/drug/contact allergy histories were obtained
through physician observation, parental report and/or allergy testing.
Comparisons were carried out relative to gender and CHD7 pathogenic
variant status.

ANOVA was used to compare differences in continuous variables
between groups by Fisher's exact tests. P < 0.05 was considered sig-
nificant.

https://doi.org/10.1016/j.ejmg.2017.11.019
Received 24 July 2017; Received in revised form 12 November 2017; Accepted 26 November 2017

∗ Corresponding author. 8220C Medical Science Research Building III, 1150 W. Medical Center Dr., The University of Michigan Medical Center, Ann Arbor, MI 48109-5646, USA.
E-mail address: donnamm@umich.edu (D.M. Martin).

European Journal of Medical Genetics xxx (xxxx) xxx–xxx

1769-7212/ © 2017 Published by Elsevier Masson SAS.

Please cite this article as: Kong, F., European Journal of Medical Genetics (2017), https://doi.org/10.1016/j.ejmg.2017.11.019

http://www.sciencedirect.com/science/journal/17697212
https://www.elsevier.com/locate/ejmg
https://doi.org/10.1016/j.ejmg.2017.11.019
https://doi.org/10.1016/j.ejmg.2017.11.019
mailto:donnamm@umich.edu
https://doi.org/10.1016/j.ejmg.2017.11.019


Ta
bl
e
1

C
H
D
7
pa

th
og

en
ic

va
ri
an

ts
an

d
cl
in
ic
al

fe
at
ur
es

am
on

g
in
di
vi
du

al
s
w
it
h
C
H
A
R
G
E
sy
nd

ro
m
e.

Pa
ti
en

t
A
ge

(y
)

Se
x

C
H
D
7

pa
th
og

en
ic

va
ri
an

t
(c
D
N
A
,

Pr
ot
ei
n
ch

an
ge

)

C
ol
ob

om
a

C
ho

an
al

at
re
si
a

In
ne

r
ea
r

an
om

al
ie
s

Ex
te
rn
al

ea
r

an
om

al
ie
s

H
ea
ri
ng

lo
ss

H
ea
rt

de
fe
ct

TE
F

D
D

G
en

it
al

an
om

al
ie
s

R
en

al
an

om
al
ie
s

C
N

dy
sf
un

ct
io
n

Br
ai
n

an
om

al
ie
s

Fe
ed

in
g

di
ffi
cu

lt
ie
s

Sk
el
et
on

an
om

al
ie
s

C
le
ft

lip
/

pl
at
e

G
ro
w
th

de
fi
ci
en

cy

1H
5

M
c.
41

64
G

>
A
,

p.
Tr
p1

38
8*

+
–

N
A

+
+

+
+

+
+

+
+

+
+

N
A

+
+

2H
16

M
c.
41

64
G

>
A
,

p.
Tr
p1

38
8*

+
+

+
+

+
+

–
+

+
N
A

N
A

N
A

+
+

–
+

3H
13

F
–

+
+

+
–

+
+

–
+

–
+

N
A

N
A

+
N
A

–
+

4H
13

M
–

+
–

+
+

+
+

–
+

+
+

N
A

–
+

+
+

–
5H

14
F

–
N
A

–
+

+
–

–
+

+
–

+
+

+
+

N
A

–
+

6H
13

F
–

N
A

–
+

–
+

–
+

+
–

N
A

N
A

N
A

+
N
A

+
+

7H
10

M
–

+
–

+
+

+
+

–
+

+
–

N
A

N
A

+
N
A

–
+

8H
6

F
–

+
–

+
+

+
+

–
+

–
–

+
–

+
N
A

–
+

9H
9

F
–

+
–

+
+

+
+

–
+

–
+

+
+

+
+

–
–

10
H

19
M

–
N
A

+
N
A

+
+

+
+

+
+

–
N
A

–
–

+
–

–
11

H
,G

15
M

17
74

C
>

T,
p.
G
ln
59

2*
+

–
+

+
+

–
–

+
+

–
N
A

–
–

N
A

+
–

12
H

6
M

c.
63

22
G

>
A
,

p.
G
ly
21

08
A
rg

+
–

+
+

+
–

–
+

+
–

+
–

–
N
A

–
–

13
H
,G

14
F

22
54

A
>

T,
P.
A
rg
75

2*
+

+
N
A

+
+

–
–

+
+

+
+

–
+

+
+

+

14
H
,G

23
M

c.
38

81
T

>
C
,

p.
Le

u1
29

4P
ro

+
+

N
A

+
+

+
–

+
N
A

+
N
A

+
N
A

+
–

+

15
H

14
F

c.
28

39
C

>
T,

p.
A
rg
94

7*
–

–
+

+
+

+
+

+
–

N
A

+
–

+
+

+
+

16
H
,G

22
M

c.
54

58
C

>
T,

p.
A
rg
18

20
*

+
–

+
+

+
+

–
+

+
–

+
–

+
+

–
+

17
H

16
M

c.
72

9d
el
C
,

p.
Pr
o2

43
fs

+
–

+
+

+
+

–
+

+
+

+
N
A

+
–

–
+

18
H

33
F

27
24

G
>

A
,

p.
Tr
p9

08
*

–
+

N
A

+
+

+
–

+
–

–
+

+
+

+
–

+

19
H

14
M

c.
72

82
C

>
T,

p.
A
rg
24

28
*

–
–

+
+

+
–

–
+

+
–

+
+

–
+

–
+

20
H

4
F

c.
74

47
G

>
T,

p.
G
lu
24

83
*

+
+

+
+

+
+

–
+

–
–

+
+

+
N
A

–
–

21
H

3
F

c.
19

25
du

pA
,

p.
Ly

s6
43

G
lu
fs

–
–

+
+

+
+

–
+

–
+

+
–

+
+

–
+

22
H

3
F

c.
26

89
du

pC
,

p.
A
rg
89

7P
ro
fs

+
+

+
+

+
+

+
+

–
+

N
A

–
+

–
–

+

23
H
,G

4
M

c.
28

39
C

>
T,

p.
A
rg
94

7*
+

+
+

+
–

+
–

+
+

–
+

+
+

N
A

+
–

nu
m
be

r,
pe

rc
en

t
aff

ec
te
d

15
,6

5%
16

,7
0%

9,
39

%
18

,7
8%

21
,9

1%
21

,9
1%

17
,

74
%

6,
26

%
23

,1
00

%
12

,5
2%

10
,4

4%
14

,6
1%

8,
35

%
18

,7
8%

11
,4

8%
7, 30

%
16

,7
0%

H
,p

ub
lis
he

d
pr
ev

io
us
ly

in
H
al
e
et

al
.(
20

16
);

G
,p

ub
lis
he

d
pr
ev

io
us
ly

in
G
re
en

et
al
.(
20

14
);
-,
ab

se
nt
;+

,p
re
se
nt
;N

A
,n

ot
av

ai
la
bl
e;

TE
F,

tr
ac
he

oe
so
ph

ag
ea
lfi

st
ul
a;

D
D
,d

ev
el
op

m
en

ta
ld

el
ay

;C
N
,c

ra
ni
al

ne
rv
e;

*,
tr
un

ca
ti
on

.V
ar
ia
nt
s
ar
e
pr
ov

id
ed

ac
co

rd
in
g
to

C
H
D
7
tr
an

sc
ri
pt

N
M
_0
17

78
0.
3
an

d
pr
ot
ei
n
N
P_
06

02
50

.2
.

F. Kong, D.M. Martin European Journal of Medical Genetics xxx (xxxx) xxx–xxx

2



Download English Version:

https://daneshyari.com/en/article/8644268

Download Persian Version:

https://daneshyari.com/article/8644268

Daneshyari.com

https://daneshyari.com/en/article/8644268
https://daneshyari.com/article/8644268
https://daneshyari.com

