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UF6254 Innovation en Diagnostic Génomique des Maladies Rares, Centre Hospitalier Universitaire de Dijon, Dijon,
France; 13Department of Neurology, NYU Grossman School of Medicine, NYU Langone Health, New York, NY; 14Service de
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Correction to: Genetics in Medicine 2022; https://doi.org/10.1016/j.gim.2022.06.007, published online 14 July 2022.

In the article “Missense variants in ANKRD11 cause KBG syndrome by impairment of stability or transcriptional activity of the
encoded protein” (Genet Med 2022;24:2051–2064), the following update was made. On page 2060, Figure 3 had an error in
the artwork (the EGFP and Merged fluorescence imaging of ANKRD11 p.Leu509Pro and p.Arg2512Gln are identical). The
revised Figure 3 is shown below. The authors would like to apologize for any inconvenience this may have caused. The article
has been corrected online and can be accessed at https://doi.org/10.1016/j.gim.2022.06.007.

https://doi.org/10.1016/j.gim.2022.06.007
https://doi.org/10.1016/j.gim.2022.06.007


A

B

↓24h*

0.0

0.5

1.0

1.5

0

5

10

15

M
G

13
2

C
H

X

0 3 6 9 12 15 18 21 24

N
or

m
al

iz
ed

flu
or

es
ce

nc
e 

in
te

ns
ity

re
la

tiv
e

to
t=

0h

0 3 6 9 12 15 18 21 24

Outside RD2

Time after treatment (hour)

p.(Leu509Pro)

p.(Thr1721Met)

p.(Ala2017Thr)  
p.(Asp2178Tyr)

WT

p.(Leu509Pro)

p.(Thr1721Met)
p.(Ala2017Thr) 

p.(Asp2178Tyr)

WT

0.0

0.5

1.0

1.5

0

5

10

15

0 3 6 9 12 15 18 21 24

0 3 6 9 12 15 18 21 24

Within RD2

Time after treatment (hour)

p.(Arg2512Gln)

21h*, 24h**↓p.(Arg2523Trp)   

p.(Arg2536Pro)

p.(Arg2579His)

18h*, 21h***, 24h****↓p.(Arg2585Cys)

WT

p.(Arg2536Trp)

↓21h*, 24h**
↓ >21h*

↓ 9-15h**, >21h****
↓ 9-12h***, >18h****

↓ 18h*, 21h***, 24h***
p.(Arg2512Gln)
p.(Arg2523Trp) 

p.(Arg2536Pro)
p.(Arg2579His)

p.(Arg2585Cys)

p.(Arg2536Trp)

WT

C D CDKN1A/P21 Luc reporter 2

0.0

0.5

1.0

1.5

N
or

m
al

iz
ed

lu
ci

fe
ra

s e
ac

tiv
i ty

re
la

tiv
e

to
W

T

Outside RD2 Within RD2

CDKN1A/P21 Luc reporter 1

0

1

2

3

N
or

m
al

iz
ed

lu
ci

fe
ra

se
ac

tiv
ity

re
l a

tiv
e

to
W

T

****

Con
tro

l

p.(
Le

u5
09

Pro)

p.(
Th

r17
21

Met)

p.(
Ala2

01
7T

hr)

p.(
Asp

21
78

Ty
r)WT

p.(
Arg2

51
2G

ln)

p.(
Arg2

52
3T

rp)

p.(
Arg2

53
6T

rp)

p.(
Arg2

53
6P

ro)

p.(
Arg2

57
9H

is)

p.(
Arg2

58
5C

ys)

Outside RD2 Within RD2

R
D

2

PE
ST

R
D

2

p.
(L

eu
50

9P
ro

)
MergedMerged EGFP-ANKRD11EGFP-ANKRD11

W
T

EGFP-ANKRD11 Merged
R

D
1

p.
(T

hr
17

21
M

et
)

p.
(A

la
20

17
Th

r)

p.
(A

sp
21

78
Ty

r)
p.

(A
rg

25
12

G
ln

)
p.

(A
rg

25
23

Tr
p)

p.
(A

rg
25

36
Tr

p)

p.
(A

rg
25

36
P

ro
)

p.
(A

rg
25

79
H

is
)

p.
(A

rg
25

85
C

ys
)

**

Con
tro

l

p.(
Le

u5
09

Pro)

p.(
Th

r17
21

Met)

p.(
Ala2

01
7T

hr)

p.(
Asp

21
78

Ty
r)WT

p.(
Arg2

51
2G

ln)

p.(
Arg2

52
3T

rp)

p.(
Arg2

53
6T

rp)

p.(
Arg2

53
6P

ro)

p.(
Arg2

57
9H

is)

p.(
Arg2

58
5C

ys)

****
**

Figure 3 ANKRD11 variants in RD2 result in reduced protein stability and impaired proteasome degradation or loss of CDKN1A/
P21 transcriptional repression. A. Direct fluorescence imaging of cells expressing EGFP-tagged variants of the ANKRD11 protein using
confocal microscopy. Wild type and all variants showed a speckle-like pattern in the nucleus. Nuclei are stained with Hoechst 33342 (blue).
Protein domains in which variants are located are indicated. Results are representative of 3 independent experiments. Scale bar = 5 μm.
B. Relative fluorescence intensity of EGFP-tagged ANKRD11 variants overexpressed in HEK293T/17 cells treated with translation inhibitor
cycloheximide (CHX; 50 μg/mL) shown in upper panels and with proteasome inhibitor MG132 (5 μg/mL) in the lower panels. Equal volume
of dimethyl sulfoxide was used as a vehicle control. Fluorescence intensity was measured for 24 hours with 3-hour intervals. Values are
expressed relative to t = 0 hour and represent the mean ± SD of 3 independent experiments, each performed in triplicate (*P < .05,
**P < .01, ***P < .001, ****P < .0001; 2-way analysis of variance and a post hoc Dunnett’s test). C-D. Results of luciferase assay with
constructs containing WT and ANKRD11 variants and 2 firefly luciferase reporter constructs with a CDKN1A/P21 promoter. Values are
expressed relative to the control condition that used an EGFP-C2 construct without ANKRD11 and represent the mean ± SD of 4 (C) or 5 (D)
independent experiments, each performed in triplicate (*P < .05, **P < .01, ****P < .0001 vs WT; 1-way analysis of variance and a post
hoc Dunnett’s test). RD, repressor domain; WT, wild type.
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