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Unfortunately an error occurred in Table 2 and 3. The correct Table 2 and 3 are given below.

In addition, on page 2 of the article (right column, fifth paragraph, third sentence), the 

phrase "deletions of" has been added. The correct sentence is given below. Other technical 

difficulties were noted for genes such as EPCAM associated with Lynch syndrome and 

GREM1-associated polyposis, where routine detection of common deletions or duplications 

could be difficult at this time by ES/GS in many laboratories. On page 7 of the article (right 

column, third paragraph, fifth sentence), the word “high” should be replaced by “low”. The 
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correct sentence is given below. MODY3 does not require insulin treatment and responds 

well to low dose oral sulfonylureas, typically lower doses than are customary for most 

type 2 diabetics. On page 8 of the article (left column, third paragraph, second sentence), 

the word “SERPINC1” should be replaced by “SERPINA1”. The correct sentence is given 

below. The SFWG decided that including gene phenotypes such as HMBS-associated acute 

intermittent porphyria and SERPINA1/alpha-1-antitrypsin deficiency with interventions 

involving environmental exposures or behavior modification was beyond the scope of this 

list.

The original article has been corrected.

Miller et al. Page 2

Genet Med. Author manuscript; available in PMC 2024 January 03.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript



A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

Miller et al. Page 3

Ta
b

le
 2

.

N
ew

 g
en

e-
ph

en
ot

yp
e 

pa
ir

s 
fo

r 
se

co
nd

ar
y 

fi
nd

in
gs

 (
SF

) 
lis

t.

G
en

e–
ph

en
ot

yp
e

K
ey

 c
on

si
de

ra
ti

on
s

G
en

es
 r

el
at

ed
 t

o 
ca

nc
er

 p
he

no
ty

pe
s

 M
A

X
/h

er
ed

ita
ry

 p
ar

ag
an

gl
io

m
a/

ph
eo

ch
ro

m
oc

yt
om

a
Pe

ne
tr

an
ce

 m
et

 th
re

sh
ol

d 
to

 in
cl

ud
e 

w
ith

 o
th

er
 P

G
L

/P
C

C
 g

en
es

 P
A

L
B

2/
he

re
di

ta
ry

 b
re

as
t c

an
ce

r
R

is
k 

of
 b

re
as

t c
an

ce
r 

ri
sk

 m
ee

ts
 p

en
et

ra
nc

e 
th

re
sh

ol
d

 T
M

E
M

12
7/

he
re

di
ta

ry
 p

ar
ag

an
gl

io
m

a/
ph

eo
ch

ro
m

oc
yt

om
a

Pe
ne

tr
an

ce
 m

et
 th

re
sh

ol
d 

to
 in

cl
ud

e 
w

ith
 o

th
er

 P
G

L
/P

C
C

 g
en

es

G
en

es
 r

el
at

ed
 t

o 
ca

rd
io

va
sc

ul
ar

 p
he

no
ty

pe
s

 C
A

SQ
2/

ca
te

ch
ol

am
in

er
gi

c 
po

ly
m

or
ph

ic
 v

en
tr

ic
ul

ar
 ta

ch
yc

ar
di

a 
(C

PV
T

)
R

is
k 

of
 s

ud
de

n 
de

at
h 

w
ith

 p
re

ve
nt

iv
e 

in
te

rv
en

tio
ns

 a
va

ila
bl

e

 F
L

N
C

/c
ar

di
om

yo
pa

th
y

R
is

k 
of

 s
ud

de
n 

de
at

h 
w

ith
 p

re
ve

nt
iv

e 
in

te
rv

en
tio

ns
 a

va
ila

bl
e

 T
R

D
N

/c
at

ec
ho

la
m

in
er

gi
c 

po
ly

m
or

ph
ic

 v
en

tr
ic

ul
ar

 ta
ch

yc
ar

di
a 

(C
PV

T
) 

&
 lo

ng
 

Q
T

 s
yn

dr
om

e
R

is
k 

of
 s

ud
de

n 
de

at
h 

w
ith

 p
re

ve
nt

iv
e 

in
te

rv
en

tio
ns

 a
va

ila
bl

e

 T
T

N
/c

ar
di

om
yo

pa
th

y
R

is
k 

of
 s

ud
de

n 
de

at
h 

w
ith

 p
re

ve
nt

iv
e 

in
te

rv
en

tio
ns

 a
va

ila
bl

e

G
en

es
 r

el
at

ed
 t

o 
in

bo
rn

 e
rr

or
s 

of
 m

et
ab

ol
is

m
 p

he
no

ty
pe

s

 B
T

D
/b

io
tin

id
as

e 
de

fi
ci

en
cy

Fe
at

ur
es

 c
an

 b
e 

no
ns

pe
ci

fi
c;

 h
ig

hl
y 

ef
fe

ct
iv

e 
tr

ea
tm

en
t i

n 
ch

ild
re

n 
an

d 
ad

ul
ts

 G
A

A
/P

om
pe

 d
is

ea
se

A
va

ila
bi

lit
y 

of
 e

ff
ec

tiv
e 

en
zy

m
e 

re
pl

ac
em

en
t t

he
ra

py
 in

 in
fa

nt
ile

 a
nd

 la
te

r-
on

se
t c

as
es

G
en

es
 r

el
at

ed
 t

o 
m

is
ce

lla
ne

ou
s 

ph
en

ot
yp

es

 A
C

V
R

L
1/

he
re

di
ta

ry
 h

em
or

rh
ag

ic
 te

la
ng

ie
ct

as
ia

Po
te

nt
ia

l m
or

bi
di

ty
 m

ee
ts

 p
en

et
ra

nc
e 

th
re

sh
ol

d 
an

d 
ha

s 
ef

fi
ca

ci
ou

s 
in

te
rv

en
tio

n

 E
N

G
/h

er
ed

ita
ry

 h
em

or
rh

ag
ic

 te
la

ng
ie

ct
as

ia
Po

te
nt

ia
l m

or
bi

di
ty

 m
ee

ts
 p

en
et

ra
nc

e 
th

re
sh

ol
d 

an
d 

ha
s 

ef
fi

ca
ci

ou
s 

in
te

rv
en

tio
n

 H
FE

/h
er

ed
ita

ry
 h

em
oc

hr
om

at
os

is
 (

H
FE

 p
.C

28
2Y

 h
om

oz
yg

ot
es

 o
nl

y)
Po

te
nt

ia
l m

or
bi

di
ty

 m
ee

ts
 p

en
et

ra
nc

e 
th

re
sh

ol
d 

an
d 

ha
s 

ef
fi

ca
ci

ou
s 

in
te

rv
en

tio
n

 H
N

F1
A

/m
at

ur
ity

-o
ns

et
 d

ia
be

te
s 

of
 th

e 
yo

un
g 

(M
O

D
Y

3)
A

cc
ou

nt
s 

fo
r 

30
–5

0%
 o

f 
kn

ow
n 

M
O

D
Y

 c
as

es
 li

ke
ly

 to
 r

es
po

nd
 to

 lo
w

 d
os

e 
su

lf
on

yl
ur

ea
s;

 e
ar

ly
 tr

ea
tm

en
t m

ay
 

pr
ev

en
t c

om
pl

ic
at

io
ns

 R
PE

65
/R

PE
65

-r
el

at
ed

 r
et

in
op

at
hy

A
va

ila
bi

lit
y 

of
 g

en
e 

th
er

ap
y 

tr
ea

tm
en

t t
ha

t m
ay

 b
e 

m
or

e 
ef

fi
ca

ci
ou

s 
ea

rl
ie

r 
in

 d
is

ea
se

 p
ro

gr
es

si
on

PG
L

/P
C

C
 p

ar
ag

an
gl

io
m

a/
ph

eo
ch

ro
m

oc
yt

om
a.

Genet Med. Author manuscript; available in PMC 2024 January 03.



A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

Miller et al. Page 4

Ta
b

le
 3

.

G
en

es
 n

ot
 s

el
ec

te
d 

fo
r 

se
co

nd
ar

y 
fi

nd
in

gs
 (

SF
) 

lis
t v

3.
0 

an
d 

re
as

on
in

g.

G
en

e–
ph

en
ot

yp
e

C
at

eg
or

y
A

dd
it

io
na

l c
om

m
en

ts

Te
ch

ni
ca

l c
on

ce
rn

s

 E
PC

A
M

-a
ss

oc
ia

te
d 

Ly
nc

h 
sy

nd
ro

m
e

C
an

ce
r

C
on

ce
rn

 th
at

 d
el

et
io

ns
 o

r 
du

pl
ic

at
io

ns
 w

ou
ld

 b
e 

di
ff

ic
ul

t t
o 

de
te

ct
 b

y 
N

G
S

 G
R

E
M

1-
re

la
te

d 
po

ly
po

si
s

C
an

ce
r

C
on

ce
rn

 th
at

 d
up

lic
at

io
n 

w
ou

ld
 b

e 
di

ff
ic

ul
t t

o 
de

te
ct

 w
ith

 N
G

S 
an

d 
ov

er
al

l l
im

ite
d 

in
fo

rm
at

io
n 

ab
ou

t t
hi

s 
ge

ne

 H
N

F1
B

-r
el

at
ed

 m
at

ur
ity

-o
ns

et
 d

ia
be

te
s 

of
 th

e 
yo

un
g 

(M
O

D
Y

5)
M

is
ce

lla
ne

ou
s

A
cc

ou
nt

s 
fo

r 
~5

%
 o

f 
kn

ow
n 

M
O

D
Y

 w
ith

 ~
50

%
 o

f 
ca

se
s 

as
so

ci
at

ed
 w

ith
 d

el
et

io
ns

 d
if

fi
cu

lt 
to

 d
et

ec
t o

n 
ex

om
e 

se
qu

en
ci

ng

 S
D

H
A

/h
er

ed
ita

ry
 p

ar
ag

an
gl

io
m

a/
ph

eo
ch

ro
m

oc
yt

om
a

C
an

ce
r

C
on

ce
rn

s 
ab

ou
t p

re
se

nc
e 

of
 m

an
y 

ps
eu

do
ge

ne
s 

th
at

 c
ou

ld
 le

ad
 to

 f
al

se
 p

os
iti

ve
 r

es
ul

ts
 th

at
 w

ou
ld

 r
eq

ui
re

 la
bs

 to
 

pe
rf

or
m

 e
xt

en
si

ve
 v

al
id

at
io

n 
w

or
k

P
en

et
ra

nc
e 

co
nc

er
ns

 B
R

IP
1/

R
A

D
51

C
/R

A
D

51
D

-r
el

at
ed

 o
va

ri
an

 c
an

ce
r

C
an

ce
r

L
ac

k 
of

 e
ff

ec
tiv

e 
su

rv
ei

lla
nc

e 
m

od
al

iti
es

 f
or

 o
va

ri
an

 c
an

ce
r 

al
so

 a
 c

on
si

de
ra

tio
n

 D
IC

E
R

1-
as

so
ci

at
ed

 tu
m

or
s

C
an

ce
r

C
ha

lle
ng

es
 in

 D
IC

E
R

1 
m

is
se

ns
e 

va
ri

an
t i

nt
er

pr
et

at
io

n

 H
FE

-r
el

at
ed

 h
em

oc
hr

om
at

os
is

 (
ex

ce
pt

 f
or

 H
FE

 p
. C

28
2Y

 
ho

m
oz

yg
ot

es
)

M
is

ce
lla

ne
ou

s
Pe

ne
tr

an
ce

 is
 d

ri
ve

n 
by

 th
e 

p.
C

ys
28

2T
yr

 v
ar

ia
nt

, a
nd

 n
ot

 o
th

er
 v

ar
ia

nt
s 

in
 H

FE

 T
T

R
-a

m
yl

oi
do

si
s

M
is

ce
lla

ne
ou

s
A

ls
o 

co
ns

id
er

ed
 th

at
 s

ud
de

n 
de

at
h 

w
as

 r
ar

e,
 th

us
 a

llo
w

in
g 

tim
e 

fo
r 

cl
in

ic
al

 d
ia

gn
os

is

C
lin

ic
al

 m
an

ag
em

en
t 

co
nc

er
ns

 A
B

C
D

1 
X

-l
in

ke
d 

ad
re

no
le

uk
od

ys
tr

op
hy

IE
M

Se
ve

re
 c

as
es

 h
av

e 
ea

rl
y 

on
se

t a
nd

 w
ou

ld
 b

e 
di

ag
no

se
d 

by
 n

ew
bo

rn
 s

cr
ee

ni
ng

; n
o 

sp
ec

if
ic

 tr
ea

tm
en

t i
n 

ad
ul

th
oo

d

 B
A

P1
-r

el
at

ed
 tu

m
or

s
C

an
ce

r
Sm

al
l n

um
be

r 
of

 f
am

ili
es

 r
ep

or
te

d 
to

 d
at

e 
an

d 
no

 e
st

ab
lis

he
d 

co
ns

en
su

s 
m

an
ag

em
en

t r
ec

om
m

en
da

tio
ns

 a
s 

of
 ti

m
e 

re
vi

ew
ed

 C
O

L
5A

1-
as

so
ci

at
ed

 E
hl

er
s–

D
an

lo
s 

sy
nd

ro
m

e
M

is
ce

lla
ne

ou
s

N
ot

 c
on

si
de

re
d 

hi
gh

ly
 a

ct
io

na
bl

e

 G
C

H
1-

re
la

te
d 

do
pa

-r
es

po
ns

iv
e 

dy
st

on
ia

M
is

ce
lla

ne
ou

s
C

on
ce

rn
 th

at
 d

ia
gn

os
is

 o
f 

th
e 

cl
as

si
c 

ph
en

ot
yp

e 
is

 r
el

at
iv

el
y 

st
ra

ig
ht

fo
rw

ar
d 

an
d 

th
at

 th
e 

tr
ea

tm
en

t e
ff

ic
ac

y 
w

as
 n

ot
 

de
pe

nd
en

t o
n 

th
e 

tim
in

g 
of

 in
iti

at
io

n

 H
M

B
S-

as
so

ci
at

ed
 a

cu
te

 in
te

rm
itt

en
t p

or
ph

yr
ia

M
is

ce
lla

ne
ou

s
C

on
ce

rn
 th

at
 a

vo
id

an
ce

 o
f 

ex
po

su
re

s 
an

d 
de

la
ys

 in
 d

ia
gn

os
is

 c
ou

ld
 b

e 
ou

t o
f 

sc
op

e 
fo

r 
th

e 
A

C
M

G
 S

F 
lis

t

 M
E

FV
-a

ss
oc

ia
te

d 
fa

m
ili

al
 M

ed
ite

rr
an

ea
n 

fe
ve

r
M

is
ce

lla
ne

ou
s

C
on

ce
rn

 a
bo

ut
 c

lin
ic

al
 m

an
ag

em
en

t o
f 

ac
ut

e 
ep

is
od

es
 b

ei
ng

 p
ri

m
ar

ily
 s

up
po

rt
iv

e,
 a

nd
 d

ia
gn

os
is

 c
ou

ld
 th

en
 b

e 
m

ad
e 

th
ro

ug
h 

di
ag

no
st

ic
 te

st
in

g

 N
O

T
C

H
3/

C
A

D
A

SI
L

M
is

ce
lla

ne
ou

s
N

ot
 c

on
si

de
re

d 
hi

gh
ly

 a
ct

io
na

bl
e

 P
O

L
D

1/
PO

L
E

-r
el

at
ed

 p
ol

yp
os

is
C

an
ce

r
R

ar
ity

 o
f 

kn
ow

n 
pa

th
og

en
ic

 v
ar

ia
nt

s 
th

at
 c

ou
ld

 b
e 

re
po

rt
ed

 a
nd

 u
nc

er
ta

in
 r

is
ks

 o
f 

ex
tr

ac
ol

on
ic

 c
an

ce
rs

 P
R

K
A

R
1A

/C
ar

ne
y 

co
m

pl
ex

M
is

ce
lla

ne
ou

s
C

on
ce

rn
s 

ab
ou

t p
en

et
ra

nc
e 

an
d 

qu
es

tio
ns

 a
bo

ut
 a

ct
io

na
bi

lit
y

 S
E

R
PI

N
A

1-
re

la
te

d 
al

ph
a-

1-
an

tit
ry

ps
in

 d
ef

ic
ie

nc
y

M
is

ce
lla

ne
ou

s
C

on
ce

rn
 th

at
 a

vo
id

an
ce

 o
f 

ex
po

su
re

s 
co

ul
d 

be
 o

ut
 o

f 
sc

op
e 

fo
r 

th
e 

A
C

M
G

 S
F 

lis
t

A
C

M
G

 A
m

er
ic

an
 C

ol
le

ge
 o

f 
M

ed
ic

al
 G

en
et

ic
s 

an
d 

G
en

om
ic

s,
 IE

M
 in

bo
rn

 e
rr

or
s 

of
 m

et
ab

ol
is

m
, N

G
S 

ne
xt

-g
en

er
at

io
n 

se
qu

en
ci

ng
.

Genet Med. Author manuscript; available in PMC 2024 January 03.


	Table 2.
	Table 3.

