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Abstract
Background: Duplication	of	the	distal	end	of	chromosome	15q	has	been	previ-
ously	 implicated	 in	 a	 characteristic	 overgrowth	 syndrome.	 Additionally,	 many	
patients	have	other	congenital	malformations,	including	cardiac,	renal,	genital,	
and	musculoskeletal	anomalies.	However,	some	patients	may	present	with	intra-
uterine	growth	restriction	and	short	stature.	Different	breakpoints	within	15q,	as	
well	as	different	environmental	factors,	may	underlie	these	varied	presentations.
Case Presentation: We	discuss	monochorionic-	diamniotic	twins	with	a	~345	kb	
maternally	inherited	duplication	in	15q26.3.	The	twins	presented	with	discordant	
pathology—	one	twin	with	a	single	umbilical	artery,	selective	intrauterine	growth	
restriction,	and	multiple	cardiac	defects	including	aortic	coarctation,	aortic	valve	
stenosis,	and	ventricular	septal	defect,	whereas	the	other	twin	was	unaffected.	To	
our	knowledge,	this	case	represents	the	smallest	reported	duplication	of	distal	15q.
Conclusion: The	discordant	phenotype	seen	in	the	twins	is	likely	due	to	a	com-
plex	interplay	between	genetic	and	environmental	causes.	The	affected	infant	pre-
sented	prenatally	with	growth	restriction	and	a	single	umbilical	artery	rather	than	
overgrowth,	potentially	due	to	a	unique	breakpoint	within	15q.	This,	in	turn,	may	
have	produced	hemodynamic	perturbations	between	the	twins,	leading	to	discord-
ant	cardiac	disease.	Our	report	thus	highlights	the	importance	of	genetic	and	non-
genetic	mechanisms	underlying	discordant	anomalies	in	monochorionic	twins.

K E Y W O R D S

discordant	cardiac	anomalies,	distal	15q	duplication,	genetic	testing,	monochorionic-	
diamniotic	twins

1 	 | 	 BACKGROUND

Trisomy	and	tetrasomy	of	the	distal	end	of	chromosome	
15q	 have	 been	 previously	 implicated	 in	 an	 overgrowth	
syndrome	 characterized	 by	 macrosomia,	 intellectual	

disability,	 and	 distinctive	 facies	 (Cannarella	 et	 al.,  2017;		
Faivre	 et	 al.,  2002;	 Tatton-	Brown	 et	 al.,  2009).	 Putative	
mechanisms	 for	 these	 anomalies	 include	 inappropriate	
gene	 dosage	 of	 the	 insulin-	like	 growth	 factor	 1	 receptor	
IGF1R	(OMIM*147370),	which	plays	a	key	role	in	mitogenic	
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signaling	pathways	and	cell	growth	(Nagai	et	al., 2002).	In	
addition	 to	overgrowth,	patients	may	present	with	other	
congenital	 malformations,	 including	 craniosynostosis,	
cardiac	 and	 renal	 malformation,	 genital	 anomalies,	 and	
limb	 abnormalities	 (Cannarella	 et	 al.,  2017).	 Patients	
with	distal	15q	duplications	have	also	presented	with	in-
trauterine	 growth	 restriction	 (IUGR)	 and	 short	 stature	
rather	 than	 the	 classic	 overgrowth	 (Burada	 et	 al.,  2021;	
Roggenbuck	 et	 al.,  2004).	 These	 variable	 presentations	
may	be	due	to	different	breakpoints	within	15q,	leading	to	
differential	regulation	of	IGF1R.

Here,	 we	 present	 monochorionic-	diamniotic	 (mono-	di)	
twins	with	a	small	(~345	kb),	maternally	inherited	interstitial	
duplication	in	15q26.3,	overlapping	with	exons	3	through	21	
of	IGF1R.	Notably,	only	one	twin	presented	with	a	detectable	
disease	 in	 the	prenatal	and	perinatal	periods.	The	affected	
twin	presented	with	a	single	umbilical	artery,	selective	IUGR	
(sIUGR),	and	multiple	cardiac	defects	including	aortic	coarc-
tation,	 aortic	 valve	 stenosis,	 and	 ventricular	 septal	 defect	
(VSD).	Previous	 reports	of	15q	duplications	were	 typically	
large	(>3 Mb);	thus,	to	our	knowledge,	this	case	represents	
the	smallest	reported	duplication	of	distal	15q.	The	discor-
dant	phenotype	in	the	twins	likely	indicates	a	complex	inter-
play	between	genetic	and	environmental	factors.

2 	 | 	 CASE PRESENTATION

The	 patient’s	 mother	 was	 a	 31-	year-	old,	 gravida	 1	 para	 0	
woman	 with	 no	 significant	 medical	 history	 who	 was	 fol-
lowed	 for	 prenatal	 management	 of	 mono-	di	 twin	 preg-
nancy.	 Routine	 ultrasound	 at	 13	weeks	 gestation	 was	
significant	 for	 a	 two-	vessel	 umbilical	 cord	 and	 suspected	
small	left	ventricle	and	VSD	in	Twin	A.	Repeat	ultrasounds	
at	 15	 and	 18	weeks	 gestation	 identified	 several	 pertinent	
findings	for	Twin	A,	 including	sIUGR,	missing	right	um-
bilical	artery,	and	complex	cardiac	anomaly.	In	particular,	
Twin	A’s	heart	was	noted	 to	have	a	conoventricular-	type	

VSD	 with	 the	 overriding	 aorta	 and	 right	 ventricle	 larger	
than	the	left	ventricle.	Fetal	biometry	identified	28%	weight	
discordance	at	week	15.	However,	there	were	no	abnormal	
umbilical	dopplers	in	either	infant.	Both	fetuses	presented	
with	 visible	 bladders,	 without	 evidence	 of	 fetal	 hydrops	
or	 other	 indicators	 for	 twin–	twin	 transfusion	 syndrome.	
Additionally,	weight	discordance	improved	somewhat	over	
the	 course	 of	 gestation.	 First-	trimester	 screening	 showed	
decreased	risk	(1:>10,000)	of	trisomies	13,	18,	and	21.

With	 multiple	 anomalies	 in	 one	 of	 the	 twins,	 the	
family	was	 referred	 for	prenatal	genetic	counseling.	The	
mother’s	family	history	was	significant	for	unilateral	renal	
agenesis	 (in	 the	 mother’s	 mother	 and	 maternal	 aunt),	
learning	disability	 (mother’s	maternal	half-	brother),	and	
bipolar	disorder	(mother’s	maternal	cousin).	The	father’s	
family	history	was	also	notable	for	unilateral	renal	agen-
esis	 (in	 the	 father’s	 paternal	 grandmother)	 and	 bipolar	
disorder	 (father’s	 maternal	 aunt).	 After	 discussion,	 the	
family	 opted	 to	 pursue	 amniocentesis	 for	 single	 nucle-
otide	 polymorphism	 (SNP)	 microarray	 testing,	 alpha-	
fetoprotein	level,	and	carrier	screening	for	421	autosomal	
recessive	 and	 X-	linked	 disorders	 (Natera	 Horizon).	 SNP	
microarray	found	an	interstitial	duplication	of	unknown	
significance	in	the	long	arm	of	chromosome	15	(arr[hg19]	
15q26.3(99282850_99627413)x3,	 ~345	kb)	 in	 both	 twins	
(Figure 1).	This	duplication	partially	overlaps	the	IGF1R	
gene	(OMIM*147370),	from	exons	3	to	21.	Further	testing	
of	both	parents	found	that	the	duplication	was	maternally	
inherited.	Notably,	the	mother	was	negative	for	any	history	
of	cardiac	or	renal	disease	but	had	not	had	ultrasounds.

Delivery	 was	 performed	 by	 the	 primary	 cesarian	 sec-
tion	at	35	weeks	due	to	premature	rupture	of	membranes.	
Delivery	 was	 otherwise	 uncomplicated;	 APGAR	 scores	
were	8	and	9	at	1	and	5	min,	respectively,	for	both	twins.	At	
birth,	Twin	A	weighed	2.04	kg,	whereas	Twin	B	weighed	
2.69	kg.	Twin	A	was	transferred	to	the	pediatric	cardiac	in-
tensive	care	unit	for	initiation	of	prostaglandin	treatment,	
whereas	Twin	B	was	transferred	to	the	newborn	nursery.	

F I G U R E  1  Region	of	duplication	reported	in	this	study.	The	patients	presented	with	a	maternally	inherited	interstitial	duplication	of	
chromosome	15q26.3.	Figure	is	made	using	the	UCSC	Genome	Browser	(http://genome.ucsc.edu)	with	assembly	GRCh37/hg19	(Feb	2009)	
(Kent	et	al., 2002;	Navarro	Gonzalez	et	al., 2021).	The	session	can	be	accessed	through	https://genome.ucsc.edu/s/skann	an4/SK_15q26.3_
caser	eport
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A	postnatal	echocardiogram	confirmed	cardiac	abnormal-
ities	for	Twin	A,	including	transverse	aortic	arch	and	isth-
mus	hypoplasia,	bicommissural	stenotic	aortic	valve,	and	
large	 posterior	 malalignment	 VSD	 but	 normal	 ventricu-
lar	 size	and	 function.	Twin	B	presented	with	no	cardiac	
anomalies.	 Abdominal	 ultrasounds	 with	 two	 functional	
kidneys	 were	 normal	 in	 both.	 On	 examination,	 both	 in-
fants	presented	with	brachyclinodactyly	of	the	fifth	finger	
and	microretrognathia,	though	this	was	more	pronounced	
in	Twin	A	and	accompanied	by	a	sloping	forehead.	Twin	A	
additionally	presented	with	the	widened	distance	between	
the	first	and	second	toes	bilaterally.	Other	features	demon-
strated	typical	variation.

3 	 | 	 DISCUSSION

Here,	we	discuss	the	case	of	a	pair	of	mono-	di	twins	with	a	
maternally	inherited	distal	15q26.3	microduplication	and	
discordant	cardiac	anomalies.	The	affected	twin	presented	
prenatally	with	sIUGR	and	missing	right	umbilical	artery,	
and	cardiac	anatomy	significant	for	transverse	aortic	arch	
and	isthmus	hypoplasia,	aortic	valve	stenosis,	and	mala-
lignment	VSD.	Congenital	heart	disease	 is	notably	more	
common	in	twin	pregnancies,	with	a	reported	prevalence	
of	 20	 in	 1000	 live	 births	 (Balasubramanian	 et	 al.,  2021);	
the	 risk	 is	 further	 increased	 6–	9-	fold	 for	 monochori-
onic	 twin	 pregnancies	 (Bahtiyar	 et	 al.,  2007;	 Gijtenbeek	
et	al., 2019).	Despite	a	shared	genetic	code,	mono-	di	twins	
frequently	 present	 with	 discordant	 phenotypes,	 with	
fewer	 than	 20%	 showing	 concordant	 congenital	 anoma-
lies	 (Imany-	Shakibai	 et	 al.,  2021).	 Recent	 evidence	 has	
supported	 previously	 unrecognized	 genomic	 differences	
in	monozygotic	 twins	due	 to	early	developmental	muta-
tions	(Jonsson	et	al., 2021).	It	 is	possible	that	these	gene	
changes	can	lead	to	discordant	presentations	in	mono-	di	
twins.	However,	other	studies	have	emphasized	the	rela-
tive	 impact	 of	 other	 mechanisms	 on	 discordant	 cardiac	
phenotypes,	 including	 epigenetic	 (Grunert	 et	 al.,  2020;	
Lyu	 et	 al.,  2018;	 Repetti	 et	 al.,  2021)	 and	 hemodynamic	
differences	(AlRais	et	al., 2011).	We	consider	these	various	
factors	here	in	the	context	of	the	microduplication	seen	in	
our	case	study	patients.

On	 the	 SNP	 array,	 both	 twins	 were	 found	 to	 have	 a	
~345	kb	 interstitial	 duplication	 in	 15q26.3	 (Figure  1),	 a	
location	 that	overlaps	with	 the	previously	described	15q	
overgrowth	 syndrome	 (Cannarella	 et	 al.,  2017;	 Faivre	
et	al., 2002;	Tatton-	Brown	et	al., 2009).	Distal	15q	dupli-
cations	 have	 now	 been	 reported	 in	 at	 least	 96	 patients	
(Cannarella	et	al., 2017).	Patients	with	these	duplications	
present	with	a	common	phenotype	of	pre-		and	postnatal	
overgrowth,	developmental	delay,	learning	disabilities,	and	
facial	 abnormalities	 (long	 triangular	 face,	 downslanting	

palpebral	 fissures,	 prominent	 nose,	 micrognathia,	 and	
low-	set	ears)	(Cannarella	et	al., 2017;	Faivre	et	al., 2002;	
Tatton-	Brown	 et	 al.,  2009).	 Patients	 have	 also	 presented	
variably	with	cardiac	and	renal	anomalies,	genital	abnor-
malities	and	cryptorchidism,	craniosynostosis,	and	hand	
abnormalities	(including	arachnodactyly,	syndactyly,	and	
clinodactyly)	(Cannarella	et	al., 2017;	Faivre	et	al., 2002;	
Tatton-	Brown	 et	 al.,  2009).	 A	 range	 of	 duplicated	 re-
gions	have	been	reported,	including	from	15q23.1-	qter	to	
15q26.1-	qter	 (Tatton-	Brown	 et	 al.,  2009).	 This	 variation	
likely	 explains	 the	 differences	 in	 observed	 phenotypes.	
However,	the	overgrowth	phenotype	has	been	most	con-
sistently	 seen	 for	 distal	 terminal	 duplications	 ranging	
from	 15q25.1-	qter	 to	 15q26.1-	qter	 (Luo	 et	 al.,  2015).	 Per	
previous	 literature	 (Leffler	 et	 al.,  2016)	 as	 well	 as	 cases	
available	on	the	DECIPHER	database	(Firth	et	al., 2009),	
most	 previously	 reported	 distal	 15q	 duplications	 associ-
ated	with	pathology	are	relatively	 large	(>3 Mb	in	size).	
Thus,	the	duplication	observed	in	our	twins	is	particularly	
small.

The	 described	 duplication	 partially	 overlapped	 the	
IGF1R	 gene,	 which	 is	 thought	 to	 be	 responsible	 for	 the	
overgrowth	 phenotype	 of	 distal	 15q	 duplication.	 IGF1R	
is	 a	 transmembrane	 receptor	 tyrosine	 kinase	 that	 medi-
ates	 the	effects	of	 IGF1	and	 IGF2,	 leading	 to	 the	activa-
tion	of	pathways	relevant	to	cell	growth	and	proliferation	
(Chitnis	et	al., 2008;	Iams	&	Lovly, 2015).	Several	studies	
have	 made	 the	 link	 between	 IGF1R	 dosage	 and	 patient	
phenotypes.	Trisomy	of	 IGF1R	has	been	associated	with	
overgrowth	while	haploinsufficiency	has	been	associated	
with	IUGR	and	postnatal	growth	failure	(Nagai	et	al., 2002;	
Ocaranza	 et	 al.,  2017;	 Okubo	 et	 al.,  2003;	Tatton-	Brown	
et	al., 2009).	It	should	be	noted	that	several	case	reports	of	
a	distal	15q26.3	duplication-	related	overgrowth	presenta-
tion	have	been	described	that	do	not	involve	IGF1R,	sug-
gesting	that	other	genes	in	this	region	may	also	play	a	role	
in	the	syndromic	features	(De	Schepper	et	al., 2017;	Leffler	
et	 al.,  2016).	 Moreover,	 others	 have	 described	 patients	
with	 15q26.3	 duplication	 involving	 IGF1R	 presenting	
with	IUGR,	failure	to	thrive,	and	short	stature	rather	than	
overgrowth	 (Burada	et	al., 2021;	Cannarella	et	al., 2017;	
Roggenbuck	et	al., 2004).	This	 is	particularly	relevant	 to	
our	case	study.	Here,	while	our	twins	presented	with	fa-
cies	 and	 limb	 differences	 consistent	 with	 the	 previously	
described	15q	overgrowth	 syndrome	 (microretrognathia,	
sloping	 forehead,	 clinodactyly),	 neither	 presented	 with	
overgrowth.	Instead,	Twin	A	presented	with	sIUGR	and	a	
relatively	smaller	size	compared	with	Twin	B.	One	possible	
explanation	for	variable	phenotypes	produced	by	15q26.3	
duplication	is	variations	in	the	specific	breakpoint	on	chro-
mosome	15.	As	discussed	by	Roggenbuck	et	al.,	different	
breakpoints	may	lead	to	the	juxtaposition	of	IGF1R	near	
an	active	promoter	or	 to	alteration	of	normal	regulatory	
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sequences	of	the	gene	(Roggenbuck	et	al., 2004).	Similarly,	
it	is	possible	that	the	specific	partial	duplication	in	our	pa-
tients	led	to	disruption	of	gene	function,	producing	IUGR	
rather	 than	 the	 classic	 overgrowth	 phenomena.	 Further	
studies,	 including	 measuring	 IGF1R	 gene	 dosages,	 may	
help	further	clarify	the	genotype–	phenotype	relationship.

Congenital	 cardiac	 anomalies	 have	 been	 previously	
identified	in	approximately	50%	of	patients	with	distal	15q	
duplications	(Cannarella	et	al., 2017).	These	have	included	
a	range	of	pathologies,	including	patent	ductus	arteriosus,	
mitral	valve	stenosis,	septal	defect,	atrioventricular	canal,	
aortic	coarctation,	hypoplastic	left	heart,	Ebstein	anomaly,	
and	 others	 (Burada	 et	 al.,  2021;	 Cannarella	 et	 al.,  2017;	
Thorsson	et	al., 2013).	Interestingly,	Thorsson	et	al.	identi-
fied	a	primary	critical	region	in	15q26.3	that	appears	to	be	
involved	 in	cardiac	pathogenesis	 (Thorsson	et	al., 2013).	
This	 region	 includes	 MEF2A,	 a	 known	 regulator	 of	 car-
diac	development	and	function	(Iida	et	al., 1999).	Notably,	
IGF1R	appears	to	fall	outside	this	critical	region.	Moreover,	
patients	 carrying	 IGF1R	 mutations	 as	 well	 as	 knockout	
mice	lacking	IGF1R	typically	do	not	display	cardiac	anom-
alies	(Benbouchta	et	al., 2021).	Thus,	it	is	unlikely	that	the	
microduplication	 in	 our	 patients	 contributed	 to	 the	 ob-
served	cardiac	pathology	through	a	direct	gene	effect.

Another	 mechanism	 by	 which	 IGF1R	 microduplica-
tion	 may	 have	 caused	 cardiac	 pathology	 in	 our	 patients	
is	 through	 an	 impact	 on	 hemodynamics.	 Twin–	twin	
transfusion,	 sIUGR,	 and	 single	 umbilical	 artery	 have	 all	
been	 associated	 with	 cardiac	 abnormalities	 in	 mono-	di	
twin	 pregnancies	 (Balasubramanian	 et	 al.,  2021;	 Cohen	
et	al., 2016;	de	Haseth	et	al., 2012;	Gijtenbeek	et	al., 2019;	
Mitchell	et	al., 2015;	Negis	et	al., 1994).	Notably,	hemody-
namic	mechanisms	have	been	implicated	in	the	develop-
ment	 of	 discordant	 cardiac	 pathologies	 in	 twins	 (AlRais	
et	 al.,  2011).	 Coarctation	 of	 the	 aorta,	 valvular	 disease	
(particularly	aortic	stenosis),	and	septal	defects	are	asso-
ciated	 with	 mono-	di	 twin	 pregnancies	 and	 have	 a	 likely	
hemodynamic	etiology	(Gijtenbeek	et	al., 2019;	Herskind	
et	al., 2013).	This	corresponds	well	to	our	affected	patient	
Twin	A,	who	presented	with	aortic	arch	and	isthmus	hy-
poplasia,	aortic	valve	disease,	and	VSD.	A	plausible	expla-
nation	 is	 that	 IGF1R	 microduplication	 promoted	 altered	
hemodynamics	that	was	exacerbated	in	the	context	of	mo-
no-	di	twin	pregnancy,	leading	to	sIUGR	and	the	develop-
ment	 of	 discordant	 cardiac	 abnormalities.	 In	 this	 sense,	
gene-		and	environmental-	level	effects	contributed	 to	 the	
presentation.

Other	potential	mechanisms	for	producing	discordant	
cardiac	pathology	in	this	case	study	should	also	be	consid-
ered.	It	should	be	noted	that	15q26.3	falls	outside	the	im-
printing	region	of	chromosome	15	(Butler	&	Duis, 2020),	
and	 IGF1R	 is	not	 imprinted	 (Tatton-	Brown	et	al.,  2009).	

However,	other	modes	of	regulation	may	also	be	relevant.	
For	 example,	 two	 recent	 studies	 showed	 the	 contribu-
tion	 of	 differential	 DNA	 methylation	 to	 discordant	 car-
diac	 phenotypes	 in	 mono-	di	 twins	 (Grunert	 et	 al.,  2020;	
Lyu	 et	 al.,  2018).	 Additionally,	 we	 focused	 our	 attention	
on	IGF1R	as	the	primary	gene	appearing	in	the	duplica-
tion	 region.	 However,	 this	 region	 also	 encodes	 for	 other	
RNAs,	 including	 the	 microRNA	 MIR4714	 and	 the	 long	
noncoding	 RNAs	 SNRPA1- DT	 and	 LUNAR1	 (Figure  1).	
Deregulated	 microRNA	 levels	 have	 been	 found	 in	 twins	
with	discordant	cardiac	defects	(Abu-	Halima	et	al., 2019).	
Thus,	 further	 investigation	 of	 epigenetic	 modification	
and	noncoding	regions	 in	our	observed	duplication	may	
contribute	 to	 the	 observed	 differences	 in	 phenotypic	
expression.

In	addition	 to	cardiac	anomalies,	 the	15q	duplication	
syndrome	has	previously	been	associated	with	renal	mal-
formations,	 including	 horseshoe	 kidney,	 renal	 agene-
sis,	 hydronephrosis,	 and	 others	 (Cannarella	 et	 al.,  2017;	
Tatton-	Brown	et	al., 2009).	This	was	noteworthy	given	the	
history	of	renal	agenesis	on	both	the	maternal	and	the	pa-
ternal	sides	of	the	family	of	our	patients.	However,	both	
twins	presented	with	bilateral	kidneys	with	no	noted	ab-
normalities	 to	 ultrasound.	 Further	 follow-	up,	 including	
genetic	testing	for	the	extended	family,	may	provide	fur-
ther	 elucidation	 of	 the	 genetics	 underlying	 this	 family’s	
renal	disease	and	help	clarify	the	role	of	the	identified	mi-
croduplication	in	this	pathology.

4 	 | 	 CONCLUSION

We	 report	 here	 the	 case	 of	 two	 mono-	di	 twins	 with	 a	
maternally	 inherited	 15q26.3	 duplication	 and	 discord-
ant	 cardiac	 phenotype.	 In	 contrast	 with	 the	 typically	
described	overgrowth	syndrome,	the	affected	infant	pre-
sented	prenatally	with	sIUGR	and	a	single	umbilical	ar-
tery.	This	difference	from	previously	reported	cases	may	
be	due	to	a	unique	breakpoint	within	15q26.3,	leading	to	
dysregulation	of	IGF1R,	though	further	functional	stud-
ies	will	be	required	to	validate	this.	This	dysregulation	
may	have	in	turn	produced	hemodynamic	perturbations	
between	the	twins,	leading	to	the	discordant	cardiac	pa-
thology.	It	is	currently	unclear	to	what	degree	we	expect	
the	patients	to	exhibit	other	traits	previously	associated	
with	 distal	 15q	 duplications,	 such	 as	 developmental	
delay	or	intellectual	disability,	but	the	mother’s	typical	
cognitive	function	is	reassuring.	Further	follow-	up	will	
be	important	to	characterize	the	full	phenotypic	effects	
of	this	microdeletion	and	to	compare	these	twins	to	the	
clinical	course	of	previously	described	patients	with	15q	
overgrowth	syndrome.



   | 5 of 6KANNAN et al.

CONFLICT OF INTEREST
The	authors	declare	that	they	have	no	competing	interests.

AUTHOR CONTRIBUTIONS
All	authors	were	responsible	for	gathering	relevant	patient	
data.	The	initial	draft	was	prepared	by	Suraj	Kannan	and	ed-
ited	by	Joann	N.	Bodurtha,	Ada	Hamosh,	and	Christopher	
Jordan.	All	authors	read	and	approved	the	final	manuscript.

ETHICS APPROVAL AND CONSENT TO 
PARTICIPATE
Ethics	approval	was	not	required	for	this	case	report.

CONSENT FOR PUBLICATION
Written	consent	was	obtained	from	the	legal	guardian	of	
the	patients.	These	consent	forms	are	available	on	request.

DATA AVAILABILITY STATEMENT
This	study	makes	use	of	data	generated	by	the	DECIPHER	
community.	A	full	 list	of	centres	who	contributed	to	the	
generation	 of	 the	 data	 is	 available	 from	 https://deci-
phergenomics.org/about/stats	 and	 via	 email	 from	 con-
tact@deciphergenomics.org.	Funding	for	the	DECIPHER	
project	was	provided	by	Wellcome.

ORCID
Suraj Kannan  	https://orcid.org/0000-0002-7820-7381	

REFERENCES
Abu-	Halima,	 M.,	 Weidinger,	 J.,	 Poryo,	 M.,	 Henn,	 D.,	 Keller,	 A.,	

Meese,	E.,	&	Abdul-	Khaliq,	H.	 (2019).	Micro-	RNA	signatures	
in	monozygotic	 twins	discordant	 for	congenital	heart	defects.	
PLoS One,	14(12),	1–	13.

AlRais,	 F.,	 Feldstein,	 V.	 A.,	 Srivastava,	 D.,	 Gosnell,	 K.,	 &	 Moon-	
Grady,	 A.	 J.	 (2011).	 Monochorionic	 twins	 discordant	 for	 con-
genital	 heart	 disease:	 A	 referral	 center's	 experience	 and	 pos-
sible	 pathophysiologic	 mechanisms.	 Prenatal Diagnosis,	 31,	
978–	984.	https://doi.org/10.1002/pd.2819

Bahtiyar,	M.	O.,	Dulay,	A.	T.,	Weeks,	B.	P.,	Friedman,	A.	H.,	&	Copel,	J.	A.	
(2007).	Prevalence	of	congenital	heart	defects	in	monochorionic/
diamniotic	twin	gestations.	Journal of Ultrasound in Medicine,	26,	
1491–	1498.	https://doi.org/10.7863/jum.2007.26.11.1491

Balasubramanian,	 R.,	 Vuppalapati,	 S.,	 Avanthika,	 C.,	 Jhaveri,	
S.,	 Peddi,	 N.	 C.,	 Ahmed,	 S.,	 Reddy,	 A.,	 &	 Kaur,	 J.	 (2021).	
Epidemiology,	genetics	and	epigenetics	of	congenital	heart	dis-
eases	in	twins.	Cureus,	13(Dc),	1–	8.

Benbouchta,	 Y.,	 De	 Leeuw,	 N.,	 Amasdl,	 S.,	 Sbiti,	 A.,	 Smeets,	 D.,	
Sadki,	K.,	&	Sefiani,	A.	(2021).	15Q26	deletion	in	a	patient	with	
congenital	 heart	 defect,	 growth	 restriction	 and	 intellectual	
disability:	Case	report	and	literature	review.	Italian Journal of 
Pediatrics,	47(1),	1–	8.

Burada,	F.,	Streata,	I.,	Ungureanu,	A.,	Ruican,	D.,	Nagy,	R.,	Serban-	
Sosoi,	 S.,	 Stambouli,	 D.,	 Dimos,	 L.,	 Popescu-Hobeanu,	 G.,	
Mihai,	I.,	&	Iliescu,	D.	(2021).	Prenatal	diagnosis	of	a	pure	15q	
distal	trisomy	derived	from	a	maternal	pericentric	inversion:	A	
case	report.	Experimental and Therapeutic Medicine,	21(4),	1–	6.

Butler,	 M.	 G.,	 &	 Duis,	 J.	 (2020).	 Chromosome	 15	 imprinting	 dis-
orders:	 Genetic	 laboratory	 methodology	 and	 approaches.	
Frontiers in Pediatrics,	8(May),	1–	6.

Cannarella,	R.,	Mattina,	T.,	Condorelli,	R.	A.,	Mongioì,	L.	M.,	Pandini,	
G.,	 la	 Vignera,	 S.,	 &	 Calogero,	 A.	 E.	 (2017).	 Chromosome	 15	
structural	abnormalities:	Effect	on	IGF1R	gene	expression	and	
function.	Endocrine Connections,	6(7),	528–	539.	https://doi.org/	
10.1530/EC-	17-	0158

Chitnis,	M.	M.,	Yuen,	J.	S.	P.,	Protheroe,	A.	S.,	Pollak,	M.,	&	Macaulay,	
V.	 M.	 (2008).	 The	 type	 1	 insulin-	like	 growth	 factor	 receptor	
pathway.	Clinical Cancer Research,	14(20),	6364–	6370.	https://
doi.org/10.1158/1078-	0432.CCR-	07-	4879

Cohen,	E.,	Wong,	F.	Y.,	Horne,	R.	S.	C.,	&	Yiallourou,	S.	R.	(2016).	
Intrauterine	 growth	 restriction:	 Impact	 on	 cardiovascular	 de-
velopment	and	function	throughout	infancy.	Pediatric Research,	
79(6),	821–	830.	https://doi.org/10.1038/pr.2016.24

de	Haseth,	S.	B.,	Haak,	M.	C.,	Roest,	A.	A.	W.,	Rijlaarsdam,	M.	E.	
B.,	Oepkes,	D.,	&	Lopriore,	E.	(2012).	Right	ventricular	outflow	
tract	obstruction	in	monochorionic	twins	with	selective	intra-
uterine	growth	restriction.	Case Reports in Pediatrics,	2012,	1–	4.	
https://doi.org/10.1155/2012/426825

De	 Schepper,	 J.,	 Libeert,	 D.,	 &	 Callewaert,	 B.	 (2017,	 May	 3).	
Microduplication	of	15q26.3	not	including	IGF1R	as	a	novel	ge-
netic	cause	of	infantile	overgrowth.	Endocrine Abstracts [Internet].	
http://www.endoc	rine-	abstr	acts.org/ea/0049/ea004	9ep812.htm

Faivre,	L.,	Gosset,	P.,	Cormier-	Daire,	V.,	Odent,	S.,	Amiel,	J.,	Giurgea,	
I.,	 Nassogne,	 M.	 C.,	 Pasquier,	 L.,	 Munnich,	 A.,	 Romana,	 S.,	
Prieur,	M.,	Vekemans,	M.,	de	Blois,	M.	C.,	&	Turleau,	C.	(2002).	
Overgrowth	 and	 trisomy	 15q26.1-	qter	 including	 the	 IGF1	 re-
ceptor	gene:	Report	of	two	families	and	review	of	the	literature.	
European Journal of Human Genetics,	10(11),	699–	706.	https://
doi.org/10.1038/sj.ejhg.5200879

Firth,	H.	V.,	Richards,	S.	M.,	Bevan,	A.	P.,	Clayton,	S.,	Corpas,	M.,	
Rajan,	D.,	van	Vooren,	S.,	Moreau,	Y.,	Pettett,	R.	M.,	&	Carter,	
N.	 P.	 (2009).	 DECIPHER:	 Database	 of	 chromosomal	 imbal-
ance	 and	 phenotype	 in	 humans	 using	 Ensembl	 resources.	
American Journal of Human Genetics,	84(4),	524–	533.	https://
doi.org/10.1016/j.ajhg.2009.03.010

Gijtenbeek,	 M.,	 Shirzada,	 M.	 R.,	Ten	 Harkel,	 A.	 D.	 J.,	 Oepkes,	 D.,	
&	Haak,	M.	C.	(2019).	Congenital	heart	defects	in	monochori-
onic	twins:	A	systematic	review	and	meta-	analysis.	Journal of 
Clinical Medicine,	8(6),	1–	10.

Grunert,	M.,	Appelt,	S.,	Grossfeld,	P.,	&	Sperling,	S.	R.	(2020).	The	
needle	 in	 the	haystack—	Searching	 for	genetic	and	epigenetic	
differences	in	monozygotic	twins	discordant	for	tetralogy	of	fal-
lot.	 Journal of Cardiovascular Development and Disease,	 7(4),	
1–	17.

Herskind,	A.	M.,	Pedersen,	D.	A.,	&	Christensen,	K.	(2013).	Increased	
prevalence	of	congenital	heart	defects	in	monozygotic	and	di-
zygotic	 twins.	 Circulation,	 128(11),	 1182–	1188.	 https://doi.
org/10.1161/CIRCU	LATIO	NAHA.113.002453

Iams,	W.	T.,	&	Lovly,	C.	M.	(2015).	Molecular	pathways:	Clinical	ap-
plications	and	 future	direction	of	 insulin-	like	growth	 factor-	1	
receptor	 pathway	 blockade.	 Clinical Cancer Research,	 21(19),	
4270–	4277.	https://doi.org/10.1158/1078-	0432.CCR-	14-	2518

Iida,	 K.,	 Hidaka,	 K.,	 Takeuchi,	 M.,	 Nakayama,	 M.,	 Yutani,	 C.,	
Mukai,	 T.,	 &	 Morisaki,	 T.	 (1999).	 Expression	 of	 MEF2	 genes	
during	 human	 cardiac	 development.	 The Tohoku Journal of 
Experimental Medicine,	 187,	 15–	23.	 https://doi.org/10.1620/
tjem.187.15

https://orcid.org/0000-0002-7820-7381
https://orcid.org/0000-0002-7820-7381
https://doi.org/10.1002/pd.2819
https://doi.org/10.7863/jum.2007.26.11.1491
https://doi.org/10.1530/EC-17-0158
https://doi.org/10.1530/EC-17-0158
https://doi.org/10.1158/1078-0432.CCR-07-4879
https://doi.org/10.1158/1078-0432.CCR-07-4879
https://doi.org/10.1038/pr.2016.24
https://doi.org/10.1155/2012/426825
http://www.endocrine-abstracts.org/ea/0049/ea0049ep812.htm
https://doi.org/10.1038/sj.ejhg.5200879
https://doi.org/10.1038/sj.ejhg.5200879
https://doi.org/10.1016/j.ajhg.2009.03.010
https://doi.org/10.1016/j.ajhg.2009.03.010
https://doi.org/10.1161/CIRCULATIONAHA.113.002453
https://doi.org/10.1161/CIRCULATIONAHA.113.002453
https://doi.org/10.1158/1078-0432.CCR-14-2518
https://doi.org/10.1620/tjem.187.15
https://doi.org/10.1620/tjem.187.15


6 of 6 |   KANNAN et al.

Imany-	Shakibai	H,	Yin	O,	Russell	MR,	Sklansky	M,	Satou	G,	Afshar	
Y.	 Discordant	 congenital	 heart	 defects	 in	 monochorionic	
twins:	 Risk	 factors	 and	 proposed	 pathophysiology.	 PLoS One 
[Internet].	2021;16(5	May):1–	15.	https://doi.org/10.1371/journ	al.	
pone.0251160

Jonsson,	 H.,	 Magnusdottir,	 E.,	 Eggertsson,	 H.	 P.,	 Stefansson,		
O.	 A.,	 Arnadottir,	 G.	 A.,	 Eiriksson,	 O.,	 Zink,	 F.,	 Helgason,		
E.	 A.,	 Jonsdottir,	 I.,	 Gylfason,	 A.,	 Jonasdottir,	 A.,	 Jonasdottir,	
A.,	Beyter,	D.,	Steingrimsdottir,	T.,	Norddahl,	G.	L.,	Magnusson,	
O.	 T.,	 Masson,	 G.,	 Halldorsson,	 B.	 V.,	 Thorsteinsdottir,	 U.,	 …	
Stefansson,	K.	(2021).	Differences	between	germline	genomes	
of	monozygotic	twins.	Nature Genetics [Internet],	53(1),	27–	34.	
https://doi.org/10.1038/s4158	8-	020-	00755	-	1

Kent,	 W.	 J.,	 Sugnet,	 C.	 W.,	 Furey,	 T.	 S.,	 Roskin,	 K.	 M.,	 Pringle,		
T.	H.,	Zahler,	A.	M.,	&	Haussler,	D.	(2002).	The	human	genome	
browser	at	UCSC.	Genome Research,	12(6),	996–	1006.	https://
doi.org/10.1101/gr.229102

Leffler,	 M.,	 Puusepp,	 S.,	 Žilina,	 O.,	 Zhu,	 Y.,	 Kuuse,	 K.,	 Bain,	 N.,	
Burgess,	 T.,	 Õunap,	 K.,	 &	 Field,	 M.	 (2016).	 Two	 familial	 mi-
croduplications	 of	 15q26.3	 causing	 overgrowth	 and	 variable	
intellectual	 disability	 with	 normal	 copy	 number	 of	 IGF1R.	
European Journal of Medical Genetics,	59(4),	257–	262.	https://
doi.org/10.1016/j.ejmg.2015.12.002

Luo,	M.,	Mulchandani,	S.,	Dubbs,	H.	A.,	Swarr,	D.,	Pyle,	L.,	Zackai,	
E.	H.,	Spinner,	N.	B.,	&	Conlin,	L.	K.	(2015).	Detection	of	mu-
tually	exclusive	mosaicism	in	a	girl	with	genotype-	phenotype	
discrepancies.	 American Journal of Medical Genetics Part A,	
167(12),	3091–	3095.	https://doi.org/10.1002/ajmg.a.37261

Lyu,	G.,	Zhang,	C.,	Ling,	T.,	Liu,	R.,	Zong,	L.,	Guan,	Y.,	Huang,	X.,	
Sun,	 L.,	 Zhang,	 L.,	 Li,	 C.,	 Nie,	Y.,	 &	Tao,	W.	 (2018).	 Genome	
and	 epigenome	 analysis	 of	 monozygotic	 twins	 discordant	 for	
congenital	heart	disease.	BMC Genomics,	19(1),	1–	13.

Mitchell,	 S.	 E.,	 Reidy,	 K.,	 Da	 Silva,	 C.	 F.,	 Palma-	Dias,	 R.,	 Cade,		
T.	J.,	&	Umstad,	M.	P.	(2015).	Congenital	malformations	asso-
ciated	with	a	single	umbilical	artery	in	twin	pregnancies.	Twin 
Research and Human Genetics,	 18(5),	 595–	600.	 https://doi.
org/10.1017/thg.2015.59

Nagai,	 T.,	 Shimokawa,	 O.,	 Harada,	 N.,	 Sakazume,	 S.,	 Ohashi,	 H.,	
Matsumoto,	N.,	Obata,	K.,	Yoshino,	A.,	Murakami,	N.,	Murai,	
T.,	 Sakuta,	 R.,	 &	 Niikawa,	 N.	 (2002).	 Postnatal	 overgrowth	
by	 15q-	trisomy	 and	 intrauterine	 growth	 retardation	 by	 15q-	
monosomy	due	to	familial	translocation	t(13;15):	Dosage	effect	
of	IGF1R?	American Journal of Medical Genetics,	113(2),	173–	
177.	https://doi.org/10.1002/ajmg.10717

Navarro	 Gonzalez,	 J.,	 Zweig,	 A.	 S.,	 Speir,	 M.	 L.,	 Schmelter,	 D.,	
Rosenbloom,	 K.	 R.,	 Raney,	 B.	 J.,	 Powell,	 C.	 C.,	 Nassar,	 L.	 R.,	
Maulding,	N.	D.,	Lee,	C.	M.,	Lee,	B.	T.,	Hinrichs,	A.	S.,	Fyfe,	
A.	C.,	Fernandes,	J.	D.,	Diekhans,	M.,	Clawson,	H.,	Casper,	J.,	
Benet-	Pagès,	A.,	Barber,	G.	P.,	…	Kent,	W.	J.	(2021).	The	UCSC	
genome	browser	database:	2021	update.	Nucleic Acids Research,	
49(D1),	D1046–	D1057.	https://doi.org/10.1093/nar/gkaa1070

Negis,	H.,	Sagawa,	T.,	&	Makinoda,	S.	 (1994).	Two	cases	of	mono-
zygotic	 twins,	 in	 each	 of	 which	 one	 fetus	 was	 prenatally	

diagnosed	as	having	a	heart	anomaly.	Journal of Obstetrics and 
Gynaecology,	3,	293–	298.

Ocaranza,	P.,	Golekoh,	M.	C.,	Andrew,	S.	F.,	Guo,	M.	H.,	Kaplowitz,	P.,	
Saal,	H.,	Rosenfeld,	R.	G.,	Dauber,	A.,	Cassorla,	F.,	Backeljauw,	
P.	F.,	&	Hwa,	V.	(2017).	Expanding	genetic	and	functional	di-
agnoses	 of	 IGF1R	 Haploinsufficiencies.	 Hormone Research in 
Pædiatrics,	87(6),	412–	422.	https://doi.org/10.1159/00046	4143

Okubo,	Y.,	Siddle,	K.,	Firth,	H.,	O'Rahilly,	S.,	Wilson,	L.	C.,	Willatt,	
L.,	 Fukushima,	 T.,	 Takahashi,	 S.,	 Petry,	 C.	 J.,	 Saukkonen,	 T.,	
Stanhope,	R.,	&	Dunger,	D.	B.	(2003).	Cell	proliferation	activ-
ities	on	skin	fibroblasts	from	a	short	child	with	absence	of	one	
copy	of	the	type	1	insulin-	like	growth	factor	receptor	(IGF1R)	
gene	and	a	tall	child	with	three	copies	of	the	IGF1R	gene.	The 
Journal of Clinical Endocrinology and Metabolism,	 88(12),	
5981–	5988.	https://doi.org/10.1210/jc.2002-	021080

Repetti,	 G.	 G.,	 Kim,	 Y.,	 Pereira,	 A.	 C.,	 Ingles,	 J.,	 Russell,	 M.	 W.,	
Lakdawala,	N.	K.,	Ho,	C.	Y.,	Day,	S.,	Semsarian,	C.,	McDonough,	
B.,	DePalma,	S.	R.,	Quiat,	D.,	Green,	E.	M.,	Seidman,	C.	E.,	&	
Seidman,	 J.	 G.	 (2021).	 Discordant	 clinical	 features	 of	 iden-
tical	 hypertrophic	 cardiomyopathy	 twins.	 Proceedings of the 
National Academy of Sciences of the United States of America,	
118(10),	3–	7.

Roggenbuck,	J.	A.,	Mendelsohn,	N.	J.,	Tenenholz,	B.,	Ladda,	R.	L.,	
&	 Fink,	 J.	 M.	 (2004).	 Duplication	 of	 the	 distal	 long	 arm	 of	
chromosome	 15:	 Report	 of	 three	 new	 patients	 and	 review	 of	
the	literature.	American Journal of Medical Genetics,	126 A(4),	
398–	402.

Tatton-	Brown,	 K.,	 Pilz,	 D.	 T.,	 Örstavik,	 K.	 H.,	 Patton,	 M.,	 Barber,		
J.	 C.	 K.,	 Collinson,	 M.	 N.,	 Maloney,	 V.	 K.,	 Huang,	 S.,	 Crolla,		
J.	A.,	Marks,	K.,	Ormerod,	E.,	Thompson,	P.,	Nawaz,	Z.,	Lese-	
Martin,	C.,	Tomkins,	S.,	Waits,	P.,	Rahman,	N.,	&	McEntagart,	
M.	 (2009).	 15q	 overgrowth	 syndrome:	 A	 newly	 recognized	
phenotype	 associated	 with	 overgrowth,	 learning	 difficulties,	
characteristic	facial	appearance,	renal	anomalies	and	increased	
dosage	of	distal	chromosome	15q.	American Journal of Medical 
Genetics Part A,	149(2),	147–	154.

Thorsson,	T.,	Sow,	S.,	Levine,	J.,	Russell,	W.,	El-	Kashlam,	N.,	Innis,	
J.,	Zoellner,	S.,	&	Russell,	M.	(2013).	Chromosomal	rearrange-
ments	 in	 patients	 with	 congenital	 cardiac	 defects:	 A	 meta-	
analysis	reveals	novel	potential	critical	regions	involved	in	heart	
development.	 Journal of the American College of Cardiology,	
61(10),	E524.	https://doi.org/10.1016/S0735	-	1097(13)60524	-	0

How to cite this article: Kannan,	S.,	Bodurtha,		
J.	N.,	Hamosh,	A.	&	Jordan,	C.	(2022).	
Monochorionic	twins	with	15q26.3	duplication	
presenting	with	selective	intrauterine	growth	
restriction	and	discordant	cardiac	anomalies:	A	case	
report.	Molecular Genetics & Genomic Medicine,	10,	
e1947.	https://doi.org/10.1002/mgg3.1947

https://doi.org/10.1371/journal.pone.0251160
https://doi.org/10.1371/journal.pone.0251160
https://doi.org/10.1038/s41588-020-00755-1
https://doi.org/10.1101/gr.229102
https://doi.org/10.1101/gr.229102
https://doi.org/10.1016/j.ejmg.2015.12.002
https://doi.org/10.1016/j.ejmg.2015.12.002
https://doi.org/10.1002/ajmg.a.37261
https://doi.org/10.1017/thg.2015.59
https://doi.org/10.1017/thg.2015.59
https://doi.org/10.1002/ajmg.10717
https://doi.org/10.1093/nar/gkaa1070
https://doi.org/10.1159/000464143
https://doi.org/10.1210/jc.2002-021080
https://doi.org/10.1016/S0735-1097(13)60524-0
https://doi.org/10.1002/mgg3.1947

	Monochorionic twins with 15q26.3 duplication presenting with selective intrauterine growth restriction and discordant cardiac anomalies: A case report
	Abstract
	1|BACKGROUND
	2|CASE PRESENTATION
	3|DISCUSSION
	4|CONCLUSION
	CONFLICT OF INTEREST
	AUTHOR CONTRIBUTIONS
	ETHICS APPROVAL AND CONSENT TO PARTICIPATE
	CONSENT FOR PUBLICATION
	DATA AVAILABILITY STATEMENT

	REFERENCES


