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Case Report

Prenatal diagnosis of familial transmission of 17q12 microduplication
associated with no apparent phenotypic abnormality
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Objective: We present prenatal diagnosis of familial transmission of 17q12 duplication associated with
no apparent phenotypic abnormality.
Case Report: A 36-year-old woman underwent amniocentesis at 17 weeks of gestation because of

Keywords: advanced maternal age. Cytogenetic analysis revealed a karyotype of 46,XY. Array comparative genomic
17q12 duplication hybridization of uncultured amniocytes revealed a 1.42-Mb duplication of 17q12 or arr 17q12
QIC\JAFCII;E\; (34,822,465—36,243,365) x 3 encompassing 12 Online Mendelian Inheritance in Man (OMIM) genes
LHX1 including LHX1, ACACA, and HNF1B. Array comparative genomic hybridization analysis of parental bloods

revealed no genomic imbalance in the mother, and a result of arr 17q12 (34,611,377—36,248,889) x 2.9
encompassing 16 OMIM genes, including LHX1, ACACA, and HNFI1B, in the 29-year-old phenotypically
normal father. Prenatal ultrasound findings were unremarkable. The parents elected to continue the
pregnancy. At 37 weeks of gestation, a 2789-g normal male baby was delivered uneventfully. When
examined at the age of 7 months, the neonate was as phenotypically normal as his father.
Conclusion: The 17q12 microduplication may present with variable phenotypes including no apparent
phenotypic abnormality in familial cases. However, neuropsychiatry assessment and monitoring should
be warranted in childhood and through adulthood under such a circumstance.
Copyright © 2016, Taiwan Association of Obstetrics & Gynecology. Published by Elsevier Taiwan LLC. This
is an open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/
4.0/).

prenatal diagnosis

Introduction

The copy-number variations (CNVs) in 17q12 including 17q12
deletion and reciprocal 17q12 duplication mediated by a nonallelic
homologous recombination mechanism are associated with a wide
spectrum of phenotypes and considerable variability in expressiv-
ity. Chromosome 17q12 deletion syndrome (OMIM 614527) may
manifest clinical features such as MODY5 (OMIM 137920) or
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maturity-onset diabetes of the young type 5 with renal cysts and
diabetes, Miillerian aplasia/dysgenesis, autism spectrum disorder,
and schizophrenia [1,2]. Chromosome 17q12 duplication syndrome
(OMIM 614526) may manifest clinical features such as develop-
mental delay, intellectual abilities, speech and motor delay, epi-
lepsy, eye vision problems, cardiac and renal anomalies, autism
spectrum disorder, schizophrenia, and behavioral abnormalities
including aggression and self-injury [2,3]. The 17q12 recurrent
duplication has reduced penetrance and variable expressivity, and
is usually (90%) inherited in an autosomal dominant pattern from a
parent who is minimally affected or phenotypically normal [3].
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Here, we present prenatal diagnosis of familial transmission of
17q12 duplication associated with no apparent phenotypic
abnormality.

Case report

A 36-year-old primigravid woman underwent amniocentesis at
17 weeks of gestation because of advanced maternal age. Her
husband was 29 years old. She and her husband were healthy, and
there were no family history of seizures, mental illnesses, and
congenital malformations. Cytogenetic analysis of cultured
amniocytes revealed a karyotype of 46,XY. Simultaneous array
comparative genomic hybridization (aCGH) of uncultured amnio-
cytes using Affimatrix 750K Array (Affimatrix, Santa Clara,
CA, USA) revealed a 1.42-Mb duplication of 17q12 or arr 17q12
(34,822,465—36,243,365) x 3, encompassing 12 Online Mendelian
Inheritance in Man (OMIM) genes including ZNHIT3, PIGW,
GGNBP2, DHRS11, LHX1, AATF, ACACA, TADA2A, DUSP14, SYNRG,
DDX52, and HNF1B. An aCGH analysis of parental bloods using
CytoChip ISCA (Illumina, San Diego, CA, USA) revealed no genomic
imbalance in the mother and a 1.638-Mb duplication of 17q12 or
arr 17q12 (34,611,377—36,248,889) x 2.9, encompassing 16 OMIM
genes, including CCL3L1, CCL4L1, TBC1D3H, TBC1D3G, ZNHIT3,
PIGW, GGNBP2, DHRS11, LHX1, AATF, ACACA, TADA2A, DUSP14,

A

SYNRG, DDX52, and HNF1B, in the phenotypically normal father
(Figure 1). Prenatal ultrasound findings were unremarkable. The
parents elected to continue the pregnancy. At 37 weeks of gesta-
tion, a 2789-g normal male baby was delivered uneventfully.
When examined at the age of 7 months, the neonate was 8.2 kg
(50—75™ centile) in weight and 70 cm (85—95™ centile) in height,
and was as phenotypically normal as his father.

Discussion

The present case represents one of the most challenging issues
for genetic counselors in modern genetic counseling of prenatally
detected CNVs in not known at-risk pregnancies. With the advent
of aCGH, many CNVs with varied clinical phenotypes are unex-
pectedly detected in pregnancies with normal fetal karyotype,
normal fetal ultrasound, and/or normal parents carrying the same
CNVs. Since there is difficulty in accurately predicting the pheno-
type of 17q12 microduplication, interpretation of the results ac-
quired by aCGH from prenatal testing is challenging for genetic
counselors, parents, and obstetricians under such a circumstance.
Prenatal diagnosis of 17q12 microduplication in a not known at-risk
pregnancy is very rare. Li et al [2] previously reported a prenatal
diagnosis of a de novo 1.56-Mb 17q12 microduplication by aCGH at
cord blood sampling at 28 weeks of gestation in a 26-year-old
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Figure 1. Array comparative genomic hybridization analysis of paternal blood shows a 1.638-Mb duplication of 17q12 encompassing 16 Online Mendelian Inheritance in Man
(OMIM) genes including LHX1, ACACA, and HNF1B. (A) Chromosomal 17q12. (B) Chromosomal zoom-in view.
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woman with prenatal ultrasound findings of mild ven-
triculomegaly, microcephaly, and agenesis of the corpus callosum.
The pregnancy was subsequently terminated. The present case is an
additional case of prenatally detected 17q12 microduplication in a
not known at-risk pregnancy. Although the present neonate is
phenotypically normal at the time of this writing, detailed neuro-
psychiatry assessment and monitoring should be warranted in
the future.

The present case had a 17q12 microduplication encompassing
the genes of LHX1, ACACA, and HNF1B. HNF1B (OMIM 189907) or
transcription factor 2 is a transcription factor that belongs to
the homeodomain-containing superfamily of transcription factors
[4]. HNF1B is associated with autosomal dominant non-insulin-
dependent diabetes mellitus (OMIM 125853), and autosomal
dominant renal cysts and diabetes (OMIM 137920). LHX1 (OMIM
601999) or LIM1 belongs to the LIM/homeobox gene family, and is
essential for head-organizer function, renal system, central ner-
vous system, and female reproductive duct development [5—11].
ACACA (OMIM 200350) encodes the o form of acetyl-coenzyme A
carboxylase, which is a key regulatory enzyme of fatty acid syn-
thesis [12]. Although the genes of LHX1, ACACA, and HNF1B have
been implicated to be associated with 17q12 recurrent duplication
syndrome, no single gene has been identified to be responsible for
the phenotypes of 17q12 duplication syndrome [3].

In a review of 26 patients from 13 families with 17q12 dupli-
cation, Rasmussen et al [13] reported two cases with prenatal
chromosomal microarray testing, of which one case was followed
up at the age of 9 months with delayed motor milestone and
esophageal atresia, and the other case was followed up at the age of
1 month with frontally thinning of the corpus callosum. The most
consistent findings of 17q12 duplication among 26 patients re-
ported by Rasmussen et al [13] were learning disability (55%),
delayed language development (43%), delayed motor milestones
(43%), and a broad range of psychiatric and neurological features
(27%). The penetrance of 17q12 recurrent duplication has been
estimated to be 21%[14]. Rasmussen et al [ 13] reported 7/26 (26.9%)
asymptomatic carriers with 17q12 duplication in their series and
15/53 (28.3%) asymptomatic carriers with 17q12 duplication in
their literature review, indicating that the 17q12 duplication can be
benign, and this information should be included in genetic coun-
seling at prenatal diagnosis. Rasmussen et al [13] reported a prev-
alence of 1.6/1000 chromosomal microarrays in 17q12 duplication,
and Moreno-De-Luca et al [15] reported a prevalence of 1.3/1000
chromosomal microarrays in 17q12 duplication. However, such
estimated prevalence may be underestimated because some
affected individuals are asymptomatic and may not receive any
genetic testing.

Recurrent duplications of 17q12 are associated with variable
phenotypes [16]. Genetic counseling of 17q12 microduplications
remains a challenge for obstetricians as well as parents, genetic
counselors, and clinicians [17]. Our report provides evidence that
17q12 microduplication may present variable phenotypes
including no apparent phenotypic abnormality in the familial cases.
However, neuropsychiatry assessment and monitoring should be
warranted in childhood and through adulthood under such a
circumstance.
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