Taiwanese Journal of Obstetrics & Gynecology 56 (2017) 843—846

Contents lists available at ScienceDirect

 Obstet,;,
oo rie
S s,

Tuiswanese Journal of
Obstetrics & Gynecology

Taiwanese Journal of Obstetrics & Gynecology

journal homepage: www.tjog-online.com

Case Report

Prenatal diagnosis of an 8q22.2-q23.3 deletion associated with
bilateral cleft lip and palate and intrauterine growth restriction on
fetal ultrasound
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Objective: We present prenatal diagnosis of an interstitial 8q22.2-q23.3 deletion associated with bilateral
cleft lip and palate and intrauterine growth restriction (IUGR) on fetal ultrasound.
Case report: A 29-year-old, primigravid woman underwent elective amniocentesis at 17 weeks of
gestation because of anxiety. Amniocentesis revealed a karyotype of 46, XX. However, level Il ultrasound
at 21 weeks of gestation revealed a fetus with IUGR and bilateral cleft lip and palate. Repeat amnio-
centesis was performed at 21 weeks of gestation, and array comparative genomic hybridization using
uncultured amniocytes revealed a 13.5-Mb interstitial deletion of 8q22.2-q23.3 encompassing 37 Online
Mendelian Inheritance of in Man (OMIM) genes including SPAG1, GRHL2, NCALD, RRM2B and ZFPM2.
Polymorphic DNA marker analysis determined a paternal origin of the deletion. The pregnancy was
subsequently terminated, and a malformed fetus was delivered with a depressed nose and bilateral cleft
lip and palate.
Conclusion: Prenatal diagnosis of facial cleft with IUGR should raise a suspicion of subtle chromosome
deletions.

© 2017 Taiwan Association of Obstetrics & Gynecology. Publishing services by Elsevier B.V. This is an
open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).
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Introduction postnatal short stature, and congenital diaphragmatic hernia if

ZFPM?2 gene at 8g23.1 is also deleted [1—3]. Patients with 8q23.3

Patients with a chromosome 8q22.2-q22.3 deletion may present
a well-described syndrome characterized by similar facial pheno-
type of blepharophimosis, telecanthus, epicanthus, flat malar re-
gion, thin upper lip vermillion, poor facial movement, moderate to
severe developmental delay, absent speech, microcephaly, seizures,
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deletion encompassing TRPS1 gene at 8q23.3 may present tricho-
rhinophalangeal syndrome (TRPS) type II [4,5]. Patients with
del(8)(q22q23) or del(8)(q22q24.1) involving haploinsufficiency of
ZFPM2 gene at 8g23.1 has been reported to be associated with
congenital diaphragmatic hernia [1,6].

Prenatal diagnosis of an interstitial deletion of 8q22.2-q23.3 has
not previously been reported. Here, we present prenatal diagnosis
of an interstitial 8q22.2-q23.3 deletion associated with bilateral
cleft lip and palate and intrauterine growth restriction (IUGR) on
fetal ultrasound.
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Fig. 1. Prenatal ultrasound at 21 weeks of gestation shows bilateral cleft lip and palate
(arrows).
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Case report

A 29-year-old, primigravid woman underwent elective amnio-
centesis at 17 weeks of gestation because of anxiety. Her husband
was 36 years old, and there was no family history of congenital
malformations. Amniocentesis revealed a karyotype of 46, XX in
cultured amniocytes. However, level II ultrasound at 21 weeks of
gestation revealed a fetus with IUGR and bilateral cleft lip and
palate (Fig. 1). The biparietal diameter (BPD) was 4.68 cm (reference
range: 4.87—5.77 cm), the head circumference (HC) was 16.58 cm
(reference range: 17.97—20.84 cm), the abdominal circumference
(AC) was 13.67 cm (reference range: 13.37—19.47 cm), the femur
length (FL) was 2.97 cm (reference range: 3.21—4.01 cm), the HC/AC
ratio was 1.21 (reference range: 1.05—1.26), and the HC/FL ratio was
5.58 (reference range: 4.83—5.70). Repeat amniocentesis was per-
formed at 21 weeks of gestation, and array comparative genomic
hybridization on uncultured amniocytes using SurePrint G3 Unre-
stricted CGH ISCA v2, 8 x 60 K Array (Agilent Technologies, Santa
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Fig. 2. Array comparative genomic hybridization on uncultured amniocytes shows a 13.5-Mb deletion at chromosome bands 8q22.2-q23.3 encompassing the genes of SPAGI,

GRHL2, NCALD, RRM2B and ZFPM2. (A) and (B) Zoom-in views.
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