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Abstract Trisomy 21 is the most common aneuploidy in

liveborn infants. Most of the soft markers for trisomy 21

are non-specific and transient. We present 2 cases which

had abnormalities which are very rarely associated with

Down’s syndrome. In the first case, the patient had bilateral

congenital cataract along with an absent nasal bone. In the

second case, the patient had severe asymmetric fetal

growth restriction at 20 weeks with other multi-system

abnormalities. With detailed ultrasound scanning and

thorough investigation, we could diagnose trisomy 21 even

with such unusual presentations.
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Introduction

Chromosomal abnormalities occur in 0.1–0.2% of live

births and the most common aneuploidy among live born

infants is trisomy 21 (Down’s syndrome) [1].

The soft markers associated with trisomy 21 are:

1st Trimester: increased nuchal transluscency, absent/

hypoplastic nasal bone, reduced, absent or reversal of ‘‘a’’

wave in the ductus venosus and tricuspid regurgitation.

2nd Trimester: increased nuchal fold thickness, echo-

genic intracardiac focus, ventriculomegaly, echogenic

bowel, shortened femur and humerus, pyelectasis and an

aberrant right subclavian artery (ARSA).

We present case reports of two fetuses who had abnor-

malities which are very rarely associated with Down’s

syndrome.

Case 1

Mrs XYZ, 28 year old primigravida came at 22 weeks

of pregnancy for her routine anomaly scan to the Depart-

ment of Fetal Medicine, New Civil Hospital, Surat. She did

not have any relevant past or family history of any con-

genital disorder or congenital cataract in family. She had

no previous ultrasound scans done.

On the anomalies scan we observed: A prominent

coronary sinus in the cardiac 4 chamber view, 4 vessels in

the 3 vessel view with one vessel on the left of the pul-

monary artery suggestive of persistence left SVC, absent

nasal bone in the facial profile view (Fig. 1a) and bilateral

extremely dense echogenic lenses suggestive of congenital

cataracts (Fig. 1b). No other anomaly was detected in the

detailed anomaly scan.

2nd trimester ultrasound based risk for trisomy 21 was 1

in 168.
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Suspecting congenital infection to be the cause of con-

genital cataract and in view of the increased risk of trisomy

21, the couple was counseled for amniocentesis.

TORCH Panel PCR was done which was negative for

rubella and other infections.

Fetal karyotype was positive for trisomy 21 (Fig. 2).

Case 2

A 23 year old primigravida presented for a second opinion

anomaly scan at 20 weeks. She had no significant past or

family history. There was no history of consanguineous

marriage. Her antenatal period was uneventful.

Her anomaly scan showed severe asymmetric fetal

growth restrictions with an abdominal circumference lag of

4 weeks (Fig. 3a, b), micrognathia with wide set protruding

eyes (Fig. 4a), inferior vermian hypoplasia (Fig. 4b), small

echogenic kidneys and unilateral right talipes

(Fig. 4c). Maternal and fetal doppler were normal.

Based on the above finding of severe early asymmetric

IUGR, Fetal triploidy was suspected. The couple was

counseled for amniocentesis and prenatal testing. In view

of unfavourable prognosis the couple decided to terminate

pregnancy. Karyotype of the abortus was suggestive of

trisomy 21 (Fig. 5).

Discussion

Case 1

The incidence of congenital cataract in neonates ranges

from 1 to 6 in 10,000 live births [2]. Congenital infection

(especially rubella, toxoplasmosis and cytomegalovirus)

are found in 30% of cases of congenital cataract. Genetic

syndromes are found only in 10% of cases. The outcome of

Fig. 1 a Facial profile showing absent nasal bone. b Orbits showing

bilateral cataract

Fig. 2 Result of TORCH panel and karyotype of amniotic fluid

Fig. 3 a Striking disparity between abdominal circumference and

head circumference. b Fetal overview showing big head and small

abdomen
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Fig. 4 a Facial profile showing

micrognathia. b Posterior fossa

showing vermian hypoplasia.

c Right talipes

Fig. 5 Karyotype of abortus

J. Fetal Med. (December 2020) 7:331–334 333

123



fetuses with congenital cataract depends on the associated

syndrome. Our suspicion of congenital rubella infection as

the leading cause of congenital cataract in a developing

country was obvious, however the rubella PCR reports

suggested otherwise.

The first antenatal diagnosis of congenital cataract in

Down’s syndrome was reported by Romain et al. [3] in

1999. They reported a case of a 45 year old woman who

underwent amniocentesis for advanced maternal age which

indicated trisomy 21. Subsequently, the fetus developed

congenital cataract at 24 weeks.

The frequency of diagnosing congenital cataract in

a fetus with trisomy 21 is only 1 out of 700 cases of

Down’s syndrome [4]. A thorough routine examination of

the fetal face and orbits contribute towards this rare

association.

Case 2

The patient was referred for a second opinion anomaly

scan. The patient had no soft markers which are routinely

associated with trisomy 21. Severe asymmetric early-onset

FGR made it highly suspicious for triploidy. The kary-

otype of trisomy 21 was unusual.

Genetic causes contribute to 5–20% of FGR, especially

in early onset growth restricted fetuses. Genetic causes

include triploidy, trisomy 18,13,16 and 21. Out of these,

trisomy 18 is associated with a more severe FGR compared

to trisomy 13 or 21 [5].

Early onset FGR or severe asymmetric FGR is not a

common feature of Down’s syndrome. Chromosomal

anomalies most commonly associated with early onset

FGR are trisomy 13,18, Triploidy, Chromosome 4p dele-

tion syndrome and chromosome 12p tetrasomy [6]. Addi-

otionally, submicroscopic chromosomal anomalies

(22q11.2 microduplication syndrome) and single gene

disorders (often associated with minimal ultrasound find-

ings) are most commonly associated with early and severe

fetal growth restriction [7].

Non-placental mediated growth restricted fetuses

include those with structural and chromosomal/genetic

anomalies (trisomies 13 and 18; genetic conditions such as

Russel Silver syndrome), congenital infections (rubella,

cytomegalovirus, toxoplasmosis) and inborn errors of

metabolism [8].

Literature suggests that early onset asymmetric FGR is

not routinely associated with trisomy 21, which makes

this case a very rare one.

A detailed protocol based survey of fetal anatomy with

a high level of suspicion for aneuploidies and invasive

testing facilitate a diagnosis of chromosomal anomalies

like trisomy 21 even when they have a very unusual

presentation.
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