Pregnancy with Global Developmental Delay (GDD) in previous child — A case series
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Introduction RESULTS

The global developmental delay/ Intellectual disability (GDD/ID)
is characterized by significant functional mental impairment and

adaptive functioning deficits in conceptual, social and practical

domains. The genetic factors are responsible for around 40% of

these cases. Often the couples who have one such previous child

seeks counselling to get reassurance about the likelihood of
recurrences their next pregnancy. | am sharing my experience of - 3
three such cases with variable outcomes. -
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To present approach to investigations in families with history of Case 2 a 3rd degree consanguineous couple with previous 6 years old male child affected with GDD, seizure /
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Figure 1- Prenatal sloping forehead

Global devel tal del disorder, intellectual disability and hyperactivity presented at 13weeks. Detailed maternal history revealed cases
o4 == mPhEn e e 9. with similar features in first cousins, nephews, and nieces. WES of the proband was Homozygous for 1)- COX6A1,
Methods c.247-10_247-6delCACTC, Pathogenic (Charcot Marie Tooth disease 2)- COL1A2, c.2933G>A / p.Arg978His, VOUS

3) EPRS1, ¢.131+5G>A, VOUS. Both parents were heterozygous for the same. The fetus was also found to be

All the families with one or more affected family member, Who |, 7 «5us for COX6A1, ¢.247-10_247-6deICACTC, Pathogenic (Charcot Marie Tooth disease). After counselling the

were willing for genetic counselling followed by genetic testing of couple chose to continue the pregnancy.

the affected member and who were willing for the prenatal _ _ : : _ _ :
testing were included in the series. All the cases had pre test Case 3 A G2P1I71 with previous 7.ye?drs old chlld_wm?.broa.d s.pect.rym GDD and selzure dlsor.der presented .at Figure 2 - Posthatal
and post test counselling done by certified genetic counsellor 18WASD. The patient herself had mild intellectual disability with inability to follow verbal instructions. A WES with

and / or clinical geneticist. The invasive fetal testing was only (.)NVs of the prewo_us child revealed hemizygous for 1220T>C p.lle407Thr in GLRA2 (!\IM_OO2063.4 .c) VOUS (an X-
. . C r ar e linked NOVEL variant) and heterozygous for COQ8A chr1:227170655 (C/T) AR likely pathogenic. On Sanger
done if a valid structural / genetic indication was present. Post _ . _ _ .
. . , . sequencing the patient was found to be heterozygous for the first variant and negative for the second. Further data
test counselling was again done after the results of invasive fetal . . . s . . .
testing were available search revealed similar mutations were reported in two male siblings (diaghosed with GDD and autistic spectrum
5 : disorder) of a consanguineous marriage. After further counselling the couple opted for prenatal testing which
revealed the fetus to be hemizygous. After the post-test counselling the couple chose to terminate the pregnancy.
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L—
-
=2

Result

Interpre

tation
and

post
test
counsel

ling

Primary
Diagnos
is by
the
Physici
an/
Clinicia
4

Yost-
Tesk
Counse\

\\ng

Genetic
Testing
/ Other

Testing

Differen
tial
Diagnos

is

Pre-
Test

Counsel

ling

Fetal
testing




	Slide 1

