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An unusual case of VACTERL-H 
with holoprosencephaly spectrum
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Clinical history
• Mother : 39 yo. Hashimoto's thyroiditis.

• Father : mutation of BRCA2 gene (ovarian 
cancer in his mother)

• non consanguineous

• G2P1 : healthy girl (2700g).

• US 11w+3d : NT=1.3mm / CRL=49.5 mm, intra-
abdominal anechogenic image 2x8 mm 

• NIPT (17WG) : negative for T 21, 18, 13
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US 18+2 : 
• severe IUGR 
• cerebral ventriculomegaly
• absent septum pellucidum
• cerebellar hypoplasia
• common arterial trunk

Estimated fetal
weight(g) /WG

Head circumference 
(mm)/WG

Femoral length 
(mm)/WG

Abdominal 
circumference (mm) 

/WG

95%

5%

US : Dr L Gavard

• Amniocentesis : normal 
array CGH 

• TOP :  24+1.Journées BEST OF SOFFOET 15/10/2021



Weight = 21 WG
CRL = 22 WG
CHL = 23 WG
Foot L = 22 WG

HC <p5, = 20 WG
BIP <p5, = 20 WG

- enophtalmos
- short palpebral fissures
- wide nose 
- small nostrils
- narrow philtrum

TOP 24WG
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• Bilateral single transverse palmar crease

• Imperforate anusJournées BEST OF SOFFOET 15/10/2021



Femur and humérus 
= 23,5 WG slight midfacial hypoplasia

vertebral fusion 
pelvic calcifications
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Absent pancreatic body and tail
Hypoplastic head
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- dilated sigmoid colon 
- rectal atresia
- stercoliths

Rectum
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no urinary-digestive fistula
!!!

Bladder

Normal 
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Oesophageal atresia with distal oesophageal fistula to the tracheal carina

trachea

Esophagus
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Kidneys = 1.7g, N = 3.5 g
Adrenals = 0.5 g, N = 1.6 g

Hypoplastic testes 

Journées BEST OF SOFFOET 15/10/2021



• pulmonary atresia

• right aortic arch RSCA

RCC
LCC

LSCA

DA

R aortic arch

LPA

RPA
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Right heart

Pulm. A

Ventricular septal defect
(conotruncal)

Overriding aorta

IV Septum

Aorta

VSD
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Left heart
Inlet

Oulet

VSD
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Small sella turcica

Agenesis of olfactory bulbs
Hypoplastic pipuitary
Hypoplastic optic chiasm
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TOP = 24 WG

Brain weight <p5, = 19 WG
RFOD <p5, = 20 WG
LFOD <p5, = 20 WG
BIP = 41,5 mm

CTD <p5, = 19 WG
Cerebellar W <p5, = 18,5 WG
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Corpus callosum

Fusion of thalami
Narrow cerebral 
aqueduct

HPE spectrum
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• Vertebral anomalies

• Anal atresia

• Cardiac malformations 

• Tracheo-Esophageal
fistula

• Renal anomalies

• Limb abnormalities

• + Hydrocephalus

VACTERL-H ??
Holoprosencephaly
spectrum
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Genetic testings:

• Prenatal : Normal FISH and array CGH arr(1-22)x2,(X,Y)x1

• Genetic testing for holoprosencephaly : negative

• Trio exome sequencing : 

two compound heterozygous variants in the BRCA2 gene 
inherited from the parents:

– Mother : frameshift (NM_000059.3:c.5213_5216del, p.(Thr1738Ilefs*2)) 

– Father : splice (NM_000059.3:c.7007G>C, p.?). 

– Two variants classified as pathogenic (ClinVar database) and responsible 
for the polymalformative syndrome in the fetus.
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Fanconi anemiaVACTERL
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FANCD1 = BRCA2

3-4 results

microcephaly and microphthalmia
Cranial MRI demonstrated an ectopic posterior 
pituary gland

All FA

*
*

*

*

BRCA2

FA-VATER
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Rhombencephalosynapsis
VACTERL-H syndrome 

(= 6 cases)

1 case of VACTERL H
+ HPE
No geneJournées BEST OF SOFFOET 15/10/2021



??No FA in the texte???

« telomeropathy »
4 patients limb anom.
-1 w HPE
-1 w FA
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• BRAC2

• H could be Holoprosencephaly
(other : agenesis of corpus callosum and septum pellucidum, 
aqueductal stenosis)

VACTERL-H            Fanconi anemia

All FA

*
*

BRCA2

*

*

AR or X-linked

FANCD1 / VACTERL-H

Cancer
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VACTERL
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