
Biallelic pathogenic variants in AEBP1 are the cause of autosomal-recessive EDS subtype. There is only one report of a pregnant EDS patient with the AEBP1 variant, although reports of two female patients among
six cases of EDS have been reported. We report the first case of a pregnant Japanese woman who was diagnosed as EDS with a biallelic pathogenic variant in AEBP1 (c.1893C>T, p.Arg631*).
She visited our hospital due to amenorrhea at the age of 34 years. She was diagnosed with EDS at the age of 3 years after presenting with symptoms of motor developmental retardation and joint laxity. She had
spontaneous rupture of the transverse colon at the age of 15 years, and a large ovarian tumor (mucinous cystadenoma) was found at the age of 32 years. Following surgery of the transverse colon, she had a post-
surgical wound that led to abdominal wall scar hernia. While planning for a baby, we assessed her probable high risk for uterine rupture, digestive tract rupture, and birth canal injury and suggested hospitalization
from 20 weeks of gestation, following cesarean section at 32 weeks of gestation. She had ischuria, migraine, and uterine contraction since 23 weeks of gestation. Then, bladder catheterization was performed, and
acetaminophen and triptan were prescribed. Magnesium sulfate was intravenously administrated for tocolysis. She delivered a 1,947 g female infant by planned cesarean section at 32 weeks of gestation. She had a
severe paralytic ileus after cesarean section, which improved with conservative treatment. She was discharged at 22 days after delivery.
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<Patient>   A 34-year-old Japanese woman (Fig. 1, Fig. 2)

<Medical history> 3 years old Diagnosed  with EDS (classical type)

15 years old Rupture of the transverse colon
Surgical site hernia

32 years old                Mucinous cystadenoma of the right ovary 

33 years old                Found to have an AEBP1 homozygous nonsense mutation
(C.1893C<T, p.Arg631*) at the Nagasaki University Hospital                    

<Current Clinical Presentation> 

She conceived by artificial insemination of her husband at a nearby clinic.  She visited our 

hospital for obstetrical management at 4 weeks of gestation.  

X-ray on the day after C/S
X-rays at 2 days after C/S X-rays at 16 days after C/S

<Pregnancy outcome>

6th week Subchorionic hematoma
21st week Intermittent lower abdominal pain

Ritodrine hydrochloride was prescribed

23rd week Ischuria needed bladder catheterization 

24th week Uterine contraction with abdominal pain

QT prolongation due to ritodrine hydrochloride

24th week Migraine every day

Acetaminophen and triptan were prescribed.

31st week Uterine contraction with abdominal pain

32nd week Planned cesarean section by general anesthesia
A 1,947 g female infant with Apgar score 5/7, UA pH 7.3 was born

<Clinical course after caesarean section>

She was extubated soon after surgery. She suffered from severe abdominal pain after operation. 

Fentanyl and acetaminophen were administrated intravenously.  Abdominal X-ray showed ileus day 

after surgery (Fig. 3), and CT scan showed that the sigmoid colon was compressed by an enlarged 

uterus. She was treated conservatively by administrating oxytocin, antibiotic agents, and 

acetaminophen in an intensive care unit (ICU) for 6 days. A bladder catheter was extubated 7 days 

after C/S.  She was discharged 22 days after delivery. Breast feeding was not performed because her 

skin was too fragile.

<Problem lists>

�Previously reported phenotypes in AEBP1 variants were highly heterogeneous. 

�Vascular EDS women have risks of hemorrhage, severe trauma, aortic dissection,  preterm labor, and 

uterine rupture.  A few studies are supportive of delivery by cesarean section (C/S) at 32 weeks of pregnancy.  

Since she had a history of rupture of the colon and her mother had a history of threatened uterine rupture,

she was at a high risk of digestive tract rupture and uterine rupture during her pregnancy, similar to that in 

women with vascular EDS. 

Close observation in a bed, followed by an elective C/S at 32 weeks were advised.  

Fig. 1    Family tree 

<Pathology>

Skin and uterine tissue samples were taken during C/S with consent of the patient. 

Elastica-van Giesson (EVG) staining shows lesser elastic fibers around the vessels and arteries 

under the skin than those in a 70-year-old woman (healthy control).  We could not find 

differences between the uterine muscles of the patient and control using EVG stain.

Electron microscopy of the skin and uterus showed fine collagenous fibrils focally clustered 

around the thick collagen fibers.  Dermal collagen fibers were decreased in amount and the size 

of fiber had moderate variation.

<Conclusion> 

We report the first case of a Japanese and a pregnant woman having EDS with biallelic variant in 

AEBP1.  Her EDS-related clinical features were overlapping with classical and vascular subtype.  

Although we could avoid uterine and intestinal rupture by an elective C/S at 32 weeks of 

gestation, she had subchorionic hematoma, ischuria, threatened premature labor, migraine, QT 
prolongation due to ritodrine hydrochloride, severe pain, and paralytic ileus after C/S, which 

were treated conservatively.

We recommend careful observation by various specialists for pregnant women with EDS having 

the AEBP-1 variant.

Fig. 3  Abdominal X-rays after caesarian section (C/S)

Fig. 5  microscopic photos of skin, vessels and arteries under the skin (Elastica-van Giesson stainning(EVG))

Fig. 7  Microscopic image of the uterus (EVG)Fig. 6  Electron microscope of collagen fiber of the skin and uterus
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Her parents were not consanguineous, her siblings have heterozygous variant in AEBP1 with no symptoms.

SCIENTIFIC MEETING ON THE RARER TYPES OF EHLERS-DANLOS 
SYNDROMES 
TOKYO, JAPAN NOVEMBER 18,19, 2019

Disclosure of Conflict of Interest
Name of first author� Hiromi Sanai

I have no COI with regard to our presentation.

<Abstract>

patient   

Decreased collagen fibers


