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ABSTRACT

A 2-year-old patient has consulted since the age of 4 months for repetitive hemorrhagic syndrome. The history
suggests poor healing after injuries and recurrent joint dislocations. Faced with this clinical picture, additional
investigations are carried out at the RABAT children's hospital, in the pediatric department 3, which leads to the
diagnosis of Ehlers-Danlos syndrome (EDS). This collagen pathology In children, its diagnosis takes on a specific
character due to the particular circumstances of the diagnosis, different clinical presentations, consequences on
daily life and medical monitoring, and certain ethical aspects related to any approach to genetic investigation in a
minor subject. The objective of this work is to discover the SED, to present the main signs of this disease, and also

to define some principles for the management of these patients.
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INTRODUCTION

Ehlers-Danlos  syndrome  (EDS) comprises a
heterogeneous group of hereditary connective tissue
disorders which more or less share a picture comprising
skin, joint, vascular and even visceral fragility. It was
first described by Tschernogubow in 1891, then by
Ehlers in 1901 and Danlos in 1908, but it was not until
the 1930s that this syndrome gained the interest of the
scientific community.

1. OBSERVATION

This is a 2-year-old boy, from a non- consanguineous
marriage, with no particular medical and surgical history,
his parents report the appearance of skin wounds for
minor trauma (figure 1), difficult healing with the
appearance dystrophic scars, the frequent development of
skin hematomas (figure 2), and also frequent dislocations
in the ankles, knee and elbows during non-traumatic
stress.

The clinical examination shows an oval-shaped face with

a very slight nasal saddle and protruding ears. There is a

discreet bilateral epicanthus giving the eyes an almond

shape. The skin is thin, especially on the face and lower

limbs. The assessment of laxity shows a Beighton score

of 6 out of 9.

e A hemostasis assessment was carried out with assay
of the coagulation factors returned to normal,

o A workup of autoimmune and inflammatory disease
returned to normal.

An abdominal ultrasound supplemented by a fibroscopy
and colonoscopy on the occasion of repetitive digestive
bleeding returned to normal.

Faced with this clinical picture and the normality of the
additional investigations, a connective tissue abnormality
was suspected, a deep skin biopsy with an
anatomopathological study was carried out in favor of
connective tissue abnormality related to Ehlers-Danlos
syndrome. The genetic study is in progress.

I P\ TN
Figure 1: Contusion and spontaneously induced
hemorrhagic syndrome.

2. DISCUSSION

The SED comprises major manifestations, found in
almost all types of SED, and occasional minor
manifestations which make it possible to differentiate the
different types of SED.™ There are two classifications

WWW.Wjpmr.com Vol 7, Issue 10, 2021.

1SO 9001:2015 Certified Journal | 265



http://www.wjpmr.com/

Kebabi et al.

World Journal of Pharmaceutical and Medical Research

currently used for SED (Tab. I).

a. The Berlin classification, from 1988, which includes
11 types;

b. The Villefranche-sur-Mer classification, from 1997,
which includes 6 types.

c. EDS therefore forms a heterogeneous family
grouping together several genetic diseases of
connective tissue, having in common the following
clinical triad.[>=>*

d. Skin hyperelasticity, which can be seen by pinching
and pulling the skin. After relaxation, the skin
returns to its initial position;

e. Articular hyperlaxity which affects all the joints and

Ancienne Nouvelle Clinique
classification nosologie

letll Classique Hype: la peau

Oral and facial abnormalities in EDS are many and
varied. Patients may present with specific craniofacial
abnormalities in the dermatosparaxis type or a marfanoid
facies in the other types.®! The dentition sometimes
includes anomalies of number,™ but it is especially the
anomalies of form which predominate,” with more
fractured furrows and cusps, often shorter roots, with a
more or less marked laceration of which it will be
necessary take into account during dental avulsions.

EDS is mainly linked to the appearance of an early
termination codon in the gene encoding type V collagen,
but it can also be secondary to abnormalities in enzymes
involved in collagen biosynthesis.*® Other molecules of
the extracellular matrix, such as tenascin X, could be
responsible for the appearance of this affection.” Since
the 2000s, there has been interest in other proteins, such
as the zinc transporter SLC39A13,™ responsible for a
new type of ADS. A few cases of abnormalities similar
to EDS have been described in children treated with high
doses of cysteamine.*

Some conditions can be a differential diagnostic problem

with EDS, but Physical examination alone is enough to

distinguish it."*®

e Marfan syndrome: in this syndrome, a family history
of Marfan often exists. The cutaneous involvement
is very discreet or nonexistent. The morphotype is
evocative (marfanoid type). Joint and ligament
hyperstretchability is much more discreet. It is
associated with ocular (dislocation of the lens) and
vascular (aortic aneurysm) damage. Although it is
less common, this syndrome is much more

can lead to recurrent reducible dislocations. In
general, it is impressive because of the allowed
amplitude, and it is not painful. The evaluation of
this phenomenon is carried out using the Beighton
scale where a score greater than or equal to 5 out of
9 signs joint hypermobility.

f.  Tissue fragility which is found both at the vascular
level with the appearance of hematomas during
benign trauma and at the cutaneous level with
atrophic scars and thin, velvetic skin. Apart from the
vascular form of EDS where the large vessels are
extremely fragile, this element has no repercussions
on the vital prognosis.

Cause génétique Transmission Fréquence oMim
ou moléculaire

publicized than EDS.

e Cutis laxa, or isolated skin hyper- stretchability: the
skin very slowly returns to its initial position after
relaxation; it is not fragile and its healing is normal.

o Fibromyalgia: On several occasions, fibromyalgia
patients have finally been diagnosed as having
“hypermobile” type EDS. The two entities resemble
each other by the presence of permanent “diffuse”
pain, quite resistant to analgesics, in young women,
without any biological or imaging abnormalities,
hence the interest of looking for joint
hyperstretchability in front of any fibromyalgia
picture.

e  Benign hypermobility syndrome: this is an isolated
joint hypermobility, without functional consequence
except the development of arthralgia, often present
from childhood. It is extremely common (4 to 13%
of the population), predominant in young women
and improves with age. It seems to be more common
among Africans and populations in the Middle East
and Maghreb. An autosomal dominant hereditary
component exists in most cases. Some authors
consider benign hypermobility syndrome as a mild
form of “hypermobile” type of EDS, without
pathological consequences.

There is no cure for EDS; however, preventive
recommendations exist, common to all forms. These
recommendations, although they have not been evaluated
on large series of patients with EDS, are based on some
logic and some clinical experience, and they are
endorsed by most experts in EDS
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Management of skin involvement: Children with severe
skin fragility should wear pads and bandages on the
forehead, chin and knees to avoid lacerations. The
wounds should be closed without tension, if possible in 2
layers, and the stitches should be numerous and left long
enough to avoid loosening.

Management of wvascular involvement: Patients with
multiple bruises should be encouraged to avoid contact
sports, violent exercise, and drugs that interfere with the
mechanisms  of  hemostasis.  Invasive  vascular
investigations such as coronary angiography are
contraindicated because they can lead to vascular
rupture. The surgical indications should be reconsidered
taking into account the excessive vascular fragility.
There is no specific preventive treatment to be
administered preoperatively. Ascorbic acid
supplementation may decrease vascular fragility in some
patients, due to its ability to increase collagen synthesis
by fibroblasts in vitro.*!

Management of musculoskeletal damage: In patients
with muscular hypotonia or delayed motor development,
a rehabilitation program is essential. Gentle muscle
exercises such as swimming are helpful in improving
muscle development and coordination. Sports requiring
heavy constraints (ballet, gymnastics, contact sports)
should be avoided. Scuba diving is prohibited due to the
risk of pneumothorax. NSAIDs improve joint pain, but
their use may be hampered by their antiplatelet action,
which can worsen vascular fragility. The use of
paracetamol is preferred. In chronic painful forms, only
level 11 and 111 analgesics are effective. Depending on the
symptoms, Plantar or upper limb orthotics can be used,
but with care, to avoid exerting significant pressure on
the skin. In severe cases, adapting the environment can
be helpful in reducing the risk of injury and falls.

Prevention of unnecessary gestures: The performance of
a colonoscopy or an enema is contraindicated, except in
an emergency. The indication of endo-uterine procedures
must always be discussed again given the fragility of the
endometrium; likewise, the insertion of an IUD is
contraindicated. Ligament surgery is accompanied by a
high risk of failur or recurrence in this type of patient.
Spinal manipulations, in particular cervical manipulation,
must be prohibited. The attending physician must be
made aware of the possible risks of invasive procedures
and possible complications after the procedure, due to
tissue friability. Finally, psychological and behavioral
support or even psychotherapy can be helpful in all types
of ADS to help patients cope with their daily lives. Clear
information must be transmitted, particularly on the non-
progressive nature of the pathology. Patient associations
can be beneficial in this pathology.

3. CONCLUSION

This set of genetic pathologies of variable transmission
remains poorly understood by the medical profession,
despite a much higher frequency than that of other even

rarer diseases. Its presumption of benignity must be
reconsidered because of the handicap which may result
from it. Management by a team with experience of the
disease is desirable. Informing the patient and his
healthcare team allows treatment in optimal conditions,
avoiding therapeutic slippages and limiting functional
and aesthetic damage.
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