Easy bruising due to giant
platelet (possibly MYH9-related/
Sebastian) syndrome

Sir,

The easy bruising syndrome is a condition
characterized by recurrent bruising on trivial trauma
despite a normal coagulation profile.! Some of these
cases, collectively called inherited giant platelet
disorders, may show large platelets, thrombocytopenia
and neutrophilic inclusions on peripheral blood smear
examination. Sebastian syndrome is one of the rarer
inherited giant platelet disorders. We were unable to
find any previous reports from India.

A 5-year-old girl was brought to our dermatology
out-patient department at the Medical College and
Hospital, Kolkata with a complaint of recurrent
bruising with trivial trauma for 7 months. These
bruises occurred mostly on her lower limbs and were
transient. There was no history of epistaxis or gingival
bleeding. No history of physical abuse could be elicited.
Her father and sister also had similar complaints. She
was born to non-consanguineous parents and her
development had been normal. There was no history
suggestive of hearing loss, visual impairment (cataract)
or nephritis in the patient or in her family. She had
never received platelet or red blood cell transfusions.

Cutaneous examination revealed well-defined,
ecchymotic patches on the lateral [Figure 1] and
anterior aspects of the mid-thigh, around 4 cm X 3 cm
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in size. Hair, nails and mucosa were normal.
Systemic examination including audiological and
ophthalmological evaluation were non-contributory;
there was no lymphadenopathy or organomegaly.
Hematological investigations were normal except
for mild thrombocytopenia (platelet count 90 x 10°/
cu.mm). The coagulation profile (bleeding time,
partial thromboplastin time, prothrombin time)
and platelet aggregation studies (turbidometric
method) using adrenaline, ristocetin sulphate,
collagen, arachidonic acid and adenosine as agonist
or aggregating agents were also within normal limits
thus ruling out the Von-Willebrand subtypes of
diseases. Peripheral blood smear examination showed
large platelets (macrothrombocytes) [Figure 2]
and non-specific cytoplasmic inclusions within
neutrophils [Figure 3]. It was evident that these
inclusions were not staining artifacts as they were
spread unevenly in most of the neutrophils, (and
not uniformly as expected with artifacts). They also
appeared different from the blue-black toxic granules
seen in infection and were not associated with
cytoplasmic vacuoles as in the latter. The patient’s
father and sister also had mild thrombocytopenia
with normal coagulation studies and peripheral
blood smears. A diagnosis of Sebastian syndrome
was considered and the patient advised regular
follow-up.

The easy bruising syndrome can be broadly classified
into Type I with normal platelets and Type II with
platelet abnormalities. There may be anti-platelet
antibodies in both, hinting at an autoimmune
etiology.®
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Figure 1: Well-defined ecchymotic patch on the lower leg

Figure 2: Peripheral blood smear showing platelets (arrows), a
giant platelet can be seen in the centre (arrow)

# i O
Figure 3: Peripheral blood smear showing neutrophilic inclusions

Physical trauma appears to be the most important
cause for Type I easy bruising, which was ruled out in
our case due to an absence of a history of significant

Table 1: Inherited giant platelet disorders!®!

Name of the disorder
With structural defect

Glycoprotein
abnormalities

Bernard—Soulier syndrome
Velocardial syndrome etc.

Montreal platelet syndrome
Alpha granules Gray platelet syndrome

With abnormal May—-Hegglin anomaly (Dohle bodies)
neutrophilic inclusions Sebastian syndrome (non-specific inclusions)

With systemic Epstein syndrome
manifestations Fechtner syndrome

Mediterranean macrothrombocytopenia

Caplain defect

With no specific
abnormalities

trauma, the presence of petechiae and a positive family
history.

Type II easy bruising syndrome comprises inherited
disorders associated with fewer and larger platelets
(macrothrombocytopenia); these disorders are clubbed
together as inherited giant platelet disorders [Table 1].
Two of these (May-Hegglin anomaly and Sebastian
syndrome), associated with abnormal neutrophilic
inclusions occur due to variable expression of the
MYH-9 gene.’! May-Hegglin anomaly consists of
Dohle-like neutrophilic inclusions.!" Dohle bodies are
small, round to oval, pale-blue to grey structures usually
found at the periphery of neutrophils, ultrastructurally
consisting of ribosomes and endoplasmic reticulum.
In Sebastian syndrome on the other hand, as in our case,
non-specific inclusions are found in the cytoplasm
of neutrophils. Other MYH9-related disorders are
Fechtner syndrome (deafness, cataract, nephritis) and
Epstein syndrome (nephritis, sensorineural hearing
loss).”! The MYH9-related disorders are currently
believed not to represent distinct entities but rather
varied expressions of a single illness. They may be
asymptomatic or present with easy bruising as in our
case. Rarely, bleeding from other sites (nose, gums,
vagina) may be present.!®

The main differential diagnoses ruled out in our case
were acute idiopathic thrombocytopenia (acute onset,
usually with bleeding from other sites and a prolonged
bleeding time), various types of coagulation
disorders (altered coagulation profile), child
abuse (ruled out by a careful history and the absence of
suggestive bruises elsewhere) and other inherited giant
platelet disorders [Table 1]. No systemic involvement
was found in our case ruling out Fechtner and Epstein
syndromes. The non-specific neutrophilic inclusions
in our case pointed towards Sebastian syndrome.
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Sebastian syndrome is an extremely rare autosomal
dominant disorder, first described by Greinacher et al.
in 1990."" Since then, only a handful of cases have
been reported, including one South American® and
six Japanese families.’ It is characterized by the
presence of thrombocytopenia with giant platelets and
non-specific neutrophilic inclusions. Apart from easy
bruising, there is usually no symptom. The pathogenesis
of this condition is unclear though unusual expression
of glycophorin A on the surface of platelets has been
proposed.'’ There is no known specific treatment
for Sebastian syndrome. Platelet transfusion is the
treatment of choice in the rare situation of excessive
bleeding. The role of 1-deamino-8-arginine vasopressin
and spenectomy is controversial.®

Considering the history, clinical features and
hematological picture in this case, we arrived at the
diagnosis of an MYH9-related syndrome, most likely
Sebastian syndrome.
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