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Abstract

Case Report |

Summary: Glanzmann Thrombasthenia (GT) is a congenital thrombopathy characterised by bleeding manifestations
that are sometimes severe. Treatment is based on platelet transfusions during bleeding. We report a case of TG
revealed by haematuria and which presented a severe bleeding syndrome refractory to transfusions. Treatment with
injections of recombinant activated factor VII was necessary. This case illustrates the value of using recombinant
activated factor VII in TG in case of antiplatelet alloimmunisation or in case of lack of response to platelet

transfusions.
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INTRODUCTION

Glanzmann Thrombasthenia (TG) is a rare
disorder caused by a deficiency of glycoprotein I1b/ll1a
resulting in a defect in platelet aggregation [1]. The
prevalence of this disease is estimated to be 1/1,000,000
[2]. This result in a disruption of primary haemostasis,
the ultimate goal of which is to stop bleeding by
forming a platelet plug [3]. The most common
biological expression is prolonged bleeding time. It is
an autosomal recessive inherited disease and appears to
be more common in highly consanguineous ethnic
groups such as Indians, Iranians, Iraqis, Palestinians and
Jordanian Arabs, and even in populations of Roma
origin [1]. Haematuria is a rare presentation of TG.
Patients with TG usually respond well to platelet
transfusions. On the other hand, the indiscriminate use
of platelet concentrates could lead to alloimmunisation
and thus to a refractory state [4]. We report the case of a
young girl who presented with haematuria in the
foreground of a clinical picture, which led to the
diagnosis of Glanzmann thrombasthenia.

CLINICcAL CASE

This was a 6-year-old girl, 1st of 2 siblings,
attending school, from a second-degree consanguineous
marriage. The history includes a well-monitored
pregnancy, carried to term, vaccinated according to the
national immunisation programme, with no notion of a
stay in an endemic zone. Parents and siblings without

any notable pathology, notably no notion of haematuria
or deafness. In addition, we note the presence of
bleeding after dental avulsions lasting several days. The
patient consulted for a total macroscopic non-clotting
haematuria evolving since 5 days, without notion of
trauma, fever, mictional symptoms or physical effort.
The clinical examination revealed a patient in good
general condition, with discoloured conjunctiva, normal
blood pressure, no purpura or oedema and abdominal
palpation was unremarkable. A blood count was
performed which showed haemoglobin of 6.7g/dl;
platelets of 117,000 elements/mm3, and a normal
prothrombin rate and activated partial thromboplastin
time (PTT). The blood ionogram was normal with
correct renal function. And the 24-hour proteinuria was
negative. The cytobacteriological examination of the
urine showed haematuria without leucocyturia, and the
culture was sterile, which ruled out infection.

An abdominal ultrasound and an abdominal
CT scan with injection of contrast medium were carried
out, which came back normal, notably without any
image of tumour or malformative uropathy. The patient
continued to deglobulate, which prompted a blood
transfusion and haemostatic treatments. In addition, the
patient presented with profuse epistaxis requiring
anterior and posterior packing to stop the bleeding. It
should be noted that during the taking of a peripheral
venous line, the patient presented a significant
haemorrhage, which required a pressure dressing for
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several hours. A haematological opinion was sought.
An emergency haematological work-up was performed
which showed a normal prothrombin level of 85% (N=
70-100), prothrombin time of 12 seconds, a patient/
control a PTT of 1.00 (N < 1.2), a fibrinogen level of
3.8 g/l (N= 2.0-4.0). Platelet function tests showed no
aggregation with all agents tested. Platelet flow
cytometry quantification revealed a complete absence
of GPIIb/llla glycoprotein expression on the platelet

surface, confirming the diagnosis of Glanzmann
thrombasthenia [Figl]. The patient received platelet
transfusion without stopping the bleeding. She was put
on Recombinant Activated Factor VII and a transfusion
of packed red blood cells depending on the
haemoglobin level. The evolution was marked by the
disappearance of haematuria and epistaxis after several
days of treatment and meching. A family survey was
performed; the siblings were unaffected [Fig 2].

Fig-1: Absence of platelet aggregation in response to ADP, collagen, and Ristocetin confirm Glanzmann’s
Thrombathenia
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Fig-2: Normal platelet aggregatlon study

DiscussioON

Glanzmann thrombasthenia is a rare autosomal
recessive inherited disorder [5], first described in 1918
by a German paediatrician Glandzmann as

<<Hereditary Haemorrhagic Thrombasthenia>> [6]. It
is a thrombopathy related to a qualitative abnormality of
platelets and inducing a disorder of primary
haemostasis [7]. It is characterised by the inability of
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platelets to aggregate despite a normal platelet count
due to the absence of GPIIb/Illa glycoproteins on the
platelet membrane [1, 8]. Most often, the disease is
diagnosed in early childhood before the age of 5 years,
but it can also be diagnosed at an advanced age [9]. In
our patient, the diagnosis was made at the age of 6
years. Its clinical manifestations are cutaneous-mucosal
haemorrhages such as epistaxis, gingivorrhages,
haematuria,  petechiae, = menometrorrhages  and
haemarthrosis [9, 10]. Bleeding is often abundant,
leading to the development of martial deficiency
anaemia requiring constant iron supplementation [5].

In the literature, haematuria during TG is not
exceptional but rather rare [4]. In a study published by
George et al. comprising a large cohort of 177 patients
with the disease, only 10 patients had haematuria (6%)
[5,11]. In another recently published retrospective study
by Irem et al. involving 163 patients with TG,
haematuria was present in only 13 patients (8%) [12].
Generally the treatment of haematuria in this condition
is conservative [4] as in our patient, with only one case
reported in the literature having undergone angio-
embolisation to control the haematuria [13]. The
severity of haematuria depends on the type of TG.
Types | and Il are characterised by quantitative
abnormalities of the Ilb/llla complex: in type I, the
deficit is major and the complex is only present in trace
amounts (<5%); in type Il, the residual level is in the
range of 5-20%. Type Ill, also known as the variants, is
characterised by qualitative abnormalities of the
complex, which may be present on the platelet surface
at near-normal levels [14].

Although platelet concentrates are very
effective, some patients become refractory to this
treatment due to alloimmunisation and develop
antibodies against the missing fraction (anti-GPl1b/111a),
making subsequent platelet transfusions ineffective
[15]. The efficacy of recombinant factor VII has been
established in patients with anti-GPI1Ib/ll1a or anti-HLA
alloimmunisation or lack of response to platelet
transfusions [16]. An international study [17] of 59
patients with TG (including 29 alloimmunised and 23
platelet refractory patients) showed efficacy of
recombinant activated factor V11 in 64% of cases. In our
patient, the use of recombinant activated factor VII
helped to stop the bleeding. This therapy is given at a
dose of 90 m/kg every 1.5 to 2 hours in an intravenous
bolus of 2 to 5 minutes. Treatment is continued as long
as the bleeding persists. The interval between doses can
be gradually increased (from 4 to 12 hours) for as long
as necessary. Treatment with recombinant activated
factor VIl does not require special biological
monitoring [18]. It is expected to be the standard
treatment for alloimmunised TG in the future [19-21].
TG is a serious disease; prevention of bleeding is
important and should include healthy lifestyle avoiding
sports activities with a high risk of trauma, the
prohibition of drugs that interfere with platelet activity

and the prohibition of intramuscular injections.
Systematic screening for the disease in the patient's
relatives using specific tests is essential for better
management of the disease [7].

CONCLUSION

TG is a rare thrombopathy of infrequent
neonatal onset. Its management requires above all
preventive measures. Recombinant activated factor VII
could be a therapeutic alternative in cases of refractory
haemorrhagic syndrome or alloimmunisation.
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