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Abstract

Introduction: Haemorrhagic manifestations rarely represent the mode of on-
set of lupus and are a therapeutical and diagnosis emergency. We report 6
cases of haemorrhagic manifestations disclosing lupus. Patients and methods:
It’s about a retrospective, descriptive and multicentric study ranged from 1st
January 2014 to 5th January 2019. Were included in the study all cases of
lupic disease revealed by hemorrhagic disorders, recorded in 3 Internal Medi-
cine Departments in Dakar: DalalJamm, Dantec, Pikine. The diagnosis of lu-
pus was made on the basis of the 1997 modified classification criteria of ACR
for SLE. Results: We gathered 6 cases of women affected by lupic disease. The
mean age was 32 years old with extremes ranged from 17 to 56 years. Accord-
ing to haemorrhagic disorders, the diagnosis of lupus was automatically made
in 5 of the cases and it took 6 months to confirm the last one. Haemorrhagic
features were ruled by purpura (3/6 cases) and nosebleeding associated with
gumbleeding (2/6 cases), epistaxis and melena (1/6 case), hypermenorrhea (1/6
case), cerebral haematoma (1/6case). Cutaneous (5/6), articular (4/6), renal
(2/6) and serous (2/6) disorders specially represented the other manifesta-
tions. Biological findings showed cytopenia with 3 cases of anaemia, 1 case of
leucopenia and 6 cases of thrombopenia. The average of the platelet count
was at 20,000 cells/mm? with extremes ranged from 1000 to 35,000 cells/mm°.
Thrombocytopenia was related to autoimmune thrombocytopenic purpura in
3 cases, to Evans’ syndrome in 2 cases, to macrophage activation syndrome in
1 case. Immunological investigations found the presence of antinuclear anti-
bodies (1/6), anti-dsDNA (2/6) and anti-Sm (4/6). All patients received a bo-
lus of Solumedrol followed by an administration of Prednisone at a dosage of
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1.5 mg/kg (3 cases) and 1 mg/kg to the other patients. A transfusion of platelet
concentrates was performed for all of them. The evolution was favorable in 4
cases. Two patients died according to a septic and haemorrhagic shock. Con-
clusion: We report 6 cases of haemorrhagic manifestations disclosing lupus.
Cutaneo-mucous location was more frequent and was related to moderate to
severe thrombocytopenia with the presence of anti-Sm antibodies.
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1. Introduction

Lupus is a systemic autoimmune disease with a broad spectrum of clinical pres-
entations evolving by flare-ups and remissions [1] [2]. It is more common on
young females. Estimated incidence rates in USA and Europe range 1 - 23 per
100,000 per year. Prevalence in adults is as high as 150 per 100,000 in United
States and is 20 - 50 per 100,000 in Europe [3] [4]. Its etiology is unclear but
many observations suggest a role of genetic and environmental factors such as
immunologic, hormonal factors, physical factors. It has variable mode of onset
ruled by cutaneous, articular and hematological disorders [3] [4]. Other un-
common and life-threatening manifestations can reveal the disease such as he-
morrhagic features. There are several reports of hemorrhagic features. Li J. et al.
reported 8% of hemorrhagic cases in their study [5]. We report 6 cases of lupic

disease disclosed by a hemorrhagic syndrome.

2. Materials and Methods

It’s about a retrospective, descriptive and multicentric study range from 1st Jan-
uary 2014 to 5th January 2019. Were included in the study all cases of lupic dis-
ease revealed by hemorrhagic disorders, recorded in 3 Internal Medicine De-
partments in Dakar: DalalJamm, Dantec, Pikine. The diagnosis of lupus was
made on the basis of the 1997 modified classification criteria of ACR. If the pa-
tients had at least 4 criteria on 11 then they were classified as a Lupus. The data

analysis was made with Microsoft excel 2007 and SPSS version 20.

3. Results

We gathered 6 cases of women affected by lupic disease. The mean age was 32
years old with extremes range 17 and 56 years. According to hemorrhagic dis-
orders, the diagnosis of lupus was automatically made in 5 of the cases and it
took 6 months to confirm the last one. Hemorrhagic features were ruled by
purpura (3 cases) and nosebleeding associated to gumbleeding (2 cases) (Table
1). Cutaneous (5/6) and articular (4/6) disorders specially represented the other
manifestations. Biological findings showed cytopenia with 3 cases of anaemia, 1

case of leucopenia and 6 cases of thrombopenia (Table 2).
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Table 1. Haemorrhagic patterns during admission.

Haemorrhagic manifestations Number of cases
Purpura 3
Epistaxis associated with gingivorragia 2
Epistaxis associated with melena 1
Hypermenorrhea 1
Cerebral haematoma 1

Table 2. Clinical and biological features during the diagnostic of lupus.

Clinical and biological manifestations Number of cases
Cutaneous manifestations 5
Articular manifestations 4
Renal manifestations 2
Serous manifestations 2
Anemia 3
leucopenia 1
Thrombocytopenia 6
Antinuclear antibodies 1
Anti-dsDNA antibodies 2
Anti-Sm antibodies 4

The average of the platelet count was at 20,000 cells/mm?® with extremes range
from 1000 to 35,000 cells/mm?®. Thrombocytopenia was related to autoimmune
thrombocytopenic purpura in 3 cases, to Evans syndrome in 2 cases, to macro-
phage activation syndrome in 1 case (Figure 1). Immunological investigations
found the presence of antinuclear antibodies in 1 patient, anti-dsDNA in 2 pa-
tients and anti-Sm in 4 patients (Table 2). All the patients received a bolus of
Solumedrol followed by an administration of Prednisone at a dosage of 1.5
mg/kg (3 cases) and 1 mg/kg to the other patients. A transfusion of platelet con-
centrates was performed for all of them. They were under Azathioprine and Hy-
droxychloroquine respectively at a dosage of 100 mg/day and 400 mg/day, after
having a normal platelet count. The evolution was favorable in 4 cases. Two pa-
tients died according to a septic and haemorrhagic shock.

4. Discussion

We conducted a study on inaugural hemorrhagic manifestations that lead to the
diagnosis of lupic disease.

Articular, cutaneous and hematologic features are the leading modes of onset
of lupic disease [3] [4]. Hematologic disorders of the lupus are common at early
stage or at the time of diagnosis. Up to date, hemorrhagic onset is rare as we can

note with the rarity of medical reports in our level [6] [7] [8]. Li J and coll noted

DOI: 10.4236/0jim.2021.114019

233 Open Journal of Internal Medicine


https://doi.org/10.4236/ojim.2021.114019

F. B. Codou et al.

1 cases (20%)

purpura thrombopenique autoimmun

3 cases (50%) syndrome d'Evans
0,
2 cases (30%) syndrome d'activation macrophagique

Figure 1. Mechanism of thrombocytopenia.

hemorrhagic disorders during lupus at a frequency of 8% while Jallouli and coll
found a frequency of 6% [5] [9]. In 2010 in Senegal, Fatou Samba and coll re-
ported 2 cases of hemorrhagic manifestations that to say 1.4% in her series [10].
We report 6 cases of hemorrhagic manifestations revealing the lupic disease.

The occurrence of hemorrhagic manifestations during lupic disease is a diag-
nostic and therapeutic emergency, as we could see in our study where we had 5
patients on whom the diagnosis of lupic disease was made during hospitalization.

Lupic disease is a condition that mostly occurs in women at their thirthies [3]
[4]. This inequality is due to hormonal factors involvement especially cestrogens
by a stimulation of the immune system. Hemorrhagic manifestations are not ex-
cepted as shown in many studies [5] [9] [11]. In our study, the mean age was es-
timated at 32 years with extremes range 17 and 56 years old. Li and coll found in
their study in regard to thrombocytopenia during lupus with hemorrhagic fea-
tures, an average age of 34.8 + 14.6 years proving the early onset of the condition
and its hallmarks [5].

In our study, purpura, epistaxis and gingivorragia constituted the main he-
morrhagic manifestations. These data are similar to those reported on the lite-
rature [5] [6] [11]. Li J. and coll found that 70% of bleeding patients with severe
thrombocytopenia (<20,000 platelets/mm?) and 75% with moderate thrombocy-
topenia had cutaneo-mucous involvement. According to that, how severe the
thrombocytopenia could be, the predilection of hemorrhage would be cuta-
neo-mucous.

At the time of diagnosis, the main manifestations were articular and cutane-
ous. That was similar to the findings according to the literature where the ma-
nifestations occur simultaneously to the initial clinical course [5] [9] [11].

The thrombocytopenia occurring during lupic disease is due to a lack of pro-
duction of the bone marrow, a splenic sequestration or a rapid peripheral de-
struction related to the autoimmune process. Commonly, that’s a mild low
platelet count [12]. Hemorrhagic features mostly occur with moderate (20.000 -
50.000 cells/mm?®) to severe (less than 20.000 cells/mm?®) thrombocytopenia [5]
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[9] [11]. Li J. and coll found that 76% of people with severe low platelet count
underwent a hemorrhage against 25% patients with moderate low platelet count
[5]. This leads to say the lower the platelet count is, the higher the risk of bleed-
ing. In Tunisia, Jallouli and coll found similar datas [9]. This is proven in our
study with a mean platelet count of 20.000 cells/mm?* with extremes range of
1000 and 50,000 cells/mm”.

These low platelet levels were mostly associated with idiopathic autoimmune
thrombocytopenia, antiphospholipid syndrome, Evans’ syndrome. Autoimmune
thrombocytopenia related to lupus is defined by a platelet count less than
100.000 cells/mm?® without another underlying cause. It occurs in 7% - 30% cases
of lupus. Antiphospholipid syndrome is a condition featuring thrombotic ma-
nifestations, obstetrical accidents and antiphospholipid antibodies. Evans syn-
drome is characterized by the association of autoimmune haemolytic anaemia
and thrombocytopenia [12]. An association of thrombocytopenia with Evans
syndrome was found in 12.5% by Tokano and coll, in 1.2% by Li and coll and
18% by Ziakas and coll [5] [11] [13]. Li and coll found an association of throm-
bocytopenia with antiphospholipid syndrome in 6% of cases while Jallouli and
coll found 14.3% cases. In our study, thrombocytopenia was associated with au-
toimmune thrombopenic purpura in 50% of cases, in 33% with an Evans syn-
drome and 17% with macrophage activation syndrome. The different findings
could be explained by a selection bias in our study. Because all our patients pre-
sented haemorrhagic manifestations with thrombocytopenia. However, the stu-
dies were conducted on people having thrombocytopenia with or without
haemorrhagic manifestations.

The diagnosis of lupic disease is confirmed on the basis of biological and im-
munological findings especially the dosage of fluorescent antinuclear antibodies.
Further investigations can be performed for more specific antibodies such as an-
ti-dsDNA and anti-Sm. The series provided by Jallouli and coll showed a
positivity of anti-dsDNA antibodies in 73.5% and anti-Sm in 32.4% respectively.
The one conducted by Jung and coll showed a positivity of 100% of anti-DNA and
8.3% of anti-Sm on patients with thrombocytopenia. Ziakas and coll reported, re-
spectively, a positivity of 100% for antinuclear antibodies, 56% for anti-DNA and
10% for anti-Sm [9] [11] [14]. In our series, the presence of antinuclear antibodies
were noted in 17% of the cases, while anti-DNA and anti-Sm were respectively
found in 33% and 60% of the cases. The different findings could be explained by
the ethnical and racial difference in our studied populations. In fact, Meyer and
coll noticed a sensibility of anti-Sm antibodies of 30% on African Americans and
3% to 7% in european series. Anti-Sm sensibility is especially high on black
people with a proportion of 50% compared to what is seen in Caucasians on
whom we note a proportion of 10% to 20% of SLE cases [15].

The urgent management of autoimmune thrombocytopenia or secondary
haemorrhagic manifestations during lupus requires high doses of glucocortico-
ids. A second-line treatment may consist on the administration of immunosup-

pressors such as azathioprine and cyclophosphamide. In case the aforemen-
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tioned molecules don’t work, rituximab can be used as a third-line treatment.
Transfusion of concentrates platelets should be performed only if the platelet
count is less than 10.000 cells/mm?® [12]. In our study, the patients received a
bolus of methylprednisolone followed by prednisone at a dosage of 1.5 mg/kg
and 1 mg/kg. After normalizing the platelet count, patients were under azathio-
prine at a dosage of 100 mg/day and hydroxychloroquine at a dosage of 400
mg/day. All patients underwent a transfusion of concentrates platelets.

After treatment, the evolution was favorable in 4 patients. Two patients died
after due to haemorrhagic and septic shock. This was similar to the datas re-
ported on the literature. Central neurological disorders and infections constitute
the leading mortality causes after inaugural haemorrhage. Li ] and coll reported
a mortality rate of 12.1% on bleeding patients. They also found a mortality rate
estimated at 13% on patients with mild to severe thrombocytopenia as a leading
cause. Infections and hemorrhagic shock respectively caused 49% and 33% of
deaths [5] [9] [11] [14]. This points out the importance of an early diagnosis and
management of these manifestations.

The limitation of our study is the small sample of our study. That is not
enough to take real statement and tendency on clinical and paraclinical findings
that appeared with an initial hemorrhagic manifestation that lead to the lupus’

diagnosis.

5. Conclusion

We report 6 cases of Lupus revealed by hemorrhagic disorders. Mostly, the
bleeding areas are cutaneous and mucous associated with mild to severe throm-
bocytopenia related to autoimmune thrombocytopenic purpura. They occur
with the presence of anti-Sm antibodies. A study conducted on a larger sample
would be necessary, on black African people, to point out the prevalence of he-

morrhagic manifestations during systemic lupus and its pathogenesis.
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