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CASE REPORT
A 21-year-old young lady presented to the Emergency Department 
with left loin pain, vomiting and loose stools for the last one day. She 
did not report any fever, radiation of pain, urinary symptoms, pain 
aggravation on food intake or any prior strenuous activity.

The patient was diagnosed with SLE 2 years ago and was on 
treatment with steroids, Mycophenolate Mofetil (MMF) and 
Hydroxychloroquine. She reported history of intermittent episodes 
of pain in her calf muscles in the last one year. Magnetic resonance 
imaging (MRI) had revealed the presence of organised haematomas 
in calf muscles, but the patient did not follow-up due to spontaneous 
resolution of symptoms.

On examination, the patient was pale, tachycardic and 
hypotensive. No rashes were noted. Respiratory system examination 
fairly ruled out pleurisy and musculoskeletal examination was 
normal. A non-tender firm ballotable mass was palpable in the Left 
lumbar region.

Preliminary investigations showed microcytic anaemia, 
(haemoglobin 6.2 g/dL), severe thrombocytopenia (22×109/L) 
and mild neutrophilic leucocytosis as shown in [Table/Fig-1]. Her 
renal function and complements were normal with slightly elevated 
Erythrocytic sedimentation rate (35 mm first hour). Ultrasonogram 
of the abdomen showed 9.4×7.4 cm heterogeneous lesion 
adjacent to the lower pole of the left kidney. A computed 
tomography revealed the presence of left perinephric haematoma 
with left hydroureteronephrosis [Table/Fig-2]. Initial coagulation 
profile revealed normal Prothrombin Time (PT), Activated Partial 
Thromboplastin Time (APTT) and slightly low fibrinogen levels 
(1.4 g/L). Direct Coombs test turned out to be positive. Von 
Willebrand Factor assay was normal. Antiphospholipid Antibody 
(APLA) work up was done in which anti beta2 glycoprotein turned 
out to be negative, with Lupus anticoagulant ratio of 1.6.

The differential diagnoses considered were acute SLE flare/
bleeding due to thrombocytopenia/coagulation defects and MMF 
induced haematological crisis. However, complement activity, 
disease markers were normal and the patient was on irregular 
treatment with MMF. Since initial PT, APTT levels were normal, 
possible factor XIII deficiency was considered and she was 
evaluated accordingly.

The patient was stabilised with intravenous fluids namely Normal 
Saline, low dose methyl prednisolone 250 mg over 3 days and 
2 units packed red blood cells transfusion. There was recurrence 
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ABSTRACT
Haematological abnormalities are a common finding in Systemic Lupus Erythematosus (SLE) patients. The wide spectrum includes 
anaemia, cytopenias, thrombosis as well as bleeding. Among the bleeding disorders, qualitative coagulation defects can be rarely 
encountered because of clotting factor inhibitors. More uncommon is the occurrence of quantitative clotting factor deficiencies. 
Here, we describe a rare cause of abdominal pain in a patient with SLE who developed perinephric and colonic sub mucosal 
haematomas owing to a rare association with acquired factor XIII deficiency which was diagnosed on quantitative assays and 
effectively treated with cryoprecipitate and fresh frozen plasma.

Day 1 Day 5 Day 7 Day 11
Standard 

value

Haemoglobin g/dL 6.2 8.4 9.9 11.9 12-15

Mean corpuscular 
volume fL

73.2 80-100

White blood counts 
×10^3/uL

15 10.6 9.2 4-10

Platelets x10^3/uL 22000 42000 83000 110 150-400

Prothrombin time 
(seconds)/INR

13.3/1.2 13.9/1.33 13.1/1.25 9-12

APTT (seconds) 29.1 22.8 28.2 25-34

Serum fibrinogen 
levels mg/dL

76 140 342 200-400

C3 c level/C4 mg/dL 83/21
90-180
10-40

ESR mm 1st hour 35 30 17 4-12 mm

HsCRP mg/dL 0.30 <0.5 mg/dL

Procalcitonin ng/mL 0.2 <0.5

[Table/Fig-1]: Preliminary investigations showing microcytic anaemia, severe 
thrombocytopenia and mild neutrophilic leucocytosis.

[Table/Fig-2]: CT abdomen showing perinephric haematoma over lower pole of 
left kidney with ureteric compression.

of vomiting and loose stools during initiation of enteral feeds and a 
repeat CT abdomen revealed new onset transmural haematomas 
in small bowel loops, distal ascending colon, transverse colon, 
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related [3]. Therefore, it is imperative to carefully evaluate such a 
patient based on their clinical, imaging and immunological profile.

Haematological abnormalities are common findings in patients with 
SLE. The prevalence is described as 47% in most studies [4]. In 
a study by Sasidharan PK et al., haematological manifestations 
were found to be the most common initial presentation of SLE 
and it was the presenting manifestation in 82% of the patients. 
The haematological spectrum encompasses anaemia, leucopenia, 
thrombocytopenia, autoimmune haemolytic anaemia, thrombotic 
thrombocytopenic purpura, myelofibrosis-hypoplastic anaemia and 
thrombotic manifestations if associated with APLA [5]. The index 
patient too had leucopenias along with cutaneous manifestations in 
her initial presentation leading to her diagnosis.

It is imperative to distinguish haematological abnormalities arising 
due to disease activity from those due to drug effects. The index 
patient had normal complement activity and disease markers making 
acute SLE flare unlikely. The patient was on irregular treatment 
with MMF, making drug related side effect a remote consideration. 
Bleeding despite normalisation of platelet count, fibrinogen levels 
and normal PT, APTT prompted us to investigate us for rare clotting 
factor abnormalities, such as Factor XIII defects. Coagulation 
defects in SLE could be due to inhibitors more commonly [6], and 
due to factor deficiencies rarely [7-9].

Factor XIII is needed to stabilise the fibrin clots and it’s deficiency could 
be genetically acquired as Autosomal recessive disorder or could be 
due to acquired causes [7]. Hereditary deficiency is attributed to the 
F13A1 gene located on the short arm of chromosome 6 (6p24.2- 
p23). Acquired factor XIII deficiency occurs much less often, and 
usually affects middle-aged or elderly individuals [10]. It can be 
associated with conditions such as severe liver disease, chronic 
kidney failure, inflammatory bowel disease, Henoch-Schonlein 
purpura, autoimmune disorders such as SLE or scleroderma and 
certain cancers such as myeloid forms of leukaemia. It has also 
been linked to the use of certain medications including isoniazid, 
penicillin, and phenytoin.

Individuals with factor XIII deficiency form blood clots per se, 
but the clots are unstable and often break down, resulting in 
prolonged, uncontrolled mild to fatal bleeding episodes. The 
most common bleeding symptoms are subcutaneous bleeding 
(57%), delayed umbilical cord bleeding (56%), muscle haematoma 
(49%), haemorrhage after surgery (40%), haemarthrosis (36%) and 
intracerebral bleeding (34%) [11,12]. However, the index patient’s 
presentation was unusual with perinephric, colonic submucosal and 
transmural haematomas.

Factor XIII deficiency is screened by clot solubility test and confirmed 
by quantitative assays [13]. It is treated by factor XIII concentrates, 

descending colon and rectum [Table/Fig-3,4]. The coagulation profile 
results reaffirmed normal APTT levels; repeat fibrinogen levels were 
normal (3.4 g/L) and platelet counts were improving (120×109/L). 
On performing a clot solubility test, the clot completely dissolved in 
5M urea solution and on mixing studies, the clot dissolved partially. 
Since the results were equivocal, it was not possible to differentiate 
a hereditary factor XIII deficiency from a factor XIII inhibitor in this 
case. Subsequently, a factor XIII assay was done which turned out 
to be <1% thus confirming severe deficiency. Patient was transfused 
with a total of 18 unit’s cryoprecipitate (270 mL) and 10 units of 
fresh frozen plasma (2400 mL total) during her entire hospital stay 
following which she showed steady improvement.

[Table/Fig-3]: CT abdomen depicting transmural haematoma of distal ascending, 
transverse and descending colon.

[Table/Fig-4]: CT abdomen showing transmural haematoma involving rectum.

A follow-up CT abdomen a month later showed resolving left 
perinephric haematomas with resolution of colonic and rectal 
haematomas. The patient is currently doing well on 5 mg once daily 
prednisolone and azathioprine [Table/Fig-5].

DISCUSSION
SLE is a challenging disease to treat. In the current era, diagnosing 
SLE has become common due to increasing awareness, knowledge 
of its varied presentations and available investigations. However, 
the course of the disease poses a constant challenge to the 
treating physician owing to the myriad of systemic manifestations 
and complications.

Acute abdomen in SLE patients is a challenging diagnostic 
and therapeutic problem. Most patients are on steroids and/or 
immunosuppressive agents which mask the physical findings, thus 
leading to a delayed definitive diagnosis. The reported incidence of 
abdominal pain in SLE varies from 8 to 40% [1,2]. Assuming that all 
are due to vasculitis may lead to diagnostic errors. In an observation 
of 36 active SLE patients presenting with acute abdomen by Medina 
F et al., 19 had vasculitis, 3 had Anti Phospho Lipid Antibody (APLA) 
related intra-abdominal thrombosis and the rest were non-SLE 

[Table/Fig-5]: CT abdomen revealing resolving haematoma over the lower pole of 
left kidney.
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fresh frozen plasma or cryoprecipitate. When inhibitors develop in 
individuals with factor XIII deficiency, additional therapy in the form 
of immunosuppressive agents would be required.

On review of literature, there is a reported Lupus patient with 
associated factor 13 deficiency who developed intracerebral 
haematoma [9]. There are case reports of subcutaneous and 
intramuscular haematomas due to factor XIII deficiency following an 
invasive procedure in a patient with SLE [14]. In another instance a 
70-year-old man had developed spontaneous left gluteal haematoma 
owing to factor XIII deficiency [15]. Occurrence of gastrointestinal 
haematomas as in the index patient seems to be extremely rare.

CONCLUSION
It is fruitful to think beyond lupus while approaching the presenting 
complaints even in a diagnosed patient of SLE. Attributing all the 
features to the disease per se might be misleading. A high index 
of suspicion for rarer clotting factor deficiencies is required while 
evaluating the bleeding manifestations with a normal coagulation 
profile. There exists a lacuna in ascertaining the fact as to why in an 
autoimmune disease, there is associated clotting factor deficiency, 
unlike the expected scenario of clotting factor inhibitors. Only 
continued medical research can unravel such mysteries.
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