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Abstract

Catastrophic antiphospholipid syndrome (CAPS) is a rare, severe, 
and life-threatening form of antiphospholipid syndrome (APS). Early 
recognition and rapid treatment are of great importance to improve 
patient outcomes and decrease mortality. Herein, we present a case 
of lupus and APS with obstetric complications, recurrent thrombosis, 
and renal and hematological manifestations of APS which showed 
great response to the treatment.
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Introduction

Systemic lupus erythematosus (SLE) is a chronic multisys-
tem autoimmune disease with various clinical manifestations 
that may affect any organ including the skin, blood, joints, 
kidneys, lungs, gastrointestinal system, and the nervous sys-
tem. Although SLE’s etiology remains unclear, it is assumed 
that it is multifactorial including different environmental 
(e.g., ultraviolet light, infections, drugs, etc.), genetic, and 
hormonal factors.

Positive antiphospholipid antibodies are included in 

the immunological domain of New 2019 European League 
Against Rheumatism (EULAR)/American College of Rheu-
matology (ACR) classification criteria for SLE classifica-
tion criteria [1, 2]. Antiphospholipid syndrome (APS) is an 
autoimmune disorder that can occur as an isolated primary 
phenomenon or secondary with other autoimmune diseases 
like SLE. APS is typified by a hypercoagulable state that can 
present as arterial or venous thrombosis. It can manifest in 
females who have experienced repeated miscarriages or fe-
tal loss in the past. The revised criteria for the diagnosis of 
the syndrome consider three laboratory tests: the functional 
assay lupus anticoagulant (LAC), anti-cardiolipin (ACL), 
and antibodies against β2-glycoprotein I (aβ2GPI) [3-5]. 
Two labs and six clinical domains made up the new 2023 
ACR/EULAR APS classification criteria. Clinical domains 
include hematological manifestation (thrombocytopenia). 
Patients are considered to have APS if they receive at least 
three points each from the clinical and laboratory domains 
combined [6]. Anticoagulation and antiplatelet therapy are 
the primary treatments for APS. Aspirin and other antiplate-
lets are frequently used to prevent arterial events in a primary 
prophylactic clinical setting, while anticoagulation is used 
for secondary prevention of venous or arterial thrombosis or 
as prophylaxis in high-risk patients [7].

Catastrophic antiphospholipid syndrome (CAPS) is an 
unusual, life-threatening form of APS. Herein, we report a case 
of lupus and CAPS presenting with obstetric complications, 
recurrent thrombosis, and renal and hematological manifesta-
tions of APS.

Case Report

Investigations

A 38-year-old pregnant woman (18 weeks) was referred to 
our hospital with severe generalized abdominal pain for 1 
week duration. She was known to have lupus and positive 
APS antibodies for 5 years. She was only using on demand 
low dose of prednisone and aspirin. The patient was in her 
usual state of health and was on enoxaparin during her preg-
nancy. Abdominal pain developed suddenly and was associ-
ated with dyspnea, spotting, and undocumented fever. She 
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was evaluated clinically by an obstetrician and by radiology 
ultrasound (US) and found to have intrauterine fetal death 
and possible liver infarction versus abscess. She underwent 
dilation and curettage (D&C), was admitted to critical care, 
and started on supportive care and antibiotic treatment. Our 
team was consulted to evaluate her from a rheumatological 
point of view, and she was seen within the same day of pres-
entation. The patient gave a history of previous possible pro-
voked deep vein thrombosis (DVT) and recurrent abortions. 
She had a history of chronic thrombocytopenia and anemia. 
Upon critical care admission, laboratory investigations re-
vealed thrombocytopenia, anemia (hemoglobin (Hb): 8.4 g/
dL, normal: 11 - 16), leukocytosis, elevated liver enzymes, 
low albumin, and significant proteinuria with preserved kid-
ney function tests (KFTs), and disseminated intravascular co-
agulation (DIC) was suspected. Computed tomography (CT) 
scans of chest and abdomen were done and showed mini-
mal bilateral pleural effusion, atelectasis but no evidence of 
pulmonary embolism (PE), hepatosplenomegaly with hy-
podense liver lesion (infarction), no evidence of mesenteric 
ischemia and no evidence of remaining fetal products (Fig. 
1). The patient was covered with antibiotic treatment, pro-
phylactic heparin and steroid treatment. A few days later, she 
developed sudden new onset acute chest pain. Electrocar-
diogram (ECG) showed no acute ischemic changes, but she 

had elevated cardiac enzymes and high pro B-type natriuretic 
peptide (proBNP). A transthoracic echocardiogram (ECHO) 
was arranged and showed normal ejection fraction (EF) with 
moderate to severe mitral regurgitation. Other available lab 
results showed normal KFT, urine dipstick: +4 blood, +2 pro-
tein, red blood cells (RBCs) of over 100, white blood cells 
of 5 - 10, protein/creatinine (Cr) ratio of 1,528 mg/g (ab-
normal), C-reactive protein (CRP) of 546 mg/L (high), and 
erythrocyte sedimentation rate (ESR) of 130 mm/h (high). 
Blood smear and morphology showed no fragmented cells, 
lactate dehydrogenase (LDH) of 887 U/L (high), fibrin deg-
radation products (FDPs) > 20, fibrinogen of 5.4 (high), nor-
mal total and direct bilirubin, antinuclear antibody (ANA) of 
1:640, C3 of 90.04 mg/dL (normal), and C4 of 8.05 mg/dL 
(low). Heparin-induced thrombocytopenia (HIT) study was 
negative, anti-beta-2-glycoprotin IgG was 14.2 RU/mL (nor-
mal), IgM was 38.3 RU/mL (high), ACL ab IgG was 7.2 U/
mL (negative), IgM was 17 U/mL (low positive), LAC was 
115 (high), perinuclear antineutrophil cytoplasmic antibody 
(p-ANCA), cytoplasmic ANCA (c-ANCA) and anti-glomer-
ular basement membrane (anti-GBM) were negative, hepa-
titis screen was negative, human immunodeficiency virus 
(HIV) was negative, D-dimer was 8.9 U/mL (high), and N-
terminal (NT)-proBNP was 4,188 pg/mL (high). Computed 
tomography pulmonary angiogram (CTPE) study confirmed 

Figure 1. Computed tomography image of abdomen upon diagnosis. Arrows show multiple focal hypoattenuation lesions mainly 
at right hepatic lobe and irregular margins with marginal enhancement lesion and multiple hepatic infarcts.
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new subsegmental PE and kidney biopsy was arranged later 
and revealed thrombotic microangiopathy (TMA) consistent 
with APS (Fig. 2).

Treatment

Providing the clinical manifestation, laboratory findings, re-
nal biopsy results and images which instituted the multi-organ 
involvement (heart, lungs, liver, kidneys), a CAPS diagnosis 
was raised. Pulse steroid treatment was commenced, and the 
patient was referred for plasma exchange beside anticoagula-
tion treatment. A significant improvement in her general con-
dition and laboratory modalities was observed and the patient 
was discharged on tapering steroid dose and anticoagulation 
treatment. Hydroxychloroquine 400 mg daily was started, and 
a close follow-up appointment was given. Before discharge, 
laboratory results showed Hb from 8.4 to 10.9, platelets from 
48 to 128, protein/creatinine ratio from 1,528 to 75, partial 
thromboplastin time (PTT) from 50.6 to 28.7, CRP from 546 
to 29.6, and ESR from 130 to 40.

Follow-up

The patient has been undergoing regular follow-up with Neph-
rology and Rheumatology teams to taper down the patient’s 
steroid with regular check of anti-coagulation profile. Upon a 
follow-up visit, patient experienced right upper quadrant ab-
dominal pain and was referred to gastroenterology team and 
after multiple investigations including US of abdomen, mag-
netic resonance cholangiopancreatography (MRCP) and full 
clinical laboratory evaluation, a cholecystitis diagnosis was 
confirmed. Patient was covered with antibiotic treatment and 
managed conservatively and improved significantly. Later, the 
patient experienced significant proximal lower limbs weak-
ness with preserved reflexes and sensory exam. Steroid and 
hydroxychloroquine-induced myopathy were suspected. Hy-
droxychloroquine was stopped and steroid tapered to low dose. 

The myopathy improved significantly, and the patient returned 
to her normal life. She will keep following up with rheumatol-
ogy, hematology, and nephrology teams.

Discussion

Additional related signs of APS that emphasize its systemic 
nature are cytopenias, cognitive dysfunction, heart valve dis-
ease, renal impairment, and skin ulcers. Furthermore, at the 
diagnosis stage, consideration should be given to related dis-
orders such as infection. About half of APS cases occur with 
SLE and the remaining cases are designated as “primary APS”. 
The most severe and uncommon form of APS is called CAPS. 
It is characterized by large- and microvascular-vessel throm-
bosis, numerous organ dysfunction, and severe thrombotic 
consequences that develop quickly. It affects roughly 1% of 
patients with APS and, if left untreated, has a significant death 
rate. Early identification and prompt treatment may increase 
survival [8-10].

APS is undoubtedly an autoimmune condition, yet there 
is currently no effective immunomodulatory therapy for it. For 
individuals with APS, vitamin K antagonists are the mainstay 
of care in preventing thrombotic problems that relapse. Treat-
ments for all patients with CAPS should involve anticoagula-
tion, corticosteroids, and plasma exchange, either in conjunc-
tion with IVIG or not. Cyclophosphamide should also be taken 
into consideration for SLE patients. Furthermore, alternative 
treatments like rituximab and eculizumab may be taken into 
consideration in cases of relapse [7, 10].

Cervera et al reviewed 97 patients with intestinal involve-
ment secondary to the APS. Thirty-seven patients were diag-
nosed with classic APS and 60 with CAPS. It was observed 
that in patients with classic APS, the prevalence of abdominal 
pain as the initial sign of intestinal ischemia was higher (76% 
versus 37%; P < 0.005), but patients with CAPS had a higher 
death rate (55% versus 17%; P < 0.0005) [11].

Stammler et al reported two cases of females who were 
triple-positive for antiphospholipid antibodies. The first pa-

Figure 2. Kidney biopsy results showing extensive thrombotic microangiopathy consistent with antiphospholipid syndrome. Ex-
tensive glomerular and focal arterial recent thrombotic microangiopathy is seen with ischemic changes of perfused glomeruli. 
Immunofluorescence microscopy and electron microscopy have not shown any evidence of immune complex deposits therefore 
a concomitant lupus nephritis is unlikely. Electron microscopy shows re-modeling of glomerular basement membrane consistent 
and significant podocytopathy. Mild chronic parenchymatous damage is seen (arrows).
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tient, with history of previous thrombotic event, had multior-
gan failure 3 days after vitamin K antagonists were replaced by 
rivaroxaban, and the second developed a similar attack 7 days 
after introduction of the same treatment. Both cases are CAPS 
episodes and were treated effectively with heparin followed 
by vitamin K antagonists, corticosteroids, and plasmapheresis. 
These two cases prove the inefficacy of rivaroxaban [12].

This was a challenging case because of the uncertainty of 
initial diagnosis, SLE vs. sepsis and DIC, and the need for con-
firmation of her APS diagnosis. Patient at time of presentation 
with sequel of intrauterine fetal death, persistent refractory ab-
dominal pain and multi hepatic lesions raised question of APS. 
Renal involvement was another challenge. Lupus nephritis and 
sepsis-induced acute kidney injury beside APS were top dif-
ferential diagnoses. Luckily, renal biopsy confirmed TMA and 
APS.

Conclusion

CAPS is an unusual, life-threatening form of APS. Early rec-
ognition and rapid treatment are of great importance to im-
prove patient outcomes. We present a case of lupus and APS 
with obstetric complications, recurrent thrombosis, and renal 
and hematological manifestations of APS which showed great 
response to the treatment.

The learning points from this case include: 1) the impor-
tance of early recognition and treatment of CAPS to improve 
outcome; 2) the crucial role of renal biopsy to differentiate 
between different causes of renal involvement (SLE vs. APS 
in our case) as the treatment of APS will require long-term 
anticoagulation and the two conditions carry different charac-
ters and treatment options; and 3) finally, the importance of 
close follow-up to assess patient response to the treatment and 
to monitor any medication side effects and to manage accord-
ingly.
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