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Abstract
Arteriolar thrombosis is a complication that may occur during systemic lupus erithematosus. The patho-
physiology could be related to abnormal endothelial function secondary to immune dysregulation. In par-
ticular renal and intestinal vessels may be target of thrombosis. We report a simultaneous appearance
of lupus nephritis and enteritis in a young female who presented with renal failure and proteinuria. The
presence of renal arteriolar thrombosis together with intestinal ischemia lead us to speculate a possible
common pathways.
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Introduction
Systemic erythematosus lupus (SLE) is an autoimmune disease that may involve many
organs and systems. Renal and gastrointestinal involvement needs an early diagnosis and
prompt therapy due to the high-risk conditions for organs and patients survival. Rarely
such two manifestations occur in different places. Arteriolar thrombosis is a vascular com-
plication in SLE patients and may occur at different levels. Although, it has proposed that
immune dysregulation plays the dominant role, the exact mechanisms involved in this
process remain unclear [1]. We report a case of a SLE patient referred for renal failure who
complicated with abdominal pain during her hospital staying.

Case report
A 22 –yr-old woman was referred to our nephrology unit because of proteinuria, and acute
renal failure. At the age of 20 for the appearance of acute polyarthritis, myalgia she started
treatment with corticosteroid with remission of pain. One months before she was referred
to an Internal Medicine of another hospital because of fever up to 39°C, elevated C-reactive
protein (CRP) with polyartrhitis and myalgia together with radiological signs of pleuritis.
She started antibiotic treatment without any clinical benefits and subsequently she was
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treated with corticosteroids (prednisone 25 mg). For the appearance of proteinuria, hypo-
albuminemia, and increase in serum creatinine she was referred to our nephrology unit. On
admission, she appeared poor general condition. She had pedal edema (++--), Blood Pressure
was 170/100 mmHg. Heart rate was 84 /min, regular. The lower abdomen was tender. Super-
ficial palpation caused intra-abdominal pain. Musculoskeletal and neurological status was
normal. No lymphoadenopathy was detected. She denied use of cocaine or of other new
drug recently.

Laboratory studies at the time of admission showed normochromic and normocytic anemia,
white blood cells 3.960 mm3, and platelets were 247.000 mm3. Liver and pancreatic enzymes
were in the normal range. Creatinine was 1.9 mg/dl and Creatinine clearance 45 ml/min.
Proteinuria was 7.4 gr/24h, serum Albumin was 2,7 gr/dl. Serum concentration of im-
munoglobulin revealed IgG 1199 mg/dl; IgA 643 mg/dl; and IgM 105 mg/dl. There was
hypocomplementemia (C3 56 mg/dl - C4 15 mg/dl). A significant antinuclear antibody
(ANA) of homogeneous pattern and a titer of 1:320 homogeneous pattern was detected. ENA
SCL70 was 30,1, nDNA 1-40. ANCA P and C were both negative. Lupus anti coagulant was
normal and anti-cardiolipin (ELISA), anti-beta-2 glycoprotein (ELISA) and anti-prothrombin
(ELISA) were all within the normal range.

Transthoracic echocardiography revealed pericardial exudation. Abdominal ultrasound
demonstrated abdominal hyperechogenic fluid collection with normal size kidneys. Chest
X-ray showed pleural effusion.

For the persistence of abdominal pain the patient underwent contrast enhanced CT exam-
ination of the abdomen that revealed marked oedematous thickening of jejuno-ileal loops
with target-like enhancement, engorged mesenteric vessels and haziness of the mesen-
teric fat. Moreover, CT examination confirmed abundant ascites and ruled out alterations
of the main branches of both the upper mesenteric artery and vein (Figura 1a, Figura 1b).
Finally, some triangular perfusion defects with peripheral base were found in both kidneys
(Figura 2b). The preliminary diagnosis of bowel vasculitis disease, possible SLE with gut
involvement, was made and the patient was started on immunosuppressive therapy with
methylprednisolone 750 mg/day for three consecutive days, followed by prednisone 65 mg/
day. After two days the patient had improvement of abdominal pain and normalization
of body temperature. After three day she underwent renal biopsy that disclosed class IVs
lupus nephritis (activity index: 18 – chronicity index: 2) with presence of arteriolar throm-
bosis (Figura 2a). Therefore, she started i.v pulse cyclophosphamide 500 mg/every 2 weeks
for a total of 6 course amounting to a total of 3 gr (Euro Lupus trial). She had progressive
improvement of nephrotic syndrome and resolution of generalized edema, together with
pleural and pericardial effusion. After 2 weeks, abdomen CT scan was repeated; it showed
complete normalization of the bowel loops and almost complete disappearance of ascites
(Figura 2c). Prednisone was progressively tapered up to 5 mg/day. After the end of cy-
clophosphamide pulse therapy she started mycophenolate mofetil (2gr/day). At last follow-
up, six months later, the patient feel well, with normal renal function (Creatinine Clearance
118 ml/min) and proteinuria (235 mg/24h).

Discussion
Even if abdominal pain is a frequent (12-30%) gastrointestinal manifestation of active LES,
gastrointestinal lupus enteritis is a rare complications (5,8%) [2] Any part of the gastroin-
testinal part may be affected, leading to important complications, such as vasculitic pan-
creatitis, gastritis, enterocolitis, and peritonitis. Bowel vasculitis may lead to ulceration,
haemorrhages, perforation or infarction [3] (full text).
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The vasculitis associated with systemic lupus erythematosus (SLE) involves small- and
medium-sized vessels and involves the gastrointestinal tract in up to 50 percent of patients.
Lower abdominal pain secondary to mesenteric vasculitis is generally an insidious symptom

Figure 1.Figure 1.
Immagini TC coronale (a) e assiale (b) con mezzo di contrasto endovenoso che mostrano ascite abbondante, marcato ispessimento ede-
matoso delle anse digiuno-ileali con impregnazione “a bersaglio” (frecce in b), congestione dei vasi mesenterici e “insudiciamento” del
grasso mesenterico. Non è riconoscibile alcun difetto di riempimento sia all'interno dell'arteria (testa di freccia in a) che della vena (freccia
in a) mesenterica superiore. C) Immagine TC assiale con mezzo di contrasto endovenoso ottenuta allo stesso livello di b dopo due settimane
di terapia che mostra completa normalizzazione delle anse intestinali e quasi completa scomparsa dell'ascite.

Figure 2.Figure 2.
biopsia renale (PAS 20x): glomerulo con proliferazione endocapillare segmentale e trombosi arteriolare. b) immagine TC assiale con mezzo
di contrasto endovenoso che mostra un difetto di perfusione triangolare con base periferica (freccia) nel rene sinistro.
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that may be intermittent for months prior to the development of an acute abdomen with
nausea, vomiting, diarrhea, GI bleeding, and fever.

Risk factors for the development of mesenteric vasculitis include peripheral vasculitis and
central nervous system lupus, while renal disease is not associated with intestinal com-
plication. Patients with acute presentation may also have mesenteric thrombosis and in-
farction, often in association with antiphospholipid antibodies.

Interestingly, we did not find in our patient the presence and/or titres of antiphospholipid
antibodies, β-2-glycoprotein antibodies, anti-prothrombin or lupus anticoagulant con-
firming a specific SLE-related pathogenesis of arteriolar thrombosis. We suppose that renal
arteriolar thrombosis may resemble the same lesion present at intestinal level. Indeed CT
scan showed ischemic bowel disease secondary to small vessels vasculitis. It is also inter-
esting that renal hypoperfusion due to arteriolar thrombosis was also clearly evident at con-
trast enhanced CT scan.

Since, there was no way to examine the bowel or mesenteric vessels microscopically to as-
certain the precise structural abnormalities in the bowel our hypothesis may be considered
rather a speculation. Indeed, it could be possible to raise this issue that the vascular lesions
in the bowel could be thrombotic microangiopathy (TMA) in nature, rather than vasculitis.
Indeed, although TMA lesions in the bowel are unusual, they certainly do occur.

Several lupus-specific mechanisms have been hypothesized to play a role in the patho-
genesis of thrombosis. These mechanisms include, among others, anti-endothelial cell and
anticardiolipin antibodies as well as direct cell-mediated cytotoxicity, all of which have
been described to cause EC apoptosis [4]. Indeed, circulating apoptotic endothelial cells
(ECs) and elevated tissue factors (TF) levels showed to have a role for abnormal vascular
function and thrombosis propensity and may represent an important mechanism for devel-
opment of arteriolar thrombosis in SLE [5] (full text). In particular, anti-ECs antibody seems
to be related with relapse of lupus enteritis [2]. Complement activation could promote
diffuse microvascular injury and increased vascular permeability leading to intestinal cap-
illary leakage, resulting in edema [6].

CT scan has been reported as an important diagnostic tool in diagnosing bowel ischemia.
Common CT findings in such patients are: bowel dilation, focal or diffuse bowel wall thick-
ening, abnormal bowel wall enhancement (double halo or target sign), mesenteric oedema,
engorged mesenteric vessel (comb sign), and ascites; these findings are not specific since
they can be seen also in patients with pancreatitis, mechanical bowel obstruction, peri-
tonitis, or inflammatory bowel disease [7] (full text). In the clinical setting of abdominal
pain in SLE patients, involvement of multiple vascular territories on CT scans, in addition
to improvement after immunosuppressive treatment, may favour a diagnosis of reversible
ischaemic bowel disease consistent with lupus enteritis. The coexistence of signs of renal
small vessels involvement , as in our case, may further support the diagnosis.

Prompt immunosuppressive therapy is proved to be beneficial both with steroids and cy-
clophosphamide [2] [3] (full text) [7] (full text) [8]. Severe relapsing lupus enteritis has been
treated successfully in 1 patient with a combination of cyclophosphamide and rituximab
[9]. Our patient responded for lupus enteritis to steroid treatment, as it was clearly showed
with the second CT scan, while remission of renal disease appeared only after eurolupus
trial with cyclophosphamide. Since relapse of lupus enteritis is not uncommon in patients
treated with steroids [10], we cannot exclude a role of cyclophosphamide and mycophe-
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nolate also in preventing intestinal recurrence. It is very important to exclude intestinal
perforation or fever secondary to infections, before starting with immunosuppression, and
for this reason abdomen CT scan is mandatory in such situation.

Our case emphasizes the importance of an early diagnosis of intestinal vasculitis in patients
with SLE, presenting with renal disease. In SLE patients, abdominal CT scan demonstrating
multifocal bowel alterations (i.e. not confined to a single vascular territory) without large
vessels abnormalities may suggest to immediately start immunosuppressive therapy
avoiding laparotomy unless a definite evidence of intestinal perforation had occurred. The
coexistence of signs of renal small vessels involvement may support this conduct.

Although our explanation for the dual involvement may be considered an intriguing specu-
lation, their simultaneous appearance (showed by the photomicrographs coupled with the
kidney imaging) reinforces our hypothesis.

Lastly, the rapid resolution to immunosuppressive therapy, indicate that the autoimmune
disorder is the major cause of renal and intestinal small vessels involvement.
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