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Lupus enteritis denotes inflammation of the intestinal walls resulting from the influence of systemic lupus erythematosus.
It represents a rare manifestation associated with notable morbidity and mortality, marked by nonspecific gastrointestinal
symptoms. In this article, we present two cases of individuals experiencing severe gastrointestinal symptoms. They had a
personal or familial history of autoimmunity with intestinal involvement consistent with the presentation of lupus enteritis.
Following treatment with glucocorticoids and immunomodulators, both patients exhibited a satisfactory clinical evolution.
While lupus enteritis remains an uncommon occurrence, its clinical significance is undeniable. Hence, it is imperative to
maintain a high level of clinical suspicion to facilitate prompt diagnosis and treatment.
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Introduction

Systemic lupus erythematosus (SLE) stands as a complex
multisystem disease characterized by diverse clinical mani-
festations, imposing a considerable burden of disease. While
the musculoskeletal, cutaneous, renal, hematological, and
central nervous systems commonly bear the impact of this
condition, the scope of its compromise transcends these
boundaries. Among other manifestations of SLE, gastroin-
testinal involvement is relatively prevalent,!? typically pre-
senting as mild and nonspecific symptoms. However, within
this spectrum, there exists a subset of severe manifestations,
notably exemplified by lupus enteritis.>

Despite the growing body of knowledge surrounding
SLE, comprehensive insights into lupus enteritis remain lim-
ited, and documented instances of it serving as the primary
or predominant indicator of SLE activity are sparse.>” In this
article, we present a report of two distinctive cases involving
patients diagnosed with lupus enteritis. One of these cases
presents lupus enteritis as the inaugural manifestation of
SLE, while the other relates to a patient with a pre-estab-
lished SLE diagnosis. Through a meticulous exploration of
their diagnostic process, treatment strategies, and subsequent
monitoring, we aim to contribute to the understanding of this
intricate clinical entity.

Case reports

Case |

A 65-year-old woman consulted with no medical history, but
with a family history of autoimmunity, as her brother was
diagnosed with SLE and her son with type 1 diabetes melli-
tus. She presented with 6days of acute, severe abdominal
pain, and diarrhea accompanied by mucus, without blood. In
the following 4days, the stool stopped completely but her
condition was complicated by frequent vomiting, up to 12
times a day, with bilious content. When questioned, she
stated that she had been experiencing nonspecific symptoms
for approximately 4 months, such as hyporexia and signifi-
cant weight loss of approximately 10kg, associated with
xerostomia, xerophthalmia, patchy hair loss, and symmetric
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Figure |. Contrast-enhanced tomography of case | (a) and case 2 (b) with intestinal wall edema, alteration in wall attenuation
represented with the “double halo” sign (arrows), and dilation of the intestinal lumen.

joint pain primarily localized to the upper extremities. In
addition, the patient reported the appearance of lesions con-
sistent with livedo racemose in the lower extremities, with
an exacerbation of these lesions over the past few weeks.

During the previous 4months, she was studied exten-
sively; a contrast-enhanced tomography of the abdomen
reported finding diffuse thickening of the small bowel walls
with predominant involvement of the jejunum and mild
ascites, urinalysis with active sediment and normal endo-
scopic studies, but she was discharged without conclusive
diagnosis and specific management.

A new abdominal computed tomography (CT) was
performed due to the persistence of symptoms despite con-
servative management and showed significant disease pro-
gression with generalized thickening of the walls of the
duodenum, jejunum, ileum, sigmoid colon, and rectum
(Figure 1(a)). Vasculitis, infection, and inflammatory
bowel disease (IBD) were considered as possible differen-
tial diagnoses, with other autoimmune diseases such as
celiac disease less likely. This prompted new endoscopic
studies that revealed only antral erythematous gastritis and
a completely normal colonoscopy; biopsies performed dur-
ing these procedures reported no discernible microscopic
findings consistent with IBD, no presence of

villous atrophy, or other abnormal findings. Microbiological
cultures for common pathogens and mycobacteria per-
formed on biopsy tissue were negative. Ancillary studies
were performed concurrently and revealed high titers of
antinuclear antibodies (ANA), positive anti-LA and anti-
RO antibodies, depleted complement levels, and signifi-
cant non-nephrotic proteinuria. There were no markers of
systemic inflammatory response or positive acute phase
reactants. In addition, the chest CT scan revealed bilateral
pleural effusions consistent with a transudative process.
Extended laboratory data are described in Table 1.

The diagnosis of lupus erythematosus was considered. It
was proposed that lupus enteritis could be the main manifes-
tation, possibly accompanied by intestinal pseudo-obstruc-
tion. At the same time, polyserositis, nephritis, and
hypocomplementemia were considered. A therapeutic strat-
egy of methylprednisolone 500mg daily for 3days was
promptly initiated, with rapid and complete improvement of
the initial symptoms. Subsequent treatment included cyclo-
phosphamide at a dose of 750 mg every 28 days for a total of
six doses, followed by an ongoing regimen of oral corticos-
teroids and daily doses of chloroquine at 250 mg.

At the 5-month follow-up visit, the patient reported con-
sistent symptom control with no relapses or exacerbations.
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Table |. Summary of relevant clinical characteristics and studies of cases | and 2.

Variable Case | Case 2
Age, sex 65years 34years
Female Female
Past medical history None SLE (9years ago), APS (3 years ago)

Family: SLE (brother), Type | DM (Son)

Symptoms

Abdominal pain, nausea, emesis, diarrhea, hyporexia,

Abdominal pain, nausea, emesis, diarrhea.

involuntary weight loss. Four days of constipation.

Duration of symptoms 4 months

CT findings

Relevant studies
Plt:277900 ESR: 19 CRP:0.5
ANA [:2560

Positive Anti Ro (SS-A) and anti-La (SS-B). Negative

anti-DNA. Consumed C3 y C4.
PCR: 1.59.

Treatment

250 mg daily.

Diffuse thickening of the walls of the duodenum,
jejunum, ileum, sigmoid colon, and rectum. Ascites.

WBC:7600 Neut:5300 Lymph:1400 Hgb:13.9

Methylprednisolone 500 mg for 3 days,
cyclophosphamide 750 mg every 28 days for six doses,
continued prednisolone 20 mg daily, chloroquine

6 months

Thickening and edema of the walls of the
ileum, transverse, and ascending colon with
dilation. Dilated mesenteric vessels.
WABC:3400 Neut:1600 Lymph:1200 Hbg:| I.1
Plt:243 ESR:8 CRP: 0.3

ANA 1:1280

Positive Anti-SM y Anti-RNP. Negative anti-
DNA. Consumed C3 y C4.

PCR: 2.55

Methylprednisolone 125 mg for 3 days,
continued hydroxychloroquine 200 mg daily,
azathioprine 50 mg twice daily, prednisolone
20 mg daily.

APS: antiphospholipid syndrome; C3/C4: fractions 3 and 4 of the complement system; CRP: C-reactive protein (Normal 0-0.5 mg/dL); ESR: erythrocyte
sedimentation rate (normal: 0-20 mm/h); Anti-RNP: Anti ribonucleoprotein Ul antibodies; PCR: urinary protein/creatinine ratio; SLE: systemic lupus

erythematosus.

Case 2

A 34-year-old woman with a 9-year history of SLE without
significant complications and a 3-year history of antiphos-
pholipid syndrome, which was diagnosed after finding a
hepatic vein thrombosis requiring chronic anticoagulation
with warfarin as secondary prevention, presented with a
2-month history of abnormal uterine bleeding. Evaluations
ruled out complications related to coumarin use, but in the
interview, her symptoms were further characterized by dif-
fuse, high-intensity, episodic abdominal pain associated with
nausea, postprandial vomiting, and diarrhea without mucus
or blood; these symptoms recurred over 6 months, approxi-
mately 2-3 days per week.

Physical examination revealed the presence of arthralgia
as the primary abnormality in addition to abdominal pain.
Notable laboratory findings included a low complement
level, proteinuria, and pyuria on urinalysis. Considering an
extensive differential diagnosis in a patient with a history of
SLE under immunosuppressive treatment, previous splanch-
nic vascular complications, and chronic abdominal symp-
toms, a contrast-enhanced CT scan was performed, showing
thickening and edema within the ileum walls, as well as dila-
tation of the transverse and ascending colon. Dilated mesen-
teric vessels were also noted, with no evidence of other
vascular abnormalities (Figure 1(b)). Endoscopic studies,
including esophagogastroduodenoscopy, revealed bulboduo-
denal atrophy, and colonoscopy was normal. Biopsies taken
at both procedures were reported as normal, and microbio-
logic cultures for common pathogens and mycobacteria

performed on biopsy tissue were also negative, reasonably
ruling out other diagnostic suspicions of infectious involve-
ment, IBD, and other less common diagnoses. Parallel stud-
ies showed the absence of acute phase reactants, with positive
anti-SM and anti-RNP antibodies, with complement deple-
tion and significant non-nephrotic proteinuria. Complete rel-
evant data are available in Table 1.

Based on the available information, moderate to severe
SLE activity with gastrointestinal involvement was diag-
nosed, specifically lupus enteritis. A therapeutic regimen
was initiated, starting with methylprednisolone at 125 mg for
3days, supplemented by hydroxychloroquine at 200mg
daily and azathioprine at 50mg every 12h. Complete
improvement of abdominal pain was observed within a few
days. The same long-term management approach was main-
tained, with prednisolone doses adjusted accordingly. At the
6-month follow-up visit, the patient reported no new or
recurrent symptoms.

Discussion

We present two illustrative cases of patients with severe gas-
trointestinal symptoms in which the context of an SLE diag-
nosis revealed lupus enteritis as the underlying cause of their
manifestations.

Throughout history, this entity has been difficult to charac-
terize due to the lack of a standardized definition. It has been
referred to in literature using various terms, such as mesenteric
arteritis, intestinal vasculitis, enteric vasculitis, or mesenteric
vasculitis.! In 2004, a significant step was taken when it was
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included in the BILAG (British Isles Lupus Assessment
Group) classification criteria. It is defined as “vasculitis or
inflammation of the small intestine supported by imaging
findings and/or biopsy, with a very broad spectrum of mani-
festations.”” Pathophysiologically, the changes in the bowel
wall correspond to inflammation of small vessels and venules,
immune complex deposition, and complement activation,
which lead to endothelial cell and platelet activation.> One
proposed mechanism is the presence of antiphospholipid anti-
bodies that trigger these changes. The jejunum and ileum are
frequently affected locations in the gastrointestinal tract, with
involvement typically occurring in multiple vascular territo-
ries. This is often multi-segmental in nature.*

Gastrointestinal symptoms are common in patients with
SLE, affecting up to 60% of them. Typically, these symptoms
are mild and attributed to secondary infections or adverse drug
reactions. However, during episodes of severe disease activity,
at least 6% of patients reported related gastrointestinal symp-
toms,>’ which are usually nonspecific. Lupus enteritis is a rare
but noteworthy gastrointestinal manifestation of SLE, along
with other entities such as autoimmune pancreatitis, intestinal
pseudo-obstruction, and acalculous cholecystitis.! Limited
information is currently available on lupus enteritis, and there
have been few reported cases of it as the first manifestation of
SLE.? There is a lack of complete understanding regarding the
risk factors. It is believed that triggers such as bacterial infec-
tions, cytomegalovirus infection, eosinophilia, use of non-
steroidal anti-inflammatory drugs, or environmental exposure
to various chemicals or metallic particles may be involved.
The presence of central or peripheral nervous system activity,
thrombocytopenia, or hypocomplementemia may be related to
the appearance of this manifestation.’

The most frequent clinical manifestations are abdominal
pain (97%), ascites (78%), nausea and vomiting (45%), diar-
rthea (42%), and fever (20%).""'° All of the aforementioned
symptoms were present in both cases, except for ascites
which was absent in case 2. The patient’s symptoms had
been present for several weeks and led to hospitalization and
prior investigative efforts. Diagnostic evaluation mainly
relies on CT scans or magnetic resonance imaging, which
reveal hallmarks such as intestinal wall edema, alterations in
wall attenuation, luminal dilation, and concomitant serosi-
tis.!"!2 In both cases, the patients were diagnosed via tomog-
raphy, which revealed small intestine wall thickening
accompanied by changes in wall attenuation (see Figure 1(a)
and 1(b)). In addition, case 1 exhibited ascites. Regarding the
literature review, the method of diagnosis in most cases after
ruling out the most common manifestations of SLE. Although
the imaging methods mentioned above are highly sensitive
for making a diagnosis, they have limitations. The changes
described may not appear until later stages, the use of con-
trast media may restrict their use, and the presentation and
severity of changes can vary. In a case series of 34 patients,
only 6% exhibited positive biopsy results, usually of vascu-
litis, while the rest had normal or nonspecific findings such

as mucosal edema or hyperemia, wall thinning, or unrelated
findings.! It is important to note that pathology is not a highly
sensitive diagnostic method. Endoscopic studies were con-
ducted to take biopsies and study differential diagnoses,
including viral, mycobacterial, fungal, and celiac disease.
The pathology reports did not reveal any significant find-
ings, which is in line with the observational data. Other tests,
such as anti-endomysium and IgA transglutaminase, were
not conducted due to the low association of celiac disease
with SLE."® Given the limitations of these diagnostic meth-
ods, there is a need for more sensitive and specific imaging
tests to diagnose this condition and to evaluate the possibility
of identifying serologic markers to aid in diagnosis.

The treatment for our patients began with intravenous gluco-
corticoids. In case 1, cyclophosphamide was added to the regi-
men due to concurrent renal activity. After an initial phase, the
management shifted to oral glucocorticoids and antimalarial
agents. In case 2, the prolonged symptoms and severe manifes-
tations required the initiation of azathioprine for maintenance.
While treatment protocols for lupus enteritis lack substantial
empirical support, our interventions align with existing reports.
In a retrospective study of 141 patients, glucocorticoid manage-
ment was the primary treatment, administered either intrave-
nously or orally, depending on the severity of the activity. The
doses ranged from 40 mg/day to 30 mg/kg/day of methylpredni-
solone, with an average duration of 4days. Most patients
received only this treatment. However, depending on the evolu-
tion and activity of the disease in other systems, the possibility
of using cyclophosphamide in doses of 500-750mg/m? was
considered. In scenarios where there was a relapse, other treat-
ments such as azathioprine, MMEF, or rituximab were also con-
templated. Although prognostic information is also limited, in
most cases, corticosteroid treatment alone resulted in sympto-
matic improvement and imaging changes. When other immu-
nosuppressants were used, outcomes depended mainly on the
activity of SLE in those other systems. Approximately 11% of
cases resulted in complications of intestinal necrosis or perfora-
tion, requiring surgical management.!

Conclusion

Lupus enteritis is a rare presentation within the spectrum of
SLE manifestations which warrants attention due to its
reported morbidity and mortality. It should be investigated in
individuals displaying signs of disease activity or autoim-
mune traits with predominantly gastrointestinal symptoms.
Our cases highlight this entity; however, it is an uncommon
manifestation of SLE. Abdominal CT with contrast is the
diagnostic gold standard, while other serologic, endoscopic,
or imaging studies have limitations. Timely initiation of glu-
cocorticoids or other immunosuppressant management is
crucial to control symptoms and avoid complications. It is
important to maintain a high clinical suspicion for lupus
enteritis as it can potentially be the initial or main manifesta-
tion of the disease.
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