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Abstract

A 32-year-old woman with systemic lupus erythematosus came to the rheumatology outpatient
clinic reporting abdominal pain for a week, along with fever, arthralgias, myalgias, alopecia, as-
thenia and dyspnea on exertion over the last two months. She was hypotensive and tachycardic,
requiring admission to the intensive care unit. She was diagnosed with lupus-related acute pan-
creatitis, an unusual complication occurring in less than 1% of cases. Most cases are mild and
self-limited; however, severe and life-threatening events with multiple organ failure are possible.
This article is a case report of lupus-related critical acute pancreatitis, and a literature review.
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MAIN MESSAGES

¢ Acute pancreatitis is a rare complication of systemic lupus erythematosus (SLE), with a prevalence between 0.7% and 4%,
even though abdominal pain is a relatively common symptom in patients with lupus.

¢ Most cases are mild and self-limited; however, patients may present with severe disease with multiple organ dysfunctions.

¢ SLE-related pancreatitis has a higher mortality rate than non-lupus, presumably due to immunosuppression and other
comorbidities such as nephritis. T herapy with corticosteroids should be initiated as first-line treatment, improving prognosis.

INTRODUCTION

Systemic Lupus Erythematosus (SLE) is a multisystem autoim-
mune inflaimmatory disorder characterized by a wide range of
single or combined manifestations associated with autoantibod-
ies. To confirm the diagnosis of SLE, the patient must have at
least four of the 17 Systemic Lupus International Collaborating
Clinics (SLICC) criteria, with at least one clinical and one
immunological criterion or a renal biopsy evidencing a typical
lupus nephritis pattern associated with positive Antinuclear
Factor (ANA) and/or anti-DNAds [1].

Acute pancreatitis in adult SLE was first reported by Reifenstein
et al. in 1939 as a complex event of unknown etiology and fatal
outcome [2,3,4]. It is a recognized, albeit rare, complication and
should be part of the differential diagnoses when assessing
abdominal pain in patients with SLE [5,6,4,,9].

The gastrointestinal (GI) tract is one of the most commonly
affected systems, with GI symptoms ocurring in 50% of
patients with SLE [5]. Abdominal pain has a prevalence of
19.2% to 23.5% [5,0]. The annual incidence of SLE-related
pancreatitis is estimated to be 0.4 to 1.1 per thousand patients,
occurring in 0.5 to 0.9% of patients with SLE, qualifying it as
rare [9,12,13]. The prevalence of pancreatitis in patients with
SLE varies between 0.7% and 4% [14,15]. However, this preva-
lence may be underestimated, as subclinical cases with asymp-
tomatic pancreatic enzyme elevation go undiagnosed and
unreported. Up to 30.5% of asymptomatic SLE patients are
estimated to have hyperamylasemia [4,5,6,16,7].

It is important to be aware of SLE atypical presentations given
it is a heterogeneous disease. This work aims to show a rare and
severe complication of SLE, which, thanks to early diagnosis
and rapid treatment, had an outcome beyond expectations.

CASE REPORT

The patient gave her informed consent before this article was
written. A 32-year-old woman was admitted to the emergency
department of Hospital Santa Marcelina, referred from her first
consultation at the rheumatology outpatient clinic. She had a

wasting syndrome, with a reported weight loss of
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approximately 20 kg, in addition to non-thermometered after-
noon fever, arthralgia, myalgia, alopecia, asthenia, and dyspnea
on exertion over the last two months. During the evaluation,
she reported having episodes of dysuria and foamy urine for
one month and self-limited diarrheal episodes for one day.

The patient's history included diagnosed epilepsy, moderate
distal erosive esophagitis (Los Angeles grade C), hiatal hernia,
mild enanthematous pangastritis, and reported being allergic to
paracetamol. She made sporadic use of clonazepam, omepra-
zole 40 mg a day, and sertraline 100 mg a day. Her last menstru-
ation had been two months ago. She denied using oral
contraceptives. Regarding family history, the patient reported
that her mother has a diagnosis of SLE.

On physical examination, she was in fair general condition,
emaciated, pale, dehydrated, with an axillary temperature of
37.8°C. On inspection, she had a malar rash, alopecia, and eye-
brow rarefaction; she had borderline hemodynamics with a
heart rate of 120 beats per minute, capillary refill time of three
seconds and blood pressure of 80/50 mmHg. She also exhib-
ited pain on palpation of the upper abdomen and a palpable
liver three cm from the right costal margin.

She had laboratory tests performed two months ago: hemoglo-
bin 9.9 g/dL, hematoctit 29.6%, platelets 143 000/mm?, leuko-
cytes 1560/mm?, 770 of them segmented and 620 lymphocytes,
creatinine 0.40 mg/dL, sodium 139 mEq/L, potassium 3.5
mEq/L, C-teactive protein 0. 8 mg/L, amylase 69 U/L, alkaline
phosphatase 61 U/L, INR of 1.12, aspartate aminotransferase
31 U/L, alanine aminotransferase 29 U/L, gamma-glutamyl
transpeptidase 117 U/L, total bilirubin 0.2 (ditect 0.1 / indirect
0.1), urine density 1.005, pH 8.0, 1000 leukocytes and 1000 red
blood cells, thyroid-stimulating hormone (TSH) 1.85 mU/L,
thyroxine (T4) 0.92 mU/L, and non-reactive Venereal Disease
Research Laboratory Test (VDRL).

She was admitted to the Santa Marcelina Hospital due to
abdominal pain and hemodynamic instability. Initial laboratory
tests showed: hemoglobin 6.7g/dL, hematocrit 20.1%, normo-
cytic and normochromic with mild anisocytosis and poikilocy-
tosis, leukocytes 2930/mm?, 5% rods, 85% neutrophils, 8%
lymphocytes and 2% monocytes, platelets 140 000/mm?, INR
of 1.31, recombinant tissue plasminogen activator (RTPA) of
1.59, C-reactive protein 22.5 mg/L (normal values up to 5
mg/L), urea 18 mg/dL, creatinine 0.36 mg/dL, total bilirubin
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0.41 (direct 0.3 / indirect 0.11), alanine aminotransferase 103 U
/L, aspartate aminotransferase 423 U/L. Arterial blood gas
with pH 7.42, CO, partial pressure 32 mmHg, HCO;- 20.8
mmol/L, base excess -3.4 mmol/L, O, partial pressure 92
mmHg, oxygen saturation 97%, sodium concentration 130
mmol/L, potassium 3 mmol/L, calcium ion concentration 1.02
mmol/L, glucose concentration 82 mg/dL, lactate concentra-
tion 1 mmol/L.

Initially, the diagnostic hypotheses of urinary or abdominal sep-
sis and active SLE were suggested, and an open sepsis protocol
was carried out with the laboratory tests already described, cul-
tures, chest X-rays, and early empirical antibiotic therapy. The
patient underwent eight days of antibiotic therapy with ceftriax-
one and metronidazole, as there was no history of a recent hos-
pitalization or other risk factors for multidrug-resistant germs.
Therapy was suspended after negative blood and urine culture
results, in addition to laboratory and radiographic results not
suggestive of infection. A B-HCG was also requested to inves-
tigate amenorrhea, with a result < 0.1, in addition to serology
for HIV, HTLV, Hepatitis B, and C. All serology results obtained

were non-reactive. She recieved a unit of red blood cells since
her hemoglobin level was below 7.0 g/dL.

On the 4th day after admission, a diagnosis of acute lithiasic
pancreatitis was suggested due to an amylase of 204 U/L and
lipase of 238 U/L. Fasting and treatment with hydrocortisone
were carried out due to the possibility of active lupus.

To evaluate her diffuse abdominal pain on palpation and hep-
atomegaly, computed tomography (CT) of the abdomen and
pelvis and ultrasonography (US) of the abdomen was per-
formed. The CT scan showed the presence of a single gallblad-
der stone and pancreas edema (Figure 1). Ultrasonography,
performed on the 4th day after admission, showed no changes
in the pancreas, liver, intrahepatic and extrahepatic bile ducts, a
gallbladder with thin and smooth walls, and a single 25 mm
stone. Despite the presence of cholelithiasis with a single large
stone, there were no anatomical alterations of the bile duct or
the Wirsung duct, making it unlikely that this finding was the
cause of pancreatitis, as such findings suggest a chronic calcu-
lus cholecystopathy.

Figure 1. Contrasted CT scan of the abdomen showing single gallbladder stone, as well as pancreatic edema without dilation of the Wirsung

duct.

Source: Santa Marcelina Hospital (2021).
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Thirteen days after admission, the patient was diagnosed with
active SLE due to clinical examination (alopecia and arthralgia/
arthritis) and suggestive laboratory results: lymphopenia with
thrombocytopenia, presence of ANA with fine speckled
nuclear pattern in a ratio of 1/160, evidence of consumed
complement (C3 of 18 mg/dL and C4 of 2 mg/dL) presence
of 24-hour proteinuria higher than 500 mg and erythrocyte sed-
imentation rate of 125 mm. Other requested tests were anti-
DNA and Rheumatoid Factor, both non-reactive. For the
anemia, the following tests were performed with their respec-
tive results: reticulocyte count 4.4%, ferremia 44 ug/dL, ferritin
1113 ng/ml, transferrin saturation 38%, total iron binding
capacity (TIBC) 116 ug/dL, vitamin B,, 1533 pg/mL, folic acid
2.4 ng/mL, protein electrophoresis without alterations, nega-
tive direct and indirect Coombs. Transthoracic echocardiogram
with aorta diameter of 25 mm, left atrium diameter of 29 mm,
interventricular septum thickness of 8 mm, posterior wall
thickness 8 mm, and left ventricular ejection fraction of 65%.

Figure 2. Timeline of the case report.
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Due to inconclusive results in investigations for isolated diag-
noses of hematological alterations and acute pancreatitis, the
patient's entire clinical condition was attributed active SLE.

On the 17th day after admission, pulse therapy was started to
control active lupus disease with methylprednisolone one g/day
for three days. On the 19th day of hospitalization, pulse therapy
was completed, and maintenance treatment with hydroxychlo-
roquine 400 mg from Monday to Thursday was started. On the
20th day, one mg/kg/day of prednisone was reintroduced,
along with cyclosporine 50 mg every 12h; hydroxychloroquine
400 mg was maintained Monday through Thursday. On the 21st
day, the patient was discharged eatly due to significant clinical
improvement, with prescribed azathioprine 50 mg every 12
hours and hydroxychloroquine 400 mg on alternate days, in
addition to prednisone one mg/kg/day and scheduled outpa-
tient follow-up in 13 days (Figure 2). Considering a second
approach to cholelithiasis, she was also referred for outpatient
follow-up with the general surgery team to schedule an elective
cholecystectomy.

Methylprednisolone
1g/day for 3 days

Hydroxychloroquine
400 mg from
Monday to Thursday
DAY 21:
Cyclosporine 50mg
every 12h Clinical stability
Improvement of
abdominal and joint
pain
DAY 13: DAY 17:
immunossupression
initiated

Discharge from
hospital
SLE Prednisone,
Azathioprine and
Hydroxychloroquine
as outpatient
medications

Outpatient
consultations with
rheumatology

Consumed C3
and C4 levels

ANA with a fine
speckled nuclear

pattern with
1/60 ratio

Ferritin
1113ng/ml

ESR 125 mm

SLE (systemic lupus erythematosus), Hb (hemoglobin), CRP (C-reactive protein), Na (sodium), K (potassium), Cai (ionized calcium), ESR (erythrocyte

sedimentation rate), CT' (computed tomography).
Source: Prepared by the authors based on data from the study.
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During an outpatient consultation 55 days after discharge, the
patient reported improvement in joint pain and persistence of
epigastric pain after eating fatty foods with associated diarrhea
in the last week (four to five bowel movements per day, with no
signs of invasiveness). She also mentioned amenorrhea since
her last hospitalization (four months ago) and fatigue on exer-
tion, which does not prevent her from performing basic daily
activities. She was still taking sertraline, prednisone 40 mg
(1mg/kg), omeprazole, complex B vitamins, folic acid, thiamine
300 mg daily, and vitamins A and D. On physical examination,
she was in fair general condition, pale +/4+, thinner 3+/4+,
blood pressure 100/60 mmHg, weight 34 Kg (from 30. 4 kg at
her last visit), heart rate 105 bpm, excavated and mildly tense
abdomen, painful on palpation of the right hypochondrium
and epigastrium, murphy’s sign present. She underwent tests
one month after discharge with the following results: urea 25
mg/dL, creatinine 0.34 mg/dL, sodium 139 mEq/L, potassium
3.6 mEq/L, hemoglobin 8.6 g/dL, normocytic and normo-
chromic, leukocytes 8870/mm? being 1064 lymphocytes, plate-
lets 705 000/mm?. A urine test revealed 16 000 leukocytes and
32 000 erythrocytes, 24-hour proteinuria of 300 mg, and cre-
atine phosphokinase of 15U/L. She continued to receive pred-
nisone 40mg/ day, azathioptine 100mg/day, hydroxychloroquine
on alternate days, thiamine, complex B vitamins, folic acid, and
vitamin D. Influenza vaccination was requested for her next
appointment, and a new appointment was scheduled in three
months with new control tests.

In an outpatient consultation 132 days after discharge, the
patient reported improvement in her abdominal pain and
better food tolerance, and dyspnea improvement, which was
still present with moderate exertion. The current regimen for
SLE was hydroxychloroquine 200 mg/day, prednisone 20
mg/day (dose changed two months before), and azathioprine
100 mg/day. She was still taking sertraline 100 mg/day; ome-
prazole; B complex vitamins; folic acid; thiamine 300 mg;
vitamins A and D. On physical examination: fair general con-
dition, discolored +/4+, weight 46.5 Kg (from 30. 4 kg at her
last visit), excavated abdomen, somewhat tense, painful on
palpation of the right hypochondrium and epigastrium, and
livedo reticularis in the upper limbs. Laboratory tests carried
out 121 days after discharge showed: glucose 81 mg/dl, urea
19 mg/dL, ctreatinine 0.63 mg/dL, sodium 140 mEq/L,
potassium 3.9 mEq/L, albumin 3.7 g/dL, total bilirubin 0.3
mg/dL., alkaline phosphatase 111 U/L, alanine aminotrans-
ferase 23 U/L, aspartate aminotransferase 28 U/L, gamma-
glutamyl transpeptidase 79 U/L, lactic dehydrogenase 171
U/L, C3 54 mg/dL, C4 2 mg/dL, C-reactive protein 33.2
mg/L, hemoglobin 10.7 g/dL, 4560 leukocytes, 375 000
platelets, creatine phosphokinase 35 U/L. Utrine tests: pro-
teinuria 1+ and hemoglobinuria 2+. The patient, despite hav-
ing been using prednisone 20 mg/day for two months, she
should have been using 40 mg/day, so we prescribed predni-
sone 30 mg/day for 30 days with a later reduction to 20mg/
day, maintaining azathioprine and hydroxychloroquine at the
current dose, laboratory tests were requested, and a return
visit was scheduled in three months.
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DISCUSSION

Definitive conclusions cannot be drawn from an individual
case. However, it is valid to point out similarities and differ-
ences between what is presented here and what is reported in
the literature. In addition, the scientific community is more
likely to report unusual and severe cases with fatal outcomes
than cases with complete recovery. Pancreatitis is infrequent
among SLE patients, affecting only eight SLE patients on a 10-
year basis resulting in only 25 hospital admissions of SLE
patients with pancreatitis among 2947 admissions of SLE
patients (0.85%) over 20 years [8]. Until 2010, only approxi-
mately 160 cases of SLE-related pancreatitis were reported in
adult and pediatric patients [9—13]. The frequency of SLE-
related pancreatitis may be underestimated in some studies due
to undiagnosed cases, as patients presenting milder symptoms,
such as mild abdominal pain, are often treated as dyspeptic syn-
drome. Furthermore, pancreatitis may resolve spontaneously or
with corticosteroid therapy prescribed for active SLE [8,14].
SLE-related pancreatitis has a higher mortality rate than non-
lupus, presumably due to immunosuppression and other
comorbidities such as lupus nephritis [15,16]. Among patients
with SLE, 84% present with disease activity in the context of
acute pancreatitis [16]. trauma, toxic-metabolic disorders (such
as alcohol abuse, hypertriglyceridemia, and hypercalcemia),
structural abnormalities of the pancreas, and drug-induced
pancreatitis should be ruled out [8,17,18].

In cases of SLE-related pancreatitis, several pathogenic mecha-
nisms have been postulated: Organ ischemia secondary to
hypovolemia or severe hypotension, atherosclerotic disease,
vasculitis, pancreatic artery micro-thrombosis related to anti-
phospholipid antibody syndrome, intimal thickening/prolifera-
tion, presence of anti-pancreatic antibodies, organ inflammation
due to T-cell infiltration, immunocomplex deposit, and com-
plement activation, as well as viral infection due to the patient's
chronic immunosuppressed state [8—10,16-21]. In an American
cohort study of 1811 patients, in which 63 patients (3.5%) had
SLE-related pancreatitis, an association was observed between
hypertriglyceridemia greater than 200 mg/dL and the develop-
ment of the condition [22].

Gastrointestinal manifestations of SLE include nausea, vomit-
ing, anorexia, and abdominal pain, and the most frequent causes
of acute abdomen in patients with SLE are mesenteric vasculi-
tis, hepatobiliary disease, pancreatitis, and gastroenteritis [23].
The clinical manifestations of pancreatitis in SLE and non-SLE
patients are indistinguishable, with 88% presenting with abdom-
inal pain [16]. Other clinical features in the described acute pan-
creatitis cases associated with increased lupus activity were
fever and mucocutaneous involvement [14,24,25].

Every SLE patient with an acute abdomen should be consid-
ered for immediate surgical intervention, like any other patient.
Once the need for urgent surgical intervention has been ruled
out, an investigation should proceed, looking for the same eti-
ologies that affect non-lupus patients, as mentioned above.
Only when all the most common etiologies are excluded, and
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no cause is identified can the diagnosis of lupus pancreatitis be
established and treatment initiated [8,10,15,16,19]. In the case
presented, pancreatitis was diagnosed by excluding the most
common causes in non-lupus patients, investigating toxic-
metabolic and hepatobiliary etiologies. The absence of dilata-
tion of the biliary tree, observed on tomography, in addition to
the absence of characteristic findings on ultrasonography and
normal liver function, led to a thorough investigation.
Importantly, tomographic findings have a diagnostic accuracy
of 70% to 90% in cases of acute pancreatitis, regardless of
severity, and generally correlate with the severity of the disease
[10].

After admission, supportive treatment and antibiotic therapy
was started, believing it to be an infectious process that led to
abdominal sepsis. After negative cultures and no improvement
in the clinical picture, it was necessary to look for differential
diagnoses. The clinical picture led to laboratory and imaging
tests. Tests were performed for the diagnosis of SLE, for which
the patient was already being monitored in the outpatient clinic,
and for the diagnosis of the disease affecting her during
hospitalization.

As treatment, pulse therapy with methylprednisolone was per-
formed, with subsequent use of azathioprine to control the dis-
ease, a treatment that proved effective during the patient's
follow-up period, which corroborates the hypothesis that these
drugs are not responsible for the pathology. From the begin-
ning of pulse therapy during hospitalization, the patient showed
significant improvement in a very short period of time, making
it unnecessary to prolong hospitalization. The patient evolved
with weight gain without further complications after a long out-
patient follow-up.

In patients who do not respond to treatment with high doses of
corticosteroids, alternative treatments with high doses of
immunoglobulins, cytotoxic agents, and/or plasmapheresis can
be performed [17-19].

CONCLUSIONS

In suspected cases of acute pancreatitis, although SLE is a rare
etiology, it should be considered in any patient with suspected
SLE and abdominal pain because of the potentially fatal out-
come (18-27% mortality) whenever symptoms are associated
with elevated serum amylase/lipase levels, imaging tests, and
autoantibody tests [26,27]. Attention should also be paid to the
possibility that pancreatitis may be the initial manifestation of
SLE, as it is frequently associated with increased lupus disease

activity [8,19,28].

Once the most frequent etiologies, such as obstructive mecha-
nisms or metabolic toxicity, have been excluded, pulse therapy
with corticosteroids should be initiated as first-line treatment.
Despite suspicions of its involvement in the disease, this ther-
apy has shown much clinical evidence of improving prognosis
[17]. In this case, the mechanism probably involved in the
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pathogenesis was the lupus disease itself, with no evidence of
coagulation alterations or hypertriglyceridemia.

In summary, mortality in patients with SLLE-related pancreatitis
can be reduced by early diagnosis and corticosteroid therapy, in
addition to supportive measures.
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[ CASE REPORTS

Pancreatitis aguda por actividad del lupus eritematoso sistémico:
Reporte de caso y revision de la literatura

Resumen

Mujer de 32 afios con lupus eritematoso sistémico acude a consulta externa de reumatologfa por dolor abdominal de una semana de
evolucion, ademas de fiebre, artralgias, mialgias, alopecia, astenia y disnea de esfuerzo de 2 meses de evolucién. También presentd
hipotension y taquicardia, por lo que requirié ingreso en la unidad de cuidados intensivos. Le diagnosticaron pancreatitis aguda re-
lacionada con el lupus, que es una complicacion inusual que ocurre en menos del 1% de los pacientes. La mayorfa de los casos son
leves y autolimitados, sin embargo, es posible que se presenten eventos graves y potencialmente mortales, con disfuncién multior-
ganica. Este articulo es un reporte de caso de una pancreatitis aguda critica relacionada con lupus y una revision de la literatura.
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