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Acute pancreatits is an uncommon mani-
festation of systemic lupus erythomatosus. 
Recently, Nesher et al. [1] reviewed 80 
such patients reported during the last 30 
years. The etiology and pathogenesis of 
pancreatitis in lupus patients are not well 
determined. In most cases the pancreatitis 
is related to hepatobiliary disease, alco-
holism, metabolic disease or to various 
medications. Lupus pancreatitis, defined 
as pancreatitis that is directly related 
and caused by SLE, is a diagnosis of 
exclusion, especially when there are no 
other signs of lupus disease activity. We 
describe a patient with relapsing lupus 
pancreatitis responding to corticosteroid 
treatment.

Patient Description 
A 53 year old man had a history of dis-
coid lupus without any systemic involve-
ment for 24 years. Three years before 
the current admission he developed 
systemic manifestations, including high 
titers of antinuclear and anti-ds-DNA 
autoantibodies, lymphopenia, arthritis 
and glomerulonephritis with proteinuria 
(up to 9 g/24 hours), and elevation of 
creatinine levels to 4 mg/dl (normal < 1.4 
mg/dl). Percutaneous kidney biopsy, which 
was performed at that time, demonstrated 
diffuse proliferative glomerulonephritis 
(activity index 7/18 and chronicity index 
6/12). Treatment with high dose steroids 
(methylprednisolone 1000 mg/day for 3 
days followed by prednisone 1 mg/kg/day) 
and pulse cyclophosphamide therapy 

SLE = systemic lupus erythematosus

was initiated 3 years prior to the current 
admission (monthly for 6 months and 
then every 3 months for 2 years, accord-
ing to the National Institutes of Health 
protocol) resulted in clinical remission 
with significant improvement of all 
clinical manifestations. The glucocorticoid 
dosage was slowly tapered to a dose of 
5 mg prednisone per day. The patient 
also received several other medications: 
furosemide, nifedipine and clonidine for 
hypertension, famotidine for peptic dis-
ease, and calcium supplementation.

At the present admission the patient 
presented with severe abdominal pain 
accompanied by a rise of serum amylase 
levels up to 3500 u/L (normal < 100 
u/L). In addition, he also complained of 
recurrent similar “attacks,” which did not 
require hospitalization in the last year 
preceding his current admission. The pa-
tient and his family denied alcohol abuse. 
There were no other clinical or laboratory 
signs for any lupus-related disease activity. 
Anti-ds-DNA and anticardiolipin autoanti-
bodies were negative. Complement levels 
and serum calcium levels were normal 
and triglycerides were only mildly elevated 
(<  350 mg/dl). Abdominal ultrasound, en-
doscopic ultrasound and endoscopic ret-
rograde cholangiopancreatography were all 
normal. Abdominal computed tomography 
was also normal except for a diffuse en-
largement of the pancreas, suggesting the 
diagnosis of pancreatitis. All medications, 
including steroids, were withdrawn without 
any clinical or laboratory improvement. A 
diagnosis of lupus pancreatitis was made, 
and prednisone at a dose of 60 mg/day 

was initiated with rapid disappearance of 
all abdominal complaints and normaliza-
tion of serum amylase levels. 

Several months elapsed with no further 
attacks, but any attempt to reduce the 
steroid dose below 15 mg/day resulted in 
the reappearance of his abdominal pain 
accompanied by elevation of serum amy-
lase levels. The recurrent attacks of lupus 
pancreatitis were not accompanied by any 
other lupus-related disease manifestations. 
During the next 3 years of follow-up, the 
patient had multiple episodes of lupus 
pancreatitis, mostly following attempts 
to reduce the corticosteroid dose. All 
episodes subsided with immediate nor-
malization of sera amylase levels when 
the corticosteroid dose was raised.

Comment 
Pancreatitis, either acute or chronic 
relapsing, is not common among SLE 
patients. Saab et al. [2] identified, retro-
spectively, only eight lupus patients with 
acute pancreatitis over 10 years of follow-
up. More recently, Derk and colleagues 
[3] reported 25 hospital admissions of 
lupus patients with pancreatitis out of 
2947 SLE admissions (0.85%) over a 20 
year period. The pathogenesis of pancre-
atitis in SLE patients is variable. It may 
result from hepatobiliary disease, alcohol 
abuse, trauma, metabolic disorders (e.g., 
hypertriglyceridemia and hypercalcemia) or 
structural abnormalities of the pancreas. 
Other etiologies include drug-induced 
pancreatitis due to lupus-related (e.g., 
azathioprine) or unrelated medications 
(e.g., estrogens), and lupus pancreatitis 
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defined as pancreatitis that is directly 
caused by SLE [1]. 

The pathogenesis for the development 
of lupus pancreatitis is not precisely 
defined. Possible mechanisms include 
pancreatic vascular thrombosis associated 
with the presence of antiphospholipid 
antibodies, pancreatic vasculitis, or pan-
creatic inflammation due to T cell infiltra-
tion and complement activation. Since 
necropsy studies of SLE patients with 
pancreatitis are lacking, the exact role 
of the above mechanisms is not known. 
Lupus pancreatitis may present with other 
lupus-related clinical manifestations as 
one component of lupus disease activity. 
Alternatively, like in our patient, it may be 
the only manifestation of lupus activity. 
Rarely, acute pancreatitis is the presenting 
symptom of SLE. It is worth noting that 
mild elevation of sera amylase levels (in 
the presence of normal renal function) 
without clinical symptoms of pancreatitis 
is quite common among SLE patients 
(about 50%, Sthoeger et al., unpublished 
data). Most lupus patients with lupus 
pancreatitis have a single attack, but a 
chronic and relapsing course similar to 
the one witnessed in our patient was also 
reported [4]. 

Corticosteroids, which are commonly 
used by SLE patients, are frequently in-
criminated for the development of pancre-
atitis. Nevertheless, several studies failed to 
demonstrate such a cause-effect association 
[5]. Moreover, in some reports of patients 

with pancreatitis assumed to be related 
to corticosteroids, many of those patients 
had SLE, thus their pancreatitis may have 
resulted from lupus, like in our patient, 
rather than from the steroid treatment. 
Furtheremore, in animal models of acute 
pancreatitis, corticosteroids were shown to 
reduce inflammation and improve survival 
[5]. Taken together, despite the uncertain 
role of corticosteroids in the pathogenesis 
and course of pancreatitis, it apears that 
steroid treatment is beneficial in the treat-
ment of lupus pancreatitis [1,2] as was 
clearly demonstrated in our patient.

The physician facing a lupus patient 
with acute abdominal pain should first 
consider, as with any other patient, the 
need for immediate surgical exploration. 
In SLE patients with acute pancreatitis 
who do not require surgical intervention, 
one should first search for all non-lupus 
causes (e.g., hepatobiliary disease, alcohol, 
metabolic disorders or medications). Only 
after all those etiologies are excluded can 
the diagnosis of lupus pancreatitis be es-
tablished and steroid treatment (initiation 
of therapy or increasing the dosage) given 
to the patient.  

In patients who do not respond to 
high dose steroid treatment, cytotoxic 
agents and/or plasmapheresis [1,5] have 
to be initiated. In some lupus pancreatitis 
patients, like the one described here, a 
good response to corticosteroid treatment 
is observed. Nevertheless, any attempt 
to discontinue or to significantly reduce 

the dosage of the corticosteroid results 
in exacerbation of the condition. In those 
patients, other therapeutic modalities 
such as high dose immunoglobulins or 
cytotoxic agents (mainly cyclophospha-
mide and methotrexate since azathioprine 
itself can cause pancreatitis) should be 
considered in order to achieve both a 
clinical response and steroid-sparing effect 
to avoid long-term adverse effects [1,4,5]. 
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The cell surface co-receptors CD8 and CD4 define two classes 
of T cells and facilitate the recognition of antigens presented by 
the class I and class II major histocompatibility complex (MHC) 
proteins, respectively. They are also critical in the development 
and selection of T cells in the thymus. One model proposes 
that in double-positive thymocytes (those expressing both 
CD4 and CD8), the stronger signals delivered by CD4 direct 
T cells toward a single positive CD4 fate, whereas weaker 
signals emanating from CD8 contribute to class I recognition, 
resulting in a program of continued CD8 expression and loss 
of CD4. Erman et al. generated transgenic mice in which a 

chimeric CD8 protein carrying the intracellular CD4 domain 
was expressed under the normal CD8 regulatory elements. 
The increase in signal strength via the co-receptors in class 
I-restricted thymocytes did not alter lineage choice; rather, an 
increase in the number of cells entering the single positive 
CD8 T cell pool was seen. Hence, the more potent (in terms 
of downstream Lck kinase activation) intracellular CD4 domain 
could explain the familiar bias in the number of CD4 over CD8 
T cells seen in the mammalian thymus. 
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