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Sarcoidosis involving the digestive tract is very rare and re-
quires a strict differential diagnosis with other systemic
granulomatous diseases. We present a case of multisystemic
granulomatosis involving the stomach and colon, causing
initial digestive symptoms. Pulmonary nodules, pleural effu-
sion, ascites, hepatomegaly, splenomegaly, and mesenteric
as well as retroperitoneal and axillary lymphadenopathy
were subsequently identified. The reticulo-endothelial ex-
pression, the hypercalcemia and, above all, a rapid and com-
plete resolution after corticosteroids supported the hypoth-
esis of sarcoidosis involving the digestive tract. A brief re-
view of digestive tract involvement in sarcoidosis and of the
distinctive features of sarcoidosis with gastrointestinal in-
volvement and Crohn’s disease with a rare form of pleuro-
pulmonary involvement is presented.
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Resumo

A sarcoidose com envolvimento do tubo digestivo é rara
e exige um rigoroso diagnéstico diferencial com outras
doencas granulomatosas sistémicas. Os autores apresen-
tam um caso de granulomatose multissistémica com en-
volvimento do estdbmago e célon, motivando sintomato-
logia digestiva exuberante inaugural. Subsequentemen-
te, foram identificados nodulos pulmonares, derrame
pleural, ascite, hepatoesplenomegalia e adenopatias me-
sentéricas, retroperitoneais e axilares. A expressao reticu-
lo-endotelial, a hipercalcémia e, sobretudo, a rapida e to-
tal resolucdo do quadro apos corticoterapia sustentaram
a hipétese de sarcoidose com envolvimento do tubo di-
gestivo. Procede-se a uma breve revisao do envolvimento
do tubo digestivo na sarcoidose e dos critérios distintivos
entre sarcoidose com envolvimento gastrointestinal e
doenca de Crohn associada a uma forma rara de envolvi-

mento pulmonar. © 2016 Sociedade Portuguesa de Gastrenterologia
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Sarcoidosis, described by Hutchinson in 1877, is a
chronic multisystemic granulomatous disease character-
ized by epithelioid granulomas that can involve multiple
organs and systems, with particular predilection for the
lungs, the skin, the eye, and the reticulo-endothelial sys-
tem. Pulmonary involvement occurs in 90% of cases and
extrapulmonary involvement exceeds 30% [1, 2]. Symp-
tomatic participation of the digestive tract is very rare and
the stomach is the organ most commonly involved, al-
though occasional cases of esophagus, small bowel, ap-
pendix, colon, and rectum involvement have also been
described [3, 4]. The diagnosis of sarcoidosis relies on a
compatible clinical picture, exclusion of clinical similar
entities, and histopathological observation of granulomas
without caseum. Two-thirds of patients have resolution
of their disease within an interval of 2 years, with sponta-
neous resolution in many of these cases [3, 4].

We present a case of multisystemic sarcoidosis charac-
terized by initial digestive symptoms, raising the question
of the differential diagnosis between sarcoidosis with gas-
trointestinal involvement and Crohn’s disease with pul-
monary expression.

A 44-year-old woman with no relevant clinical background was
hospitalized with a 2-weak history of epigastric and periumbilical
pain, vomiting, abdominal distension, asthenia, and anorexia.

Physical examination revealed pallor, with reasonable general
condition, blood pressure 128/73 mm Hg, pulse rate 82/min, and
respiratory rate 16/min. There were no rashes or skin lesions nor
palpable lymphadenopathy. Cardiovascular and pulmonary ex-
amination was normal. The abdomen was distended, diffusely ten-
der to deep palpation, with slight splenomegaly, without hepato-
megaly or palpable masses. The remaining examination was unre-
markable.

The blood tests revealed an iron deficiency anemia with hemo-
globin of 7.4 g/dL and eosinophilia with a maximum value of 1,73
x 10°/L. C-reactive protein and sedimentation rate were slightly
increased, 2.9 g/dL and 39 mm/h, respectively. Serum protein elec-
trophoresis showed a polyclonal hypergammaglobulinemia. En-
doscopy revealed an irregular ulcer along the small gastric curva-
ture, involving the notch. A body CT scan showed multiple periph-
eral and bilateral pulmonary nodules (Fig. 1), moderate left pleural
effusion, bilateral axillary lymphadenopathy, slight homogeneous
hepatosplenomegaly, multiple adenopathies in gastrohepatic liga-
ment, and aortic emergence of the left renal vessels, thickening of
the small gastric curve, distension of jejunoileal loops, and mild
ascites. The initial presentation of a systemic condition predomi-
nantly involving the digestive tract raised the hypothesis of neo-
plastic disease (namely gastric adenocarcinoma and lymphoma),
bacterial or fungal infection as well as other entities such as eo-
sinophilic gastroenteritis. Given the results of endoscopy and body
CT scan and while waiting for histological results, colonoscopy
and bronchoscopy were done and revealed no changes. Laparos-
copy was performed, showing a retroperitoneal mass above and
below the stomach, without infiltration of the mesentery. Blood,
bone marrow, bronchial secretions, bronchoalveolar lavage, and
bronchial biopsies cultures ruled out infectious conditions. The
bronchoalveolar lavage revealed the presence of a large amount of
eosinophils.

During this period, the patient was under nasogastric intuba-
tion with passive drainage, parenteral nutrition, antibiotic therapy
with metronidazole, and transfusion support which resulted in
progressive resolution of gastrointestinal symptoms and hemoglo-
bin increase to 9.4 g/dL. In the absence of a conclusive diagnosis,
other therapeutic interventions were postponed.

However, after the initial clinical course, the patient developed
septic shock and acute respiratory distress syndrome. Enterobacter
cloacae and Citrobacter freundii were isolated in blood cultures.
She was admitted to the intensive care unit, and mechanical ven-
tilation and antibiotic therapy with cefotaxime were initiated.
Noteworthy, 500 mg of methylprednisolone and 200 mg of hydro-
cortisone were administered intravenously on the first day of sep-
sis, followed by hydrocortisone 100 mg/day for the subsequent 2
days.

After 8 days in the intensive care unit and readmitted to the
original medicine department, there was complete resolution of
the infection and, interestingly, regression of eosinophilia and hy-
percalcemia. Meanwhile, the results of the biopsies that were ini-

Fig. 1. CT of the chest showing multiple peripheral pulmonary nodules.
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tially performed were obtained. Gastric biopsies (Fig. 2a) showed
epithelioid granulomas without necrosis, and colon biopsies
(Fig. 2b) revealed lymphocytic infiltration, small lymphoid aggre-
gates, epithelioid granulomas without necrosis, and rare multinu-
cleated giant cells. Retroperitoneal mass biopsies (Fig. 2c) showed
fibrofatty and adenopathy tissue, with epithelioid granulomas
without necrosis and giant cells, as well as some Langerhans cells.
Fungi and bacteria were not identified. Bronchial and lung trans-
bronchial biopsies showed no histopathological changes. The dif-
ferential diagnosis comprised now a granulomatous disorder that
included sarcoidosis with gastrointestinal involvement. Mild hy-
percalcemia was documented repeatedly, with a maximum value
of 10.5 mg/dL, and the angiotensin-converting enzyme was in the
upper limit of the reference range (46 U/L), consistent with the
hypothesis of sarcoidosis, although the possibility of a rare form of
Crohn’s disease with pleuro-pulmonary involvement could not be
completely excluded.

In endoscopy, performed 15 days after readmission to the med-
icine department, there was regression of gastric lesions and the
patient started enteral feeding. Thirty days after readmission to the
medicine department, a body CT scan revealed regression of pul-

monary nodules, pleural effusion, adenopathy, and hepatospleno-
megaly, no distension of the intestinal loops, as well as significant
improvement of ascites. Oral feeding was successfully started. The
patient was discharged with the diagnosis of multisystemic sar-
coidosis, with follow-up in an internal medicine outpatients clinic.

Discussion

This patient had a severe systemic granulomatous dis-
ease, which remitted after high-dose but short-duration
corticosteroid therapy and raised the diagnostic challenge
of distinguishing between sarcoidosis with symptomatic
expression of the digestive tract and Crohn’s disease with
pleuro-pulmonary involvement. The similarity between
the 2 entities is well known, with the presence of granu-
lomas without caseum in the different organs involved in

Table 1. Some distinctive characteristics
of sarcoidosis and Crohn’s disease

Hypercalcemia

Peripheral lymphadenopathy
Palpable splenomegaly

Spontaneous regression or regression

after short-term corticosteroid

Sarcoidosis Crohn’s disease
10-20% (n=19) Rare

>40% (n = 4) Rare

5-14% (n=11) Rare

Frequent Exceptional

Fig. 2. Gastric, colon, and retroperitoneal
mass biopsies. a Gastric biopsy. HE. X100
magnification. Left panel: chronic gastritis
and epithelioid granuloma of sarcoid type.
Right panel: epithelioid granuloma with-
out necrosis at higher magnification
(x400). b Colon biopsy. HE. X100 magnifi-
cation. Chronic inflammation and epithe-
lioid granuloma of sarcoid type. ¢ Retro-
peritoneal mass biopsy. HE. x400 magnifi-
cation. Confluent epithelioid granulomas
without necrosis, with Langerhans multi-
nucleated giant cell.
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both. Symptomatic gastrointestinal involvement in sar-
coidosis has a prevalence estimated between 0.1 and 0.9%,
with evidence of higher subclinical disease in postmor-
tem studies [4-6]. The incidence of pulmonary complica-
tions in inflammatory bowel disease is less than 1%, with
most cases occurring in ulcerative colitis [7]. The value of
the angiotensin-converting enzyme is a relevant element
in the differential diagnosis of these conditions. Accord-
ing to the literature, the angiotensin-converting enzyme
is elevated in 60-75% of the patients with untreated sar-
coidosis [4, 8]. In our case, the angiotensin-converting
enzyme value was in the upper limit of the reference range
and thus it was of little help in the differential diagnosis,
although in Crohn’s disease it tends to be frequently de-
creased, particularly during periods of disease activity.
The presence of hypercalcemia was considered as an ele-
ment in favor of sarcoidosis, since it is a well-recognized
metabolic feature of this entity (10-20% of sarcoidosis
cases), and it is not expected in the context of Crohn’s
disease [9, 10]. Another element that favors the diagnosis
of sarcoidosis in our patient was the presence of spleno-
megaly and exuberant axillary, mesenteric, and retroper-
itoneal lymphadenopathy, which are a frequent finding in
sarcoidosis [4, 11] and typically absent in the context of
Crohn’s disease [12]. Finally, the clear and complete reso-
lution of all clinical, radiological, and endoscopic mani-
festations following 500 mg of methylprednisolone and a
3-day course of hydrocortisone in a total dose of 400 mg
are more consistent with the expected response in cases
of sarcoidosis rather than Crohn’s disease, where sus-
tained corticosteroid therapy is necessary for remission
(Table 1).

As stated above, the digestive tube involvement in sar-
coidosis is rare, particularly with symptomatic manifes-
tations. The stomach, especially the antrum, is the organ
most often involved. In 2010, Afshar et al. [13], through
a MEDLINE search, reported only 26 cases of symptom-
atic gastric sarcoidosis with well-documented histolo-
gical evidence of noncaseating granulomas. The most
common symptoms of gastric sarcoidosis are abdominal
pain, hematemesis, nausea, vomiting, and weight loss [3,
5, 13]. Endoscopy may reveal gastritis, curvature defor-
mation, and ulcers of benign or malignant appearance [3,
13]. Nodular lesions, polyps, and thickening of the folds,
with possible deformation and pyloric stenosis, can also
be observed. In the literature, there are few case reports
of small bowel sarcoidosis [14], with diarrhea, abdominal
pain, bleeding, and malabsorption. The involvement of
the colon, occasionally described in the literature, is often
manifested by abdominal pain, constipation, and bleed-
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ing. Colonoscopy may show nodules, polyps, strictures,
and erosions [15]. In the reported case, we assume that
the clinical presentation surely resulted from sarcoidosis
gastric involvement, according to the usual findings pre-
viously described in the literature. Regarding small bow-
el involvement, the investigation performed and the
clinical evolution of the patient did not allow us to be
conclusive. Interestingly, our patient had no clinical
symptoms of colon disease, and the colonoscopy was
completely normal. Additionally, colon biopsies revealed
the presence of granulomas, illustrating the previously
recognized possibility of subclinical involvement of the
gut.

In conclusion, we presented a case of multisystemic
sarcoidosis where the presenting features were digestive
symptoms with documentation of gastric and colon in-
volvement. This case illustrates the difficulties in the dif-
ferential diagnosis between sarcoidosis with gastrointes-
tinal involvement and Crohn’s disease with a rare form of
pleuropulmonary involvement.

We are indebted to Dr. Marisa Teixeira da Silva for fruitful dis-
cussions. Grant support was not provided for this article.

This study did not require informed consent nor review/ap-
proval by the appropriate ethics committee.

The authors have no conflicts of interest to declare.

1 Baughman RP, etal: Clinical characteristics of
patients in a case control study of sarcoidosis.
Am ] Respir Crit Care Med 2001;164:1885—
1889.

2 Rizzato G, et al: The organ-specific extrapul-
monary presentation of sarcoidosis: a fre-
quent occurrence but a challenge to an early
diagnosis. A 3-year-long prospective observa-
tional study. Sarcoidosis Vasc Diffuse Lung
Dis 2004;21:119-126.

3 Ebert EC, Kierson M, Hagspiel KD: Gastro-
intestinal and hepatic manifestations of sar-
coidosis. Am ] Gastroenterol 2008;103:3184—
3192.

Mota/Ferreira/Oliveira/Santos/Victorino

G20z Asenuer g uo 3senb Aq jpd 668057000/08LLEVE/LE LISV /HPd-o1e/Bld/Wod 1eb1ey//:dRy woly papeojumoq



Tannuzzi MC, Rybicku BA, Teirstein AS: Sar-
coidosis. N Engl ] Med 2007;357:2153-2165.
Vahid B, et al: Sarcoidosis of gastrointestinal
tract: arare disease. Dig Dis Sci 2007;52:3316—
3320.

Tokala H, Polsani K, Kalavakunta JK: Gastric
sarcoidosis: a rare clinical presentation. Case
Rep Gastrointest Med 2013;2013:260704.
Levenbrown Y, et al: Granulomatous lung
disease as the initial presentation of Crohn’s
disease. ] Pediatr Gastroenterol Nutr 2009;48:
487-490.

Multisystemic Sarcoidosis with Early
Gastrointestinal Symptoms

10

11

Studdy PR, Bird R: Serum angiotensin con-
verting enzyme in sarcoidosis - its value in
present clinical practice. Ann Clin Biochem
1989;26:13-18.

Sharma OP: Hypercalcemia in granuloma-
tous disorders: a clinical review. Curr Opin
Pulm Med 2000;6:442-447.

Toachimescu AG, Bauer TW, Licata A: Active
Crohn’s disease and hypercalcaemia treated
with infliximab: case report and literature re-
view. Endocr Pract 2008;14:87-92.

Sreelesh KP, Arun Kumar ML, Anoop TM:
Primary splenic sarcoidosis. Proc (Bayl Univ
Med Cent) 2014;27:344-345.

12

13

14

15

Rozen P, et al: Variability of splenomegaly in
Crohn’s disease. Am ] Gastroenterol 1977;67:
493-498.

Afshar K, BoydKing A, Sharma OP, Shigemit-
su H: Gastric sarcoidosis and review of the lit-
erature. ] Natl Med Assoc 2010;102:419-422.
Esmadi M, et al: Sarcoidosis: an extremely
rare cause of granulomatous enterocolitis. |
Gastrointestin Liver Dis 2012;21:423-425.
Daldoul S, et al: Unusual presentation of a co-
lonic sarcoidosis. Case Rep Med 2012;2012:
169760.

GE Port ] Gastroenterol 2017;24:137-141

DOI: 10.1159/000450899

141

Gz0z Aenuer ¢ uo 1senb Aq ypd-668057000/082LEVE/LEL/E/YE/Pd-1one/bld/woo sebiey//:dny wouy pspeojumog



