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Gastrointestinal sarcoidosis presenting with
malabsorption at an early age

Erken yasta malabsorbsiyon ile ortaya ¢ikan gastrointestinal sarkoidoz olgusu
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The known about this topic

Childhood sarcoidosis at very early ages (<5 years) has unique clinical features, characterized by the triad of arthritis, rash and uveitis. In the
pediatric age group, prominent gastrointestinal symptoms at initial presentation are extremely rare. The liver is the most common extrapul-

monary involvement in sarcoidosis.

Contribution of the study

This patient is the youngest in the literature, he presented with gastrointestinal and hepatic symptoms in the absence of pulmonary involve-
ment at onset. The distinctive feature of this case is the absence of arthritis, rash and uveitis, which are specifically described in early-onset

childhood sarcoidosis.

Abstract

Sarcoidosis is a chronic multisystemic granulomatous disease that pre-
dominantly involves the thoracic lymph nodes and lungs and primar-
ily occurs in young adults. Isolated extrapulmonary localization is un-
common in adults, and exceptionally rare in the pediatric age group. A
4-year-old male patient with chronic diarrhea and abdominal distention
for the last 8 months is presented. Endoscopic biopsies, obtained dur-
ing gastroscopy and colonoscopy, revealed noncaseating granulomas
in all segments of the gastrointestinal tract. A noncaseating granuloma
was also demonstrated in the liver biopsy. Granulomatous inflammation
of both the gastrointestinal system and liver along with elevated serum
angiotensin-converting enzyme were consistent with sarcoidosis. The
peculiarity of our pediatric sarcoidosis was the involvement of whole gas-
trointestinal system, which is exceptionally rare in all age groups. Further-
more, this is the youngest case in the literature with gastrointestinal and
hepatic sarcoidosis in the absence of pulmonary involvement at onset.

Keywords: Extra-pulmonary involvement, intestine, liver, pediatric sar-
coidosis, stomach

Oz

Sarkoidoz, agirlikli olarak torasik lenf nodlar1 ve akcigerleri tutan bir
kronik multisistemik graniilomatéz hastaliktir ve cogunlukla geng eris-
kinlerde gériiliir. Izole ekstrapulmoner tutulum erigkinlerde sik goriil-
memekle birlikte ¢ocukluk yas grubunda ¢ok daha nadirdir. Son 8 aydir
kronik ishal ve abdominal distansiyonu olan 4 yaginda bir erkek hasta su-
nuldu. Gastroskopi ve kolonoskopide alinan biyopsilerde, gastrointesti-
nal sistemin tiim segmentlerinde nonkazeifiye grantilomlar tespit edildi.
Ayrica, karaciger biyopsisinde de nonkazeifiye graniilom saptandi. Hem
gastrointestinal sistemin hem de karacigerin grantilomat6z inflamasyo-
nu, anjiotensin-déniistiiriicii enzim yiiksekligi ile birlikte degerlendiril-
diginde sarkoidoz ile uyumlu goriildii. Pediatrik sarkoidoz olgumuzun
en énemli 6zelligi, tiim yas gruplarinda son derece nadir gériilen gastro-
intestinal sistem tutulumunun vakamizda yaygin olarak saptanmasiydi.
Ayrica bu olgu baslangicta akciger tutulumu olmadan, gastrointestinal
ve hepatik tutulumun birlikte gériildiigii dizindeki en geng olgudur.

Anahtar sozciikler: Bagirsak, ekstra pulmoner tutulum, karaciger, mide,
pediatrik sarkoidoz
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Introduction

Sarcoidosis is a multisystem inflammatory disorder of
unknown etiology that manifests with noncaseating

epitheloid granulomas predominantly in the thoracic
lymph nodes and lungs. The most common extra-pul-
monary presentation in adults is abdominal involve-
ment, particularly the liver (1). Sarcoidosis primarily
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occurs in young adults and is relatively uncommon in
children (2) Early-onset childhood sarcoidosis before the
age of 5 years has unique clinical features, characterized
by the triad of arthritis, rash, and uveitis. The prominent
gastrointestinal symptoms at initial presentation are
also rare in the pediatric age group, and there are scarce
case reports. Furthermore, clinically prominent gastro-
intestinal sarcoidosis is exceptionally rare before the age
of 5 years (3, 4).

We report the youngest patient in the literature with sar-
coidosis. He presented with chronic diarrhea and failure
to thrive. The distinctive feature of the case is the absence
of arthritis, rash, and uveitis, which are specifically de-
scribed in early-onset childhood sarcoidosis.

Case

A 4-year-old male patient was admitted with chronic di-
arrhea and abdominal distention for the last 8 months.
His anthropometric measurements revealed severe
chronic malnutrition (height for age was below 80%)
without edema. On physical examination, the patient
had abdominal distension and mild hepatomegaly. He
was anemic (hemoglobin 10.9 g/dL), and had elevated
liver function tests (LFT) (aspartate aminotransferase
83 U/L, alanine aminotransferase 71 U/L, y-glutamyl
transferase 128 U/L, alkaline phosphatase 390 U/L) and
hypoalbuminemia (2.7 g/dL). The viral serology for hep-
atotropic viruses and specific autoantibodies for auto-
immune hepatitis were all negative, serum alpha-1 anti-
trypsin as well as serum ceruloplasmin level was within
normal limits. Proteinuria and gastrointestinal loss of
protein were excluded as the etiology of hypoalbumin-
emia. The sedimentation rate was 7 mm/h. Stool mi-
crobiologic examinations for viral, bacterial, fungal, and
parasite infections were all negative. Ultrasonography
demonstrated hepatomegaly and a conglomerate of
mesenteric lymph nodes, measuring maximum 16 mm
in diameter.

The patient underwent an upper gastrointestinal endos-
copy and colonoscopy. Every part of the gastrointestinal
tract, including the terminal ileum was normal. Howev-
er, non-caseating granulomas were detected both in the
mucosa and submucosa of the upper gastrointestinal and
colonic (including ileal) biopsy samples (Fig. 1, 2). Histo-
pathologic examination of the biopsies was not consis-
tent with Crohn’s disease (CD), but suggestive of sarcoid-
osis or chronic granulomatous disease (CGD). Thus, the
patient was further investigated for primary immunode-
ficiencies. Serum immunoglobulins (Ig), IgG subclasses,
and tests for neutrophil superoxide production (nitroblue
tetrazolium assay - NBT) and the dihydrorodamine ox-

Turk Pediatri Ars 2020; 55(4): 441-4

o

Figure 1. Granulamatous inflammation of the upper gastro-
intestinal tract. Esophagus (a 10x, b), corpus of the

stomach (c 10x), duodenum (d 10x)

&

Figure 2. Granulamatous inflammation of the ileum (a 10x)
and colon (b 10x)

idation test (DHR) were within normal limits. Although
the biopsies were not consistent with CD, anti-saccharo-
myces cerevisiae antibodies were tested in the patient,
which were negative. The presence of uveitis or other
ophthalmologic pathologies were also investigated, and
this was also normal.

An indeterminate quantiferon test in this patient, coex-
isting with conglomerated abdominal lymph nodes, en-
tailed a detailed examination for tuberculosis. A normal
high-resolution computed tomography of the lungs and a
negative gastric juice culture for acid-fast bacillus exclud-
ed mycobacterium tuberculosis infection.

Thereafter, a liver biopsy was performed, which revealed
granulomas including foreign body giant cells without
central necrosis in portal regions, and mild sinusoidal
fibrosis in periportal spaces (Fig. 3). Granulomatous in-
flammation of both the gastrointestinal system and liv-
er along with elevated serum angiotensin-converting
enzyme (ACE) levels (117 U/L, N<52 U/L) were consistent
with sarcoidosis. The patient was treated with 2 mg/kg/
day methylprednisolone. His chronic diarrhea improved,
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Figure 3. Granulamatous inflammation of the liver (a 40x, b
40x)

and serum ACE levels decreased to normal (18.8 U/L) by
the end of the first month of therapy. The dosage of cor-
ticosteroid was gradually reduced to 4 mg/day and the pa-
tient has been on follow-up for a year with normal LFTs
and regression of hepatomegaly. Written informed con-
sent was obtained from the patient.

Discussion

Sarcoidosis is an inflammatory disease that predomi-
nantly affects the lungs and lymph nodes. Isolated ex-
trapulmonary sarcoidosis at onset is unusual. Gastroin-
testinal sarcoidosis is very rare, comprising less than 5%
of the cases, depending mostly on autopsy studies (1, 5).
However, the paucity of the gastrointestinal symptoms
may underestimate the real incidence. Gastric sarcoid-
osis causes gastritis, gastric ulcers or mild inflammation
such as erythema and friability in the stomach, which is
the most frequently affected organ of the gastrointesti-
nal tract. However, sarcoidosis of the colon is even rarer
and usually asymptomatic. Histopathologic inflamma-
tion in the presence of noncaseating granulomas may
occur in colorectal sarcoidosis despite the presence of
a normal-appearing mucosa in colonoscopy, which is
similar to our case (5, 6). Our patient manifested with
chronic diarrhea and failure to thrive, which required
early endoscopic examination. The peculiarity of our
case was that non-caseating granulomas were demon-
strated in all endoscopic biopsy samples obtained from
the esophagus, stomach, duodenum, terminal ileum,
and colon, but they were macroscopically normal. Gen-
erally, the paucity of the gastrointestinal manifestations
in sarcoidosis and specifically, the younger age of this
patient could account for the absence of macroscopic
lesions in endoscopy and colonoscopy.

The incidence of small and/or large bowel involvement
in sarcoidosis is not known, and there are only a few
reported cases. It has been stated that the small intes-
tine was the least commonly involved site (7, 8). The
differential diagnosis of gastrointestinal sarcoidosis
includes several more commonly seen diseases such as
CD, celiac disease, CGD, fungal infection, and intestinal
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tuberculosis (5, 7). Sarcoidosis of the colon is also very
rare and may mimic CD, thus the differentiation of the
two diseases is particularly difficult. Histopathologic
and clinical findings, which may favor the diagnosis of
sarcoidosis rather than CD, include mucosal involve-
ment instead of transmural inflammation, absence of
perianal disease or fistulas, and elevated serum ACE
levels (4). The presence of non-caseating granulo-
ma consisting of multinucleate giant cells is the gold
standard for the diagnosis of sarcoidosis (7). Moreover,
confirmation of granulomas in extra-intestinal organs
strongly supports the diagnosis of sarcoidosis (4). Ele-
vated LFTs and the detection of granulomas in the liver
biopsy later supported the diagnosis of sarcoidosis in
this patient.

The liver is the most common extrapulmonary involve-
ment in sarcoidosis. Asymptomatic elevation of LFTs in
the context of known sarcoidosis is the most common
presentation (1). However, only a few patients develop
progressive clinical features such as liver cirrhosis, por-
tal hypertension, chronic cholestasis, and liver failure
(9). Although asymptomatic hepatic sarcoidosis does
not require treatment, glucocorticoids can reduce the
liver size, the number of granulomas, and improve or-
gan function in symptomatic patients (1). In accordance
with previously published data, LFTs returned to nor-
mal and liver size reduced in our patient after glucocor-
ticoid therapy.

The current therapy of choice for childhood sarcoidosis
is corticosteroids, usually initiated at 1 to 2 mg/kg/day
for 4 to 8 weeks as induction treatment (2, 4). The dis-
ease activity is monitored clinically, radiographically,
and through serum ACE levels (2,7). In our case, diarrhea
improved, and serum ACE levels decreased to normal
by the end of the first month of therapy. Maintenance
treatment is usually required for at least 6 months for
most age groups, and then the dose is tapered when
possible.

Prognosis and natural history of sarcoidosis in children
are not well documented because of the rarity of the dis-
ease, and the small number of reported series. However,
the overall prognosis of childhood sarcoidosis is better
than in adults (2).

To the best of our knowledge, this is the youngest patient
in the literature with gastrointestinal and hepatic sarcoid-
osis in the absence of pulmonary involvement at onset.
Though rare, sarcoidosis should be considered even in
small children with malabsorption and granulomatous
inflammation of the gastrointestinal tract.
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