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Castleman's Disease Associated with Annular Pancreas
and Down Syndrome in An Infant
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A patient with Down syndrome who had an operation for proximal intestinal atresia in the newborn period and
had the diagnoses of annular pancreas, duodenal atresia, and malrotation was admitted a second time when he
was 13 months old with intestinal obstruction due to adhesions. Histopathology of the resected necrotic ileal
segment in the operation was reported as Castleman's disease of hyaline vascular type.
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Bir Infantta Down Sendromu Ve Anniiler Pankreasla Birlikte Castleman Hastalig1

Yenidogan déneminde proksimal intestinal atrezi nedeniyle opere edilmis ve laparotomisinde anniiler pankreas,
duedonal atrezi ve malrotasyon tanilart alan Down sendromlu bir olgu 13 aylikken brid ileus nedeniyle tekrar
basvurdu. Yapilan operasyonda nekroz nedeniyle rezeke edilen ileum segmentinin histopatolojik muayenesi
hyalen vaskiiler tip Castleman hastaligi olarak rapor edildi.

Anahtar kelimeler: Siit Cocugu, Annitler Pankreas, Castleman Hastaligi, Down Sendromu

Angiofollicular lymph node hyperplasia or Castleman's disease (CD) was first descti bed by Castleman and colleagues
in 1956.1 Keller et al. classified the lesions into two types based on clinical and pat hological criteria. Castleman's
disease can be divided into three types on the basis of clinical features and histological findings: hyaline vascular
(HV) type, plasma cell type, and intermediate variant type. 2 The plasma cell type seems to be more common in
children than in adults. Recently, multicentric CD defined as a lymphoprolife rative disorder with similar histologic
features but more generalized or extensive lymph node involvement has been reported. * It was noted that the HV
type is rarely associated with symptoms except when these lesions compress adjacent structures. Castleman 's disease
usually appears as a localized form, especially in children. In contrast to the relativel y benign clinical course of the
localized forms, the multicentric form of the disease carries significant morbidity and mortality. 45 The latter type is
associated with a poor prognosis and can be associated with the development of lymphoma and infections. ¢ The
most common sites for CD in childhood and adolescence are the abdomen, the m ediastinum, and the hila of the
lungs. Although it has been reported at a Il ages, most patients are between 30 and 40 years of age at presentation. >

This report described coexistence of Down Syndrome and HV type CD origina ting from the mesentery in a 13
month-old-boy.

CASE
A 13-month-old-boy presented with high fever, vomi ting, and signs of intestinal obstruction in the past 48 hours.

In his history, the neonate had a laparotomy with the preoperative diagnosis of prox imal intestinal atresia when he
was 72 hours old. At exploratory laparotomy, extrinsic du odenal atresia due to annular pancreas, and intestinal
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malrotation was found, and retrocolic isoperistaltic
duodenojejunostomy and Ladd procedure had been
performed. Chromosome analysis showed trisomy 21.

At admission, mongoloid face, apathic appearance,
mental retardation, pale skin, failure to thrive,
decreased skin turgor-tonus, 39°C fever were present.
There were no abdominal distention or rigidity, but
bowel sounds were hyperactive. He had no other
abnormal physical findings.

The whole blood count revealed 14x103/ul. of white
blood cell, 9 g/dl of hemoglobin, and 29,1 % of
hematocrit, 496X103/ul.  of platelet. Upright
abdominal radiography showed multiple air -fluid

levels.

Although nasogastric decompression, antibiotic
treatment and patenteral nutrition were administere d,
intestinal obstruction signs did not improve.

During the exploratory laparotomy, a necrotic ileal
segment due to adhesions was found and an end to
end ileoileal anastomosis was done. Histologically,
mesenteric lymph node of the resected segment
showed non-active lymphoid follicles showing
hyalinized vascularization without germinal centers.
There were extensive proliferation of capillaties and
plasma cells in the interfollicular area (Figure 1).

A five-year follow-up period was asymptomatic.
DISCUSSION

Castleman's disease is a lymphoproliferative disorder
of unknown and controversial etiology and has been
mainly reported in adults.> In the recent review by
Parez et al. on 76 pediatric cases of CD, 20 were
older than the age of 15 and mesenterial invo Ivement
were present in 14 cases. There were 7 patients under
the age of 2, and 3 of these were symptomatic.” A
noteworthy finding in this report was the difficulty of
diagnosing the asymptomatic patients of younger age.
Diagnosis in our case could only be achieved when
operated for bowel obstruction, otherwise the lesion
would have remain undiagnosed until adulthood.
Early diagnosis of mesenteric CD, especially in
children is difficult.® This may be explained by the
long-standing nature of the disease. Re trospective
evaluation of our patient suggests that the anemia and
failure to thrive might have been related to the
disease.
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Figure 1. Lymphoid tissue showing hyalinized central vessel
(H.E.x 100)

Although the etiology of CD is unclear, the hyaline
vascular type seems to be a chronic reactive lymphoid
hyperplasia. Possible etiologic factors include an
abnormal immune reaction or immune dysregulation,
or an endothelial proliferation or proliferation of
autoantibody producing B cells. Even though the
etiologic agent remains unclear, the stimulus for the
B-cell proliferation intervening the production of
interleukin 6 (IL-6), a B cell growth factor, being
secreted by germinal centers is a recently proposed
cause of the disease. The symptoms, signs and
abnormal laboratory findings of CD may resolve with
monoclonal anti IL-6 antibody treatment. %10

Most pediatric cases are asymptomatic and detected
incidentally, or present with the signs of local
growth.> The symptoms are generally nonspecific
(fever, anemia, failure to thrive, weight loss, fatigue,
pain, recurrent infections). Laboratory abnormalities
were more often associated with the plasma cell type
and were mainly represented by anemia and
hypergammaglobulinemia. Treatment of the localized
tumor consisted of surgical excision, whereas
treatment of the multicentric form was medical,
comprising retinoic acid, prednisone and other
immunosuppressor drugs. "1

In the review of Turkish literature, Arslan et al. have
reported a multicentric CD in a 8 year old patient that
have been treated medically. The lesion relapsed in 6
months of follow up due to resistance of multicentric
form to medical treatment. Hepatic and splenic
enlargement is observed in majority of multicentric
form. Lymphadenopathy is universal. Skin rashes,
neurologic and rheumatologic manifestations are
common.*
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In CD the reported tumor sizes were ranging from
0,5 to 15 cm.” In our case, the 13-month-old baby
had a single lymph node of 0,5 cm in diameter. The
smallest mass reported in the literature was an
asymptomatic neck CD in a 1,5 ye ar old patient of 0,5
cm in size, with mixed type of pathology.!? Due to
early diagnosis, our patient has shown a small sized
CD case with typical lymph node morphology.

Immune system disorders are frequently seen in
Down syndrome patients. Castleman's disease is also
a lymphoproliferative system disorder, and commonly
coexist with diseases suppressing the immune
system.!> Development of malignant lymphoma and
Kaposi’s sarcoma has been reported especially in
patients with multicentric CD, and rarely in lo calized
disease.!41> This finding stresses the importance of
long-term follow-up in these patients. Localized
disease can be treated successfully by surgical removal
of the mass.!* Therefore, ecarly diagnosis and
intetventions are essential in the localized form of the
disease. Although the coexistence of CD, annular
pancreas and Down syndrome in our patient may be
incidental, we suggest that when nonspecific sign and
symptoms of unknown origin are present in trisomy
21 patients, CD may be considered in the differential
diagnosis.
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