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ABSTRACT

Langerhans cell histiocytosis is a rare histiocytic disorder,
characterised by histiocyte infiltration of the body organ. Although
this disease has been diagnosed in all age groups, it is most common
in children from one to three years old. The LCH patients may vary
in presentation depending upon the sites and extent of involvement.
The disease is limited to one organ system in approximately 55%
of patients while the remainder presents with multisystem disease.
Gastrointestinal involvement of Langerhans cell histiocytosis
is even rarer. The majority of gastrointestinal Langerhans cell
histiocytosis are from paediatric cases. We present a case of a 69-
year old female who had presented with chronic diarrhoea for a
three month duration, associated with a significant weight loss.
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Clinical examination and biochemical tests ruled out thyrotoxicosis.
Colonoscopy showed mild to moderate pancolitis. Histopathological
examination of the colonic mucosa confirmed Langerhans cell
histiocytosis.
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INTRODUCTION

Langerhans cell histiocytosis (LCH) is a rare disorder of unknown
cause. The granuloma-like pathologic lesion is crucially characterised
by cells sharing many characteristics with normal cutaneous Langer-
hans cells and variably associated with collections of T-lymphocytes,
macrophages, neutrophils and eosinophils"’. These cells, now known
as LCH cells, are CD1a and Langerin-positive. LCH encompasses
a spectrum of disorders with diverse clinical presentations, ranging
from single organ to multiple organ involvements, which includes
bone, skin, lung, gut, liver, bone marrow and central nervous system.
LCH can occur at any age, but the peak incidence is in children be-
low two years old" ™.

The LCH patients may present with gastrointestinal involvement,
yet symptoms like diarrhoea and failure to thrive, are nonspecific.
The reported incidence ranges from 2% to 13%, but the actual figure
is unknown. Well-documented colon involvement is very rare, with
fewer than 20 convincing published reports worldwide. In these in-
stances, initial presenting symptoms included diarrhoea, sometimes
with blood or mucus, malabsorption, failure to thrive and oedema
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secondary to protein-losing enteropathy. We present a case of an adult
female with colonic LCH, who presented with chronic diarrhoea,
weight loss, and hypoalbuminaemia.

CASE REPORT

A 69-year old female with no known underlying comorbidity had
presented with multiple episodes of diarrhoea over the preceding
three months, which had started without any apparent precipitant.
She described diarrhoea as being a loose stool, a small volume with
more than ten episodes per day and even had to wake up in the
middle of the night to purge. There was associated generalised mild
crampy abdominal pain, which resolved after purging. She had never
experienced prior similar episodes. There was no complaint of fever
and chills, and she did not notice any mucous or blood in the stool.
She had denied any prior recent trip before diarrhoea started. In ad-
dition to non-significant personal or family history of colon or small
bowel malignancy, she also denied alcohol consumption, smoking, or
illicit drug use. She had no known allergies, and she was not on any
medication or supplement. Before presenting to our hospital, she had
been prescribed with ciprofloxacin for her diarrhoea, which she took
for seven days but without any relief.

During our clinic assessment, she appeared haemodynamically
stable. Her physical examination was unremarkable. Her initial labo-
ratory results were notable for albumin of 22 g/dL and haemoglobin
0f 9.6 gm/dL, with normal white cell count (6.2 x 10° /uL) and plate-
lets (288 x 10° /uL). Her renal profile was also normal. Additionally,
the patient had negative stool studies for ova and parasites, as well as,
negative stool cultures. Her Human Immunodeficiency Virus (HIV)
test was nonreactive, and thyroid-stimulating hormone was within
normal limit.

A colonoscopy was performed within a few days following the
clinic review, which revealed pancolitis, represented by generalised
colonic mucosal erythema, small superficial ulcerations, and loss of
vascular pattern (Figures 1 and 2). Ileocaecal valve and terminal ileal
mucosa appeared normal. Biopsies from terminal ileum and each
colonic segment were obtained. Her oesophagogastroduodenoscopy
(OGDS) showed normal findings.

On histology examination (Figures 3, 4, 5 and 6), all the biopsied
areas in the large bowel, as well as, terminal ileum revealed irregular
mucosal infiltration by varying amount of fairly large atypical cells,

which resulted in partial/variable crypt loss and villous flattening.
These abnormal cells displayed oval, variably convoluted/folded nu-
clei and with fine chromatin pattern. Some cells had one to two small
nucleoli. Cytoplasm was pale and fairly abundant. Mitoses were seen
scattered, with proliferative index (ki-67) of about 50% observed.
The atypical cells infiltrated a few crypts, giving an appearance
reminiscent of lymphoepithelial lesions. There was also a remarkable
number of eosinophils, neutrophils, histiocytes and lymphoplasma-
cytic cells noted in the background. Immunohistochemically, these
abnormal cells were positive for vimentin, S-100 protein, CD1a, and
Langerin (Figure 7, 8 and 9). Negative staining was observed with
CD20, CD79a, BCL2, CD2, CD3, CD7, CD8, TdT, CD30, CD15,
ALK-1 protein, myeloperoxidase, as well as, pancytokeratin markers.
With triple positivity for S-100 protein, CD1a, and Langerin, the di-
agnosis of intestinal Langerhans cell histiocytosis was histologically
confirmed.

Following the histologic diagnosis, a whole body computerized
tomography (CT) scan was done, and showed features of colitis, as-
sociated with mesenteric and pericolonic lymphadenopathy. There
were no sclerotic or lytic bone lesions identified. The liver and spleen
were of normal size. A bone marrow aspiration and trephine biopsy
showed reactive features with an increased number of plasma cells.
Some haemophagocytic activity was also revealed on bone marrow
analysis, following which, she was clinically concluded as having
multiorgan LCH with high-risk organ involvement.

Partial remission was achieved following a 6-week course of che-
motherapy, consisting of vinblastine and prednisolone. A repeated CT
scan upon completion of the initial 6-week chemotherapy revealed a
reduced size of the right upper deep cervical node from 1.1 to 0.7 cm,
reduced the size of mesenteric lymph nodes from 1.3 cm (biggest)
to 0.9cm and disappearance of the pericolonic lymphadenopathy
and pericolonic streakiness. Clinically, the symptom of diarrhoea
had resolved. The second course of induction phase chemotherapy
which consists of the same regime of vinblastine and prednisolone
for 6-week was given, and she responded well too. The CT scan upon
completion the second course of the induction chemotherapy had
revealed no significantly enlarged lymph nodes. She is now on main-
tenance phase chemotherapy, consisting of vinblastine and predniso-
lone with mercaptopurine and she is planned to complete a total of a

12-month duration of treatment.

superficial ulcerations.
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Figures 1 and 2 Colonoscopic images from the patient: Note the changes of colitis, represented by generalized erythema, mucosal oedema and
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Gastrointestinal involvement by LCH is a highly uncommon
condition, being reported in fewer than 2% of cases™™”. When
present, it is often associated with multisystem disease'”. Geissmann
et al reported that the gastrointestinal tract involvement is found
to be the least involved site at initial presentation'”’. Children with
gastrointestinal LCH present with failure to thrive, bloody diarrhoea
and anaemia'®. Endoscopically, it shows an involvement of the
duodenum and multiple colonic sites. In contrast to paediatrics, 50%
of adult patients are asymptomatic'®”. Adult cases are predominantly
females, are encountered incidentally as a solitary polyp (80%) that

Y

Figures 3 and 4 Low power view of large bowel mucosa (Figure 3)
cellularity, associated with ulceration, crypt loss and villous blunting.

Figtre 5

Figure 5 High power view showing abnormal cells admixed with eosinophils and neutrophils. The former are fairly large, exhibiting oval,

primarily involving the colorectum (88%) and are associated with
good prognosis'®. Although rare, physician should be aware that this
condition dose exist among adult population.

Histologic diagnosis is based on the findings of abnormal cell
infiltration that display morphologic and immunohistochemical
(positivity for CDla, Langerin, and S-100 protein) characteristics
similar to cutaneous Langerhans cells®"". Once the diagnosis of LCH
is confirmed by histopathology, further workouts are to be carried
out to determine if the disease is a single- or multi-system or with
the involvement of ‘risk organs’ (i.e. liver, spleen, marrow). Patients

are risk stratified based upon the extent of disease. An initial risk

stratification scheme was suggested based on data from the LCH-I

randomised study®.

n

variably folded nuclei, with fine chromatin pattern and abundant cytoplasm. They infiltrate the crypt epithelium (Figure 6), giving an appearance

of lymphoepithelial-like lesion (arrows).
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3
Figure 7, 8 and 9: Positive immunohistochemica

There have been no clinical trials to inform practitioners of the
optimal therapy for adult patients. In the paediatric model, the choice
of treatment is made based upon the site of involvement and number
of lesions with an aim to minimise toxicity. Treatment options
include single-agent prednisone, the combination of vinblastine
and prednisone™?, curettage of bone lesions, and topical therapy
for skin problems. Alternatively, a subset of patients may select
close observation with treatment upon progression. None of these
management options has been directly compared in prospective trials.

In LCH-III study, Gadner et al found that 66% of patients with
"risk organ" involvement and 86% of patients without "risk organ"
involvement demonstrated a response to therapy by six weeks!'”.
Subsequent treatment is dependent upon disease response at six
weeks and whether "risk organs" (i.e. hematopoietic system, liver,
and/or spleen) were involved at the time of diagnosis. Patients
with an adequate response should proceed with maintenance phase
of chemotherapy until a total treatment duration of 12 months is
completed”. Maintenance chemotherapy consists of vinblastine and
prednisolone with mercaptopurine added for patients with risk-organ
involvement. Patients without an adequate response may undergo a
second induction phase or proceed with second-line chemotherapy
regimens™"". Finally, multidisciplinary collaboration is essential for
better management of this complex and rare disease.
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