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ABSTRACT

Objective: Langerhans cell histiocytosis (LHH) is a disease group of unknown etiology that causes
Hacer Berna AFACAN OZTURK tissue injury as a result of the local or systemic accumulation of atypical histiocytes in various tissues
University of Health Sciences, such as skin, bone, lungs, liver, lymph nodes, mucocutaneous tissues, and endocrine organs. We
Diskapi Yildirim Beyazit Training and aimed to report the demographic and clinical properties of 14 LLH cases diagnosed and followed at
Research Hospital, Department of our center.

Hematology, Ankara, Turkey Material and Methods: This study retrospectively enrolled 14 patients (7 females, 7 males) having

a diagnosis of LLH who were followed up at the Health Sciences University Ankara Diskap1 Yildirim
Beyazit Training and Research Hospital, Department of Hematology between 01-March-2011 and
30-September-2019.

Results: Five patients had bone involvement; 5 had lymph node, 3 had skin, 2 had brain, 1 had liver,
1 had lung, 1 had uterine, 1 had parotid, 1 had colon, and 1 had thyroid involvement. At the end of a
total follow-up period of 103 months, all patients are alive. All patients with single organ involvement
were treated surgically while 3 patients with multisystemic involvement received chemotherapy
containing cladribine.
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Conclusion: There were only 14 adults diagnosed with LHH at our center over a period of 8 years.
Treatment is tailored to patient’s symptoms and compressive signs of a mass. While patients may be
managed conservatively, without treatment, they may have a rapid and grave prognosis that requires
commencing urgent therapy. Is a variable clinical course a characteristic feature of the disease or
do inadequate and ineffective treatments unfavorably affect prognosis? Are solely local treatments
effective? There 1s a need for studies with larger patient series.
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Amacg: Langerhans hiicreli histiyositoz (LHH), nedeni bilinmeyen, atipik histiyositlerin lokal veya
yaygin olarak deri, kemik, akciger, karaciger, lenf nodlari, mukokutanoz dokular ve endokrin organlar
gibi ¢esitli dokularda birtkmesi sonucunda hasara sebep olan bir hastalik grubudur. Biz bu ¢aliymada
merkezimizde tanist konulan ve takip edilen 14 LHH olgusunun demografik ve klinik 6zelliklerini
sunmak istedik.

Gereg ve Yontemler: Calijmada 01-Mart-2011/30-Eylil-2019 tarihleri arasinda Saghk Bilimleri
Universitesi Ankara Digkapt Yildirim Beyazit Egitim ve Arastirma Hastanesi Hematoloji Béliimiinde
LHH tanisi ile izlenen 14 hasta (7 kadin, 7 erkek) retrospektif olarak degerlendirildi.

Bulgular: Olgularim 5’inde kemik tutulumu, 5’inde lenf nodu, 3’tinde cilt, 2 hastada beyin, 1 hastada
karaciger, 1 hastada akciger, 1 hastada uterus, 1 hastada parotis, 1 hastada kolon, 1 hastada tiroid,
tutulumu mevcuttu. Toplam takip siiresi 103 ay sonunda tiim hastalar hayattadir. Tek lezyonu olan
hastalarin tamamu cerrahi olarak tedavi edilirken, multisistemik tutulumu olan 3 hasta cladribine
igeren kemoterapi ald.
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Sonug: Merkezimizde 8 yillik stire icerisinde erigkin yag grubunda LHH tanis1 alan sadece 14 hasta vardi. Tedavi plan1 hastanin
klinik sikayetlerine ve kitlenin basi bulgularina gore belirlenir. Hastalar tedavisiz izlemle takip edilebildigi gibi, acil tedavi baglanacak
kadar hizli ve kéti seyirli prognoza sahip olabilirler. Degisken klinik seyir, hastaligin dogas1 geregi midir yoksa, az ve etkin olmayan ve
zamaninda verilmeyen tedaviler prognozu olumsuz mu etkilemektedir? Sadece lokal uygulanan tedaviler bagarili midir? gibi sorulara
cevap bulmak amaciyla daha biiyiik hasta serileri ile yapilacak ¢calismalara ihtiyag vardr.

Anahtar Sozciikler: Langerhans hiicreli histiositoz, Eriskin baslangich, Tek merkez deneyimi

INTRODUCTION

Langerhans cell histiocytosis (LHH) is a disease group of
unknown etiology that causes tissue injury as a result of the
local or systemic accumulation of atypical histiocytes in
various tissues such as skin, bone, lungs, liver, lymph nodes,
mucocutaneous tissues, and endocrine organs (1). Although
its exact incidence is unknown due to its various features
such as having systemic manifestations involving non-
hematological disciplines and inadequate LLH awareness,
it is reported that the incidence of LLH of bone origin has
an incidence of 2/1,000,000 in the childhood era, making
it classified in the rare diseases category (3). Whereas all
organs may be involved, it most commonly involves bones,
the skin, pituitary gland, and lungs. As it is a rare disorder
reported only in a limited number of cases, many treatment
modalities are of uncertain benefit and controversial (2).
Treatment modalities depend on disease extent. Herein,
we aimed to report the demographic and clinical properties
of 14 LLH cases diagnosed and followed at our center.

MATERIAL and METHOD

This study retrospectively enrolled 14 patients (7 females,
7 males) having a diagnosis of LLH who were followed up
at the Health Sciences University Ankara Digkap: Yildirim
Beyazit Training and Research Hospital, Department of
Hematology between 01-March-2011 and 30-Septem-
ber-2019. The patients’ pathological diagnoses and sites,
involved sites, laboratory results, disease extents, and treat-
ment responses were recorded from their medical reports.
Bone involvement was assessed by total bone scan with
X-Ray or scintigraphy. All patients underwent abdominal
ultrasonography, chest computerized tomography, cranial
magnetic resonance imaging (MRI), and pituitary MRI.
Bone marrow aspiration and biopsy was performed in all
patients with multisystemic involvement. Pathology reports
were retrospectively analyzed, and all patients were found
to have positive immunohistochemical staining for CDla
and S100.

Ethical approval and informed consent

All procedures performed in studies involving human
participants were in accordance with the ethical standards
of the institutional and/or national research committee
and with the 1964 Helsinki Declaration and its later
amendments or comparable ethical standards. As a
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standard of care/action of Ankara Diskapi Yildirim Beyazit
Research and Training Hospital, the patient records
confirmed that all the study patients gave informed consent
at the time of hospitalization and before the administration
of chemotherapy and other relevant diagnostic/therapeutic
standards of care. This study was approved by the Ethics
Committee and the approval number is 62/15.

RESULTS

Of a total of 14 patients, 7 (50%) were female and 7
(50%) were male. The median age was 47.85+16.84
years. Five patients had bone involvement; 5 had lymph
node involvement; 3 had skin involvement; 2 had
brain involvement; 1 had liver involvement; 1 had lung
involvement; 1 had uterine involvement; 1 had parotid
involvement; 1 had colonic involvement; and 1 had thyroid
involvement. Four (28.6%) patients had multisystemic
involvement; 10 (71.4%) had single organ involvement.
All patients with single organ involvement were treated
surgically while 3 patients with multisystemic involvement
received chemotherapy containing cladribine. Patients
with skin involvement were treated by the dermatology
department with topical steroids. The overall characteristics
of the patients are presented in Table I. At the end of a
total follow-up period of 103 months, all patients are alive.
One patient was referred to a tertiary hospital due to
multisystemic involvement and 3 recurrences required an
allogenic stem cell transplant.

DISCUSSION

LHH is a clonal, pleomorphic, neoplastic disease group
of unknown cause that occurs as a result of abnormal
proliferation of histiocytes with dendritic cell properties of
bone marrow origin. Its incidence ranges between 0.5 and
5.4 per million population. It is twice as more common in
men than in women (4). Although it is seen in every age
group, it is particularly observed at the 1-3-year age group.
However, itis encountered as rare, ill-defined cases in adults
(5). There were only 14 adults diagnosed with LHH at our
center at a period of 8 years. The largest series reported
from Turkey so far was the series reported by Yagc et al.
and involved 217 patients (6). Our patients had a median
age of 47 years and an equal sex distribution.

In a retrospective analysis of adult-onset Langerhans cell
histiocytosis cases performed by Sahin I. et al. from Turkey,
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the mean age was 27.5 (18-40) and there were 7 patients
(4 males, 3 females) (7). In this study, no bone marrow or
extrapulmonary organ involvement was observed in any of
the patients. However, multiple organ involvement was seen
in our 3 patients and all received systemic chemotherapy.
1 patient underwent allogeneic stem cell transplantation
because of no response to 3 lines of systemic chemotherapy.

LHH may manifest a variable presentation ranging from a
self-healing lesion to life-threatening diffuse disease in both
children and adults. Considering organ involvement, the
rate of bone involvement is 80%, skin involvement 33%,
pituitary involvement 25%, liver, spleen, hematopoietic
system or lung involvement 15%, lymph node involvement
3-10%, and non-pituitary CNS involvement 2-4% (8).
Unlike literature data, our patients showed the most
common involvement in bone and lymph node (about 30%)
and skin (about 20%). At the same time, interestingly, two
patients showed endocrine system (thyroid and parathyroid)
and one patient had uterine involvement. As one may see
from these findings, LHH may involve almost any organ,
albeit some to a rarer degree.

Treatment is tailored to patient’s symptoms and compres-
sive signs of a mass. While patients may be managed
conservatively, without treatment, they may have a rapid
and grave prognosis that requires commencing urgent ther-

Adult-Onset Langerhans Cell Histiocytosis

apy. Treatment options recommended for LHH include
surgery, methylprednisolone injection, or radiotherapy for
bone lesions, smoking cessation for lung lesions, and topi-
cal corticosteroids for skin lesions while systemic treatments
include vinblastine, prednisone, or 2-chlorodeoxadenosine
and ARA-C treatment when recurrences occur. Twen-
ty-eight percent of our patients had multisystemic involve-
ment and 71% had single organ involvement. Four patients
were being managed without treatment. All patients with
a single lesion were treated surgically while three patients
with multisystemic involvement received systemic ther-
apy including cladribine. Patients with skin involvement
received topical steroids. Hematopoietic stem cell trans-
plant is another treatment option, and new treatment
targets include BRAF V 600 and KIR 2DL4 (CD158d)
(Killer cell immunoglobulin like receptor) mutations (9,10).

There is a need for studies with larger patient series in order
to answer questions such as whether effective and systemic
treatment is necessary for diffuse involvement and CINS
involvement, whether CNS involvement, although rare,
1s associated with a poor prognosis, whether a variable
clinical course is a characteristic feature of the disease,
whether inadequate and ineffective treatments unfavorably
affect the prognosis, and whether solely local treatments are
effective.

Table I: General characteristics of patients followed with Langerhans Cell Histiocytosts.

(:l:e ]?Algeg. Diag. Region Involved Fields Treatment
1 35 Hip Bone Bo.ne, Mediasti%lum LAP, Ri.bs, 3 Cycles of Cladribin., 1 Cycle of
Liver, Sphenoid Bone, Brain Ara-C, Cladribin
9 68 Right Peri;.luricular LAP None
Soft Tissue
3 16 Trontal Region Bone Bone None
4 68 Skin Skin None
5 41 Thyroid Thyroid Surgery
6 54 Skin Skin Surgery
7 33 BO: Zirgfj‘;ilf;e . Bone-+Brain 9 Cycles of Cladribin+Ara-C
8 64 Skin Skin None
9 53 Lung Lung Surgery
10 65 LAP LAP Surgery
Inguinal LAP, Uterus, Ribs, 2 Cycles of Cladribin.-l-Ara-(.], 12
11 32 LAP Fermur. Mediastinum LAP Cycles of Prednol, Vinblastin, 6
’ Mercaptopurine, Cladribin, Ara-C
12 29 LAP LAP Surgery
13 62 Parotid Bone, Parotid Surgery
14 50 Colon Colon Surgery
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