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ABSTRACT

Hodgkin lymphoma (HL) as a malignant tumor presents with lymphadenopathy 
and systemic complaints. The origin of this tumor is mostly suggested to be 
B lymphocytes. There is a close relationship between autoimmunity and 
HL, but the mechanism of this immune syndromes is unclear. Immune 
thrombocytopenia (ITP) is the most common autoimmune syndrome which 
may present before, at the same time, and even after treatment of the HL. We 
present a case of ITP as a primary sign of relapse of HL in a 15-year-old boy after 
complete treatment of HL.
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Introduction
Hodgkin lymphoma (HL) is a malignant tumor 

originated from B lymphocytes which is characterized 
by presence of giant multinucleated Reed-Sternberg (RS) 
cells.1 The peak incidence of the disease in developing 
countries is before adolescence; whereas in industrialized 
countries has a unique bimodal age distribution, early 
peak occurs under 20s and the second one after the age 
of 50 years.2

Patients with HL present with lymphadenopathy and 
systemic complaints. The lymph node enlargement is 
usually painless, commonly is located in the neck and 
supraclavicular areas. Another common presentation of 
lymphadenopathy is enlargement of mediastinal lymph 
nodes.3

Unexplained fever, weight loss of 10% within 6 months 
and night sweats are three specific constitutional (B) 

symptoms. Patients with these three symptoms usually 
have poor prognosis.4 In up to 40% patients with HL, 
we can find Epstein–Barr virus (EBV)-encoded RNA 
in RS cells.5 Also, there is a close relationship between 
autoimmune phenomena and HL but the mechanism is 
unclear due to its rarity.6

Despite new treatment strategies, approximately 25 % of 
patients may relapse and most of the relapses are detected 
during routine imaging follow up.7 We report a case of 
immune thrombocytopenia purpura (ITP) in a 15-year-old 
boy after remission of HL. In fact, ITP heralded relapse 
of HL in this teenager.

Case Presentation
The patient was a 15-year-old boy admitted with 

supraclavicular lymphadenopathies on both sides. 
He didn’t show group B signs or symptoms. Physical 
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examination revealed multiple lymphadenopathy in right 
and left supraclavicular regions with maximum diameter 
of 3 cm. Hepatosplenomegaly was absent.

Laboratory data showed WBC 10.6 x10 3/uL Hemoglobin 
13.3 g/dL, platelet 312 x10 3/uL, neutrophils 65%, 
lymphocytes 33%, ESR 22 mm/h, C-reactive protein 
(CRP) 11.2 mg/L and LDH 322 U/L. Brucella wright and 
2ME tests, Tuberculin skin test, Epstein–Barr virus (EBV) 
antibodies  and serology for toxoplasmosis were negative. 

Spiral computed tomography scan (CT scan) showed 
multiple adenopathies up to 35 mm in greater axis at left 
supraclavicular region, one lymph node up to 17 mm at 
right supraclavicular region and multiple adenopathies 
in upper anterior mediastinum. 

Excisional biopsy of a left supraclavicular lymph node 
found classic Reed-Sternberg cells in favor of Hodgkin 
lymphoma.

Patient was treated with 6 courses of COPP/ABV 
Protocols for Pediatric Classical Hodgkin Lymphoma.8 
After he completed chemotherapy, he received additional 
low-dose involved field radiation therapy. At the end of 
the treatment, spiral chest CT scan was normal and there 
was no evidence of remnant disease.

Three month later, fluoro-D-glucose-positron emission 
tomography (FDG-PET) was performed and there was no 
metabolically active lesion throughout the body, indicative 
of complete metabolic response to the treatment.

About two month later, patient admitted with abrupt 
onset of skin petechiae and ecchymoses. There were no 
fever and night sweats. Physical examination showed was 
unremarkable. Laboratory data showed: WBC 2.96 x 10 
3/uL, lymphocytes 30%, neutrophils 50%, monocytes 
10%, Eosinophils 10%, Hemoglobin 11.5 g/dL and 
platelet 5 x 10 3/uL. LDH was 366 U/L and ESR was 
25 mm/h. Abdominopelvic ultrasound and Spiral CT 
scan of neck, chest, abdomen and pelvis were negative. 
The patient was diagnosed with a preliminary diagnosis 
of ITP. Bone Marrow aspiration showed increased 
megakaryocytes. Treatment was started with Intravenous 
immunoglobulin (IVIG) 1 g/kg/day for two days. Five 
days later platelet count was 5 x 10 3/uL. Prednisolone 2 
mg/kg/day was started on day 6, one week later platelet 
count increased to 11 x 10 3/uL. One month after receiving 
methylprednisolone, platelet count raised to 90 x 10 3/uL.

About one month after presentation of ITP, while the 
platelet was 87 x 10 3/uL, the patient was admitted with 
cervical lymphadenopathy (3 x 4 cm in size). Spiral 
CT scan of neck, chest and abdomen showed multiple 
lymphadenopathies in left cervical and left supraclavicular 
regions. Excisional biopsy was scheduled. Pathology was 
indicative of recurrent HL (positive for CD15 and CD30). 
The patient was treated with gemcitabine and vinorelbine. 
So far, and after 4 courses, the disease is stable, there is 
no sign of thrombocytopenia and platelet count is 234 x 
10 3/uL. Written informed consent was obtained from 
the patients’ parents for publication of this case report.

Discussion
There is a clear association between autoimmune 

phenomena and lymphoproliferative disorders.6 In 

addition, autoimmune hemolytic anemia, neutropenia 
and thrombocytopenia (ITP) have been reported in 
association with HL. ITP present in 1-2% of patients with 
HL before, simultaneously and even after treatment of the 
disease.8 On the other hand, an epidemiological study in 
Scandinavia showed an increased risk of HL in patients 
with previous history of ITP.9 The mechanism of this 
association is cross-reaction between platelet and tumor-
associated antigens; another theory of this phenomenon is 
the presence of immune complex on platelet membranes.10 
But the onset of thrombocytopenia as a paraneoplastic 
syndrome requires further investigation.11

The presence of thrombocytopenia may make it difficult 
to diagnose HL. S. Marino et al. reported a 16-year-old 
boy with fever, petechiae and ecchymoses. Bone marrow 
aspiration was normal with increased megakaryocytes. 
The patient was treated with corticosteroids upon a 
diagnosis of ITP; however, further workup revealed 
multiple masses both in the chest and abdomen. 
Laparascopic biopsy was performed which histologic 
pathology was regarded as HL.11 There are other reports 
of the simultaneous occurrence of ITP and HL which 
have caused difficulties in diagnosis of the HL mainly 
due to receiving any kind of treatment before the correct 
diagnosis.12,13

Treatment and response to treatment of ITP in patients 
with HL is similar to the other cases of ITP. In addition, 
ITP may occur after completion of therapy for HL, 
essentially without any association with relapse.8 

In a study on 1029 patients with HL, 3 cases of ITP was 
found at the time of diagnosis of HL and 3 other cases 
after remission of the disease and during the follow up. 
None of the last three cases relapsed. They concluded that 
ITP after completion of treatment of HL is an independent 
process which does not increase the risk of relapse.14

Conclusion
There are few reports of the simultaneous onset of the 

ITP and HL. The occurrence of ITP after cure of HL 
seems an independent phenomenon which necessarily 
does not associate with relapse. However, according to 
this case, we need to follow cases of ITP following cure 
of HL more carefully in order to detect early relapse.
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