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Abstract

Chronic recurrent multifocal osteomyelitis, a systemic inflammatory condition, prevails in children, with fever, night sweats and bone pain in 
the spine and to a lesser degree in the extremities. This disease is rare and is generally diagnosed with difficulty. One of the differential diagnoses 
thereof, the primary bone marrow Hodgkin lymphoma, displays many similarities with this disorder. However, as a malignant tumor with a poor 
outcome, this rare variant of classic Hodgkin lymphoma, might eventually stand out as a systemic nodal lymphoma, worsened by an HIV infection, 
the diagnosis being established at times with a delay as long as 17 months.
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Chronic Recurrent Multifocal Osteomyelitis
The malady (CRMO) occurs rarely with systemic symptoms, 

in children, with bone pain, mainly localized in the spine, with 
fever and night sweats. Early, in the course of the disease, the 
orthopaedic surgeon should raise the differential diagnosis of a 
myeloproliferative disorder, or of a metastatic tumor [1]. As the 
patient is found in a good general condition, that she/he displays 
a normal blood count, and she/he shows no lymphadenopathy, 
the diagnosis of lymphoma is not suggested. Chronic non-bacterial 
osteitis is the older term used for CRMO [1].

The multifocal bone pain is the basis of the ailment (CRMO); 
therefore imaging and bone marrow/bone investigations are 
requested. Bone marrow aspirations and biopsies, in a routine 
work-up, may show a non-specific excess of lymphocytes, polyclonal 
plasma cells and fibrosis. In the process, metastatic tumors and 
myeloproliferative disorders are relatively easy to exclude [2,3].

A CT scan-directed open bone biopsy should be obtained to 
confirm CRMO and rule out a lymphoma. In addition to the CT-scan, 
an MRI, as well as a 18F-FDG-PET/CT scan should be employed, 
the latter, to diagnose a primary bone marrow Hodgkin lymphoma  

 
[4,5]. Due to the complexity of the diagnosis of CRMO, Jansson et 
al have established their criteria (Table 1). Two major criteria, or 
one major and three minor criteria are necessary to establish the 
diagnosis of CRMO. However, the trial is not over. As mentioned, 
CRMO is rare. Moreover, most physicians are not familiar with the 
illness and its manifestations [3]. 

Table 1: Jansson criteria of CRMO. Jansson A, Renner ED, Ramser J, et 
al. (2007) Classification of non-bacterial osteitis. Rheumatology 46:154-
160.

Major diagnostic criteria Minor diagnostic criteria

Osteolysis and/or osteosclerosis of 
bone lesions.

a. Good general condition and 
blood count.

Multifocal bone lesions. b. CRP, ESR moderate.

Pustulosis palmoplantar/psoriasis. c. Observation > 6 months

Sterile bone biopsy; inflammation; 
fibrosis. d. Hyperostosis.

e. Associated autoimmunity.

f. Grade 1-2 relatives with  
autoimmune, autoinflam. diseases 

or CRMO.
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Primary bone Marrow Hodgkin lymphoma
To compound further the issue, a clinicopathological entity, 

with many similar characteristics, a poor outcome, consistent with 
malignancy, has been described: Primary bone marrow Hodgkin 
lymphoma (PBMHL), is a rare subset of classic Hodgkin lymphoma 
(< 1% of CHL) [5,6].

This disease entity is confined to the bone marrow of the spine, 
and it is multicentric. These patients show a delayed diagnosis, 
which might disclose a nodal CHL, after as long as 17 months from 
the first symptoms. During that period, no lymph node involved by 
CHL is to be identified. However, as a rule, the illness will progress 
into a nodal, systemic form of CHL, which is mostly resistant to 
standard therapy [4,7-8].

A further trait that will transform these cases into refractory 
tumors, is the association in a large part of primary bone marrow 
Hodgkin lymphoma, with HIV-positivity. This type of CHL have a 
predilection for HIV infection and with the elderly [9-11].

The bone marrow biopsy in these patients, will identify small 
regular lymphocytes, histiocytes, reticular fibrosis and relatively 
few Hodgkin/Reed-Sternberg cells, expressing CD30+, CD15+, 
MUM1+; PAX5+ (weak).

A CRMO patient might either progress to PBMHL, or she/he 
might prove to be a PBMHL from inception [12,13]. The patient 
might progress eventually to a systemic nodal CHL. In a series of 
12 CRMO children, only one child developed the picture of PBMHL. 
Rarely, a PBMHL patient will respond to therapy [14].

Conclusions
Two rare maladies have been described in a single context. 

They display analogous clinical features, although, one is a benign 
inflammatory lesion, while the other is an aggressive malignant 
tumor, which shows a propensity to occur together with an HIV 
infection. Although, early in the course of the disease they may be 
confounded, they remain entirely distinct.
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