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INTRODUCTION
Hemophagocytic lymphiohistocytosis (HLH) syndrome is 
characterized by unchecked immune activation leading to 
normal histiocyte and lymphocyte over-activation. In adults, 
HLH is an acquired conditions, generally associated with 
viral illness, lymphomas, and autoimmune diseases.

CASE DESCRIPTION
A 63-year-old Eritrean man with relevant past medical history of 
idiopathic T cell immunodeficiency 

Symptoms: progressive malaise, weakness and B symptoms.

Exam: cachexia, generalized weakness. 

Labs: negative infectious work up
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• Ferritin 13,039
• LDH 385
• ANA negative
• Lactate 2.7 

(peak 21.0)

• RPR negative
• Triglycerides 545
• HIV negative
• IL2 receptor (CD25) 

soluble 99600  
(ref range: <1033)

Imaging: splenomegaly; bone marrow biopsy showing B cell 
lymphoma without evidence of hemophagocytosis.

DISCUSSION
• HLH pathophysiology is not well understood, 

though believed to be an inappropriate immune 
reaction with overactive T cell and macrocyte 
activation leading to systemic inflammatory 
response. 

• Our patient, while having a negative bone 
marrow biopsy met 6 of the diagnostic criteria 
(table 1). 

• Currently there are no prospective trials to guide 
treatment of HLH in adults.

• Current approach is to address the underlying 
source and control the immune activation. 

• Case reports and larger studies have shown 
etoposide to offer benefit in some cases and is 
considered current standard of therapy. 

 IMPLICATIONS
• Overall, HLH has a high mortality rate especially 

without treatment, with average survival about 2 
months from time of diagnosis. This is increased 
in malignancy associated HLH. Treatment should 
not be delayed, though despite early intervention 
many patients have poor outcomes

HOSPITAL COURSE
Our patient was diagnosed with HLH based on lab findings, possibly 
triggered by his underlying lymphoma. Despite early chemotherapy, 
his hospital course was complicated by shock and lactic acidosis that 
eventually progressed to multi-organ failure and recurrent cardiac arrest. 
He was transitioned to comfort care and passed away. 

Table 1: 

Diagnostic Criteria for  Hemophagocytic 
Lymphiocytosis (HLH)

The diagnosis of HLH can be established if one of either  
1 or 2 below is fulfilled: 

1.  A molecular diagnosis consistent with HLH is made.

2. Diagnostic criteria for HLH are fulfilled (5 of the  
8 criteria below):*

Fever

Splenomegaly

Cytopenias (affecting > 2-3 lineages in the peripheral 
blood):

hemoglobin < 90 g/L (in infants < 4 weeks of age, 
hemoglobin < 100 g/L), platelets < 100 x 109/L, 
neutrophils < 1.0 x 109/L

Hypertriglyceridemia and/or hypofibrinogenemia: 
fasting triglycerides > 3.0 mmol/L (ie, > 265 mg/dL), 
fibrinogen < 1.5 g/L

Hemophagocytosis in BM, spleen, or lymph nodes

Low or absent NK-cell activity (according to local 
laboratory reference)

Ferritin > 500 μg/L

Soluble CD25 (ie, slL2r) > 2400 U/mL
http://asheducationbook.hematologylibrary.org
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Large T cell lymphoma with reactive 
hemophagocytosis

The red pulp of the spleen is diffusely permeated 
by large lymphoma cells (T lineage, blue arrows). 
The histiocytes have smaller, bland-looking nuclei 
with delicate chromatin.

From: Warnke RA, Weiss LM, Chan JK, et al. Tumors of the lymph nodes 
and spleen. Atlas of tumor pathology (electronic fascicle), Third series, 
fascicle 14, 1995, Washington, DC. Armed Forces Institute of Pathology.


