
• Hemophagocytic lymphohistiocytosis (HLH) is hallmarked by 

widespread immune activation and ultimately multi-organ failure. 

• Two subsets: primary, typically with onset in childhood, and 

secondary that occurs in response to another disease process. 

• Diagnosis of secondary HLH hinges heavily on excluding other 

more common diagnoses, a high index of suspicion, and 

interpretation of lab data.

INTRODUCTION

• This case demonstrates the importance of keeping secondary 

HLH on the differential in the setting of liver injury.

• Cholangitis, cirrhosis, and acute liver failure were all 

considered given the lab and imaging findings, however the 

inability of the patient to improve after interventions created the 

need to explore alternative diagnosis. 

• It is important to start this workup early given the high mortality 

associated with HLH. 

• The mainstay treatment of HLH involves treating the underlying 

causes, but also blocking the dysregulation of the immune 

system. 

• As most protocols for HLH call for high dose steroids, caution 

was taken in this case given the concerns for an infection.

DISCUSSION

• A 52-year-old previously healthy male presents to the 

emergency department with one month of bilateral lower 

extremity edema and abdominal pain.

• Initial lab work showed pancytopenia, conjugated 

hyperbilirubinemia, and mild transaminitis.

• CT abdomen/pelvis was consistent with hepatosplenomegaly, 

gallbladder wall thickening, and intrahepatic ductal dilation. 

• Broad spectrum antibiotics were started and ERCP with stent 

placement performed however no stones, sludge, or purulent 

discharge were found during the procedure.

• Repeat imaging with MRCP noted splenomegaly and dilation of 

the main portal vein suspicious for cirrhosis.  

• Given the confusing clinical picture and doubt that cirrhosis 

was the unifying diagnosis, a liver biopsy was performed which 

showed hemophagocytosis.

• A bone marrow biopsy to evaluate his profound pancytopenia 

also showed hemophagocytosis.

• Expanded lab work showed ferritin >35,000 and IL2 soluble 

receptor of 16,000; the diagnosis of secondary HLH was made. 

THE CASE

Secondary HLH: Why Didn’t I Think of That First?
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• Infectious, autoimmune, and malignancy workups yielded no 

evidence of an underlying condition. 

• Steroid treatment was deferred due to a possible undiagnosed 

smoldering infection vs hematologic malignancy. 

• The patient succumbed to his profound illness shortly after 

diagnosis.

FIGURES

Figure 1: MRCP imaging demonstrating hepatomegaly and main portal vein 

dilation

Figure 2: Bone marrow aspirate performed on patient; arrows indicate 

hemophagocytic cells  (40x magnification), Figure 3: Diagnostic criteria for 

hemophagocytic lymphohistiocytosis per the HLH-2004 protocol of the 

Histiocyte Society. An HLH diagnosis can be established by fulfilling five of 

the eight proposed criteria.


