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INTRODUCTION 

Hemophagocytic lymphohistiocytosis (HLH) is an 

aggressive and life-threatening syndrome of excessive 

immune activation causing multi-organ dysfunction. 

HLH can be inherited genetically, but can also be 

secondary to infections, neoplasm, immunosuppression, 

and autoimmune disorders.1 Most often HLH presents 

with high-grade prolonged fever, hepatosplenomegaly, 

pancytopenia and elevated levels of liver enzymes and 

hyperferritinemia.2 AOSD is an autoimmune disorder 

characterized by fevers, arthritis, and an evanescent rash.5 

AOSD clinically overlaps with HLH and hence poses a 

diagnostic challenge.6 Herein, we report a case of a 20-

year-old male patient who presented with fever, joint 

pain, and rash for 1 month. On evaluation, he was 
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ABSTRACT 

 

Hemophagocytic lymphohistiocytosis (HLH) is an aggressive and life-threatening syndrome of excessive immune 

activation causing multi-organ dysfunction. HLH can be inherited genetically, but can also be secondary to infections, 

malignancy, immunosuppression, and autoimmune conditions. Adult-onset Still’s disease (AOSD) is an autoimmune 

disorder characterized by fevers, arthritis, and an evanescent rash. It can rarely predispose patients to HLH. Herein, 

we report a case of a 20-year-old male patient who presented with fever, joint pain, and rash for 1 month. On 

evaluation, he was diagnosed as a case of AOSD complicated with secondary HLH. A 23-year-old male, with no 

significant past medical history and family history, presented to our emergency department with complaints of fever 

with rash for the last 1 month. He had intermittent high-grade fever with chills, which was associated with evanescent 

rash involving the trunk and proximal upper limbs. There was no history of joint pain, cough, sore throat, burning 

micturition, or weight loss. On examination, the patient was conscious and oriented with a temperature of 101 °F, 

pulse rate of 100/min, blood pressure of 120/84 mmHg, and SpO2 of 98% on room air. Physical examination revealed 

salmon-colored maculopapular rash, cervical lymphadenopathy, and mild splenomegaly. The rest of the physical 

examination was unremarkable. Lab investigations revealed pancytopenia, transaminitis, elevated CRP with low ESR, 

highly elevated ferritin, elevated LDH, hypofibrinogenemia, and sterile blood and urine cultures. ANA by ELISA, 

rheumatoid factor, IGRA, dengue IgM, rapid malaria Ag, typhoid IgM, Leptospira IgM and scrub IgM were reported 

negative. The patient met the diagnostic criteria for AOSD and HLH, and a diagnosis of HLH secondary to AOSD 

was made. He was given pulse iv methylprednisolone for 5 days, His general condition improved over the week. Then 

he was switched to oral prednisolone 60 mg once daily. There were no more episodes of fever, and he was discharged 

after one week on a tapering dose of steroids. AOSD is a rare autoinflammatory condition which often presents as a 

diagnostic challenge. A high index of suspicion is important for the diagnosis of HLH, and prompt initiation of 

treatment is of utmost importance, as it is a rapidly progressive life-threatening condition. 
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diagnosed as a case of AOSD complicated with 

secondary HLH. 

CASE REPORT 

A 23-year-old male, with no significant past medical 

history and family history, presented to our emergency 

department with complaints of fever with rash for the last 

1 month. He had intermittent high-grade fever with chills, 

which was associated with an evanescent rash involving 

the trunk and proximal upper limbs. There was no history 

of joint pain, cough, sore throat, burning micturition, or 

weight loss. On examination, the patient was conscious 

and oriented with a temperature of 101 °F, pulse rate of 

100/min, blood pressure of 120/84 mmHg, and SpO2 of 

98% on room air. Physical examination revealed salmon-

coloured maculopapular rash, cervical lymphadenopathy, 

and mild splenomegaly. The rest of the physical 

examination was unremarkable.  

On lab investigation CRP was high (18 mg/L) with low 

ESR(24 mm/hour), highly elevated ferritin (>16500 

ng/mL), elevated LDH (>700), hypofibrinogenemia (0.57 

g/L), and sterile blood and urine cultures. ANA by 

ELISA, rheumatoid factor, IGRA, dengue IgM, rapid 

malaria Ag, typhoid IgM, leptospira IgM and scrub IgM 

were reported negative. HIV, HBs antigen, anti-hepatitis 

C virus antibody, COVID-19 reverse transcription-

polymerase chain reaction and IgG antibodies, brucella 

immunoglobulin M (IgM), and RK 39 antigen were also 

found to be negative. Abdominal sonography revealed 

12.55 CM spleen (Borderline splenomegaly). Chest X-ray 

and 2D echocardiography were normal. Reactive 

lymphadenopathy on biopsy of the cervical lymph node.  

The patient met the diagnostic criteria for AOSD and 

HLH, and a diagnosis of HLH secondary to AOSD was 

made. He was given pulse iv methylprednisolone for 5 

days, His general condition improved over the week. 

Then he was switched to oral prednisolone 60 mg once 

daily. There were no more episodes of fever, and he was 

discharged after one week on a tapering dose of steroids. 

 

Figure 1: Evanescent maculopapular nonpruritic 

salmon pink rash. 

Table 1: Routine lab investigation. 

Date Day 1 Day 4 Day 10 

WBC (cm/m3) 1900 1800 3600 

Hb (gm%) 9.8 9.6 9.3 

PLT (Lacs) 1.32  1.44 1.98 

ALT/AST (IU/L) 227/440 164/309 188/118 

DISCUSSION 

AOSD is an inflammatory disorder which is characterised 

by fevers, rash and arthritis. It was first described in 

children as "Still's disease" which is an eponymous term 

for systemic juvenile idiopathic arthritis.4 Now the term 

"AOSD" is used for this condition when it is diagnosed 

after sixteen years of age.5 The aetiology of AOSD is 

unclear but both genetic factors and multiple infectious 

agents have been suggested as an important trigger. A 

study estimated the yearly incidence of AOSD to be 0.16 

cases per 100,000 people, with an equal distribution 

between males and females.6 AOSD manifest with high-

grade quotidian fever (≥39°C), transient rash (nonpruritic, 

salmon-coloured, and maculopapular) involving the trunk 

and extremities, and arthralgia, commonly involving the 

large joints.7 Laboratory reports include high leukocyte 

count, deranged LFT, elevated ESR, and very high serum 

ferritin levels.8 The disease is a diagnosis of exclusion 

and is diagnosed after ruling out other autoimmune, 

infective conditions, malignancies, and connective tissue 

diseases.6 ASOD is diagnosed using Yamaguchi criteria 

and HLH/MAS is the most serious complication of 

AOSD, overlapping clinical laboratory features of HLH 

with it poses a diagnostic challenge and is associated with 

higher mortality.7,9 Secondary HLH is precipitated by 

autoimmune disorders, infections or neoplasms. HLH 

envelops inappropriate activation of T cells and 

macrophages, which produces pro-inflammatory 

cytokines, progressing to cytokine storm and finally 

resulting in multiple organ dysfunction.1,11 Secondary 

HLH is managed by treating the underlying cause which 

triggers it. The management of AOSD includes drugs like 

non-steroidal anti-inflammatory drugs (NSAIDs), 

steroids, anti-rheumatic agents including methotrexate, 

azathioprine, cyclosporine and other anti-inflammatory 

drugs for controlling the symptoms.12 AOSD complicated 

by HLH confers a poor prognosis in majority of cases but 

in our case report patient improved on follow-up. 

CONCLUSION 

AOSD is a rare auto-inflammatory condition which often 

presents as a diagnostic challenge. A high index of 

suspicion is important for the diagnosis of HLH, and 

prompt initiation of treatment is of utmost importance, as 

it is a rapidly progressive life-threatening condition. 
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