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Abstract

A 37-year-old male of Pakistani origin with longstanding fever developed orogenital ulcers, skin rash, cellulitis and thrombophlebitis
had a positive HLAB51 and was diagnosed with Behcet’s disease. During the same hospital stay patient acutely developed
pancytopenia, non-remitting fever, a high serum triglycerides and serum ferritin and bone marrow biopsy evidence of Macrophage
activation syndrome (MAS), but remained non responsive to intravenous steroids and intolerant to intravenous immunoglobulins

(IVIG) and finally succumbed to septic shock.
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Macrophage activation syndrome (MAS) is a life-
threatening complication that can occur in the setting
of any uncontrolled rheumatic disorder or severe
infection.!! MAS traditionally associated with systemic
onset juvenile idiopathic arthritis (S-JIA)®23! but its
occurrence in the setting of SLE is not uncommon.™! It is
characterized by non-remitting fever, lymphadenopathy
and hepatosplenomegaly supported by cytopenias,
transaminitis, coagulopathy, hypertriglyceridemia,
hyperferritinemia and hypoalbuminemia along with
bone marrow evidence of hemophagocytosis.®! Majority
features, however, overlap with those of any patient
presenting acutely with sepsis or DIC and it is of paramount
importance to suspect MAS in any acutely ill patient in
the setting of a rheumatic disorder.

Behcet’s disease on the other hand is a pan vasculitis
that predominantly affects young males, characterized
by mucosal, skin involvement and any organ system
involvement and follows a chronic relapsing and remitting
course. There are no specific diagnostic tests for Behcet’s
making it a diagnostic challenge.
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Our patient was a 37-year-old, married male of Pakistani
origin, an accountant with no history of smoking or illicit
drug use. He had a history of intermittent, high -grade fever
for nearly one year with no clinical features of autoimmune
disorders, chronic infections and malignancy. During
the past year the patient was investigated extensively
to ascertain the cause of his fever. His complete blood
counts were normal, liver function tests were three times
above normal limit and of mixed pattern. Screening
for Hepatitis A, B, C, HSV, HIV, EBV, brucella and
malaria were all negative. CT abdomen showed mild
hepatosplenomegaly and lymphadenopathy, liver biopsy
done twice showed mixed inflammatory cell infiltrates
in portal tract while immunohistochemistry stains did
not show any evidence of malignancy. His anti bodies for
autoimmune hepatitis were negative and so were ANA,
ENA, anti-dsDNA, c-ANCA and p-ANCA with normal
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serum ceruloplasmin and alfa fetoprotein. CT chest and
echocardiography were unremarkable.

Patient was provisionally treated as autoimmune
hepatitis and given a trial of oral prednisolone by his
attending physician, to which his fever was responsive
following which he started taking over-the-counter
oral prednisolone upto 40mg/day. Two months into this
practice patient presented to us with dysphagia, vomiting
and a papulonecrotic rash over the trunk. His upper
gastrointestinal endoscopy showed aphthous ulceration
along the esophagus with extensive candidiasis while
PCR for CMV and HIV infection were again negative.
Intravenous acyclovir, fluconazole, hydrocortisone and
supportive measures started.

Two weeks into therapy patient developed pancytopenia,
excruciatingly painful oral and genital ulcers, his skin
rash remained non progressive with interface dermatitis
and peri adnexal and peri vascular mixed inflammation
on biopsy while his HLABS1 was positive. Solumedrol
pulse therapy was given with improvement in cell counts,
oral colchicine started. Another week into hospitalization
patient developed cellulitis and thrombophlebitis of right
arm, dopplers showed a thrombosed right cephalic vein.
Antibiotics, oral apremilast and intravenous solumedrol
given.

Four weeks into hospital admission although the patient
remained conscious and alert, he developed unremitting
high-grade fever and his pancytopenia recurred, with
no evidence of hemolysis while serum triglycerides and
ferritin were markedly raised. Patient was treated for
MAS, confirmed on bone marrow biopsy which also
showed growth of methicillin resistant staphylococcus
aureus (MRSA). His PCR for CMV now came out
positive, his CD4 count was 200 while repeat PCR for
HIV was negative. Antibiotics and anti- viral therapy
were further modified, I/V solumedrol continued,
cyclosporine started but the patient developed septic
shock. IV immunoglobulins were given but our patient was
intolerant to them. Anakinra was in plan but not locally
available. After six weeks of hospitalization patient went
into cardiac arrest and succumbed to sepsis and DIC.

MAS is a rare complication of uncontrolled autoimmune
disorders, severe infections and malignancies which if
left untreated has a mortality as high as 20-53%. To
our knowledge this is the first case of MAS in a patient
with Behcet’s disease. The clinical features of MAS
are non-specific and overlap with those of severe sepsis
and DIC while its management is a completely different
entity.”) It is thus of prime importance to suspect, and
test for MAS in any acutely ill patient.® Our patient
had a nonspecific disease course delaying diagnosis,
eventually developed clinical features of Behcet’s and
over days became critically ill. The diagnosis of MAS
was made early and treatment started but intolerance to
IVIGs and non-availability of anakinra remained a major
limitation to his management.”” The catapulting event in

his case however was CMV infection rather than Behcet’s
disease itself which remained localized to mucocutaneous
and vascular involvement. Owing to ongoing infections
including MRSA and CMYV, intravenous steroids, the
mainstay of therapy of MAS became a two-edged sword.
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