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INTRODUCTION

OBJECTIVE

AA amyloidosis is the result of some chronic inflammatory process. In
most cases the underlying disease can be found, but some case
remain idiopathic. Especially in case of familial occurrence of AA
amyloidosis, a common hereditary cause is suspected to be present.

To describe the genotype, phenotype and clinical course in two patients,
father and daughter, with AA amyloidosis as a complication of PAPA
syndrome (pyogenic sterile arthritis, pyoderma gangrenosum, and
acne).

CASE HISTORIES
Case 1: A man, born in 1956, suffered from acute rheumatic fever when he was 8 years old, furunculosis and aseptic osteomyelitis (13 years),
followed by splenomegaly and granulocytopenia when he was 14 years old. At the age of 22 he was analyzed for extensive acne and at the age of 32
he developed pyoderma gangrenosum. A diagnosis of SAPHO was made. At the age of 37 he suffered from arthritis of MTP2 of the right foot. At 40
he was analyzed because of his chronic idiopathic neutropenia and he received G-CSF with correction of the neutropenia, but he did not tolerate it.
Three months later he developed diarrhea, weight loss and progressive loss of renal function. A rectum biopsy showed AA amyloid to be present.
SAP scintigraphy showed increased uptake in spleen, kidneys and adrenal glands. The renal failure progressed and he died suddenly at the age of
41. DNA was stored.
Case 2: His daughter was born in 1986. She had a congenital granulocytopenia and had a sterile pyogenic arthritis of the left knee when she was 12
years old and thereafter this recurred twice in the right knee. She did not tolerate G-CSF treatment. At the age of 16 she turned out to have
hepatomegaly (14 cm) and splenomegaly (14.5 cm). She did not suffer from prominent acne or pyoderma like her father. In 2008, when she was 20
years old, she developed a nephrotic syndrome and the kidney biopsy showed AA amyloidosis. SAP scintigraphy showed increased uptake in an
enlarged spleen, kidneys and adrenal glands. She was treated with colchicine with little results, she developed renal failure in 2013 and started with
hemodialysis. Extensive genetic analysis for auto-inflammatory syndromes and congenital granulocytopenia had not been successful until 2016 when
it turned out that she had the E250K mutation of PSTPIP1 (c.748G>A) and this mutation was also detected in retrieved DNA of her father.
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Figure 1. Laboratory parameters during clinical course of case 1 and case 2. Figure 1a and 2a: decreased levels
of leucocytes and increased inflammatory parameters during clinical course. The dotted lines mark the under limit
of normal number of leukocytes. Figure 1b and 2b: levels of creatinin and albumin. Figure 2c: congo red staining
semiquantitative graded and concentrations of SAA in fat in case 2.

Figure 2. Serum amyloid P scintigraphy 24 h after
intravenous injection of 123I-serum amyloid P. Total
body uptake from anterior (left image) and posterior
(right image). Normal blood pool activity is present in
organs such as liver, and heart. Intense uptake is
present in the spleen, kidneys and adrenal glands.
Scintigraphy of case 2 is shown, scintigraphy of case
1 showed comparable results.

CONCLUSIONS


The first report of AA amyloidosis in both father and daughter with PAPA syndrome as underlying cause.



Splenomegaly and granulocytopenia seem to be unique to the E250K mutation.



The spectrum of PAPA syndrome is wider than currently thought.



PAPA syndrome may be a cause of chronic granulocytopenia, splenomegaly, and AA amyloidosis.

http://www.amyloid.nl
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