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1. Drewes AM, Jennum P, Andreasen A, Sjøl A, Nielsen KD. Self- decreased serum complement and increased CIC, we
reported sleep disturbances and daytime complaints in women with supposed that immune complexes might contribute to
fibromyalgia and rheumatoid arthritis. J Musculoskel Pain

the onset of tissue lesions. We suspected that disruption1994;2:15–31.
of the physiological equilibrium between proteases and2. Drewes AM, Svendsen L, Taagholt SJ, Bjerregård K, Nielsen KD,

Hansen B. Sleep in rheumatoid arthritis: an ambulatory study of their inhibitors might have triggered the onset of auto-
sleep/wake interactions. Br J Rheumatol 1998;37:71–81. immune phenomena. This is reasonable, as peripheral

3. Jamieson AH, Alford CA, Bird HA, Wright V. The effect of sleep immune tolerance is regulated by the idiotypic networkand nocturnal movements on stiffness, pain, and psychomotor
and depends on the concentration of antigen availableperformance in ankylosing spondylitis. Clin Exp Rheumatol
[5]. Indeed, the existence of an association between1995;13:73–8.

4. Bonnet MH. Performance and sleepiness as a function of frequency ANCA-related vasculitides and deficit of a1-antitrypsin
and placement of sleep disruption. Psychophysiology 1986;23: has been reported [6, 7]. Therefore, before starting
263–71. treatment, the patient’s neutrophils were isolated from

heparinized blood by Ficoll gradient centrifugation.
Cells were lysed by repeatedly freezing and thawing

Rheumatology 2000;39:1289–1290 them in the presence of the protease inhibitor phenyl-
methylsulphonyl fluoride. The lysate was incubated atAutoantibodies to neutrophilic proteases in a case of
4°C for 4 h with 1 ml of serum from the patient or frompanniculitis by deficit of a1-antitrypsin
one of five healthy subjects (of comparable age and sex)

S, a1-Antitrypsin is a serine protease inhibitor whose as controls; it was then immunoprecipitated with
principal targets are neutrophil elastase, proteinase 3 protein A-conjugated Sepharose beads. After centrifu-
and cathepsin G [1]. Several mutants of the gene gation the pellet was collected and loaded on a 12%
encoding a1-antitrypsin have been identified; the non- sodium dodecyl sulphate–polyacrylamide gel under non-
functional Z variant is found in 1–2% of Caucasians of reducing conditions. A 30-kDa molecular weight band,
European descent [2]. ZZ homozygotes develop a dis- revealed by silver staining, was observed only after
ease leading to lung emphysema and/or liver cirrhosis immune precipitation with the patient’s serum (Fig. 1).
[3]. Panniculitis is a rare manifestation of the disease Interestingly, elastase, proteinase 3 and cathepsin G, the
[4]. The pathogenesis probably relates to the lack of targets of a1-antitrypsin, have a molecular weight of
inhibition of neutrophil proteases due to a1-antitrypsin 30 kDa [1]. A double-determinant immune assay was
deficiency at the site of neutrophil degranulation [2]. therefore performed to define the specific antigens recog-
However, the factor(s) determining the variability of nized by the patient’s serum autoantibodies. Ninety-six-
clinical manifestations among patients have not been well polyvinyl chloride microtitre plates were coated
clarified. with elastase, cathepsin G or human albumin (Sigma,

Patient PR is a 33-yr-old female. She first came to Milan, Italy) (10 mg/ml in carbonate buffer) by overnight
our notice in July 1995 because she had been affected incubation at 4°C. (Proteinase 3 was not used because
for 5 yr with recurrent panniculitis (characterized by the absence of anti-proteinase 3 antibodies in the
erythematous, sometimes ulcerated, nodular skin lesions patient’s PR serum had been already demonstrated.)
evolving into atrophic scars), malaise and fever. Altered After washing, serum samples were added to the wells
laboratory tests were as follows: decreased C3 and incubated for 1 h at 37°C. A peroxidase-conjugated
complement factor (75 mg/dl ); decreased complement goat anti-human immunoglobulin antiserum (Sigma)
haemolytic activity (CH50= 670 U/ml; normal range (10 mg/ml ) was used as the secondary antibody. Plates
750–1300 U/ml ); decreased IgG (550 mg/dl ); decreased were developed with orthophenylenediamine. Optical
a1 serum proteins (1.5%); decreased a1-antitrypsin
(17 mg/l; normal value >2.5 g/l ); and increased circu-
lating immune complexes (CIC) (25%). Autoantibodies
to different antigens [antinuclear antibodies, extractable
nuclear antigens (ENA), phospholipids, smooth muscle
cells, mitochondria] were negative, including anti-
neutrophil cytoplasmic antibodies (ANCA) to
proteinase 3. Phenotypic study of the patient’s
a1-antitrypsin showed a condition of homozygosity for
Z. The lungs and liver were unaffected. Biopsy analysis
revealed granulomatous inflammation of the dermis
and hypodermis. Therapy with methylprednisolone
(200 mg/day, 3 days per month) later supplemented with

F. 1. Migration in sodium dodecyl sulphate–polyacrylamidedapsone (100 mg/day) achieved complete clinical
gel electrophoresis under non-reducing conditions of proteinsresolution. immunoprecipitated from neutrophil lysate by the patient’s

We wondered why this patient manifested only pan- serum (lane 1) and a representative control serum ( lane 2). A
niculitis, a frequent manifestation of systemic auto- 30-kDa band is evident only in lane 1. None of the control
immune diseases and vasculitides due to deposition of sera tested showed the 30 kDa band (not shown). MW,

molecular weight.CIC at the inflammation site. Since the patient showed



Letters to the Editor1290

density (OD), measured at 490 nm with an ELISA Rheumatology 2000;39:1290–1292
reader, demonstrated that the patient’s serum reacted Aseptic psoas pyomyositis and erosive discitis in a caseto elastase (OD 0.852) and cathepsin G (OD 0.79) but of calcium pyrophosphate crystal deposition diseasenot to human albumin (OD 0.11). The control sera did
not show any reactivity (OD 0.1 for elastase, 0.09 for S , Iliopsoas abscess and pyomyositis are rare clinical
cathepsin G, 0.08 for albumin). Thus, immune com- entities. Except for a few cases of carcinoma or focal
plexes consisting of autoantibodies and neutrophil pro- myositis mimicking abscesses [1, 2], they are infectious.
teases may exist in patients with a1-antitrypsin deficiency The concurrence of spondylodiscitis and bilateral psoas
and participate in inflammatory processes (although a abscesses is virtually pathognomonic of an infectious
direct demonstration of their pathogenic role in our process, Staphylococcus, Brucella and Mycobacterium
patient was not achieved because of the ethical impossib- tuberculosis being the most likely organisms. We report
ility of obtaining a repeat biopsy specimen). The relev- a case of calcium pyrophosphate crystal deposition
ance of neutrophil infiltration of the dermis to the (CPPD) disease presenting with erosive spondylodiscitis
induction of a1-antitrypsin deficiency panniculitis has associated with an aseptic inflammatory reaction of both
been demonstrated already [8], as has the regression of psoas muscles which mimicked such an infectious
panniculitis after the recovery of normal a1-antitrypsin process.
levels due to liver transplantation [9]. Together, these A 76-yr-old woman was admitted for exacerbation of
findings suggest that both the direct enzymatic activity chronic low back pain with leg weakness and repetitive
of released proteases and CIC induced by autoimmune falls. There was a history of diabetes with discrete poly-
reactions may generate panniculitis in the presence of neuropathy, chronic venous insufficiency, hypertension
a1-antitrypsin deficiency. Furthermore, they make it and mild chronic renal insufficiency. She had CPPD
possible to hypothesize that a genetic deficiency causing disease with radiological chondrocalcinosis at the wrists,
altered homeostasis between interacting molecules might knees and lumbar spine. Two years previously, a L2–L3
favour the onset of autoimmune reactions, perhaps due erosive discitis associated with a herniated disc had been
to the breakdown of idiotypic control. treated conservatively.

On admission, she complained of some morning stiff-G. F, P. C, P. B, L. B,
ness and occasional night sweats and fever, but deniedF. I
any weight loss, recent surgical procedures and uro-

Department of Internal Medicine, University of Genoa, genital or gastrointestinal problems. Examination dem-
Italy onstrated severe limitation of lumbar spine mobility
Accepted 11 April 2000 with muscle spasms and tenderness of the paralumbar

Correspondence to: F. Indiveri, Dipartimento di region. There was no sign of sacroiliac joint involvement.
Medicina Interna, Università di Genova, viale Benedetto Light touch sensation was diminished over the anterior
XV n.6, 16132 Genova, Italy. thigh, and both knee and ankle jerks were absent. There

was no fever, cutaneous lesions, abdominal tenderness,
1. Venge P, Bergstrand H, Håkansson L. Neutrophils and eosinophils. signs of cardiac involvement or any other signs of anIn: Kelley WN, Harris ED Jr, Ruddy S, Sledge CB, eds. Textbook

infectious process. The psoas sign was absent on bothof rheumatology, ed. 4. Philadelphia: W.B. Saunders Company,
1993:269–85. sides. The white cell count was 12 000/mm3 and the

2. Eriksson S. Alpha-1-antitrypsin deficiency: Lessons learned from erythrocyte sedimentation rate 75 mm/h. There was mild
the bedside to the gene and back. Chest 1989;95:181–9. inflammatory anaemia and routine laboratory tests were3. Cox DW. a1-Antitrypsin deficiency. In: Scriber CR, Beaudet AL,

normal except for a moderate increase in creatinaemia.Sly WS, Valle D, eds. The metabolic basis of inherited disease, ed.
6. New York: McGraw-Hill, 1989:2409–37. Spine radiographs demonstrated multiple discopathies

4. Smith KC, Pittelkow MR, Su WP. Panniculitis associated with from D9 to L4 and a previously known increased density
severe a1-antitrypsin deficiency: Treatment and review of the literat- of the body of L2.ure. Arch Dermatol 1987;123:1655–61.

After 3 weeks of standard conservative therapy5. Zanetti M. Idiotypy and the idiotype network in autoimmunity.
consisting of analgesia, rest and non-steroidal anti-In: Bona CA, Siminovitch KA, Zanetti M, Theofilopoulos AN,

eds. The molecular pathology of autoimmune diseases. Chur, inflammatory drugs (NSAIDs), she presented an exacer-
Switzerland: Harwood, 1993:209–28. bation of the weakness of the quadriceps muscle. A

6. Segelmark M, Elzouki AN, Wieslander J, Eriksson S. The PiZ
magnetic resonance imaging (MRI) study demonstratedgene of alpha 1-antitrypsin as a determinant of outcome in
spondylodiscitis of the L2–L3 space infiltrating thePR3-ANCA-positive vasculitis. Kidney Int 1995;48:844–50.

7. Esnault VL, Audrain MA, Sesboue R. Alpha-1-antitrypsin pheno- vertebral bodies from L1 to L3. An image compatible
typing in ANCA-associated diseases: one of several arguments for with an abscess or intradural sequester as well as cellu-
protease/antiprotease imbalance in systemic vasculitis. Exp Clin litis and myositis of both psoas muscles with enhancedImmunogenet 1997;14:206–13.

gadolinium uptake evoking abscesses were further8. Geller JD, Su WP. A subtle clue to the histopathologic diagnosis
of early alpha 1-antitrypsin deficiency panniculitis. J Am Acad demonstrated (Fig. 1).
Dermatol 1994;31:241–5. Blood cultures, a Mantoux skin test and brucella

9. O’Riordan K, Blei A, Rao MS, Abecassis M. Alpha 1-antitrypsin serology were negative. A percutaneous CT-guideddeficiency-associated panniculitis: resolution with intravenous
needle biopsy was performed. No organism was demon-alpha 1-antitrypsin administration and liver transplantation.

Transplantation 1997;63:480–2. strated on direct examination, and cultures for both


