Ribosomal P ELISA

The Ribosomal P ELISA contributes to the diagnosis of systemic lupus

erythematosus (SLE)

Circulating autoantibodies to intracellular structures
especially to nuclear antigens represent a characte-
ristic feature of systemic autoimmune diseases. An-
ti-ribosomal P (Rib-P) autoantibodies can be found in
10-40% of SLE patients with a high degree of disea-
se specificity. The prevalence has been reported to be
dependent on a number of factors such as the assay
system, the genetic background of the patients and
most important, the patient selection. Anti-Rib-P auto-
antibodies are mainly directed against the C-terminal
region of the human ribosomal P proteins which is sha-
red among the three polypeptides PO (38 kDa), P1 (19
kDa) and P2 (17 kDa). A synthetic peptide comprising
the C-terminus of the ribosomal P proteins has been
identified and characterized as a highly sensitive and
specific antigen for the detection of anti-Rib-P autoan-
tibodies. A investigation has shown limited sensitivity
of the indirect immunofluorescence technique for the
detection of anti-Rib-P autoantibodies and significant
variations among different slide manufacturers.

The Ribosomal P ELISA is intended for the semi-quan-
titative determination of a subpopulation of anti-Rib-P
antibodies and thus contributes to the diagnosis of
SLE. Since patients with anti-Rib-P antibodies fre-
quently suffer from neurological disturbances and
severe disease progression, anti-Rib-P antibodies are
considered as important biomarker for the prognosis
of SLE patients. Furthermore, anti-Rib-P autoantibo-
dies should be tested in case of suspected SLE using
the ELISA.

Ribosomal P ELISA Specification

y | Synthetic peptide antigen

A Colored reagents

y | Assay time: < 1.5 h at RT
(30min /30min/ 15min)

A3 KL serum or plasma per test

A Detection System: HRP/TMB
(© D450nm /620 nm)

A Wide measuring range

A Low detection limit

Ribosomal P ELISA REF 25002 “% 96

ID Target ELISA (RU) Interpretation
CDC 1 DNA 0.4 negative
CDC 2 SS-B/La 0.2 negative
cDC 3 SS-A?Fr::/gg-’B/La 0.2 negative
CDC 4 U-1 RNP 0.3 negative
CDC 5 Sm 0.4 negative
CDC 6 Fibrillarin 0.2 negative
CDC7 SS-A/Ro 0.1 negative
CDC 8 Centromere 0.2 negative
CDC9 Scl-70 0.2 negative
CDC 10 Jo-1 0.1 negative
CDC 11 PM/Scl (PM 1) 0.2 negative
CDC 12 Rib-P 5.7 positive

Figure 1

Results of the CDC ANA reference sera. 12 reference serum
samples, available from the “Center for Disease Control and Pre-
vention (CDC)” were tested in the Ribosomal P ELISA (REF: 25002).
Only the anti-ribosomal P positive sample (CDC 12) was found to
be positive.

Assay performance

A Good correlation to ELISA systems with
recombinant or native proteins

A Excellent “lot to lot” correlation R2 > 0.95

A Low intra- and inter-assay variation

A Excellent linearity over the entire range
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Figure 2

Inter manufacturer variability of anti-ribosomal P IIF staining pat-
tern (CP) produced by monospecific anti-Rib-P serum sample on
slides from three different suppliers. (Mahler et al. 2008)
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Figure 3

Number and percentage of anti-Rib-P positive samples with CP in
all anti-Rib-P positive samples (n=345), moderate and high positi-
ves (n=145) and high positives only (n=82).

Literature

Cut-off 1RU 1,5RU
Sensitivitat % 241 11,5
Spezifitat % 100 100
Figure 4

Clinical sensitivity and specificity of the Ribosomal P ELISA at dif-
ferent cut-off values in a cohort of Caucasian SLE patients, disea-
se controls and healthy donors. The results are in good agreement
to reported prevalence in literature.
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Figure 5

Agreement to a commercial available ELISA. 100 serum samples
from SLE patients were tested in the Ribosomal P ELISA (REF:
25002) and in a validated reference method (ALBIA) demonstra-
ting good agreement (89 %, p < 0.0001, kappa = 0.5) between the
two assays. The sensitivity of the new Ribosomal P ELISA (REF:
25002) was significantly higher. (cut-offs: ALBIA = 350 LU, ELISA
=1.5RU)

1. Bonfa E, Golombek SJ, Kaufman LD, Skelly S, Weissbach H, Brot N, Elkon KB: Association between lupus psychosis and anti-ribosomal P

protein anti-bodies. N Engl J Med. 1987, 317:265-271.

2.  Mahler M, Kessenbrock K, Raats J, Williams R, Fritzler MJ, Blithner M: Characterization of the human auto-immune response to the
major C-terminal epitope of the ribosomal P proteins. J Mol Med 2003, 81:194-204.

3. Mahler M, Kessenbrock K, Szmyrka M, Takasaki Y, Garcia-De La Torre |, Shoenfeld Y, et al: International Multicenter Evaluation of Autoan-
tibodies to Ribosomal P Proteins. Clinical and Vaccine Immunology, 2006, 13:77-83.

4. Greenwood DL, Gitlits VM, Alderuccio F, Sentry JW, Toh BH: Autoantibodies in neuropsychiatric lupus. Autoimmunity 2002, 35:79-86.

Review.

5. Kessenbrock K, Fritzler MJ, Groves M, Eissfeller P, von Muhlen CA, Hopfl P et al.: Diverse humoral autoimmunity to the ribosomal P pro-
teins in systemic lupus erythematosus and hepatitis C virus infection. J Mol Med 2007, 85: 953-959.
6. Kessenbrock K, Raijmakers R, Fritzler MJ, Mahler M: Synthetic peptides: the future of patient management in systemic rheumatic disea-

ses? Curr Med Chem 2007, 14: 2831-2838.

7. Mahler M, Ngo JT, Schulte-Pelkum J, Luettich T, Fritzler MJ: Limited reliability of the indirect immunofluorescence technique for the de-

tection of anti-Rib-P antibodies. Arthritis Res Ther 2008, 10: R131.

DRIFOOKE

Dr. Fooke-Achterrath Laboratorien GmbH - Habichtweg 16 - 41468 Neuss - Germany
Phone: + 49 2131 2984-0 - Fax: + 49 2131 2984-184 - email: information@fooke-labs.de



