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Recommendation 4:
Antibody Testing in
Patients with UPIA

Recommendation 4
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At the end of this section participants should be
able to:

* Describe the value of autoantibody tests in
predicting specific diagnoses in patients with UPIA

» Describe the value of autoantibody tests in
predicting prognosis in patients with UPIA

» State the importance of RF and ACPA in the
evaluation of patients with UPIA

Learning Objectives

At the end of this section participants should be able to:

*Describe the value of autoantibody tests in predicting specific diagnoses in patients
with UPIA

*Describe the value of autoantibody tests in predicting prognosis in patients with
UPIA

«State the importance of RF and ACPA in the evaluation of patients with UPIA
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Testing of RF and/or ACPA should be performed in
the evaluation of patients with UIPA, as these
factors are predictive of RA diagnosis and
prognosis; negative tests do not exclude
progression to RA [1a, A].

If a connective tissue disease/systemic
inflammatory disorder is suspected, additional
autoantibody tests should be considered [5,D].

Recommendation 4

Testing of RF and/or ACPA should be performed in the evaluation of patients with
UIPA, as these factors are predictive of RA diagnosis and prognosis; negative tests
do not exclude progression to RA [1a, A]. If a connective tissue disease / systemic
inflammatory disorder is suspected, additional autoantibody tests should be
considered [5, D].

This recommendation had a strong agreement of 9.1/10.

96% of rheumatologists felt that this recommendation was already implemented in
their practice.
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Ned’ Undifferentiated Arthritis

( * Early stage of classifiable disease
* Part of an overlap of disease

* Partial form of a defined disease

* Disease of unknown origin

UA envelops a heterogeneous group of recent onset arthritides that are not
classifiable within established criteria sets such as those of the American
College of Rheumatology (ACR) and The European League Against
Rheumatism (EULAR).

UA may represent an early stage of a classified form of arthritis that will eventually
be definable; an overlap of more than one disease; a partial form of a defined
disease; or a disease of unknown origin. UA overall has a better prognosis than
RA as it encompasses a spectrum of self-limited disorders. As compared to RA,
a patient with UA usually presents with fewer affected joints, less radiographic
erosions, better functional ability, and a greater likelihood of being seronegative.
Patients with UA are also less likely than patients with RA to require treatment
that involves the use of corticosteroids (such as Prednisone) or DMARDs and a
substantial proportion of UA patients remit spontaneously.

Hitchon CA, Peschken CA, Shaikh S, El-Gabalawy HS. Early undifferentiated
arthritis. Rheum Dis Clin N Am. 2005;31:605-626.
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 Rheumatoid factor (RF): IgM antibody directed to
the Fc portion of self IgG antibodies

« ACPA: Anti-citrullinated peptide antibodies:
Antibodies directed to citrullinated proteins
Citrullination is common with inflammation

*Rheumatoid factor (RF): IgM antibody directed to the Fc portion of self IgG
antibodies

*ACPA: Anti-citrullinated peptide antibodies: Antibodies directed to citrullinated
proteins

«Citrullination is common with inflammation

Rheumatoid factor and ACPA are autoantibodies which are associated with
rheumatoid arthritis.
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RF and ACPA are helpful for predicting both diagnosis and prognosis

The association of ACPA and RF with a diagnosis of RA at follow-up was
compelling in the retrieved literature. The presence of ACPA or RF also increased
the probability of developing persistent synovitis or having a worse radiographic
outcome.

The absence of ACPA or RF was diagnostically less helpful, and thus, if negative,
would not exclude a diagnosis of rheumatoid arthritis
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* For anti-keratin antibodies (AKA) and anti-
perinuclear factor (APF), evidence suggests
diagnostic usefulness, AKA also has some
prognostic value

* For all other markers, including auto-antibodies
and bone & cartilage biomarkers, the evidence
on diagnostic or prognostic value is scarce,
negative, or controversial

Other antibodies and soluble biomarkers

*For anti-keratin antibodies (AKA) and anti-perinuclear factor (APF), evidence
suggests diagnostic usefulness, AKA also has some prognostic value

For all other markers, including a variety of other autoantibodies as well as bone
and cartilage biomarkers, the evidence on diagnostic or prognostic value is scarce,
negative, or controversial

Other antibodies and soluble biomarkers have been studied, but there was
insufficient evidence to make a general recommendation. Availability of these tests
is also poor.
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+ Experts also advised clinicians to consider
performing additional auto-antibody tests if non-
RA systemic inflammatory disorders are
suspected

Other Autoantibodies

*Based on clinical experience, experts also advised clinicians to consider additional
autoantibody tests if non-RA systemic inflammatory disorders are suspected

Additional autoantibodies, including ANA and ENA tests may be helpful in the right
context. Some autoantibodies are very specific and in the right clinical context can
be very useful in establishing a diagnosis.
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 RF and ACPA are important tests in the
evaluation of patients with UPIA

» In patients with UPIA, a positive RF and/or ACPA
indicates a higher risk of progression to RA, and
the development of a persistent and/or erosive
arthritis

* Other auto-antibodies may be of value,
especially if a connective tissue disorder or
systemic inflammatory disorder is suspected

Summary

*RF and ACPA are important tests in the evaluation of patients with UPIA

+In patients with UPIA, a positive RF and/or ACPA signifies a higher risk of
progression to RA, and the development of a persistent and/or erosive arthritis

*The evidence is scarce, but other autoantibodies may have value, especially if a
connective tissue disorder or systemic inflammatory disorder is suspected



References RC

e R T T e e e P TR O P O R P E P EEERT T

+ Boire G, Cossette P, de Brum-Fernandes AJ, Liang P, Niyonsenga T, Zhou ZJ, et al. Anti-Sa
antibodies and antibodies against cyclic citrullinated peptide are not equivalent as
predictors of severe outcomes in patients with recent-onset polyarthritis. Arthritis Res
Ther. 2005; 7(3):R592-603.

*  Bukhari M, Lunt M, Harrison BJ, Scott DG, Symmons DP, Silman AJ. Rheumatoid factor is
the major predictor of increasing severity of radiographic erosions in rheumatoid arthritis:
results from the Norfolk Arthritis Register Study, a large inception cohort. Arthritis Rheum.
2002 Apr; 46(4):906-912.

+  Bukhari MA, Wiles NJ, Lunt M, Harrison BJ, Scott DG, Symmons DP, et al. Influence of
disease-modifying therapy on radiographic outcome in inflammatory polyarthritis at five
years: results from a large observational inception study. Arthritis Rheum. 2003 Jan;
48(1):46-53.

+ Cunnane G, Fitzgerald O, Beeton C, Cawston TE, Bresnihan B. Early joint erosions and
serum levels of matrix metalloproteinase 1, matrix metalloproteinase 3, and tissue inhibitor
of metalloproteinases 1 in rheumatoid arthritis. Arthritis Rheum. 2001 Oct; 44(10):2263-
2274.

+ Daragon A, Krzanowska K, Vittecoq O, Menard JF, Hau I, Jouen-Beades F, et al.
Prospective X-ray densitometry and ultrasonography study of the hand bones of patients
with rheumatoid arthritis of recent onset. Joint Bone Spine. 2001 Feb; 68(1):34-42.




References (cont.) RC

T e e T T T e TP e O R PO R PEE T

+ Devauchelle Pensec V, Saraux A, Berthelot JM, Alapetite S, Chales G, Le Henaff C, et al.
Ability of hand radiographs to predict a further diagnosis of rheumatoid arthritis in patients
with early arthritis. J Rheumatol. 2001 Dec; 28(12):2603-2607.

* Devauchelle Pensec V, Saraux A, Berthelot JM, Alapetite S, Jousse S, Chales G, et al.
Ability of foot radiographs to predict rheumatoid arthritis in patients with early arthritis. J
Rheumatol. 2004 Jan; 31(1):66-70.

* Duer A, Ostergaard M, Horslev-Petersen K, Vallo J. Magnetic resonance imaging and bone
scintigraphy in the differential diagnosis of unclassified arthritis. Ann Rheum Dis. 2008
Jan; 67(1):48-51.

* Gough A, Faint J, Salmon M, Hassell A, Wordsworth P, Pilling D, et al. Genetic typing of
patients with inflammatory arthritis at presentation can be used to predict outcome.
Arthritis Rheum. 1994 Aug; 37(8):1166-1170.

+ Isomaki HA. An epidemiologically based follow-up study of recent arthritis. Incidence,
outcome and classification. Clin Rheumatol. 1987 Sep; 6 Suppl 2:53-59.

+ Jansen LM, van Schaardenburg D, van der Horst-Bruinsma IE, Dijkmans BA. One year
outcome of undifferentiated polyarthritis. Ann Rheum Dis. 2002 Aug; 61(8):700-703.




References (cont.) RC

+ Jansen LM, van Schaardenburg D, van der Horst-Bruinsma I, van der Stadt RJ, de Koning
MH, Dijkmans BA. The predictive value of anti-cyclic citrullinated peptide antibodies in
early arthritis. J Rheumatol. 2003 Aug; 30(8):1691-1695.

+ Jensen T, Klarlund M, Hansen M, Jensen KE, Skjodt H, Hyldstrup L, et al. Connective tissue
metabolism in patients with unclassified polyarthritis and early rheumatoid arthritis.
Relationship to disease activity, bone mineral density, and radiographic outcome. J
Rheumatol. 2004 Sep; 31(9):1698-1708.

+ Klarlund M, Ostergaard M, Jensen KE, Madsen JL, Skjodt H, Lorenzen |. Magnetic
resonance imaging, radiography, and scintigraphy of the finger joints: one year follow up
of patients with early arthritis. The TIRA Group. Ann Rheum Dis. 2000 Jul; 59(7):521-528.

*  Knudsen LS, Klarlund M, Skjodt H, Jensen T, Ostergaard M, Jensen KE, et al. Biomarkers
of inflammation in patients with unclassified polyarthritis and early rheumatoid arthritis.
Relationship to disease activity and radiographic outcome. J Rheumatol. 2008 Jul;
35(7):1277-1287.

* Nielen MM, van der Horst AR, van Schaardenburg D, van der Horst-Bruinsma IE, van de
Stadt RJ, Aarden L, et al. Antibodies to citrullinated human fibrinogen (ACF) have
diagnostic and prognostic value in early arthritis. Ann Rheum Dis. 2005 Aug; 64(8):1199-
1204.




References (cont.) RC

R e e T e e e O O RO PO LR EOER L)

* van Gaalen FA, Linn-Rasker SP, van Venrooij WJ, de Jong BA, Breedveld FC, Verweij CL,
et al. Autoantibodies to cyclic citrullinated peptides predict progression to rheumatoid
arthritis in patients with undifferentiated arthritis: a prospective cohort study. Arthritis
Rheum. 2004 Mar; 50(3):709-715.

+ van Aken J, van Dongen H, le Cessie S, Allaart CF, Breedveld FC, Huizinga TW.
Comparison of long term outcome of patients with rheumatoid arthritis presenting with
undifferentiated arthritis or with rheumatoid arthritis: an observational cohort study. Ann
Rheum Dis. 2006 Jan; 65(1):20-25.

* Devauchelle-Pensec V, Berthelot JM, Jousse S, Samjee |, Josseaume T, Colin D, et al.
Performance of hand radiographs in predicting the diagnosis in patients with early
arthritis. J Rheumatol. 2006 Aug; 33(8):1511-1515.

+ Visser H, le Cessie S, Vos K, Breedveld FC, Hazes JM. How to diagnose rheumatoid
arthritis early: a prediction model for persistent (erosive) arthritis. Arthritis Rheum. 2002
Feb; 46(2):357-365.

+ van der Helm-van Mil AH, le Cessie S, van Dongen H, Breedveld FC, Toes RE, Huizinga TW.
A prediction rule for disease outcome in patients with recent-onset undifferentiated
arthritis: how to guide individual treatment decisions. Arthritis Rheum. 2007 Feb; 56(2):433-
440.

* Saraux A, Berthelot JM, Chales G, Le Henaff C, Thorel JB, Hoang S, et al. Ability of the
American College of Rheumatology 1987 criteria to predict rheumatoid arthritis in patients
with early arthritis and classification of these patients two years later. Arthritis Rheum.
2001 Nov; 44(11):2485-2491.

+ Kuriya B, Cheng CK, Chen HM, Bykerk VP. Validation of a prediction rule for development
of rheumatoid arthritis in patients with early undifferentiated arthritis. Ann Rheum Dis. 2009
Sep; 68(9):1482-1485.




