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Review

Autoantibody profile in juvenile chronic arthritis

ALISON M LEAK

From the Clinical Research Centre, Watford Road, Harrow, Middlesex

SUMMARY Patients with juvenile chronic arthritis (JCA) may be subdivided into a minority, who
carry IgM rheumatoid factor and have erosive polyarthritis resembling adult rheumatoid

arthritis, and the majority (9O0/o), who are seronegative by conventional means. Between 30 and

60% of patients with JCA have positive antinuclear antibodies (ANAs) according to the choice of

substrate for indirect immunofluorescence. The importance of ANAs is the frequent develop-
ment of associated asymptomatic chronic iridocyclitis, which may impair vision causing worse

handicap than the arthritis, which remains predominantly pauciarticular in two thirds of these
young children. ANA positive patients rarely possess antibodies to deoxyribonucleic acid (DNA)
or extractable nuclear antigens (ENA), and current studies suggest that several different nuclear
antigens, including histones, may be involved.
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Juvenile chronic arthritis (JCA) encompasses a
heterogeneous group of disorders whose clinical
subdivisions have been supported by immunogen-
etic studies.' 2 Among numerous immunological
abnormalities detected in JCA only antinuclear
antibodies (ANAs) and IgM rheumatoid factor (RF)
are currently thought to be useful in patient clas-
sification and management.3
About 10% of children with JCA have a seroposi-

tive arthritis resembling adult rheumatoid arthritis,4
but most never develop IgM RF measured by
conventional Rose-Waaler techniques.5 Of those
with seronegative disease, 2(-30% have a systemic
onset, and the remainder have either a pauciarticu-
lar or polyarticular arthritis.6

Children with seronegative polyarthritis may be
ANA positive, but ANAs are most often found in
children with late onset seropositive polyarthritis or
in early onset pauciarticular arthritis, particularly
when complicated by chronic iridocylitis.7 The
specificity of the ANAs is unknown, and serum
samples from these patients do not react with any of
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factors, indirect immunofluorescence, extract-

the well characterised nuclear antigens identified in
adult autoimmune diseases.

Patients with systemic JCA rarely possess auto-
antibodies and their presence implies a different
diagnosis, for example rash, fever, and arthritis with
high titre ANAs suggests systemic lupus erythema-
tosus or with low titre ANAs or RF suggests an
infectious aetiology.

The importance of methodology

In discussing fluorescent ANA studies and interpret-
ing low titre positive results the nature of the antigen
preparation used and the sensitivity of each system
is important.8 Wiik reported that most serum
samples from healthy adults and children were
positive for at least one class of ANA, usually IgM,
when tested undiluted in a highly sensitive assay,9
but other studies have only identified low titre IgG
ANAs in 2% of normal children.U)
A survey of 138 ANA positive children among

1442 paediatric immunology/rheumatology out-
patients found that a positive IgG ANA test at a

titre of at least 1/20 was associated with definite or

suspected autoimmune or rheumatic disease in 118
and a further nine had IgA deficiency,'2 which is

associated with an increased incidence of rheumatic
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disease in children.'3 14 Ten of the remaining 11
ANA positive patients had various infections, which
may cause a temporary low titre positive ANA
test,'5 and one had leukaemia.'2

In the detection of fluorescent ANAs more
sensitive substrates such as HEp, cells lead to
decreased specificity, with 6-9% of healthy children
having low titre ANAs (1/2(}1/40).16 17 Similarly,
newer methods of detecting IgM RF, for example
enzyme linked immunosorbent assays (ELISA),
lead to a loss of specificity for erosive adult type
polyarthritis unless low titre positive results are
ignored. 17

Antinuclear antibodies

Of all patients with JCA, 30(40O% are found to have
positive ANAs of IgG class at a dilution of 1/40
using rat or mouse tissue substrate.7 1x ' With
HEp2 cell immunofluorescence 5(070%o are posi-
tive,16 17 and in pauciarthritis associated with
chronic iridocyclitis 88-1000% are ANA posi-
tive.7 16 ( This disease pattern appears to be con-
fined to the young age group- and is associated with
the HLA antigens A2, DR5, and DRw8.2 23

Although less than 20% of patients with seronega-
tive JCA will develop chronic anterior uveitis,
with positive ANAs this increases to over 50%. As
the uveitis is asymptomatic but leads to severe loss
of vision in more than 20% of affected eyes27-29
regular slit lamp examination is important. Identi-
fication of IgG ANAs in the aqueous humour of
children with uveitis associated with JCA, at times
in the absence of serum ANAs, suggests local
synthesis.31" A role for soluble retinal antigen in the
pathogenesis of uveitis has been suggested,3' and
the histopathology and immunology of the eye in
JCA have recently been reviewed.32
Serum ANAs may be positive either before or

after the uveitis is discovered. ANA titres vary
considerably during the course of disease, showing
only weak associations with the activity of uveitis
but stronger correlation with the activity of arthri-
tis.33 In a study of 94 children with ANA positive
seronegative JCA, patients with arthritis which
remained persistently pauciarticular often had ANA
titres of 1/640 early in the course of disease, but the
ANA titre often became negative as the arthritis
became inactive. Other children have persistent
positive titres (1/80 to 1/160) associated with arthritis
extending to a polyarticular pattern, unresponsive to
long acting drugs. The joints of these children may
remain active for as many as 10 or more years with
considerable destruction and deformity; this pattern
of severe extending arthritis is also seen in children
who are ANA negative.

Rheumatoid factors

Seropositive polyarthritis accounts for 10o of JCA
and patients are usually girls aged 10-16 who have a
nodular erosive arthritis associated with IgM RF,
HLA-DR4, and which is indistinguishable from
adult RA.4 3 Mean levels of IgM antiglobulins
detected by immunosorbent assay in patients with
JCA are not usually raised above control values35
except in children positive by latex fixation,> but
Haynes et al have detected low titre IgM RF by
ELISA in 35% of patients with JCA including all
types of onset.'7 Indirect immunofluorescence can
detect IgM anti-IgG antibodies only in the adult
type of JCA and not in seronegative arthritis, but
these have also been found in juvenile onset
connective tissue disorders.36

In contrast, IgG anti-IgG antibodies can be
detected by indirect immunofluorescence in 88% of
patients with JCA under the age of 16 and in
children with other disorders,36 and by immuno-
sorbent assay in all subclasses of JCA, 3 where
latex positive patients have the highest levels.5
Variable results have been reported in controls.) 37

When a solid phase radioimmunoassay specifically
measuring IgG RF was used, however, no subgroup
of patients with JCA had values significantly dif-
ferent from those of controls and levels did not
correlate with age, disease duration, or erythrocyte
sedimentation rate. IgA antigammaglobulins have
also been identified in JCA3" and, like IgG anti-
globulins, have been associated with active disease,?
though their diagnostic value is doubtful. Certain
RF in adult RA may cross react with nuclear
antigens,38 and further studies of IgG RF found in
JCA may be of interest.
Hidden 19S IgM rheumatoid factors are infre-

quently reported in JCA but have been detected in
up to 68% of patients with JCA, though not in
healthy children.39 They are found in all types of
JCA, where they are associated with active
disease.411 Wernick et al were unable to detect
hidden RF in a small number of children,35 how-
ever, and Balogh et al found them in eight of 46
patients with JCA but also in 40% of controls.4'
Thus IgM RF by latex fixationlRose-Waaler is

important as a screening test for sero?ositive poly-
arthritis with a poor prognosis,4

4

but other
methods or assays of IgG RF have been unhelpful
in patient management.

Other autoantibodies

Fluorescent ANAs in JCA usually have a homo-
geneous pattern on tissue substrates but HEp2 cell
immunofluorescence of 131 JCA sera showed that
nuclear staining was fine speckled in 65 and coarse
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speckled in 29.16 Antibodies to intracellular antigens
(including Sm, RNP, PM-1, Scl-70, SS-A (Ro), and
SS-B (La)) have been looked for in 20,16 35,42 and
2543 patients with JCA. Only two children with
polyarticular JCA without uveitis had anti-RNP,42
though a further three children with anti-Sm or anti-
RNP, or both, were reported among 150 patients
with extractable nuclear antigens.44 Antibodies to
rheumatoid arthritis nuclear antigen (RANA) were
found in 8% of patients with JCA, all with active
disease, but they did not correlate with the presence
of RF.42 Anti-RANA may be frequently detected in
normal people, however.45

Forty six serum samples from 35 patients with
ANA positive JCA have been tested by counter-
immunoelectrophoresis and 24 of them also by
double immunodiffusion using as antigens either
rabbit thymus powder, human spleen extract, HEp2
or HeLa cell extracts, and the results were again
negative for Sm, Ro, La, PM-1, Scl-70, nuclear and
ribosomal RNP, Jo-1, centromere and nucleolar
antigens (Leak et al, unpublished data). Rosenberg
et al found that two of 14 patients with ANA positive
JCA had an antibody to a ribonuclease resistant
component of extractable nuclear antigens (i.e., not
ribonucleoprotein (RNP)) and one also had an
antibody to transfer ribonucleic acid (RNA) by
ELISA.46 Although further ELISA studies may be
useful,46 these more sensitive assays may measure a
spectrum of antibodies whose clinical significance is
uncertain.
Homogeneous ANA patterns are often due to

anti-deoxyribonucleic acid (anti-DNA) or antihi-
stone antibodies. Cassidy et al reported a study of
antibodies to native DNA by the Farr assay in 172
children with JCA, including 28 with uveitis, and
91% of the patients had active disease.48 All
patients with JCA had less than 10% DNA binding
with a mean of 2-8%, and Cassidy concluded that 'if
properly controlled' antibodies to double stranded
DNA (dsDNA) are absent in JCA. In several other
studies of patients with JCA (Leak et al, unpub-
lished data)7 42 46 49-51 only occasional children have
been found with low titre anti-dsDNA anti-
bodies.46 49 50
We have also screened 63 children with JCA for

the common anti-DNA idiotype 16/6 and found only
one patient with systemic JCA with a raised value.52
Ten children have been reported who developed

systemic lupus erythematosus (SLE) between 21/2
and 21 years after the onset of JCA.s At the time of
diagnosis of SLE they had a mean DNA binding of
25%, and retrospective study of stored serum
samples showed that four patients had raised DNA
binding before the clinical detection of SLE. In a
child developing ANA positive arthritis after the age

of 10, particularly in association with fever, or in a
patient with JCA who develops persistent antibodies
to dsDNA, the diagnosis of SLE should be carefully
considered.5

Unlike antibodies to dsDNA, those binding single
stranded DNA (ssDNA) are found in many dis-
orders and in healthy controls.55 We have found
raised levels by ELISA in 12/26 ANA positive
patients with median levels of IgG anti-ssDNA
antibodies (raised in eight patients) significantly
higher than in other forms of JCA or controls52 and
not in association with active arthritis as reported by
Haynes et al.17 Low titre anticardiolipin antibodies
have been detected by radioimmunoassay in 10/34
patients with ANA positive JCA in association with
active arthritis and a poor,outcome.52 The presence
of anticardiolipin antibodies did not correlate with
the presence of anti-ssDNA antibodies, and there
was no evidence of current infection or stigmata of
the antiphospholipid syndrome.56 In systemic JCA
and juvenile SLE anticardiolipin was often associ-
ated with active disease but also with infection. The
significance of these findings needs to be evaluated
in prospective studies.
Only occasional patients with JCA are positive for

antihistone antibodies by the acid elution and
reconstitution technique (Leak et al, unpublished
data),'7 51 though this percentage may be higher
in seropositive JCA as up to 24% of patients with
rheumatoid arthritis have antihistone anti-
bodies.38 57

Preliminary observations with immunoblotting in
JCA58 59 suggest that antihistone antibodies may be
responsible for the lines obtained in six out of nine
patients with strongly positive homogeneous pattern
ANAs58 and in 24/50 patients with pauciarticular
JCA reported by Malleson et al.59 The commonest
lines seen were a doublet at 33 kilodaltons, probably
histone HI, but other lines at 40-49 kilodaltons were
detected in 10 patients with JCA, none of whom had
uveitis.
Numerous other immunological abnormalities

have been identified in children with JCA, including
antibodies to bovine type I and human type II

17 6()6162 3collagen, circulating immune complexes,62 63
anti-T cell antibodies,64 65 and abnormalities in
natural killer cell activity,' the autologous mixed
lymphocyte reaction,67 and the production of both
interleukin 168 69and 2.69 At present the significance
of these observations in the development of the
disease is unclear.

Conclusions

It is likely that the ANAs in JCA bind to a number
of diverse nuclear antigens. Most well characterised
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autoantibodies are not found in JCA: the prevalence
of some, such as anti-RNP, anti-DNA, and anti-
RANA, is low and they are usually found in
association with active disease or polyarthritis, or

both. The striking association of ANAs with chronic
iridocyclitis suggests an aetiopathogenic role and
gives impetus to the search for the intracellular
antigen involved. The ANAs in seropositive
juvenile rheumatoid arthritis, probably of different
immunospecificity, have been little studied and
although the role of IgM RF in erosive polyarthritis
is recognised, as in adult RA further characterisa-
tion of the relation between ANAs and RF may help
in understanding the aetiology of the disease.38 It is
important that all studies use well defined subgroups
of patients to clarify some of the unresolved ques-

tions about autoantibodies in JCA.
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