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It is a famous saying that “extremes” of anything are
precarious. When it comes to Rheumatic Diseases, the two
extremes of the disease can be identified –

1. “Very very early stage”, preferably called “pre-
rheumatic stage”

2. “Refractory to treatment”. Practically denotes
refractory to various treatment protocols.

Identification of the first extreme, “the pre-clinical stage”,
helps in deciphering the future likelihood of the disease. At
this stage, therapeutic intervention is likely to either abort
the disease or achieve an early remission.

Identification of the other extreme, when the disease can
be defined as refractory to treatment or “difficult to treat” (D
to T) rheumatoid arthritis.

These symptomatic patients of rheumatoid arthritis
reflect a complex interplay of disease. This stage is a
stimulus for opening up new vistas of therapy including
“alternative medicine”.

The principal goal in the management of rheumatoid
arthritis is reaching or achieving sustained remission or
produce minimum or low disease activity. The earliest
phases of rheumatoid arthritis have been designated
variously as probable rheumatoid arthritis, very early
rheumatoid arthritis, pre-clinical rheumatoid arthritis,
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autoantibody-positive arthralgia, and early undifferentiated
arthritis progressing to rheumatoid arthritis. To avoid
confusion, the term” pre-rheumatoid arthritis” has been
coined for the evolving stage of the disease, before the
clinical appearance of rheumatoid arthritis. The presence
of abnormalities in the immune function and immune
responses characterize this stage.

The environmental factors’ interplay with the genetic
factors sequentially. This is suggested to initiate and
propagate the required autoimmune process to generate
the disease, rheumatoid arthritis. Finally, the inflammatory
response of the tissues starts producing symptoms.

The disease-related autoantibodies like anticitrullinated
peptide antibodies (ACPA) develops and sometimes also
rheumatoid factors (RF), much before clinical features of
tissue inflammation appear. Minimal features developing at
the earliest labels them as unclassified or non-specific before
the symptoms, signs fully bloom into rheumatoid arthritis.

These ‘at risk’ individuals pass through different stages
before the disease appears with its classical picture.
Stage I – Interplay of environmental and genetic risk factors.

Stage II – Production of autoantibodies like ACPA and
sometimes RF.
Stage III - Arthralgia / joint stiffness but no clinical arthritis.

Stage IV - Arthritis in one / two joints – early
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/ undifferentiated arthritis intermittent appearance is
pronounced foalindronic rheumatism.
Stage V – Some patients develop into typical classical
established rheumatoid arthritis.

The “pre-rheumatoid arthritis” can be labeled before any
stage of the disease but only retrospectively in a patient, who
has subsequently developed rheumatoid arthritis.

1. The environmental risk factors of rheumatoid arthritis
need to be discussed first because these contributing
factors are preventable like:
1. Infection
2. Periodontitis
3. Smoking
4. Dietary factors
5. Obesity
6. Hormonal factors

2. Genetic risk factors - HLADR4 is the genetic link
in about 70% of rheumatoid arthritis patients. This
susceptibility associated with the DRβ1 allele – the
third hypervariable region – is called SE (susceptibility
epitope). PTPN 22 and PADI-4 (Protein tyrosine
phosphatase 22 and peptidyl arginase deiminase) are
the other two genes that carry the two-fold risk of
developing rheumatoid arthritis, apart from other genes
carrying lower risk.

3. Symptoms without clinical evidence of arthritis -
Arthralgia or joint stiffness with positive rheumatoid
factor and/or ACPA can unusually be seen without any
evidence of arthritis. After the passage of sometimes,
they progress to classical rheumatoid arthritis, denoting
it to be a ‘pre-RA phase’.

4. Systemic Autoimmunity Associated with RA –
Asymptomatic patients having positive rheumatoid
factor and/or ACPA are grouped under this heading.
This is based on the studies that antibodies related
to RA are present in the system before the diagnosis
of RA, making it abundantly clear that the presence
of rheumatoid factor and ACPA is a highly specific
predictor of the oncoming RA.

5. Undifferentiated Arthritis - There is the involvement
of more than monoarticular affection without fulfilling
the criteria for RA or any other connective tissue
disease, finally 30-40% progress to classical RA in
long-term follow-up. This “diagnosis of exclusion”
does not satisfy the classification criteria of a well-
recognized rheumatic disease, still has the potential for
the development of persistent inflammatory arthritis.

Screening individuals with a high risk of developing
RA in the future should selectively be used amongst
first-degree relatives of RA patients, autoantibody-positive
individuals, twins of RA patients. This screening can
also cover the population with high disease prevalence.
Though these studies prove costly, they can evolve into a

management program where the disease can be arrested
or aborted even before it becomes clinically evident. Such
screening programs can evolve into preventive strategies.
Symptomatic patients require to be managed effectively
with early achievable remission or low disease activity.

1. The Other Extreme

A significant proportion of patients with rheumatoid arthritis
continue to remain symptomatic even after the management
of appropriate recommendations. They have been coined
“difficult-to-treat” (D2T) RA. EULAR steering committee
resolved this terminology based on a survey amongst
international rheumatologists.

The undermentioned three criteria have been agreed to
define the mandatory components within the framework of
“difficult-to-treat” RA:

1. Failure of ≥ biological DMARDs/ tsDMARDs even
after treatment as per EULAR recommendations after
failure of csDMARDs (unless contraindicated).

2. Presence of at least one –
a. Moderate disease activity at least.
b. Presence of active disease - Signs and/or symptoms.

c. Inability to taper glucocorticoid treatment.
d. Presence of rapid radiographic progression.
e. Compromised quality of life due to RA symptoms

3. Problematic management of signs and/or symptoms as
perceived by rheumatologists and/or patients.

A clear definition has been lacking for these patients
eluding remission or low disease activity despite the
addition of newer drugs and new management approaches.
Different terms have been in use for these patients like
severe, refractory, resistant to multiple drugs or treatments,
complex, and established. Difficult-to-treat is a widely
accepted term in pulmonology, psychiatry, and cardiology,
hence, was accepted by the EULAR task force.

The clinical challenge of managing difficult-to-treat
RA will require practical management recommendations.
Several factors including persistent inflammatory activities
due to the resistance of the disease to DMARDs, limited
drug options due to adverse drug reactions, and/or co-
morbidities precluding the use of DMARDs or non-
adherence to treatment, may complicate the management
of these patients. Concomitant diseases like psychosocial
factors, fibromyalgia, and osteoarthritis can result in
non-inflammatory pain mimicking inflammatory activity.
EULAR management recommendations are still under
development but hopefully are likely to cover both
underlying inflammatory and non-inflammatory factors.
The definition encompassed:

1. Treatment failure history
2. Characterization of active / symptomatic disease
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3. Clinical perception

Acceptable glucocorticoid dose for chronic use remains a
matter of discussion but there is no denying the fact that
a significant number of RA patients are treated with long-
term glucocorticoids. Current EULAR recommendations
consider using glucocorticoid on initiating or changing
CsDMARDs with simultaneous emphasis on tapering
glucocorticoid as rapidly as clinically feasible. The risk
of harm is generally low at long-term doses of ≤ 5 mg
prednisone equivalent/day as perceived by the task force
in charge of evaluating the risk of long-term GC therapy.
Inability to taper glucocorticoid treatment below 7.5 mg/day
prednisone or equivalent has been listed as criteria by this
EULAR task force with its limitations.

Achieving sustained remission or low disease activity
following current EULAR recommendations is the principal
goal of RA management. A newer management protocol
should necessarily be developed for these difficult-to-
treat RA patients. Robust and consistent identification
of these difficult-to-treat patients has been achieved by
this EULAR definition requiring further work to provide
detailed recommendations for management.
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