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Undifferentiated arthritis defined by 3e
(Evidence, Expertise, Exchange) initiative in
Rheumatology ( Phase 111 2008-2009)

Clinically apparent joint swelling is observed
in at least one joint

and

Diagnostic/classification criteria for any
rheumatologic disorder are not fulfilled after
initial visits and investigations
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How to Investigate and Follow Up

697 rheumatologists from 17 countries

* By way of a Delphi process, the group
selected 9 questions
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Differential dx & minimal clinical, laboratory, and
imaging investigations.

Diagnostic and predictive value of demographics,
medical history, and physical examination .

Diagnostic and predictive value of APR.
Diagnostic and predictive value of antibodies.
Diagnostic and predictive value of radiography.

Diagnostic and predictive value of the imaging
studies: USG, MRI.

Diagnostic and predictive value of genetic markers.
Contribution of synovial biopsy. and

Assessments of disease activity (DAS, SDAS, SDAI,
CDAI).



An algorithm was created to represent
the dynamic nature of the condition.



Undifferentiated
Arthritis

?

1. Does it fit with with any specific rheumatic disease?
2. How to assess the disorder-prognosis/remission?

3. How to investigate?

4. Does the patient need any specific management? Or
5. Can we wait?



History & physical examinations

* Age

 Gender

* Geographic area

* Functional status

* Duration of symptoms/early morning stiffness

* Number and pattern of swollen and tender
joints

* Axial/ entheseal involvement and

* Extra-articular/ systemic features



Patient characteristics may predict
diagnosis OR prognosis

Diagnosis

‘

Prognosis



Can features on history or physical
exam help predict a diagnosis or
prognosis in patients with UA ?



Compiled historical and physical exam
features with diagnostic utility for RA
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Historical and physical exam features

found to have prognostic utility
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Predictors for Diagnosis and
Prognosis Overlap

Diagnosis

o=

Prognosis




 UPIA may evolve into a specific diagnosis over
time, or may remain undifferentiated with varying
prognoses

« Certain historical features and findings on
physical exam can help predict both diagnosis
and prognosis and should be sought as part of a
complete history and physical exam



ESR and CRP
Should be performed

* At baseline for diagnosis and prognosis
 Repeated when clinically relevant



Predictors of Diagnosis and
Prognosis Overlap

Diagnosis
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Prognosis




ESR and CRP can predict
diagnosis/prognosis in UA

Diagnosis

-RA Some value Some value
-SpA X No value
Prognosis

-Persistence No value Some value
-X-ray progression X Some value
-Structural damage  No value X
-Functional disability x Some value

X = no studies available which address this question



Repeat Acute Phase Reactants
When Clinically Relevant

n:JO

Specific Specific
Diagnosis Prognosis

Self-Limited
Arthritis

Given the potential for evolution of UPIA over time, experts recommended
that ESR/CRP should be repeated when clinically relevant.



RF and ACPA are helpful for predicting
both diagnosis and prognosis

Diagnosis , Rheumatoid
Arthritis
Persistent
Synovitis
y Prognosis
Radiographic

Change



RF and/ or ACPA positivity

* Higher risk of progression to RA and

* Development of a persistent and erosive
arthritis



Detection of erosion is important for UA
diagnosis and prognosis




X-rays

* Radiological erosions,
e Larsen grade 1, and
* Higher Sharp van der Heijde score
at baseline indicates progressive disease



Baseline X-rays are helpful with both Q
dlagn05|s and prognosus in patlents W|th UPIA C

Diagnosis , Rheumatoid
Arthritis
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y Prognosis > X-ray

changes



Which X-rays and How often?

* Radiographs of affected joints, hands, wrists,
and feet * sacroiliac joints

* Clinical value of hands and feet radiography

* Should be done at baseline and repeated
within one year if persist



* There is insufficient evidence to recommend

routine use of MRI and USG for prognosis in
UA and suspicion of RA

 MRI of hands and wrist could be considered
for diagnosis



MRI in RA

An extremity MRI T1-weighted image of
the carpus

The coronal slice shown was acquired using an Esaote C scan machine

Freeston, Jane; Bird, Paul; Conaghan, Philip. (2009) The role of MRI in rheumatoid arthritis: research and clinical issues.
Current Opinion in Rheumatology. 21(2):95-101 DOI: 10.1097/BOR.0b013e32832498f0



MRI in UA

« Bone marrow edema was found to be an
independent predictor of the future development of

RA from UPIA (1)

« The presence of MRI synovitis and erosion pattern
with the involvement of several hand joints but not
the first carpometacarpal joint increased the
probability of developing RA (2)

Ann Rheum Dis 2008;67:48-51.
Arthritis Rheum 2009;61:772-8.



Ultrasound in RA .

Grayscale and power Doppler ultrasound images of synovial hypertrophy
in patients with rheumatoid arthritis
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* MRI and ultrasound may be useful in
the evaluation of patients with UA,

 Evidence to date is insufficient to
support a general recommendation



HLA-B27

* Current lack of
evidence for the
practical utility of
genetics in UA

* HLA-B27 may be
helpful when
spondyloarthropaty
is suspected




Synovial biopsy

 Evidence does not support the role for synovial
biopsy in the routine evaluation of patients with
UPIA

* Synovial biopsy may be helpful in patients with
persistent monoarthritis



Factors which predict diagnosis & 3
prognosis also predict persistence -

Diagnosis
Persistent

- Inflammatory
Arthritis

Prognosis




Factors which are independently Q
associated with persistence of . c

Disease durationC6 weeks

Morning stiffness > 30 minutes
Functional impairment

Involvement of small joints and or knee
23 joints involvement, anti-ccp and or RF
positivity

Presence of radiographic erosion

Persistent

Inflammatory
Arthritis




Criteria for predicting and classifying RA

What is the age in yearse Multiply by 0.02 Joint involve ment

What is the sex? 1 large joint 0
Female 1 point 2—10 large joints 1

What is the distribution of involved joints 1—3 small joints 2
Small joints hands feet (.5 point 4—10 small joints 3
symmetric (.5 point =10 joints (ot least 1 small joint) 5
Upper extremities 1 point Serology
Upper and lower extremities 1.5 paints MNegative RF and anti-CP 0

What is the 100 mm VAS score for moming stiffness® Low positive RF or anti-CP {1—=3 ULN]) 2
26—70 mm 1 point High paositive RF or anti-CP 3
=20 mm 2 points Acute phase reactants

What is the number of tender joints2 Mormal ESR and CRP 0
4-10 0.5 paint Abnormal ESR or CRP 1
11 or more 1 point Duration

What is the number of swollen joints <6 weeks 0
4-=10 0.5 point =6 weeks 1
11 or more 1 point Definite RA is a score of & or greater.

What is the CRP level2
5—50 mg/litre (.5 point
=50 mag/litre 1.5 points

Is the patient RF positive?
Yes 1 point

Is the patient CP antibody posifive?
Yes 2 points

Left hand column is the Leiden Early Arthritis Clinic Predidion rule {van der Helm), and the right column is the 2010 ACR/EULAR RA dassification criteria
(Aletaha). ULN: upper limit of normal. VAS: visual analeg scale.

* No progression to RA in 91-94% of UA patients with scores 6
* Progression to RA in 84-100% of those with scores 8



* Spontaneous remission in 50 % cases,
* Progression to RA in 50% cases

Clin Exp Rheumatol. 2004;22(5 suppl 35):52eS7.
Ann Rheum Dis 2006;65:20-5.

Br J Rheumatol 1996;35:1096-100.

Br J Rheumatol1993;32:97-103.



How should disease activity be 3
assessed? C

« Acute Phase Reactants

Physicians Global Assessment

Tender/swollen joint counts

Patient reported measures

Patient function
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Assessment of UA

WHODAS (WHO Disability Assessment
Schedule)

LHS (London Handicap Scale)

DRP (Disease Repercussion Profile)

HAQ (Health Assessment Questionnaire)

3 physical measures

— RADAI (RA Disease Activity Index)

— McROMI (McGill Range of Motion Index)
— NOAR-DJC (NOAR Damage Joint Count)



Commonly used measures of
disease activity

Tender joint 66

count

Swollen 66 28 28 28
joint count

ESR/CRP + + +
Patient + + + +
global

Physician + +

global



How should disease activity be P
assessed? C

oooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

+ Acute Phase Reactants

*

Physicians Global Assessment

« Tender/swollen joint counts
- Patient reported measures

Patient function

I T

Many options available
More important is to choose a validated measure(s) and
follow over time
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Al least 1 swollen joint

¥

oi )
confirmed

Are there any other fealures b
prasent in the clirical d
presentation, laboratory -}
Investigations™ and imaging™?

Full history
and P/E
Is there a history (+) 5[ Investigate
of trauma? and treat
¥ ()
Is there a suspicion of {+) Perform
infaction cr crystals > Arthrocentesis
+)
Mon-diagnostic

ﬂ‘.‘-i Treat '

+(*)

Is there a spacific diagnosis?
Group DDx according to
l_ number of joints —l
OME JOINT MORE THAN ONE JOINT
Top conslderations: Top considerations:
-Axial and peripheral SpA -Rheumatoid arthritis
-Ostecarthritis -Connective lissue disease
-Crystal-related arthritis -Axial and paripharal SpA
-Infectious -Crystal-related arthritis
-Rheumatoid arihrilis -Osteoarthritis

DOther considerations:
-Avascular necrosis
-Connective tissue disease
-Sarcoidosis

-Malignancy

-\iral

-Lyme disease
-Endocrinological
-Polymyalgia rheumatica
-Adult Onset Still's Disease
“asculitis

Dther considerations:
-Avascular necrosis
-Sarcoidosls
-Malignancy

-Infectious

\iral

-Lyme disease
-Endocrinological
-Polymyalgia rheumnalica
-Adult Onset Still's Disease
“Vasculitis

Consider revisiting
diagnosis and obtaining
additional investigations

periodically or if new
features or worsening of
clinical condition

0!

Specific

Diagnosis
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Goals of Management

* |Identify patients who are going to have
progressive and persistent disease

* Commence safe and effective treatment to
halt the progression from UA to RA

 Maintain them in a state of minimal disease
activity to improve long term outcome and
reduce disability.



Drug therapy

= DMARDs (MTX)
" Biological agents

= Oral, intramuscular or intra-articular
corticosteroids

= Combination therapy



The IMPROVED study

Initial treatment with MTX and a tapered
high dose of prednisone results in similarly
high remission percentages after 4 months
(about 60%) in RA patients, regardless of
fulfilling the 1987 or 2010 criteria, and in UA
patients.

Ann Rheum Dis 2012;71:1472-1477. doi:10.1136/annrheumdis-2011-200736



Baseline and clinical characteristics after 4 months of patients achieving
remission vs not achieving remission

Remission Mo remission

Baseline N=375 N=221 p Value

DAS (mean, SD) 2.99 (0.85) 3.57 (0.92) =0.001
Swollen joint count 5 (2-9) 71({3-12) 0.001
Tender joint count 5 (3-8) 8 (6—14) <0.001
VAS general health, mm (mean, S0} 42 (24) 52 (21) =< 0.001
ESR mm/h (median, IQR) 23 (10-38)  25(13-41) 0.20

HAQ (mean, SD) 1.03 (0.65) 1.37 (0.62) =0.001

Small joints* (median, IQR) 8 (4-13) 12 (7-18) =0.001

Large jointst (median, [QR) 1(0-2) 2(1-4) =0.001

Age, years (mean, SD) 52 (14) 51 (14) 0.54

Symptom duration, weeks (median, I0R) 16 (9-30) 21 (9-37) 0.08

Female no. (%) 231 (62) 172 (78) =0.001

RF positive no. (%) 219 (58) 111 (50) 0.09

ACPA positive no. (%) 220 (59) 106 (48) 0.007

Diagnosis RA (2010) no. (%) 291 (78) 177 (80) 0.46

EMI 25.4 (3.9) 26.6 (5.1) 0.001

Follow-up (4 months)

DAS (mean, SD) 0.94 (0.36) 2.45 (0.65) <20.001
Swollen joint count 0 (0-0) 1(0-4) <0.001
Tender joint count 0(0-1) 4 (3-8) <[0.001
VAS yeneral health, mm (mean, S0} 13 (14) 36 (21) <0.001
ESR mm/h (median, IOR) 6 (3-13) 11 (6-22) <0.001

HAQ (mean, S0) 0.23 (0.33) 0.82 (0.59) = 0.001

Ann Rheum Dis 2012;71:1472-1477. doi:10.1136/annrheumdis-2011-200736



PROMPT Study Results: Patients With RA Diagnosis

B Methotrexate

M Placebo
= 100+ :
2
2 80- i
= '
= ;
A 60- E
= 40- :
£ a
@ 20-
- [ ]
c '
2 :
0 |
o & Months 30 Months 1 30 Months
Total {  Anti-CCP
i Positive

Arthritis Rheum. 2007;56(5):1424-1432.



Dutch RA monitoring remission (DREAM)

Arthritis Rheum. 2011,;63: 2865e2872.



Finnish Rheumatoid Arthritis Combination
Therapy (Fin-RACo) study

80% - .
m 3x therapy

60% - W 1x therapy

40% -

20% -

0% -

1yr Remission 2yr Remission ACRso1yr  ACRs502yr

Depicts those achieving a modified preliminary ACR remission
using triple therapy(MTX/SSZ/HCQ/Pred) or single
therapy(SSZ/Pred) within the Fin-RACo study, * % p < 0.05.

Lancet. 1999;353:1568e1573.



Abatacept vs Placebo
(The ADJUST trial)

* Abatacept delayed progression of UA/very
early RA in some patients. An impact on
radiographic and MRI inhibition was seen,
which was maintained for 6 months after
treatment stopped.

* This suggests that it is possible to alter the
progression of RA by modulating T-cell
responses at a very early stage of disease.

Ann Rheum Dis 2010;69:510-516. doi:10.1136/ard.2009.119016



The STIVEA trial

Treatment of patients with very early
Inflammatory Polyarthritis with IM
methylprednisolone acetate appears to
postpone the prescription of DMARDs and

prevent one in 10 patients from progressing
into RA.
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The cumulative percentage for starting disease-modifying
antirheumatic drugs in the glucocorticoid-treated arm
(solid line) and the placebo-treated arm (dashed line).

Ann Rheum Dis 2010;69:503-509. doi:10.1136/ard.2009.119149



(a) Remission
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(A) Remission percentages after 1 year and 30 months follow-up of the four completed placebo
controlled trials on temporary treatment of patients with UA. (B) Percentages of patients who
progressed to rheumatoid arthritis after 1 year and 30 months follow-up of the four completed
placebo controlled trials on temporary treatment of patients with UA * p=0.048;

Drug therapy in undifferentiated arthritis:a systematic literature review Ann Rheum Dis 2013;72:1436-1444.
doi:10.1136/annrheumdis-2012-203165



Take Home Message

* Half of the patients with UA goes into
spontaneous remission & half progress to RA.

e Patients with UA benefit from early treatment
with MTX.

 Combining multiple DMARDs or DMARDs with
corticosteroids and biological agents may be
more beneficial.

 Which treatment may provide the best results or
may alter the disease course has still to be
determined.






