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Presentation Â Previously fit 60 yo 
man complaining of a 
swollen left knee

Â No other joints 
involved

Â PH
Â Tonsils

Â Appendix

ÂOne episode iritis

Â SH
Â Accountant

Â Smokes 10 cigs per day

Â FH
ÂMother RA

Â Aunt with Hashimotos

Diagnosis
Â Osteoarthritis

Â Spondylo-arthritis

Â Reactive Arthritis

Â Psoriatic Arthritis

Â Ankylosing Spondylitis

Â Undifferentiated SpA

Â Gout

Â Pseudo-gout

Â Infection

Â Rheumatoid Arthritis

Â Vasculitis

Clues
Â OA

ÂGelling, worse after use, old injury etc

Â SpA
Â Family history, previous episode, preceding gi infection, iritis, 

back pain with MS, heel pain (enthsitis), psoriasis, dactylitis, 
SI joint tenderness

Â Gout
Â Previous acute attacks, family history, polynesian 

comborbidities

Â Pseudo-gout
Â Atypical OA

Â Infection
Â Systemic symptoms

Â RA
Â FH, tender mtps

Â Investigation?



Joint Aspirate Joint Aspirate

Â Normal <50/mm3

Â Minimal inflammation 200-2000

Â Inflammation 2000-75000

Â Infection >100,000

Synovial fluid microscopy

Imaging:X-RAY Early RA

ÂEarly erosions 

at a typical site 

on the ulnar 

styloid in early 

rheumatoid 

arthritis

MRI in early RA



Blood Tests?

ÂHLA-B27??

ÂRheumatoid Factor

ÂAnti-CCP antibodies

ÂANA??

ÂANCA?

ÂUrinalysis

ÂCa, PO4

ÂFerritin

CCP
Antibodies to 

CCP
Anti-CCP antibodies

Sensitivity Specificity

Anti-CCP 0.68 0.96

Anti Keratin Ab 0.46 0.94

IgM RF 0.75 0.74

Note:  37% RF neg samples CCP pos. 

Union et al.  Arthritis Rheum, 2002;46:1185-95

Bas et al.  Rheumatology, 2002;41:809-814

Presentation of RA and CCP

ÂPeripheral Polyarthritis

ÂPalindromic Rheumatism

ÂIntermittent polyarthritis

ÂMono-arthritis

ÂPolymyalgia Rheumatica
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Heritability of RA

ÂTwin studies MZ concordance 15%

DZ concordance 4%

ÂFamilies 1st degree rel OR 4.4

Uncles/aunts 1.95

ÂHeritability estimate 50% ï65%

RA Genetics HLA-DR

Â DR 1 0401/0404/0405/0408

Â DR 1 0101/0102

Â DR 1 1001

Â DR 1 1402/1406

Â Shared Epitope:

Residues 70 ï74 QKRAA, QRRAA, RRRAA 

RA: Genetics

1. T allele-Tryptophan (W) for arginine at codon 620

2. RA OR Tallele (620W) 1.5 ï2.0

TT 4

3. Diabetes Type I, SLE, Graves Disease, Hashimoto Thyroiditis (

4. Not MS or Crohnôs Disease

1. Gregersen PK, Batliwalla F.  Arthritis & Rheumatism 2005;52:1952-5
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RA: Genetics and Smoking

ÂShared epitope DR4 2.8

ÂSmoker 2.4

ÂSE plus smoker 7.5

ÂSE homozygote plus smoker

15.7

ÂKlareskog et al.  Arthritis and Rheumatism 

2004;50:3085-3092



RA: HLA-DR and smoking
Presentatio

n
Â 38 y woman c/o 8 wk pain 

and stiffness hands

Â Examination shows mild 
swelling
Â Wrists

Â MCPs

Â PIPs 

Â Feet tender to trans-
metatarsal pressure

Â RF pos, CCP  155

ÂWhat treatment 
will we give?

DMARD options
ÂMild

ÂMinocycline, Hydroxychloroquine

ÂModerate
ÂSulphasalazine

ÂStrong
ÂMethotrexate, Leflunomide

ÂSteroids

ÂCombination
ÂMTX,SAS,HCQ; MTX, Lef;   (MTX, CyA)

ÂBiologics

Early RA treatment

ÂMilder presentation
ÂProdromal

ÂIntermittent arthritis

ÂMild Rx: minocycline, HCQ, SAS

ÂModerate presentation
ÂActive persistent arthritis

ÂSAS if mild

ÂStraight to MTX otherwise

ÂSevere presentation

Early RA Rx: Severe 
Â Indicators of severity

ÂPersistent active arthritis affecting many joints

ÂPersistent high CRP

ÂExtra-articular and systemic features

ÂHigh levels autoantibodies: RF, CCP

ÂEarly joint damage: MRI (X-ray)

ÂTreatment
ÂMTX, start 10-15 mg/wk; escalate 5 mg/month

ÂSteroids

ÂCombination early: MTX,SAS,HCQ: MTX, Lef

ÂBiologic 

Early RA Rx: Steroids: BeSt 

Trial

Â BeSt trial: 508 patients, 4 groups

Â Groups:
ÂMonotherapy: MTX, then SAS, then Lef, then MTX, TNF

ÂCombination: MTX, add SAS, add HCQ, add prednisone

ÂCombination plus steroids: MTX, SAS, HCQ plus pred

ÂMTX plus anti-TNF (Infliximab)



The role of corticosteroids 

in the treatment of 

Rheumatoid Arthritis

1. Diurnal variation in symptoms

2. Mechanisms of action

3. Do they have a disease modifying 
effect?

Conn DL, Lim SS.  Current Opinion in Rheumatology, 
2003;15:193-6

Moreland and OôDell  Arthritis and Rheumatism 
2002;46:2533-2563

Glucocorticoid regulated genes

Increased gene transcription
Lipocortin-1 (anexin-1)

2-adrenoceptor

Secretory leucocyte inhibitory protein, CC-10

IL-RII, IL-1ra

I B-

Decreased gene transcription
Cytokines

IL-1, IL-2, IL-2, IL-4, IL-5, IL-6, IL-8, IL-11, IL-13, TNF- ,
GM-CSF

Chemokines

RANTES, eotaxin,  MIP1- , MCP-1, MCP-3

Enzymes 

iNOS, COX-2, cPLA2

Adhesion molecules

ICAM-1, VCAM-1

Adcock et al, Immunology and Cell Biology, 2001;79: 376-384

Circadian rhythms in RA

Â Cortisol peak is blunted in 

active RA

Â TNF peak is increased in 

active RA

Â Aim: restore steroid peak and 

suppress TNF peak

Â Give prednisone in rising 

phase of TNF production

Â Prednisone dose at 2 am

Â Controlled release prednisone

Van Everdingen et al.  Ann Int Med, 

2002;136:1-12

Sharp Score

Å81 patients with new onset 

RA

Å41 prednisone 10 mg mane

Å40 placebo

Åcould start sulphasalazine at 

6         months as rescue 

therapy

Åsignificantly less erosion 

(Sharp Score) at 12 months 

and 18 months (p=0.04) and 

at 24 months (p=0.02).

Steroids in RA

1. Bridging therapy ð i/m use, eg, monthly x 3

2. Intra-articular

3. Disease modifying-probably-use in early 

disease confers benefit for up to 5 years

Zoledronate in RA: erosions

Â Zoledronate 5 mg in addition to MTX at 6 months

Â Arthritis and Rheumatism 2006;54:1410-1414


