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Pain on toes

Target population (Who should be tested?): Patients who
1) have at least 1 joint with definite clinical synovitis (swelling)*
2) with the synovitis not better explained by another diseaset
Classification criteria for RA (score-based algorithm: add score of categories A-D;
a score of =6/10 is needed for classification of a patient as having definite RA)¥
A. Joint involvement$
1 large jointd
2-10 large joints
e Deletion of Hand involvement
4—10 small joints
>10 joints (at least 1 small joint) T
B. Serology (at least 1 test result is needed for classification)i+
Negative RF and negative ACPA
Low-positive RF or low-positive ACPA
High-positive RF or high-positive ACPA
C. Acute-phase reactants (at least 1 test result is needed for classification) 5§
Normal CRP and normal ESR 0
Abnormal CRP or normal ESR 1
D. Duration of symptoms¥1
<6 weeks
=6 weeks
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Gout

Infection

Male

Female

-80-




CV risk

Billions cells are
dying everyday

Obesity

Hypertension
Diabetes

Chronic kidney disease

Cardiovascular disease
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Male Reproductive Tract

Key feature of RA m Joint destruction
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What causes an inflammation?

e S

NSAIDs

NSAIDs became 'Grade A'

-83-




Resolvin

Protectin

Resolvin

Protectin

Cox2 inhibitor

Clinical Sx|

Disease progression|

TNF 90%

IL-123%)
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NSAIDs fell to 'Grade B'

o Y

PG is not involved in bone destruction !

NSAIDs fell further into 'Grade C'

Inflammation
== Disability
Radiographs

Inflammation
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RA Duration of'Disease (years)
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NSAIDs finally became 'Grade D'
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Osteo C last
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(a) Steroid skeleton (b) Cholesterol

The Nobel Prize in
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Can not stop joint destruction
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Edward Calvin Tadeus Reichstein Philip Showalter
Kendall Hench
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Basic structure of joint
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Full response is OK? p

Presence of Significant Synovitis in RA Patients With

axf\
<]

Even in asymptomatic patients with clinically
normal joints, MRI showed

That 969, -~ had synovitis

Arthritis & Rheum 2008
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Cytokines are key mediators |
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Top 200 Drugs for 2003 by Sales

View data for: 2003 | 2004 | 2005 | 2008 | 2007 | 2008 | 2009 | 2010 | 2011 | 2012 (By Units)

Rank Drug Current Manufacturer Total Sales % Change
($000) 2002
1 Lipitor Pfizer Inc 5,538,587 0.0%
2 Prevacid Takeda Pharmaceuticals North America 3,568,558 0.0%
Inc
3 Zocor Merck & Co_ Ing 3,277,856 0.0%
4 Nexium AstraZeneca Pharmaceuticals 2,700,297 0.0%
5 olo Pfizer Inc 2,580,509 0.0%
6 Celebrex Pfizer Inc 2,206,389 0.0%
7 £yprexa Ell Lily ang company 2,189,118 0.U%
8 Neurontin Pfizer Inc 2,060,046 0.0%
g Effexor XR Wyeth 2,047,193 0.0%
10  Advair Diskus GlaxoSmithKline 2,008,429 0.0%

Top 100 Drugs for 2012 by Sales

Sales 2012 | | Units® Select a range: | Year 2012[+]
Rank Drug Sales ($000)
1 Nexium 4,197,301 il Stats
ANMLENICI FNITICTYIC
2 Ability 4,124 575 [l Stats
ko Phari tical
3 Crestor 3,488,133 || Stats
Astr 1] Phar
K 4 3,412,778 il Stats
N
=5 5 3,245,436 (ol stats
o 6 3,096,024 Wl Stats
3 4 3,012,777 il Stats
= 8 2,904,951 il stats
g 9 2,784,776 Wl stats
10 Awsadasis ol Stats
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TNF
inhibitor

Medication
Guide

www shutterstock.com - 98614490
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Pathogenic B cell selection

Advent of cell targeted therapy

Ad3
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Drawbacks of Biologics
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Established RA DMARD- Purple=Strong Reco
Black= Conditional Reco

naive
established
RA

Low disease activity Moderatemigh disease activity

DMARD monatherapy DMARD m;w. most
n

TNFi #- MTX* or
Non-TNF biologic +- MTX* or

Tailure)
Non-TNF biologic +- MTX Another Non-TNF biclogic +/- MTX
Tofacitinib+/- MTX

(Multip n-TNF b

Another Non-TNF biologic +- MTX Tofacitinib +/- MTX

Tofacitinib +- MTX TNFi +- MTX (in TNFi-naive)
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Remission Stop all med
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Arthralgia Myalgia

Osteonecrosis Osteopenia
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