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Paradigm Shift

The management of RA has changed dramatically over the
past 30 years.

»  Move from “Do no harm” to “lI must control your RA”

»  Defining the Window of Opportunity: The earlier the
better principle

»  Treat to Target strategy
»  Emerging Biologic & cell Targeted synthetic DMARD




The Importance of Early Treatment in
Rheumatoid Arthritis
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Approach Consideration

>  Pharmacologic : DMARD, symptomatic agents
>  Non pharmacologic
Physical measures: Exercise, Diet, Massage, Physical
Therapy
Psychological support: Stress reduction, Counselling
Surgery: Synovectomy, Teno-synovectomy,
Tendon realignment, Arthroplasty,




General Principle of management

The primary objectives of treating early &
established rheumatoid arthritis are

> To reduce inflammation and pain

> To stop progression of bone cartilage
damage & deformity

> To preserve function & to prevent disabilit




Key to Remission..........cccceeeeeeenn.

requires
early
effective

pharmacologic intervention
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Methotrexate Dihydrofolate reductase; folate metabolism

Sulfasalazine Uncertain; multifactorial,
impairment of lymphocyte function and
cytokine synthesis

Hydroxychloroquine T-lymphocytes (?)

Leflunomide Pyridine synthesis



Biologic type Agent

Mechanism of action

THNF inhibitors Adalimumalb

Etanercept

Recombinant human IgG1 monoclonal
antibody

Soluble TNF-receptor fusion protein

Infliximal

Chimeric IgG1 anti-THNF-a antibody

Certolizumab

Recombinant humanized Fab’
fragment of a TMF-antibody coupled to

polyethylene glycol

Golimumalb

Recombinant human IgG1 monoclonal
antibody specific for TNF-a

Interleukin-& Tocilizumalkb
inhibitor

Recombinant humanized antihuman
interleukin-6 receptor monoclonal
antibody of the IgG1 subclass

B-cell inhibitor Rituximakb

T-cell Abatacept
castimulation
inhibitor

Chimeric monoclonal antibody targeting
cells bearing CD20 surface marker

Immunoglobulin fused to the
extracellular domain of cytoxic

T-lymphocyte antigen 4

oG, immunoglobulin G subclass 1; TNF, tumaor necrosis factor.



Name of Drug Target of Activity

Tofacitinib JAK Kinase

Baricitinib JAK Kinase
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Figure 65-4 Tofacitinib Janus kinase (JAK) inhibition. STAT, Signal
transducer and activator of transcription.



FULAR recommendations for the management of
heumatoid arhrt W|th synthetic and biological

isease-moditying antiheumatic drugs. 2016 upaate




Phase | M

No contraindicationformethotrexate

Clinical diagnosis
of Rheumatoid
Arthritis'

Contraindication formethotrexate

Combine with
short-term

glucocorticoids /

Start leflunomide
or sulfasalazine /

Dose
: . ’ Achieve improvemen reduction in
F agut:)e %’;Zseel"' ‘ No | at3 monthsand =t Continue ‘L—} sustained
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Phase |l

Prognostically unfavourable
factors present

such 35 RF/ACPA esp. & high l2iels: high alsease
actvy; early joint oanape: llure of 22 CSDIMARDS

Failure for lack of
efficacy andlor
toxicity in phase |

Add a bDMARD*
(current practice)

or

l

Achieve improvemeng
No ¢ at3monthsand |
targetat6 months? |

a Jak-inhibitors A
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second conventional
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methotrexate alone orin
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Table1 2013 Update of the EULAR recommendations (the table of 2010 recommendations can be seen in the online supplement or the
ation)

j principkes

strate RA patients should aim at the best care and must be based on a |fjared deciiorfbetween the patient and the rheumatologist

jists are the specialists who should primarily care for RA patients

5 high individual, societal and md'r.al all of which should be considered in its management by the treating theumatologist

Therapy with DMARDs should be started a soon & the diagnosis of RA & made

Treatment should be aimed & reaching a target of remission or low disease activity in every patient

); if there is no improvement by at most 3 months after the start of treatment or the target has not
7. Low dose glucocorticoid

adtive RA

e of leflunomide should be considered as part of the (firs) treatment srategy

In DMARD-naive patients, imespective of the addition of glucocorticoids, csDMARD meonatherapy or combination therapy of DMARDS should be used

Low-dose glucocorticoids should be considered as part of the inifial treatment strategy (in combination with one or more sDMARDS) for up to 6 months, but should
be tapered & rapidly & dinically feasible

 theteament trget & not achevd with thefrst DMARD sty theasence ofpoor progstic s changft another COMARD statgy toud 1)
considered; when poor prognostic factors are present, addition of a bBOMARD should be considered

In patients responding insufficiently to MTX andlor other csDMARD strategies, with or without glucocorticoids, bOMARDs (TNF inhibitors", abatacept or tocilizumab,
and, under certain dircumstances, ritiimabt) should be commenced with MTX

. If afirst bOMARD has failed, patients should be treated with anather bDMARD; if a first TNF inhibitor therapy has failed, patients may receive another TNF inhibitor®
or 3 biological agent with another mode of action

. || Tofacitinib may be considered after biological treatment has failed

. a patientis in persistent remission after having tapered glucocorticoids, one can consider taperingé hOMARDSS, especially if this reatment is combined with a
cOMARD

. In cases of sustained long-tem remission, cautious reduction of the DMARD dose could be considered, a5 a shared decision between patient and physician

. When therapy needs to be adjusted, factors apart from disease activity, such a progression of structural damoage, comorbidities and safety issues, should be taken info
account
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T2T defines what that job is

* Rx of all Pts based on a disease activity target

e Either Remission or low disease activity

* Disease act|V|ty target IS more |mportant than
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Inflidimab vs. riluximakb
Etanercept vs. rituximab
Etanercapt vs. infliximab

Adalimumab vs. riluximab
Adalimumab vs. infliximab
Adalimumab vs. etanercept
Abatacept vs. rituximab
Abatacept vs. infliximalkb
Abatacept vs. etanercept
Abatacept vs. adalimumab
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Affter methotrexate &ilure: compared to more methorexaio

Adter mesthotresate ilune: compared o allenmabive DMMARD S
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The common points shared by most guidelines
AlCueeeceeeenererenerernnncecannnsssenens ?

» Biologics should be reserved for use in patients with active
disease who have failed to respond to methotrexate and,
potentially, to other DMARDs

» |tis preferable to give biologics in combination with
methotrexate and, potentially, with other DMARDs

» It is advisable to start with the most established biologics,




p38 mitogen-activated protein kinases

MEKK

Spleen tyrosine kinases
Janus kinases

Bruton's tyrosine kinase

FI3K

MEKE, Mitogen-activated/extra-cellular response kinase kinase kinase: PI3K,
phosphatidylinositol 3-kinase.
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Baricitinib JAK1/2 inhibitor

Decernotinib (VX-500) JAK1/3 inhibitor
Fibotinib (GLPG0634) JAKY inhibitor
Peficitinib (ASPO15K) JAK1/3 inhibitor
ABT-494 JAKT inhibitor
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