Immunotherapy- Achieving Remission is the New Norm

Dr Orla Ni Mhuircheartaigh - Consultant Rheumatologist

é Beacon Hospital

Internal use only by approved personnel. Unpublished Work © Beacon Hospital. All rights Reserved. In Strict Confidence.

THIS IS MODERN MEDICINE




Overview

Evolution of treatment for inflammatory arthritis
- Treat to target

« Clinical scoring systems used

« Treatment options

« Role for the GP
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Inflammatory Arthritis: Key Advances in the Early 2000's

1. Introduction of Biologics 2. Treat-to-Target Approach

(Early 2000s) (Gaining Momentum in 2000s)

Targeted therapies
for inflammation

Aim: Remission or
Low Disease Activity

Block specific immune L
pathways (e.g., TNF) BIOLOGIC
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Set a target

@ Reduce pain & swelling
Monitor regularly
(disease scores)
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@ Prevent joint damage

Adjust treatment
until target reached

)

N Shift to disease modification
(beyond symptom control)

> Shift to tight control
with clear goals

Result: Better outcomes & quality of life for patients



Scoring Systems for Inflammatory Arthritis

DAS28 CDAI

Disease Activity Score 28 Clinical Disease Activity Index

Composite score Easy, simple index Clinical activity score

Guide treat-to-target approach (adjust therapies to reach remission)




Treat to Target in Inflammatory Arthritis

Monitor Regularly

Assess disease activity
every 1-3 months

Identify Target
@ Define a clear goal:
remission or low disease activity

Achieve Target | Adjust Therapy
Improve symptoms and k ~ Modify treatment if

prevent joint damage target is not achieved

Consistent, goal-directed care improves outcomes and quality of life




Timeline of DMARD Therapy

TNF Inhibitors el 7 B-Cell IL-6 Inhibitors UED/23 + 1L-17
Therapies y Inhibitors

JAK Inhibitors

© 1998 Etanercept 2005 Abatacept 2010 Tocilizumab 2015 Secukinumab 2012 Tofacitinib
© 1999 Infliximab 2006 Rituximab 2016 Ixekizumab 2017 Baricitinib
(CD20 - B-cell depletion)
© 2002 Adalimumab 2016 Guselkumab 2019 Upadacitinib
» 2002 Certolizumab pegol 2017 Risankizumab 2020 Filgotinib
~ 2009 Golimumab 2019 Ustekizumab
From a single class (1998) — to multiple immune pathways today >



Emerging targets for inflammatory Arthritis

Cytokine pathway targeting
(beyond TNF/IL-6)

GM-CSF

B-cell & T-cell
co-stimulation
(modulation)

e CD19 / BAFF / APRIL

e CD40 / ICOS ;
e.g. inebilizumab, telitacicept

Intracellular signalling

inhibitors
(next-generation smallmolecules)

TYK2/JAK1/BTK/IRAK4

e.g. deucravacitinib, fenebrutinib

Stromal & synovial tissue
targeting
(next frontier)
e Cadherin-11/ FAP
e pathogenic fibroblasts
e.g. anti-cadherin-11, FAP-directed




Why this matters in General Practice

Crifical role in
v Early Recognition
v Rapid Referral

+ Monitoring
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Red flags for Referral

Suspect an inflammatory arthritis if:

* Acute onset

* Joint swelling

* Morning stiffness >30 minutes

e Pattern of joint involvement

* Symptoms > 6 week

 Psoriasis, dactylics, tendonitis

 Strongly positive serology (RF anti CCP)

* Significantly elevated inflammatory markers (CRP, ESR)

~
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Rheumatology pathway

Early Arthritis Clinic
Rapid Diagnosis
Start DMARD

Frequent monitoring and adjustment

& Beacon Hospital
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Key Take Home Points

Early treatment changes the natural history of disease
Treat to Target aims to achieve full remission or MID as quickly as possible
Large menvu of treatment options now available and more to be available in future

Long term outcomes of patients with inflammatory arthritis improving all the time
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Thank You
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