Targeting Interleukin-6 in Inflammatory Diseases
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IL-6 targeted therapies?

Tocilizumab approved for Castleman disease (Japan)

2006 g
Tocilizumab approved for RA, sJIA, pJIA (Japan)
m Tocilizumab approved for RA (EU)

“iiniel o Tocilizumab approved for RA (USA)

2011 Tocilizumab approved for sJIA (EU & USA)

- o Tocilizumab approved for pJIA (EU & USA)

- Siltuximab approved for Castleman disease (EU & USA)

Sarilumab approved tor RA (EU, USA & Japan)

e Tocilizumab approved for GCA (EU & USA) & CRS (USA)

sierit o Tocilizumab approved for CRS (EU)

“iin s o Tocilizumab approved for CRS and AOSD (Japan)

2021 US FDA and EMA approved IL-6 receptor blockade in severe COVID-19

IL-6 inhibitors in the management of rheumatoid arthritis

Population®

Active RA (moderate disease activity) and Use combination of

inadequate response/intolerance to: csDMARDs with short-term
at least one conventional synthetic disease modifying glucocorticoids (GC) before
antirheumatic drug (csDMARDs) or deciding csDMARD
a biological DMARD (bDMARD) or insufficiency

a targeted synthetic (1s) DMARD (JAK-inhibitor)

Pre-treatment screening® (check for contraindications)

Evaluate: Screen for:

Hypersensitivity to active
subbstance/excipients

Latent tuberculosis

Active hepatitis B or C virus infection
Active severe infections/

history of chronic infections ) Severe hepatic disease

Underlying conditions,

History of gastrointestinal
especially diverticulitis

ulcers (or symptoms)

Altered blood cell counts

Severe lipid disorder or
history of malignancies

Sarilumab/tocilizumab with Tocilizumab
csDMARDs like methotrexate (MTX)* Sarilumab (162 mg s.c. QW)
or (200 mg s.c. or

Monotherapy, it MTX or another Q2W)

csDMARD is inappropriate

(8 mg/kg Q4W |V infusion,
over 1 hour')

*freatment of choice Tlower starting dose recommended in USA

Dose reduction?

Indication Scheme

Adverse events Sarilumab s.c. from
200 to 150 mg Q2W

Tocllizumab IV from
3 1o 4 mg/kg Q4W

Increase interval for tocilizumalb s.c.

Serious infections
Persistent cytopenio

Patients reach stable ACR-EULAR Boolean
or iIndex-based remission

Assessment®

) Assess disease activity every 3 months

Aim at >50% improvement within 3 months and low disease
PP activity (CDAI 10, SDAI <11, DAS28 <3.2) or remission
(using ACR-EULAR remission criteria) within 6 months

Abbreviations

ACR-EULAR, American College of Rheumatology-The European League Against Rheumatism; AOSD, adult-onset Still's disease; CDAI, clinical disease activity index; CRS,
cytokine release syndrome; DAS28, disease activity score using 28 joint counts; IV, intravenous; Treg, regulatory T cell; GCA, giant cell arteritis; pJIA, polyarticular juvenile
idiopathic arthritis; QxW, dosing every x weeks; RA, rheumatoid arthritis; RANKL, receptor activator of nuclear factor kB (NF-kB) ligand; s.c., subcutaneously; SDAI, simplified
disease activity index; sJIA, systemic juvenile idiopathic arthritis; VEGF, vascular endothelial growth factor.
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