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Abstract

Thyroid eye disease (TED) is an autoimmune inflammatory disorder affecting the orbital tissue
of which orbital fibroblast is the main target cell. Although the pathogenesis of TED is not fully understood,
and corticosteroids are a standard treatment of active, moderate to severe TED, improved knowledge
of TED pathogenesis has opened the way for other targeted therapies. The purpose for targeted therapy is
to modify the course of TED and not just control the inflammation. The possible targets for
future therapy are TSH receptor (TSH-R), IGF-1 receptor (IGF-1R), and platelet-derived growth factor (PDGF)
receptor, somatostatin receptor, B cell (CD20), T cell (CD3, CTLA4) and cytokines (tumor necrosis factor-a,
interleukin-1, and interleukin-6).
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CD3 antibodies, CTLA4 analogue mp
TSH-receptor-blocking antibodies,

TSHR 4 TSH-receptor antagonist

receptor

Orbital
Fibroblast

IGF-1 receptor 4 Teprotumumab

Infliximab, Etanercept, = TNFo

Adalimumab PDGF receptor 4@ Tyrosine-kinase inhibitors

TNFB —
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Tocilizumab MM IL-6 Myofibroblast differentiation

IFNY \/ and proliferation
GLYCOSAMINOGLYCANS
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\ Extraocular muscle hypertrophy
Interstitial oedema

WyIBNLLAYDS Thyroid eye disease 39919 targeting drug
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CD3 = Cluster of differentiation 3, CTLA4 = Cytotoxic T-lymphocyte-associated protein 4, CD154 = Cluster of
differentiation 154, CD40 = Cluster of differentiation 40, TNFa. = Tumor necrotic factor alpha, TGF = Transforming
growth factor beta, IL-1B = Interleukin 1 beta, IL-6 = Interleukin 6, IFNY = Interferon gamma, TSHR = Thyroid
stimulating hormone receptor, IGF-1 = Insulin growth factor-1, PDGF = Platelet derived growth factor, PPAR-y =

Peroxisome proliferator activated receptor gamma
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fintkUasann Mourits MP, et al. Clinical activity score as a guide in the management of patients with Graves' ophthalmopathy. Clinical

endocrinology. 1997;47(1):9-14."
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AnLUagan Bartalena L, Baldeschi L, Boboridis K, Eckstein A, Kahaly GJ, Marcocci C, et al. The 2016 European Thyroid Association/
European Group on Graves' Orbitopathy Guidelines for the Management of Graves' Orbitopathy. European thyroid journal. 2016;5(1):9-26.
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2. Targeting IGF-1 receptor
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3. Targeting PDGF-receptor
Iafinsnanafenisly tyrosine-kinase inhibitors
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4. Targeting somatostatin receptor
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6. Targeting T cells
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7. Targeting cytokines
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7.2 Interleukin 1 receptor antagonists
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Placebo-controlled randomized controlled
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randomized controlled trial

fintUasann Wiersinga WM, Advances in treatment of active, moderate-to-severe Graves’ ophthalmopathy. Lancet Diabetes Endocrinol.

2017;5(2):134-42
IVMP = Intravenous Methyl Prednisolone
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A155nw1 active, moderate to severe TED
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