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Introduction

® Prevalence of immune-related disorders are increasing
worldwide

e Autoinflammatory diseases are emerged as new entities
and are linked to the well known world of autoimmunity

® Both share some common characteristics
e Underlying causes of the diseases are different
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l Immune system l

Innate immunity Adaptative immunity
First line of defense Antigen specific
Selective but non-antigen specific Memory
Gate keeper of adaptative immunity
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Immune mediated
diseases

Dysfunction in innate Dysfunction in adaptive
immune system immune system

Autoinflammatory Autoimmune
diseases diseases




Concept of autoinflammation

* Introduced by McDermott & colleagues in 1999

* Discovery of mutations in TNF receptor in
hereditary periodic fever syndromes (HPFs)

* TNF is pivotal in innate immune responses, this
work confirmed that this disease process was
very different from autoimmunity

| e Subsequently, mutations of NOD2, a key
\ | protein associated with innate immune response
e, was discovered in Crohn’s disease in 2001
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Ref: Inflammation and Regeneration Vol.31 No.1 January 2011
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Autoinflammatory diseases(AIDs)

* Autoinflammatory conditions are very rare
* Most common is periodic fever syndromes

* Autoimmune diseases that are now being considered as AIDs
- systemic-onset juvenile idiopathic arthritis
- sweet’s syndrome

* Diseases thought to have auto inflammatory components

- ankylosing spondylitis
- Behcget’s disease

Ref:Turkiye Klinikleri J Pediatr Sci 2016;12(4)



Mechanism of Autoimmunity

Genetic Factors Environmental Factors

( MCH genes * Drugs

complement « Toxins

Non-MCH genes * Infection

- AIRE
*CTLA-4
- PD-1
- PTPN22
‘FeyR

. J

v

\V4

to self-antigens

Breakage of immune tolerance

v

Unregulated immune

activation and tissue damage

v

Autoimmune disease with

-

activation of autoreactive T and B cells

:




Autoimmune diseases

* More common than AIDs
* Hallmarks include
presence of autoantibodies

and

association with specific alleles of MHC

Ref: Autoimmun Rev. 2012 Nov;12(1):22-30
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Autoinflammatory Vs Autoimmune Diseases

- Both start with the prefix "auto" to
define a pathological process directed
against self

* Both are systemic diseases, frequently
involving skin & musculoskeletal system

* Both include monogenic and
polygenic diseases

Ref: Autoimmun Rev. 2012 Nov;12(1):22-30



Autoinflammatory Vs Autoimmune Diseases

Characteristics | Autoinflammatory Autoimmune diseases
diseases

Immunological Dysfunction of innate immune Dysfunction of adaptive
basis system immune system

Cellular basis Neutrophils, macrophases, NK T cell, B cell, T regs
Conceptual Tissue specific danger signals  Breaking of self tolerance

understanding

Clinical recognition Family history, recurrent fever, Systemic and tissue specific

specific symptoms symptoms
Male: Female Equal Female predominance
Autoantibodies Usually absent present
Target of therapy Cytokine cascade Lymphocytes and their

products



Why does the difference matter?

* Current era of treat to target and targeted therapy

* Common treatments for autoimmune conditions may not work
well for AIDs because target is different

* To best treat each condition, researchers need to understand
the cause and specific target as well as possible complications



Conclusions

* Both diseases have an immune
system malfunction as the underlying
cause of the symptoms

* Further molecular clarification of
these complex disease will provide a
better understanding and help in
developing new effective treatment
options in future







