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T OCH B CELLER (LYMFOCYTER) — AUTOIMMUN SJUKDOM
ADAPTIV IMMUNITET = AVSAKNAD AV IMMUNOLOGISK TOLERANS

(a) Lymphocyte -Undermalig selektion mot autoreaktiva T- och B-

celler i tymus och/eller benmiérg

-Undermalig perifer reglering av autoreaktiva kloner
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APECED APECED

(Autoimmune polyendocrinopathy candidiasis ectodermal dystrophy) Defekt i aire genen

Aire = leder till uttryck av

¢ Séllsynt monogen autoimmun sjukdom
« | Finland 1:25 000

« Manga autoimmuna attacker
o Typ 1 diabetes
o Vitiligo
o Addisons sjukdom
o ..mm...

~1500 gener fran “hela
kroppen” i tymus
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PROBLEM APECED KOPPLING HLA ALLELER—
_‘ AUTOIMMUNA SJUKDOMAR

P » Vad som kan presenteras i tymus = selektion

2 &k 4 4% * Vad som kan presenteras i periferin = immunsvar
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INITIERING AV ETT T-CELLS .
BEROENDE B-CELLS SVAR OVERLEVNAD AV PLASMACELLER

Periphery
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Nat Rev Imm Kubz, 7th ed
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MINNES-CELLER KAN BLI GAMLA
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1918 influenza pandemic survivors
* >90 ar gamla minnesceller!
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CNS AR IMMUNPRIVILIGERAT - BBB

Endothelium
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TRENDS in immundiogy Engelhardt, 2012

BBB — EN DUBBELTATNING . .

Engelhardt, 2012
Daneman, Cold Spring
Harb Perspect Biol, 2015

”SLUSSARNA OPPNAS” VID
SKADA/INFLAMMATION

Health Discase

Imimun cels

Daneman, Cold Spring
Harb Perspect Biol, 2015

BBB BREAKDOWN

Causes Characteristics

Consequences

Increased permeability \

Reduced TJ protein
Angiogenic factors expression, redistribution

Inflammatory cytokines

Impaired transporter function

Autoantibodies
Leukooyte adhesion

Insufficient clearance function

Pericyte detachment

Imbalance of ions, transmitters
Leakage of plasma proteins
Entry of toxins, pathogens
Microglialiastroglial activation

Release of cytokines,

Astrocyte loss, swollen end feet
Disrupted basement membrane

Obelmeier et al Nature Medicine 2013
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Neuronal dysfunction

Neuroinflammation

Neil Smith

Neurodegeneration

CELL ADHESION- ETT KRAV FOR MIGRATION

A B c

D.T. Selewski et al. AINR Am J Neuroradiol, 2010
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D.T. Selewski et al. AINR Am J Neuroradiol, 2010

RITUXIMAB — SLAR PA ALLA B CELLER
— DOCK INTE PLASMACELLER
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Notera ej anti-CD20 i och med att Rituximab ar anti-CD20; kan ev. maskera

Trouvin et al Cin Bxp
2015

RITUXIMAB BEHANDLING
- UTSLAGNING AV Bpees?

Development of Psoriasis Alter B Cell Depletion
With Rinuximab

TE TR

Stcenck Disss, Fodward M. Vies, sa Pl Sy

RA patient (52-y old), no effect
anti-TNF - Rituximab treatment,
development of psoriasis after
second round of treatment

SLE patient (26-y old), severe SLE,
Rituximab treatment, development
of psoriasis
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Angel of the West, Julian Voss-Andreae
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