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Pooled data from 4 studies: Ambrase et al, 1988; Littie et a, 1988; Nobuyoshi ot al, 1991; and Giroud et al, 1992,
(Adapted from Falk et al.)
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Site of Intimal Rupture or Erosion of
Thrombosed Coronary Atherosclerotic Plaques
Is Characterized by an Inflammatory
Process Irrespective of the
Dominant Plaque Morphology

Allard C. van der Wal, MD; Anton E. Becker, MD;
Chris M. van der Loos, PhD; Pranab K. Das, PhD
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Cytokine milieu in high-risk atherosclerosis
favours M1-type and catabolic responses
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Both innate and adaptive immunity
play a role in atherosclerosis

Innate immune cells Adaptive immune cells
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Cytokine upregulation

Innate immunity: the
“dirty little secret” of
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Innate immunity vs. adaptive immunity

Table I Innate and adaprive immunity

Property Innate Immune System Adaptive Immune System

Receptors Fixed in genome; rearrangement not necessary  Encoded in gene segments; rearrangement necessary

Distribution Nonclonal; all cells of a class identical Clonal; all cells of a class distinct

Recognition Conserved molecular patterns (LPS, LTA, Details of molecular structure (proteins, peptides,

mannans, glycans) carbohydrates)

Self-non-self  Perfect: selected over evolutionary time Imperfect: selected in individual somatic cells
discrimination

Action time Immediate activation of effectors Delayed activation of effectors

Response Costimulatory molecules; cytokines (IL-18, Clonal expansion or anergy; IL-2; effector cytokines

IL-6); chemokines (IL-8) (IL-4, IFN-y)




Recruitment of mononuclear cells MCP-1, RANTES, MESA/gro, E-selectin, ICAM-1,

Inflammation & Immunity IxBo, IL-1, IL-2, IL-6, IL-8, TNFa, 6-CSF, M-CSF,
GM-CSF, MCP-1, RANTES, MGSA/gro, MHC-I, MHC-
II, CD80, CD86

Apoptosis & Proliferation XIAP, c-IAP1, c-IAP2, Cyclin D

Thrombosis & vessel homeostasis iINOS, COX-2, tissue factor, PAI-1, MnSOD, MMP-2,

VCAM-1, MAdCAM-1

MMP-9, PTX3, RAGE )
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# Nuclear translocation of p65 is higher in unstable coronary
atherectomies wilson sH; Atherosclerosis 2002

# NF«B activation
= in PBMC from peripheral circulation Ritchie M, Circulation 1998
= in myocardial biopsies Valen G, Cardiovasc Res 2000




Classical and alternative pathway of
NFB activation
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| TLRs drive local inflammation

OxLDL and amyloid g promote inflammation
through Toll-like receptors
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