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Costimulatory Required for Not required for
signal (CD28-B7  activation activation
interaction)
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Cell adhesion Low High

molecules

(CD2 and LFA-1)

Trafficking HEVs*insecondary Tertiary lymphoid
patterns lymphoid tissue tissues; inflam-
matory sites

*HEV = high-endothelial venules, sites in blood vessel used by lym-
phocytes for extravasation
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Membrane-hound
Cell type Soluble effectors effectors
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TNF-B
Ty IL-2, IL-3, TNF-B, IFN-y, Tumor necrosis
GM-CSF (high) factor B (TNF-B)
T2 IL-3,IL-4, IL-5,IL-6, C€DA40 ligand
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(s) Generation of CTLs
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{b) Interaction of CTLs with Fas® and Fas- targets

Target cells
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(a) Fas pathway (b) Perforin/granzyme pathway
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Disease associations with combinations of KIR and HLA genes
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25U 0lsl cds 595 1 (555 03lsils ol T gy &5 olass] sl punslse
KIR- ols Sl 5 (saub olssil Jods &5 gual ansls sl pslgs oo 16,138 oo

[, MHC

Disease Proposed contribution
Disease KIR HLIA progression by KIRs
AIDS 3Ds1 HLA-Bw4lle80 Decreased Less inhibition
3D51 homozygous No HLA-Bw4'l8? Increased More inhibition
HCV infection 2DL3 homozygous HLA-C1 homozygous Decreased Less inhibition
Cervical neoplasia 3DS1 HLA-C1 homozygous Increased Less inhibition
(HPV induced) No 3Ds7 and no HLA-Bw4
HLA-C2 and/or HLA-Bw4 Decreased More inhibition
Malignant melanoma 2DL2 and/or 2DL3 HLA-C1 Increased More inhibition
Psoriatic arthritis 2DS1 and/or 2DS2 HLA-C1 homozygous or Increased Less inhibition
HLA-C2 homozygous
Type 1 diabetes 2DSs2 HLA-C1 and no HLA-C2, Increased Less inhibition
no HLA-Bw4
Preeclampsia 2DL1 with fewer HLA-C2 (fetus) Increased More inhibition
2DS (mother)

SOURCE: S. Rajagopalan and E. Long, 2005, Under

Experimental Medicine 201:1025.

of HLA and KIR genes influence disease. Journal of
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