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Abstract
Natural killer (NK) cell function is regulated by NK cell receptors that bind classical MHC class I
molecules or their structural relatives. The latter group includes self-ligands (MICA, RAE-I, H-60),
as well as ligands encoded by viruses (UL18, m155, m157). Two distinct families of NK receptors
have been identified: the immunoglobulin-like family (KIRs, LIRs) and the C-type lectin-like family
(Ly49s, NKG2D, CD94/NKG2). Here we describe the crystal structures of NK receptors that have
been determined to date, both in free form and bound to MHC class I or MHC class I-like molecules.

Keywords
Natural killer cell receptor; MHC; Virus; Crystal structure

1. Introduction
Natural killer (NK) cells are an essential component of innate immunity against tumors and
virally infected cells [1,2]. Early studies by Kärre et al. [3] revealed that cell lines deficient in
MHC class I expression showed increased susceptibility to lysis by NK cells, compared to their
normal parental counter-parts, and that reconstitution of MHC expression restored lysis. These
observations gave rise to the “missing self” hypothesis [4], according to which NK receptor
engagement by MHC class I inhibits NK cell-mediated lysis of target cells expressing MHC
class I (self), thereby directing the cytolytic activity of NK cells against virally infected or
tumor cells that have lost MHC class I expression (non-self).

Several receptor families have been identified on primate and rodent NK cells that monitor
MHC class I expression on surrounding cells [1,2,5]. These include the killer immunoglobulin-
like receptors (KIRs), leukocyte Ig-like receptors (LIRs), members of the Ly49 family (Ly49s),
and the CD94/NKG2 family of receptors. Additionally, the activating receptor NKG2D
recognizes MHC-like molecules, such as MICA and RAE-Iβ, that are upregulated in stressed
tissues [6]. A role for Ly49 receptors in viral immunity has been highlighted by the interaction
of activating Ly49s with gene products of mouse cytomegalovirus (MCMV) [7-9].

NK receptors belong to two structurally distinct families, the immunoglobulin (Ig) superfamily
and the C-type lectin superfamily [5]. Over the past several years, considerable progress has
been made in determining the crystal structures of representative NK receptors, both in isolation
and bound to MHC or MHC-like ligands. These include KIRs and LIRs, as well as C-type
lectin-like receptors (Ly49s and NKG2D). These structures reveal the multiplicity of solutions
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that NK receptors have evolved to accomplish the task of recognizing MHC or MHC-like
molecules, a crucial interaction for the regulation NK cytolytic activity by host or viral ligands.

2. MHC class I recognition by KIRs
KIRs are type I transmembrane glycoproteins comprising two or three extracellular C2-type
Ig-like domains, and hence are designated KIR2D and KIR3D, respectively [5]. In general,
KIR2D receptors recognize HLA-C alleles, whereas KIR3D receptors recognize HLA-A and
HLA-B alleles. Our understanding of the specificity of KIR2D receptors for HLA-C comes
from crystallographic studies of KIR2D molecules, both in free form [10-13] and bound to
their respective HLA-C ligands [14,15]. To date, no crystal structures have been reported for
KIR3D receptors. KIR2D molecules have two tandem N-terminal domains (D1 and D2)
connected by a linker of 3-5 amino acids (Fig. 1a). In common with other Ig superfamily
proteins, two anti-parallel β-sheets form each domain, in which a β-sheet of three (in D2) or
four (in D1) anti-parallel strands (ABE or ABED, respectively) packs against another β-sheet
of four anti-parallel strands (C’CFG) with one extra A’ strand. The topology and disposition
of the domains is similar to those observed in hematopoietic receptors [16,17]. The angle
between the D1 and D2 varies from about 60° to 80° in different KIRD2 receptors, despite a
relatively conserved set of hydrophobic residues at the D1-D2 interface.

In the crystal structures of the KIR2DL2/HLA-Cw3 [14] and KIR2DL1/HLA-Cw4 [15]
complexes, the KIRs bind their corresponding HLA-C ligands through the α1 and α2 helices
and the C-terminal portion of the peptide (Fig. 1b). In both complexes, the D1D2 axis is
approximately orthogonal to the axis of the bound peptide and the HLA-C α1 helix, aligning
D1 with the α1 helix and D2 with α2. This orientation resembles the docking mode of T cell
receptors (TCRs) onto MHC, but is completely distinct from those of LIR-1 or Ly49 NK
receptors (see below). Each KIR contacts HLA-C through six loops in its interdomain hinge
region: loops A’B, CC’, and EF of D1 contact the HLA-C α1 helix, while the hinge and loops
BC and FG of D2 contact α2. Surprisingly, a comparison of the KIR2DL2/HLA-Cw3 and
KIR2DL1/HLA-Cw4 complexes revealed that many conserved residues in KIR2 and HLA-C
mediate different interactions in the two structures, apparently due to side chain rearrangements
[15]. Both interfaces are highly charged, and comprise a number of salt bridges that are critical
for binding.

The allelic specificity of KIR2DLs is readily explained by the structures of the KIR2DL2/
HLA-Cw3 [14] and KIR2DL1/HLA-Cw4 [15] complexes. Thus, 11 of 12 HLA-Cw3 residues
in contact with KIR2DL2 are invariant in all HLA-C alleles, including HLA-Cw4. The sole
exception is Asn80, which site-directed mutagenesis has shown to be essential in defining
allelic specificity. Of the 16 KIR2DL2 residues that contact HLA-Cw3, only those at positions
44 and 70 differ in KIR2DL1. In the KIR2DL2/HLA-Cw3 complex, Lys44 of KIR2DL2 makes
a hydrogen bond with Asn80 of HLA-Cw3 (Fig. 1c). This hydrogen bond could not form if
Lys44 were replaced by methionine, as in KIR2DL1, or if Asn80 were replaced by lysine, as
in HLA-Cw2, 4, 5, 6 or 15. By contrast, KIR2DL1 uses a different mechanism to achieve allelic
specificity. In the KIR2DL1/HLA-Cw4 complex, the side chain of HLA-Cw4 residue Lys80
is situated in a negatively charge pocket formed by a channel between D1 and D2 of KIR2DL1.
This pocket includes the polymorphic Met44 residue of the KIR that forms both hydrophobic
and polar interactions with Lys80 of HLA-Cw4 (Fig. 1d). In addition, Lys80 makes a hydrogen
bond with Ser184 and a salt bridge with Glu187. Replacement of Met44 by lysine, as in
KIR2DL2, would result in charge repulsion and steric hindrance with Lys80 of HLA-Cw4,
leading to loss of binding. Conversely, substitution of Lys80 of HLA-Cw4 with asparagine, as
in HLA-Cw3 and related alleles, would cause a loss of both the hydrogen bond and salt bridge,
also resulting in loss of affinity.
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Peptide preferences have been documented in KIR2D binding to HLA-C molecules [18,19],
although it is unknown whether peptide selectivity has a role in NK receptor function (see,
however, the discussion of Ly49 receptors). The KIR/HLA interaction is most sensitive to
substitutions at peptide positions 7 and 8, in agreement with the finding that the KIR binding
site is centered near C-terminal residues 7 and 8 of the peptide. By comparison, TCRs, which
exhibit much greater peptide selectivity than KIRs, generally focus on the central portion of
the MHC-bound peptide, at and around the P5 position [20]. In the KIR2DL1/HLA-Cw4
complex, the surface of KIR2DL1 around P8 Lys of the peptide is electronegative overall, such
that substitution of P8 Lys with negatively charged residues abolishes binding [15]. In the
corresponding region of the KIR2DL2/HLA-Cw3 complex, Gln71 of KIR2DL2 is hydrogen
bonded to the main-chain nitrogen atom of P8 Ala [14]. This hydrogen bond may restrict the
size of the side chain that can be accommodated, consistent with the observed preference for
alanine or serine at the P8 position.

3. MHC class I recognition by LIRs
The LIR family of immunoreceptors (also known as immunoglobulin-like transcripts, or ILTs)
is widely distributed on monocytes, B cells, dendritic cells, and some NK and T cells [21,22].
Like KIRs, LIR proteins contain various numbers of extracellular Ig-like domains: LIR-1, -2,
-3, -4, -6a, -7 and -8 have four domains, whereas LIR-5 and -6b have only two. LIR-1, the most
broadly expressed LIR family member, is an inhibitory receptor that binds multiple MHC class
I molecules, both classical (HLA-A, -B and -C) and non-classical (HLA-E, -F and -G), with
similar affinities and kinetics [23,24]. Individual KIRs, by contrast, exhibit allelic specificity,
as discussed above. In addition, LIR-1 is a receptor for UL18, an MHC class I homolog encoded
by human cytomegalovirus [25].

The crystal structure of LIR-1 (domains D1 and D2 only) has been determined in free form
[26], and bound to HLA-A2 [27]. The two tandem Ig domains of LIR-1 form a bent structure
with an acute interdomain angle (Fig. 2), similar to KIR2D (Fig. 1a). Each domain is composed
of two anti-parallel β-sheets arranged in a KIR-like topology. Unlike KIRD2, however, LIR-1
includes several 310 helical regions interspersed in the mainly β structure. In the LIR-1/HLA-
A2 complex [27], LIR-1 D1D2 binds the side of HLA-A2, forming two contact areas that
comprise residues from the HLA-A2 α3 domain, which is polymorphic, and β2m, which is
invariant. The tip of LIR-1 D1 contacts the HLA-A3 α3 domain, and the D1-D2 interdomain
hinge region contacts (β2-microglobulin) (β2m) (Fig. 2). This docking mode, which differs
completely from that of KIRs (Fig. 1b), is consistent with recognition by LIR-1 of a broad
array of MHC class I molecules in a peptide-independent manner [21,22].

Of the LIR-1 binding surface buried in the complex, ∼70% is contributed by the interface with
β2m, which helps explain the broad recognition properties of LIR-1. Concerning residues of
the HLA-A2 α3 domain that contact LIR-1, most are conserved in MHC class I ligands, both
classical and non-classical. On the receptor side of the interface, comparison of LIR-1 residues
that interact with HLA-A2 with corresponding residues in other LIRs appears to divide LIR
family members into two groups [27]. The first group comprises members showing ∼70%
conservation of these residues, and includes the inhibitory receptor LIR-2, the soluble receptor
LIR-4, and the activating receptors LIR-6a, -6b and -7. Ligands for this group are likely to
resemble those for LIR-1. The second group, with only ∼30% conservation of HLA-A2-
contacting residues, includes LIR-3, -5 and -8. These inhibitory receptors may engage a set of
ligands different from LIR-1, possibly via another binding mode.
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4. MHC class I recognition by Ly49 receptors
Ly49 receptors, of which there are at least 23 members (Ly49A-W), constitute the main MHC
class I-monitoring receptor family on mouse NK cell [2,28]. Although most Ly49s inhibit NK
cell-mediated cytolysis after binding to MHC class I ligands, some are activating. Individual
Ly49s recognize multiple, but not all, H-2D and H-2K alleles [28]. In most cases, recognition
appears to be independent of the bound peptide. Notable exceptions are Ly49C and Ly49I,
which exhibit a degree of peptide specificity in their recognition of H-2Kb and H-2Kd,
respectively [29,30]. Recently, crucial roles for Ly49 receptors in antiviral immunity have been
discovered. In one case, the m157 gene product of MCMV was shown to interact directly with
an inhibitory Ly49 (Ly49I) in a susceptible mouse strain and with an activating Ly49 (Ly49H)
in a resistant one [7,8]. In another case, the activating receptor Ly49P was found to confer
resistance to MCMV by interacting with H-2Dk on MCMV-infected cells [9].

Ly49 receptors belong to the C-type lectin-like family of proteins, which also includes CD94/
NKG2 and NKG2D NK receptors [5]. Like NKG2D, Ly49 receptors are homodimeric type II
glycoproteins, with each chain composed of a C-type lectin-like domain (CTLD) connected
by a stalk to the transmembrane and cytoplasmic domains. Crystal structures have been
determined for Ly49A bound to H-2Dd [31], Ly49C bound to H-2Kb [32], Ly49I in free form
[33], and Ly49C in free form (Deng L, Dam J, Schuck P, Mariuzza RA, unpublished data).
The Ly49 monomer consists of two α-helices (α1 and α2), and two anti-parallel β-sheets formed
by β-strands β0, β1, β5; β2, β2′, β3 and β4 (Fig. 3a). To form the Ly49 homodimer, the
monomers associate through strand β0, creating an extended anti-parallel β-sheet. In Ly49A,
the C-terminal ends of the α2 helices pack against one another, creating a ‘closed’ dimer (Fig.
3b). In Ly49C and Ly49I, however, the α2 helices are not juxtaposed in the interface, opening
these dimers by ∼20° compared with Ly49A (Fig. 3c). An important consequence of this
variability in Ly49 dimerization geometry is to modulate the way these NK receptors bind
MHC, as revealed by the Ly49A/H-2Dd and Ly49C/H-2Kb structures [31,32].

In the Ly49A/H-2Dd complex (Fig. 4a), the Ly49A homodimer engages H-2Dd asymmetrically
at a broad cavity under-neath the peptide-binding platform of the MHC in a region that partially
overlaps the LIR-1 binding site (Fig. 2). Here the Ly49A dimer makes contacts, through one
of its subunits, with the α1/α2, α3 and β2m domains of H-2Dd. In the crystal, the second Ly49A
subunit was observed to contact a neighboring H-2Dd molecule at a different site, at one end
of the peptide-binding platform (not shown) [31]. However, subsequent mutagenesis studies
of both Ly49A and H-2Dd unambiguously identified the region beneath the peptide-binding
platform as the functional binding site for Ly49A on MHC that leads to inhibition of NK cell
cytotoxicity [34-36]. By contrast, in the Ly49C/H-2Kb complex [32], the Ly49C dimer engages
H-2Kb bivalently, such that each subunit makes identical interactions with MHC class I at a
site overlapping the Ly49A binding site on H-2Dd, to form a symmetrical, butterfly-shaped
assembly (Fig. 4b). In this view, the complex is oriented as if the two H-2Kb molecules stand
on the target cell at the bottom and the Ly49C homodimer reaches H-2Kb from an opposing
NK cell above, to which it is tethered through stalk regions projecting down to the N-termini
of the subunits.

The structural basis for the very different modes of MHC engagement seen in the Ly49A/
H-2Dd and Ly49C/H-2Kb complexes is the different dispositions of the Ly49A and Ly49C
dimers. Major steric clashes between MHC molecules would preclude the closed Ly49A dimer
from simultaneously binding two MHC in the manner of the open Ly49C dimer. This would
require a conformational switch from closed to open forms. In this regard, we recently found
that the Ly49A dimer can adopt the open conformation in solution (Baber J, Grishaev A, Dam
J, Mariuzza RA, Bax A, unpublished data). Thus, it appears that Ly49s may exist on the cell
surface in dynamic equilibrium between a closed form, which only allows engagement of one
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MHC, and an open form, which permits bivalent binding. Ly49-mediated MHC cross-linking
may serve to stabilize receptor-ligand interactions at the NK cell-target cell interface,
facilitating signal transmission to the NK cell.

Like KIRs, Ly49 receptors exhibit MHC allelic specificity. For example, although Ly49A and
Ly49C both recognize H-2Dd and H-2Dk, the more promiscuous Ly49C also binds H-2Kb,
H-2Kd and H-2Db [28,30]. The Ly49A/H-2Dd and Ly49C/H-2Kb structures indicate that Ly49
receptors have evolved a two-tiered strategy for recognizing MHC. Primary recognition is
mediated by a small number of conserved residues in nearly superimposable regions of the
MHC-binding site that together contribute most of the binding free energy. Overlayed onto
these primary interactions are secondary ones involving more variable portions of the binding
site that confer different MHC specificities. Most importantly, the contacting element formed
by residues 218-231, which display high sequence variability across the Ly49 family, adopts
markedly different conformations in Ly49A (Fig. 5a) and Ly49C (Fig. 5b). The result is
completely different sets of interactions with the MHC heavy chain at this region of the
interface that mediate allelic specificity.

The total absence of direct contacts between Ly49A and the MHC-bound peptide in the Ly49A/
H-2Dd structure (Fig. 4a) explains why MHC recognition by Ly49A is independent of peptide
sequence [31]. However, this same lack of contacts between Ly49C and peptide in the Ly49C/
H-2Kb complex (Fig. 4b) precludes a simple explanation for the remarkable peptide selectivity
of Ly49C in both cellular and binding assays [29,32]. One possibility is that peptides indirectly
modulate Ly49C binding by influencing the conformation and/or mobility of Ly49C-
contacting residues. Alternatively, because binding of Ly49C to H-2Kb requires the α1/α2,
α3 and β2m domains to adopt a relative orientation that differs considerably from that found
in free H-2Kb structures, certain peptides could affect receptor binding by altering the energetic
cost of distorting H-2Kb from its ground state conformation to the Ly49C-bound quaternary
structure.

The biological role, if any, of the peptide selectivity of certain Ly49s (and KIRs) is unknown.
However, an intriguing possibility is suggested by the recent discovery of a functional
interaction between Ly49P and H-2Dk on MCMV-infected cells that confers resistance to
MCMV [9]. Although the molecular nature of this interaction has not been defined, one
possibility is peptide-dependent recognition of MCMV by Ly49P. If so, peptide selectivity
could confer on NK cells a degree of specificity for viral pathogens previously thought to be
exclusive to cytotoxic T cells.

5. Ligand recognition by NKG2D
The homodimeric C-type lectin-like NK receptor NKG2D binds multiple protein ligands that
are distant structural homologs of MHC class I, including MICA, MICB, ULBP3, and
RAE-1β [6,36]. However, unlike true MHC class I molecules, NKG2D ligands bind neither
peptides (or other small molecules) nor β2m, and ULBP3 and RAE-1β even lack the heavy
chain α3 domain, existing on the cell surface as glycophosphatidylinositol-linked α1/α2
platform domains. In humans, MICA and MICB are minimally expressed in normal tissues,
but are upregulated in stressed cells and epithelial tumors [37,38]. Rodent homologs of MICA
and MICB have not been identified, but other molecules with weak homology to MHC class
I, notably RAE-I and H-60, serve as ligands for mouse NKG2D [39,40]. Like MICA and MICB,
RAE-1 and H-60 are frequently expressed on tumor but not normal cells, suggesting that
NKG2D functions as a receptor for tumor surveillance by NK cells. In addition to MICA and
MICB, a group of proteins designated ULBPs, which bind CMV glycoprotein UL16, have
been identified as ligands for human NKG2D [41]. UL16 is believed to act as a decoy receptor
for NKG2D ligands, facilitating viral evasion of the immune system. The interaction of mouse
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NKG2D with RAE-1, H-60 and MULT-1 is disrupted by the HCMV-encoded MHC class I
homologs m152, m155 and m145. By preventing NK cell activation, this disruption promotes
viral survival [42-44]. Crystal structures have been reported for mouse and human NKG2D in
free form [36,45], for mouse NKG2D in complex with RAE-1β [46], and for human NKG2D
bound to MICA and ULBP3 [47,48].

MICA is composed of two structural domains, an α1/α2 platform domain and a C-type Ig-like
α3 domain (Fig. 6a). The α1/α2 platform domain contains the α1 and α2 helices that define the
peptide-binding groove in classical MHC class I molecules. In the NKG2D/MICA complex
[47], the NKG2D homodimer binds orthogonally to the axes of the α1 and α2 helices of the
MICA platform in a manner resembling the docking mode of TCR onto MHC class I, but
distinct from that of Ly49C, each of whose subunits comprises an independent binding site for
MHC (Fig. 4b). This recognition of an asymmetric ligand by a symmetric receptor is mediated
by very similar surfaces on the NKG2D monomers that interact with two distinct surfaces on
MICA. Specifically, 7 of the 11 contact residues contributed by each NKG2D subunit are
common to both MICA binding surfaces, although six are engaged in distinct interactions at
the two interfaces. In contrast to the KIR2D/HLA-C and Ly49/MHC interfaces, which are
highly hydrophilic and dominated by polar and charged interactions, the NKG2D/MICA
interface comprises a mixture of hydrophobic, polar, and charged interactions more typical of
protein-protein complexes. In the crystal structure of unbound MICA [49], 10 residues in the
central portion of the α2 helix were found to be disordered and presumed to constitute a flexible
loop. Upon binding NKG2D, however, these residues become ordered into two turns of helix,
restoring the canonical α2 helix of classical MHC class I molecules.

As in the NKG2D/MICA complex, the NKG2D homodimer binds ULBP3 and RAE-1β
orthogonally to the α1/α2 platform domain of these other ligands (Fig. 6b and c) [46,48].
However, the binding interfaces exhibit significant differences between complexes. Upon
superposition of the three complexes through their common NKG2D element, there is an
approximately 10° difference in orientation between MICA and RAE-1β, 5° between MICA
and ULBP3, and 10° between ULBP3 and RAE-1β. The interfaces contain 7-13 hydrogen
bonds and 1-3 salt bridges, of which only two hydrogen bonds and one salt bridge are conserved
in all three complexes. However, a shared subset of NKG2D residues, forming two large
patches on the receptor surface, contributes to hydrophobic interactions with each of the
ligands.

Taken together, these results demonstrate that the single NKG2D binding site has evolved to
recognize six different surfaces on the α1/α2 domains of MICA, RAE-1β, and ULBP3, which
are distantly related in terms of both sequence identity (∼25%) and detailed structure. Two
mechanisms may be considered to explain multispecific ligand recognition by the NKG2D
receptor [46,48]. NKG2D may possess a degree of conformational flexibility that allows a
single receptor to recon-figure its binding site to accommodate diverse ligands (induced fit).
Alternatively, an essentially rigid binding site on NKG2D may make different interactions with
structurally distinct ligand surfaces, without significant conformational changes in the receptor
(rigid adaptation). To distinguish between these possibilities, the energetic contributions made
by different NKG2D residues to binding MICA, RAE-1β, and ULBP3 was evaluated by in
silico site-directed mutagenesis [36]. This analysis suggested that the binding free energy is
unevenly distributed across the NKG2D/ligand interfaces, resulting in obvious hot spots and
the energetic dominance of one of the NKG2D subunits. Importantly, the hot spots were
associated with structurally conserved receptor elements that interact with relatively conserved
residues of the ligands, which argues in favor of a rigid adaptation recognition mechanism.
Arguing against induced fit is the absence of large conformational changes in NKG2D on
ligand binding, based on comparisons between free and bound forms of the receptor [36]. In
addition, experimentally measured heat capacity changes (ΔCp) for the binding of NKG2D to
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MICA, RAE-1β, and ULBP3 closely matched values calculated using empirical relationships
between ΔCp and buried surface area that assume no significant conformational changes in the
interacting species on complex formation [50]. Thus, multispecific ligand recognition by
NKG2D is explained by rigid adaptation, rather than induced fit.

6. Perspective
Structural studies of NK receptors and their complexes with MHC class I or MHC class I-like
ligands have provided insights into how cells of the innate immune system discriminate
between normal and tumor or virus-infected cells of the host. They have revealed that NK
receptors have developed multiple solutions for recognizing the MHC class I scaffold,
involving interactions with several distinct faces of this molecule. Future studies will be
directed at understanding how NK receptors bind viral homologs of MHC class I molecules,
such as m157 [7,8] and m144 [51], as well as establishing the structural basis for other
mechanisms of NK cell-mediated resistance to viral infections [9].
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Fig. 1.
Three-dimensional structures of KIR2DL and KIR2DL/HLA-C complexes. (A) Ribbons
diagram of KIR2DL1 (PDB accession code 1NKR). The D1 domain is green; D2 is pink. The
secondary structural elements are labeled. (B) Ribbons diagram of KIR2DL2 bound to HLA-
Cw3 (PDB accession code 1EFX). The α1, α2 and α3 domains of the HLA-Cw3 heavy chain
are blue-grey; β2m is gold; the peptide in ball-and-stick representation is cyan. (C) Cartoon
drawing illustrating the allelic specificity and peptide selectivity of KIR2D receptors. The
dotted lines represent hydrogen bonds formed by Asn80 of HLA-Cw3 with Lys44 of KIR2DL2,
and by Gln71 of HLA-Cw3 with P8 of the peptide. (D) Interactions of Lys80 of HLA-Cw4
(blue-grey) with specificity-determining residues of KIR2DL1 (D1 domain in green, D2
domain in pink) in the KIR2DL1/HLA-Cw4 complex (PDB accession code 1IM9). The solid
line represents a salt bridge.
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Fig. 2.
Ribbons diagram showing the crystal structure of LIR-1 bound to HLA-A2 (PDB accession
code 1P7Q). Domains are labeled. The α1, α2 and α3 domains of the HLA-A2 heavy chain are
cyan; β2m is blue; the peptide in ball-and-stick representation is grey. The D1 and D2 domains
of LIR-1 are colored in orange and rose, respectively.
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Fig. 3.
Crystal structures of Ly49 NK receptors. (A) Ribbons drawing of the Ly49A C-type lectin-
like domain (PDB accession code 1QO3). Secondary structure elements are labeled. β-strands
are shown in cyan, α-helices in magenta, and loops in grey. (B) Structure of the Ly49A
homodimer. Secondary structure elements that participate in formation of the dimer interface
are labeled. (C) Structure of the Ly49C homodimer (Deng L, Dam J, Schuck P, Mariuzza RA,
unpublished data).
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Fig. 4.
Structures of Ly49/MHC class I complexes. Domains are labeled. The α1, α2 and α3 domains
of the MHC class I heavy chain are rose; β2m is orange; the peptide in ball-and-stick
representation is grey; the Ly49 molecules are green. (A) Ribbon diagram of Ly49A bound to
H-2Dd (PDB accession code 1QO3). (B) Structure of Ly49C in complex with H-2Kb (Deng
L, Dam J, Schuck P, Mariuzza RA, unpublished data).
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Fig. 5.
Close-up view of Ly49/MHC class I interfaces. Domains are labeled. The α1, α2 and α3
domains of the MHC class I heavy chain are rose; the β2m is orange; the Ly49 molecules are
green. Salt bridges and hydrogen bonds are represented by solid and dotted lines, respectively.
(A) The Ly49A/H-2Dd interface, highlighting interactions made by residue 211-231 of Ly49A.
(B) The Ly49C/H-2Kb interface, showing interactions made by the corresponding region of
Ly49C (Deng L, Dam J, Schuck P, Mariuzza RA, unpublished data).
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Fig. 6.
Ribbon diagram showing crystal structures of NKG2D bound to MHC class I homologs.
Domains are labeled. The two subunits of NKG2D homodimer are colored in blue and magenta.
MICA, RAE-1β and ULBP3 are all in green. (A) The human NKG2D/MICA complex (PDB
accession code 1HYR). (B) The mouse NKG2D/RAE-1β complex (1JSK). (C) The human
NKG2D/ULBP3 complex (1KCG).
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