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Mutation frequency spectrum in the entire population

Number of mutations

Number of cells carrying the mutation
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(KIRs) HJRIAIEINAEIE M SZK (KARs) HIZFRIERED .

Deficient
immunosurveillance

Immunosuppression

/ Low NK cell counts in

PBMC ./ Overexpression of

inhibitory receptors:
./ Poor tumor infiltrate
CD158a,
CD158b,

./ Decreased
NKG2A

cytotoxicity

./ Defective expression /[

of activating

receptors:
NKG2D, NKG2C
NKp30, NKp46

CD161, CD564Im
CD16, DNAM-1, CD69
Estrella et.al.
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No lysis Lysis

Inhibitory Inhibitory
A receptor C receptor

Activating

Activating  Activating
receptor

receptors Iigands

Lysis .
Inhibitory Inhibitory No lysis

Activating Activating Activating
receptor receptor jigand

1. i) 52 4R 5 Bl AR5 A0 B S e Bk AR AR A2 AR (KIRS) A o IX 28 32 Ak fie s 1R ) T 224

ZMBEMEESYMHC) K AN H TR (HLA), (ESNKYMRR B 54, A
TEEZ, 100 A% TR 4 R 520 B S e PR A I

. NKYH PSS AR A AR R348 (NCRs, XFRKARS) ,1X Y852 (42 FiENK4H
MR FER . JUFE A EERNCRs: NKG2D. NKp30. NKp44 FINKp46. H
HFINKG2D1E 5 £ Gt NKZH it (1384005 Ak -0 5 3 7
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]:l Cultured NK cells
—EL‘ |ir [ cultured voT cells
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gk L—*—I - Cultured ofT cells
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E P
2 il T
= *
O 40 - | —
B
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K562 Daudi Raji UBZMT CIAK
MHC class I positive cells (%) 0 0 100 94 100
MICA/B positive cells (%) 12.6 5.1 13.7 284 1.2
* ok
100 - T |
£
sk T
80 - —
z
- *
7 \ 1
g 60 - *
£ —
- *
Q —
X 40 - T
I
20 - I I I }
0
Effectors + + + + + + 4+ + + o+ o+
Rituximab -+ o+ - -+ o+ - - +  + -
aCD16 - - + - - - + - - - + -
hlgG - - - + - - - -+ - - _ +
Cultured NK cells Cultured 3T cells Cultured of T cells

X. Deng et al. / International Immunopharmacology 22 (2014) 486-491
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GM-CSF IFN-y

Tumor cells Immune cells

Elml Efml
UCLA-OSCCs + NK (+IL-2) 565.8 820
UCLA-OSCSCs + NK (+IL-2) 1068.9 1730.6
No tumors + NK (+IL-2) 403.2 290

Significantly decreased IFN-y secretion in NK resistant UCLA-
OSCCs when compared to NK sensitive UCLA-OSCSCs.
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A) NK cell killing in the presence of 50 ng/ml HER2 specific antibodies
*

effector / target ratio: 2:1
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HCC1806 SK-BR-3 BT-474

Am J Cancer Res 2013;3(2):211-220
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EEXISTHIAMLEF EZHSCT Rk R IAEM R BRN, St %
# 2 [ FEKIRs Mismatchif, 55482 Z  RE M H0, )k 2 B K vl g

PERIR75%

Table 1. Clinical data and transplantation outcomes in HLA haplotype-mismatched transplants with and
without KIR ligand incompatibility in the GVH direction. KIR ligand incompatibility in the GVH direction
was defined as absence in recipients of donor class | allele group(s) recognized by KIRs (9—77). Such groups
are HLA-C alleles with Asn”7-Lys®?, Cw2, 4, 5, 6, and related alleles; HLA-C alleles with Ser””-Asn®°, Cw1,
3, 7, 8, and related alleles; HLA-Bw4 alleles; and HLA-A3/A11. Twenty-six pairs (11 in ALL and 15 in AML)
were mismatched for HLA-C groups, 8 (3 in ALL, and 5 in AML) were mismatched for HLA-Bw4 group; the
HLA-A3/A11 mismatch was never found alone but only in conjunction with HLA-C group mismatches

(2 pairs).
KIR ligand incompatibility in GVH direction No Yes
Number of transplants 58 34
Donors displaying antirecipient NK clones 1/58 34/34*
Disease
ALL 21 14
AML 37 20
Transplantation outcomes
Rejection 15.5% 0%*
Acute GVHD, = grade |l 13.7% 0%*
Probability of relapse at 5 years
ALL 90% 85%
AML 75% 0%**

P = 0.01; **P < 0.0008 (22).

Ruggeri L. etal.Science. 2002 Mar 15;295(5562):2097-100.
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Figure 4. Transplantation from haploidentical NK alloreactive donors Improves
EFS. (A) EFS in patients transplanted in relapse from NK-alloreactive versus non-NK
alloreactive donors. (B) EFS in patients transplanted in CR from NK alloreactive
versus non-NK alloreactive donors.

Loredana Ruggeri. Etal. BLOOD, 1 JULY 2007 VOLUME 110, NUMBER 1
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