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# 1. HLA & KIR ligand #& & &M GVHD RIE Y 2 7

(Multivariate analysis by Cox regression models)

A-GVHD (grade 2-4) A-GVHD (grade 3-4)

HR p HR p
KIR ligand mismatch
GVH vector 1.42 0.005 1.79 <o0.001
HVG vector 0.98 0.879 1.24  0.229
Significant HLA allele mismatch
HLA-A 1.26 0.004 1.38 0.004
HLA-B 1.39 0.004 1.44 0.012
HLA-C 1.32 <0.001 1.51 <0.001
HLA-DPB1 1.38 <0.001 1.24 0.038
Significant clinical Pt. age Donor age Pt. age Donor age
factor Stage of leukemia Disease
GVHD prophylaxis Stage of leukemia

GVHD prophylaxis

# 2. HLA & KIR ligand & % & BAERY X7

(Multivariate analysis by Cox regression models)

HR (95%C1) p
KIR ligand mismatch
GVH vector 1.66 (1.01-2.71) 0.045
HVG vector 0.72 (0.38-1.31) 0.278
Significant HLA allele mismatch
HLA-C 0.72 (0.53-0.96) 0.027
HLA-DPB1 0.69 (0.56-0.86) 0.001
Significant clinical factor
Disease

Stage of Transplant




*® 3. BMFHRERY 2o

AML (n=536) CML(n=627) ALLn=657)
HR p HR p HR p
KIR mismatch
GVH vector 0.98 0.979 1.99 0.165 2.31 0.025
HVG vector 0.53 0.307 0.53 0.334 1.08 0.852
Significant HLA allele mismatch
HLA-A ns 1.97 o0.017 ns
HLA-B ns ns ns
HLA-C ns ns 0.52 o0.007
_HLA-DPB1 ns 0.39 <0.001 ns
Significant clinical factor
Pt. age Pt. age Stage*
Stage* Stage*

*1stCR or 15t CP versus more advanced stage at transplantation

#& 4. HLA & KIR ligand # & & & 2B 1= (mortality) ® U 2 2

(Multivariate analysis by Cox regression models)

HR p
KIR mismatch
GVH vector 1.66 (1.29-2.13) <0.001
HVG vector 1.04 (0.79-1.36) 0.778
Significant HLA allele mismatch
HLA-A 1.37 {(1.17-1.58) <0.001
HLA-B 1.37 (1.11-1.68) 0.003
HLA-C 1.18 (1.01-1.39) 0.037
HLA-DQB1 1.27 (1.04-1.55) 0.035
Significant clinical Pt.age Donorage
factor Leukemia risk

GVHD prophylaxis

# 5. HLA & KIR ligand HADE L 9

Acute Leukemia Survival

GVHD relapse
KIR ligand mismatch
in GVH vector T ? ALL v!v
Patient missing KIR
ligand L. ¥
HLA-C mismatch
b,
HLA-DPB1 mismatch T l
G2 CML
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Table 2. Candidate genes analysis

Position Target Gene association
1q21-25 CDla, CD1b, CDlc, CD1d, CDle, MR1 n.s
7g22.1 AZGP1 relapse rate
19q13.3 FCGRT n.s
19913.4 LILRAL, LILRB1 ns
20q11.2 EPCR n.s
6q25 RAETIE~N GVHD
Table 1. Stastistically Significant markers about mismatch
aGVHD gradel aGVHD gradellI+1V
Marker Position Match Mismatch Match Mismatch Odds Ratie(95% CI) P
D2282671 22q11.21 38 2 23 7 5.78(1.10-30.24) 0.028
D22801521 22q11.23 25 15 29 1 0.05(0.01-0.41) 0.0005
D2280145i 22q11.23 8 32 14 16 0.29(0.10-0.82) 0.017
Z66750 22q12.1 28 12 28 2 0.17(0.03-0.81) 0.014
D22S0085i1 22q12.3 6 34 11 19 0.30(0.10-0.96) 0.035
D22802201 22q12.3 17 23 4 26 4.80(1.41-16.35) 0.008
D228683 22g12.3 6 34 0 30 11.86(0.64-219.35) 0.027
D22801971 22q13.33 16 24 22 8 0.24(0.087-0.67) 0.005
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Table 3. An analysis of both donor and recipient polymorphism

All subjects NIPD patients
Donor genotype Donor genotype
n DD D I n {%) DID D 17
DID 21 62 42 D/ID *5(23.8) 5(8.1) 1(2.4)
Recipient genotype VD 61 197 130 ) 5(8.2) 14(7.1) 14(10.8)
/] 49 130 80 ifl 5(10.2) 15(11.5) 9(i1.3)

The frequency of NIPD was significantly higher when donor and recipient had D/D genotype. “p=0.08
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