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Exon 4 WT (2104C) 5"NOD2 Ex4 WT 5'-CATCTgAgAAggCCCTgCTCC 2084-2104 215 bp
3" NOD2 Ex4 5'-gTgCCCAACATTCAggCCAC 2279-2298
Exon 4 SNP 8 (2104C—T) 5" NOD2 Ex4 SNP 8 5'-CATCTgAgAAggCCCTeCTCT 2084-2104 215 bp
3' NOD2 Ex4 5'-gTeCCCAACATTCAggCCAC 2279-2298
Exon 8 WT (2722G) 5/ NOD2 Ex8 §"-gATggAggCAggTCCACTTTeC 381-121,400 200 bp

3" NOD2 Ex8 WT
Exon 8 SNP 12 (2722G—C) 5" NOD2 Ex8
Exon 11 WT/SNP 13 (3020Cins) 5" NOD2 Exl
3" NOD2 Ex1
3" NOD2 ExI
3" NOD2 ExI
Exon 4 and 8 — Control Band 5" MICA Ex4 F
3" MICA Ex4 R

|
|
1
1

12
5'-TCgTCACCCACTCTgTTgCC 12
5-gATgeAggCAggTCCACTTTeC 12
3"NOD2 Ex8 SNP 12 5"-TCgTCACCCACTCTgTTgCg 12
LF 5'-TggTACTgAgCCTTTgTTgATgAgCTC 12
LR 5'-CATTCTTCAACCACATCCCCATTCCT 12
WT 5'-CAgAAgCCCTCCTgCAgeCCCT 12
SNP 13 5'-CgCgTgTCATTCCTTTCATgggeC
5'-CAgACTTgCAggTCAggegTCCCg
5'-CAATgACTCTgAAgCACCAgCACT

1
1,561-121,580

1,381-121,400 200 bp
1.561-121,580

8,574-128,600 CB, 541 bp;
9,089-129,114

8,779-128,800  WT, 336 bp;
128,796-128,820  SNP 13, 247 bp
8227-8250 533 bp
8736-8759

* Numbering according to EMBL accession numbers AJ303140 (NOD2/CARDI35) or X92841 (MICA).
® bp Base Pairs, CB, Control Band; WT, Wild Type, SNP, Single Nucleotide Polymorphism.
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Abstract

Background and Objectives

Graft-versus-host disease (GVHD) is one of life-threatening post-transplantation
complications. Several recent studies have described a significant correlation between
transplantation outcome and three single nucleotide polymorphisms (SNPs) in the NOD2 gene.
This study was conducted to evaluate the association of NOD2 gene polymorphisms with the
occurrence of GVHD in acute myelogenous leukemia patients who underwent HSCT from
their HLA-matched sibling donors.

Materials and Methods

We examined retrospectively NOD2 genotypes by PCR-SSP both in 124 patients who
underwent HSCT and in their donors; then, the association of the genetic polymorphisms on
acute and chronic GVHD was evaluated. Median follow up of patients was 40 months (range
of 28-77 months). Statistical analyses were performed using Chi-square test and SPSS
software.

Results

Mutation incidence were the same between donors and recipients as 12.1% . In three of the
patient—donor pairs (2.4%) SNPs occurred in both resulting in an overall frequency of 21.8%
in patient-donor pairs. There weren’t any significant differences between aGVHD and
cGVHD incidence rates when donor/recipient pairs with SNPs were compared with the pairs
without SNPs. aGVHD and cGVHD incidence rates in the former pairs were 52% and 56%
and in the latter pairs 50.5% and 55%, respectively.

Conclusions

No impact of NOD2 SNPs on incidence of acute and chronic GVHD was observed. Further
studies are required to ascertain whether the findings of this study can be extended to other
disease groups. In addition, further studies are required to identify the relevance of other SNPs.
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