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caused in part by a more heterogenous study population with
regard to type of donor (HLA-identical sibling donors, mis-
matched donors, unrelated donors), types of diseases, and the
use of various conditioning regimen (myeloablative and nonmy-
elablative). Gene polymorphisms of NOD2, TLR9 or IL23R
might have influence on the outcome of transplantation as
reported earlier,>>® but not the SNP of LCT as analyzed here.
Once again it seems to be crucial to analyze more homogenous
groups of patients to reliably assess the role of gene polymor-
phisms in the transplant setting.
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Significant influence of LCT-13910C>T on transplantation outcomes in acute myeloid
leukemia patients receiving transplantations from HLA-identical sibling donors

With great interest we read the letter by Elmaagacli and coworkers who
report the results of their retrospective study to investigate the impact of
a donor LCT-13910 single nucleotide polymorphism (SNP) on the
outcome of allogeneic hematopoietic stem cell transplantation (HSCT).
They found no correlation between the presence of a LCT-13910 CC
genotype and relapse rate or overall survival and only a nonsignificant
reduction in the rate of transplantation-related mortality (TRM). We
have recently reported the results of a retrospective study on the impact
of the LCT-13910 SNP on the outcome of 111 consecutive patients who
underwent allogeneic HSCT at our institution.! We found that the
presence of a CC genotype in donors was associated with a signifi-
cantly better overall survival due to less TRM and a lower relapse rate in
our patients.

The authors discussed the possibility that our results might be
caused by a more heterogeneous study population with regard to
type of donor (HLA-identical sibling donors, mismatched donors,
unrelated donors), type of disease, and the use of myeloablative as
well as nonmyeloablative conditioning regimen. We have ad-

dressed this issue in the supplemental data of our paper,! where we
saw a survival advantage with CC donors in all subgroups
analyzed. However, we looked at our data again and restricted
analyses to the same patient population as used by Elmaagacli et al.
Our published data contained 32 acute myeloid leukemia (AML)
patients who received transplantations without T-cell depletion
from HLA-identical sibling donors after myeloablative condition-
ing (subgroup 1). Even in this small subgroup we still found a
significant survival advantage for patients receiving transplanta-
tions from a CC donor (log-rank P = .039; Breslow P = .035,
Figure 1A), which was also true for all remaining patients (log-rank
P = .031; Breslow P = .038; subgroup 2, Figure 1B). In subgroup
1, estimated cumulative survival was 83.3 months with a CC donor
versus 36.5 months compared with patients whose donor carried a
T-allele. Sixty-two and a half percent of patients received transplan-
tation in first complete remission and 37.5% in more advanced
disease. Graft-versus-host disease prophylaxis was cyclosporine
and methotrexate in all patients.
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Figure 1. Overall survival according to LCT genotype. The impact of the donor
LCT-13910C > T polymorphism is not dependent on diagnosis, myeloablative
conditioning, or type of donor. It is seen in AML patients who received a transplanta-
tion after myeloablative conditioning from HLA-identical sibling donors (A), as well as
in all other patients (B).

However, the use and method of conditioning regimen was
noticeably different (P << .001), as we used busulfan and cyclophos-
phamide (BU/CY) in 30 patients (93.8%) versus total body irradia-
tion and cyclophosphamide (TBI/CY) in only 2 patients (6.2%).
A recent meta-analysis clearly confirmed different effects of TBI
versus busulfan-based regimen on overall survival, nonrelapse
mortality, and side effects.> With regard to role of SNPs on the
outcome of allogeneic HSCT, even minor differences in clinical
protocols can have a profound influence on results, as has been
convincingly proposed for polymorphism of the NOD2/CARD2
gene by Elmaagacli® and others* before. Because allogeneic HSCT
is a complex clinical procedure with little standardization between
individual centers, it seems almost impossible to pinpoint a reason
for the differing results of 2 retrospective single-center studies.

We appreciate this single-center analysis by Elmaagacli et al
and are eagerly awaiting results from other centers.
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