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NK cell destiny after
haploSCT with PT-Cy
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In this issue of Blood, Russo et al provide important insights on the effect

of posttransplantation cyclophosphamide (PT-Cy) on natural killer (NK) cell

recovery and function after haploidentical allogeneic stem cell transplantation

(haploSCT)."

Allogeneic hematopoietic stem cell trans-
plantation is a potentially curative pro-
cedure for a variety of hematologic
malignancies, including acute leukemia
and myeloproliferative disorders. For pa-
tients who lack an HLA-matched sibling
donor, transplantation from a haploiden-
tical donor is an emerging altemative.
HaploSCT has a number of advantages,
including unlimited donor availability
and accessibility of posttransplant donor-
derived immune cells. However, T cell-
depleted haploSCT is associated with
delayed immune reconstitution as a re-
sult of depletion of immune cells, which
leads to an increased transplant-related
mortality mainly because of infections. In
addition, reduced graft-versus-leukemia
effect resulting from heavy immunosup-
pression may lead to a high relapse rate.
Some of these limitations are overcome
by leaving the T cells in the graft (the
so-called non-T-depleted haploidentical
transplantation), which has yielded en-
couraging results. The T-replete haploSCTs
are being performed with either anti-
thymocyte globulin or more recently
PT-Cy. In several recent nonrandomized
studiies, survival outcomes after haploSCT
with PT-Cy have been comparable to
those of transplantations from unrelated
and even sibling donors. However, further
prospective randomized con-trolled trials
are needed to establish the efficacy and
safety of this procedure.?®

In the Russo et al study, 3 days after the
infusion of the unmanipulated stem cell
graft, donor mature NK cells robustly
proliferated. As previously described for
T lymphocytes, NK cell proliferation was
completely abrogated by day 8 after
PT-Cy, suggesting selective elimination
of cycling NK cells. Importantly, donor

NK cells harvested from patients at
days 15 and 30 after haploSCT had a less
mature phenotype and expressed the
NKG2A and CDé2L molecules. These
data suggest that NK cell recovery occurs
through maturation of NK progenitors in
the bone marrow rather than by homeo-
static expansion of mature graft NK cells.
The phenotypic recovery of the NK cell
repertoire was found to be a long process
taking up to 1 year after the haploidentical
transplantation with PT-Cy. Moreover, the
recovery was dependent on interleukin-15
(IL-15) because systemic levels of IL-15
rose immediately after graft infusion and
displayed a direct correlation with the
number of NK cells reconstituting there-
after. IL-15 has previously been reported
to be a key cytokine for in vivo expansion
of NK cells.®

It has been reported that donor-recipient
KIR ligand mismatches can unleash re-
constituting donor NK cells against re-
sidual tumor cells.”® After transplantation,
alloreactive single KIR* NK cells had
a high level of proliferation, which was
completely abrogated in response to
PT-Cy. Subsequently, single KIR* NK cells
present in the graft became undetectable
in the peripheral blood (PB) of the pa-
tients who had received a transplant at
day 30.

To determine antileukemic potential,
NK cells were purified from patients at day
30 after transplant and compared for
their in vitro killing activity with their
counterparts from the corresponding donor
PB NK cells. Patients’ NK cells displayed
impaired killing of the OCI/AMLO3 cell line
and of primary acute myeloid leukemia
blasts. This suggests that the immature
KIR*—depleted NK cells reconstituting
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the blood after PT-Cy display an impaired
antileukemic potential compared with
their mature donor counterparts.

The proportion of mature alloreactive
NK cells before transplant and after
haploSCT with PT-Cy may have a clinically
relevant role in determining transplanta-
tion outcome. In a cohort of 99 consecu-
tive patients who received myeloablative
chemotherapy-based conditioning and
haploSCT followed by PT-Cy, NK cell
alloreactivity (observed in 41% of the
patients) before transplant did not
significantly affect any of the major trans-
plantation outcomes, including graft-
versus-host disease, relapse incidence,
and survival. In contrast, in univariable
analysis, low expression of CD62L and
high expression of KIRs on NK cells at
day 30 after transplant significantly
correlated with lower incidence of re-
lapse. Moreover, high expression of KIRs
on NK cells at day 30 also displayed a sig-
nificant correlation with higher progression-
free survival.

This in vitro and in vivo finding suggests
that KIR expression on NK cells might
represent a clinically relevant mean for
the functional competence of recon-
stituting NK cells in preventing leukemic
recurrence. More importantly, the de-
scribed elimination of the donor NK cells
early after Cy administration in conjunc-
tion with the slow recovery (up to 1 year)
of recipient NK cells that express imma-
ture phenotype and have impaired killing
capabilities may explain the high in-
cidence of leukemic relapse that was ini-
tially reported with the PT-Cy technique®
and the susceptibility to viral infections.™
Furthermore, these results imply that in-
fusion of donor alloreactive NK cells into
posttransplant Cy-treated patients in the
face of high levels of serum IL-15, which
have been demonstrated to provide a
favorable environment for adoptive in-
fusion of mature donor NK cells, might
have beneficial outcomes in reducing both
relapse incidence and viral infections.
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