NKAML.:
Natural Killer (cell, and) Acute Myeloid Leukaemia

HSCT:
Haematopoietic Stem Cell Transplantation

GVHD:
Graft Versus Host Disease

GVT:
Graft Versus Tumor (effect)

GVL:
Graft Versus Leukaemia

LGL:
Large Granular Lymphocyte: NK cell



LGL

A higher power view reveals distinct azurophilic granules in the
cytoplasm. The pattern of chromatin in the nucleus is that found in a
differentiated lymphoid cell.



... kiemelkedo tehetsegét koran felismerte
els6 professzora, Hetényi Géza, akinek
szegedi klinikajan kezdte orvosi palyajat,
és ahol rendkivul fiatalon, 29 éves koraban
elnyerte az egyetemi magantanari cimet.
Ragyogoan iveld palyajat atmenetileg
megtorte a kommunista diktatura, amikor
az 1956-os forradalomban vallalt szerepe
miatt eltavolitottak a Szegedi
Orvostudomanyi Egyetemr6l. Egy masik
nagy klinikus tanar, Magyar Imre, akit
nézetel, szellemisége miatt ugyancsak
eltiltottak a medikusok oktatasatol, az
Orvostovabbképzd Intézetben nyujtott
szamara kutatasi lehet6seget, majd a
Semmelweis Orvostudomanyi Egyetem |.
sz. Belklinikajara tortént visszahelyezése
utan osztalyt és laboratoriumot biztositott
szamara klinikajan.

,Gondot viselj
magadrél és a
tudomanyrél; maradj
meg azokban; mert
ezt cselekedvén,
mind magadat
megtartod, mind a te
hallgatéidat.”

(Pal 1. levele
Timotheushoz, 4:16)
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Section 5 — Hematopoietic Stem Cell Transplantation
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Chapter 134 — Principles and Clinical Indications

Thousands of children have received an infusion of allogeneic or autologous
(from the same individual) hematopoietic stem cells to cure malignant and non-
malignant disorders. Autologous transplantation is employed as a rescue strategy
after delivering otherwise lethal doses of radiotherapy and chemotherapy.
Allogeneic transplantation is used to treat children with genetic diseases of blood
cells, such as thalassemia and primary immunodeficiency diseases, as well as
hematologic malignancies, such as leukemia and lymphoma. Bone marrow had
represented the only source of hematopoietic progenitors employed. Growth factor
(G-CSF)-mobilized peripheral blood hematopoietic stem cells and umbilical cord
blood hematopoietic progenitors are also used to perform hematopoietic stem cell
transplantation (HSCT). For many years, an HLA-matched sibling was the only
type of donor employed. More recently, matched unrelated volunteers, full-
haplotype mismatched family members, and unrelated cord blood donors have
been largely employed to transplant patients lacking an HLA-identical relative.
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Donor T cells in hematopoietic allografts are vital
for promoting engraftment, eradicating malignant
cells (graft-vs.-leukemia, GVL, effect), and
reconstituting immunity. Unfortunately, they
mediate Graft-vs.-Host Disease (GVHD), an attack
on recipient tissues. Transplants from immediately
available donors, such as family members who are
fully mismatched for one HLA haplotype, has
recently been achieved by our group through
transplantation of high numbers of T cell-depleted

hematopoietic stem cells.
These grafts result in the rapid generation of natural killer (NK) cells. NK

cells are negatively regulated by major histocompatibility complex (MHC)
class I-specific inhibitory receptors. In humans, receptors termed killer Ig-
like receptors (KIRs) recognize groups of HLA class | alleles. In any given
individual's NK repertoire there are cells which express a single KIR and are
blocked only by a specific class | allele group. Missing expression of the KIR
ligand on mismatched allogeneic cells can therefore trigger NK cell
alloreactivity. We have recently observed that the most impressive influence
associated with a KIR ligand mismatch in the GvH direction, is a
dramatically reduced risk of relapse in acute myeloid leukemia (AML)
patients.
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