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Predonor lymphocyte infusion treatment
with 5-azacytidine as salvage treatment
in relapsed acute myeloid leukaemia

secondary to myelodysplastic syndrome
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A 46-year-old Caucasian woman presented with acute
myeloid leukaemia (AML) evolving from a myelodysplastic
syndrome (MDS) with a complex karyotype [51,XX,+
X, + 13,4+ 14,4+ 21,4 22(17)/ 46,XX(5) November 1996
and 51,XX,+X,-7,+13,+14,+21,+21,+22(17)/ 46,
XX(3) January 1997] and received induction treatment
without response; thus, she received an unrelated allogeneic
bone marrow transplant in 1997 for her primary refractory
AML. She achieved a complete remission. Eleven years later,
in July 2008, her complete blood count showed leuko-
penia (2200 cells/mm?; absolute neutrophils 440), normo-
cytic normochromic anaemia (haemoglobin 9.3 g/dl) and
slight thrombocytopenia (139 000/mm®). Bone marrow
biopsy/aspirate was hypocellular with 20-30% blasts, and
chromosomal analysis showed 50,XX, 4+ X,add(2)(q37), 7,
del(7)(qr22),del(9)(q13q32),+ 13, + 14,4+ 21, +22(11)/
46,XX (9). She was a mixed chimera. It was decided to
proceed with donor lymphocyte infusion (DLI) from the
same unrelated donor after therapy with 5-azacytidine,
given her history of insensitivity to chemotherapy. The
patient received 75 mg/m?/day for 7 days by subcutaneous
injection for five cycles and achieved complete remission.
A bone marrow biopsy and aspirate obtained 5 days before
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DLI showed normal trilineage haematopoiesis without
evidence of leukaemia. DLI was given afterwards without
complications. One month after the DLI, the patient
had normal blood counts [white blood cells 5300
(absolute neutrophil count 2364); haemoglobin 10 g/dl;
platelet count 243 000] without acute graft-versus-host
disease. She developed chronic graft-versus-host disease
later characterized by dry eyes and mouth as well as
lichenoid skin changes requiring steroid therapy. Four
months after the DLI, she had a normal bone marrow
examination with a normal male karyotype (donor) and
fluorescence in-situ hybridization, and her chimerism
studies showed 100% donor DNA.

At this time, the hypomethylating drug, 5-azacytidine,
is approved and used as part of treatment in MDS after
which 23% complete or partial responses are observed
[1]. The use of 5-azacytidine before allogeneic stem cell
transplantation has shown encouraging results [2], but
data after relapse and before DLI are lacking, as in this
case in which the drug was able to induce a remission
before DLI. Our case is interesting because there is
virtually no information about using 5-azacytidine before
DLI. The use of DLI alone will produce very limited
clinical benefits (remission around 15%) [3], but the
combination of a hypomethylating drug and DLI deserves
further investigation in MDS patients.
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