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Abstract

Abstract

Background: Aplastic anemia (AA) is defined as pancytopenia with a
hypocellular bone marrow in the absence of abnormal infiltration or
increased reticulin. Aim of the Work: This retrospective study
evaluates the incidence of CMV viraemia in severe aplastic anemia
patients who developed acute GVHD after allogeneic SCT in the time
period from 2010 to 2015 regarding: The correlation between acute
GVHD and the incidence of CMV CMV-related mortality. Disease-free
survival (DFS). Overall survival (OS). Patients and Methods: Patients
with severe aplastic anemia (SAA) who underwent allogeneic
peripheral blood stem cell transplantation (PBSCT) at Nasser institute,
in the time period between 2010 and 2015 (5years) were included in the
study. Results: In this study 28 patients (27.18 %) developed aGVHD
and 11 patients (10.6 %) developed CMV viremia. 6 patients with
aGVHD developed CMV viremia (P-value=0.03). Conclusion: In
conclusion the use of CMV prophylaxis routinely with new agents with
lower toxicity, especially in patients at high risk of CMV replication,
might reduce the incidence of CMV replications, reducing so the
morbidity and mortality, and according to some studies may also
reduce the incidence of aGVHD and its related morbidity and mortality.
Recommendations: Further studies are needed to the relationship
between CMV and acute GVHD.
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Introduction

plastic anemia (AA) is defined as pancytopenia with a

hypocellular bone marrow in the absence of abnormal
infiltration or increased reticulin. AA can be inherited or
acquired. AA is classified as non-severe, severe (SAA) and very
severe based on the degree of the peripheral blood cytopenias.
Bone marrow transplantation is the treatment of choice for
young patients (age of <40 years) with SAA who have a
histocompatible (HLA)-matched donor (Young et al., 2006).

Despite progress in immunosuppressive and antiviral
therapy, acute graft-versus-host disease (aGVHD) and
cytomegalovirus (CMV) infection remain  important
complications after allogeneic stem cell transplantation (allo-
SCT) (Boeckh et al., 2009).

Multiple studies have shown a pathogenetic association
between CMV replication and aGVHD. GVHD and its
treatment put patients at risk for CMV replication. On the other
hand, CMV may also play a role in the development of GVHD.
CMV-infected endothelial cells have been shown to produce
inflammatory cytokines such as interleukin 6. These
inflammatory responses in patients after allo-SCT with CMV
replication could thereby contribute to the initiation of aGVHD
(Larsson t al., 2004; Cantoni et al., 2010).
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The most common clinical manifestations of CMV
disease in allo-SCT recipients are pneumonitis, hepatitis and
gastroenteritis. The introduction of prophylactic or
preemptive antiviral drug treatment during this early post
transplantation period resulted in a marked reducton of the
incidence of CMV pneumonia (Ljungman, 2008).

The most important risk factors for CMV disease after
allogeneic SCT are the serologic status of the donor and
recipient. CMV-seronegative patients receiving stem cells
from a CMV-seronegative donor (D—/R-) have a very low
risk of primary infection if CMV safe blood products are
used. Other risk factors for CMV infection include the use of
high-dose corticosteroids, T-cell depletion, acute and chronic
GVHD, the use of antithymocyte globulin, conditioning
regimens containing fludarabine, high CMV viral load, and
the use of mismatched or unrelated donors (Walker et al.,
2007; Mori and Kato, 2010).

The serologic determination of CMV-specific
antibodies (IgG and IgM) is important for determining a
patient's risk for CMV infection after transplantation but
cannot be used for the diagnosis of CMV infection or
disease. Polymerase chain reaction (PCR) is the most
sensitive method for detecting CMV. Quantitative PCR
(gPCR) relies on the amplification and quantitative
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measurement of CMV DNA, while at the same time
maintaining high specificity. High levels of DNA in blood is
a good predictor of CMV disease in HSCT recipients
(Boeckh et al., 2003).




Ainme of the Work

Aim of the Work

This retrospective study evaluates the incidence of CMV
I viraemia in severe aplastic anemia patients who developed
acute GVHD after allogeneic SCT in the time period from 2010
to 2015 regarding:

e The correlation between acute GVHD and the
incidence of CMV

e CMV-related mortality.
e Disease-free survival (DFS).

e Overall survival (OS)




