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There is no information on the efficacy and safety of anticytomegalovirus (CMV) prophylaxis with intrave-
nous ganciclovir or oral valganciclovir after unrelated cord-blood transplantation (UCBT). This issue was
addressed in 151 adults (117 CMV-seropositive) undergoing UCBT at a single institution. The first 38
CMV-seropositive recipients were assigned to receive prophylactic ganciclovir, and the next 79 were given
valganciclovir after engraftment. The cumulative incidence (CI) of CMV infection and disease was similar in
patients receiving valganciclovir or ganciclovir (59% versus 55%, P 5 .59; and 9% versus 18%, P 5 .33, respec-
tively). The toxicity profile and CI of nonrelapse mortality (CMV) and infection-related mortality did not dif-
fer between drugs. Patients receiving valganciclovir required fewer visits to the day hospital (P 5.04). The CI
of CMV infection and disease in 34 CMV-seronegative recipients was 12% and 6%, indicating that tight CMV
monitoring is mandatory in this subset. The recipient’s CMV serostatus, acute and extensive chronic graft-
versus-host disease (aGVHD, cGVHD) were the main risk factors for CMV infection, and aGVHD for CMV
disease. This study suggests that prophylaxis with oral valganciclovir is as safe and effective as intravenous
ganciclovir for preventing CMV infection and disease after UCBT, but valganciclovir reduces the use of hos-
pital resources.
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INTRODUCTION

The introduction of ganciclovir, a potent anticyto-
megalovirus (CMV) agent, and the rapid initiation of

treatment at the earliest signs of infection based on
detection assays, such as DNA polymerase chain reac-
tion (PCR) or pp65 antigenemia (pp65 Ag), have per-
mitted major advances in the prevention and treatment
of CMV disease after allogeneic hematopoietic stem
cell transplant (HSCT) [1,2]. However, despite this
progress, CMV infection and disease remain a signifi-
cant cause of morbidity and mortality [1,2]. Patients
receiving unrelated cord blood transplantation
(UCBT) represent a subset with a high risk of CMV
infection and disease because of poor immune recon-
stitution [3]. Nevertheless, the incidence and outcome
of, and risk factors for, CMV infection and disease af-
ter UCBT have been scarcely addressed [4-8].

The knowledge of risk factors predicting CMV
infection and disease, such as the patient’s and donor’s
CMV serologic status [9-11] unrelated donor [12]
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graft-versus-host disease (GVHD) [13], and T cell de-
pletion [4,10], allows the clinician to select the best
preventive strategy based on the patient’s risk status.
Strategies in high-risk patients include preemptive
therapy with intravenous ganciclovir as soon as they
become positive for CMV in the blood [14,15]; or in-
travenous ganciclovir prophylaxis initiated in all pa-
tients at the time of engraftment and continued until
day 100 after transplant [16,17]. The only randomized
study comparing both preventive strategies showed
a lower incidence of CMV infection and a similar inci-
dence of disease and survival, but a higher incidence of
neutropenia and fungal and bacterial infections in pa-
tients under prophylaxis [18]. Preemptive therapy with
ganciclovir is the strategy used most frequently to re-
duce the incidence of CMV disease after allogeneic
HSCT [2,19]. However, prophylaxis may be justified
in patients with a very high risk of CMV infection
and disease [1,2,11] such as CMV-seropositive recipi-
ents undergoing UCBT.

Valganciclovir, an oral prodrug of ganciclovir with
excellent bioavailability [20,21], has a similar efficacy
to intravenous ganciclovir for prophylaxis of CMV in-
fection in organ-solid transplant recipients [22-24].
Early studies also showed a similar efficacy to intrave-
nous ganciclovir as preemptive therapy in allogeneic
HSCT recipients [25-28]. Oral valganciclovir has the
potential to replace intravenous ganciclovir, making
outpatient care possible, which should provide more
comfort for the patient and reduce the use of hospital
resources. Oral valganciclovir may be especially valu-
able when prophylaxis for CMV infection and disease
is considered. Unfortunately, there is no information
on the efficacy and safety of valganciclovir as prophy-
laxis after allogeneic HSCT.

This study aimed to evaluate and compare the
efficacy, toxicity, and hospital resource use of prophy-
laxis of CMV infection and disease with intravenous
ganciclovir or oral valganciclovir in 2 consecutive co-
horts of CMV-seropositive adult patients undergoing
UCBT at a single center. The rates of CMV infection
and disease were also assessed in the group of CMV-
seronegative patients, in whom prophylaxis comprised
low-dose acyclovir. We also analyzed the characteris-
tics, outcome, and risk factors for CMV infection
and disease.

MATERIAL AND METHODS

Patients and Transplant Characteristics

From May 1997 to July 2008, 151 adults with
hematologic malignancies underwent UCBT at Hos-
pital Universitario La Fe, Valencia, Spain. All patients
provided informed consent according to institutional
guidelines. The transplant protocols were approved
by the Research Ethics Board of the institution

according to the Declaration of Helsinki. Patients
undergoing UCBT with reduced-intensity condition-
ing (RIC) regimens were excluded from the study.
Donor-recipient matching was based on low-
resolution HLA typing for HLA-A and HLA-B, and
high resolution for HLA-DRB1. Early-disease stage
at UCBT was defined as chronic myelogenous leuke-
mia (CML) in the chronic phase, acute leukemia in first
or second complete remission (CR), myelodysplastic
syndrome (MDS) untreated or in CR, and lymphoma
in CR.

Preparative Regimens and GVHD Prophylaxis

The conditioning regimen comprised thiotepa
(TT), busulfan (Bu), cyclophosphamide (Cy), and an-
tithymocyte globulin (ATG) in 71 patients (47%)
[29], of whom 32 received horse ATG (Lymphoglobu-
lin�, M�erieux, Lyon, France) and 39 received rabbit
ATG (Thymoglobulin�, Genzyme, Framingham,
MA). The conditioning regimen comprised TT, Bu,
fludarabine (Flu), and Thymoglobulin in 78 other pa-
tients (52%) [30]. One patient received Flu, TT, and
Lymphoglobulin as preparative regimen.

Acute GVHD (aGVHD) prophylaxis comprised
cyclosporine (CsA) plus prednisone in 79% of patients,
and CsA plus mycophenolate mofetil (MMF) in the
remaining 21%. aGVHD and chronic GVHD
(cGVHD) were graded according to criteria published
elsewhere [31,32].

Risk Stratification, Monitoring, and Diagnosis of
CMV Infection and Disease

CMV serology from the mother or cord blood unit
(CBU) and the recipient were assessed before UCBT.
None of the CBU or mothers was positive for immu-
noglobulin M (IgM) antibody to CMV. The CBU
was considered CMV seronegative regardless of the se-
rostatus of the mother, and the risk stratification for
CMV infection and disease was based only on the pa-
tient’s CMV serostatus [33].

In CMV-seronegative (low-risk) patients, CMV
surveillance analysis was not performed systematically.
CMV surveillance monitoring of peripheral blood (PB)
samples from CMV-seropositive (high-risk) patients
was performed twice weekly from day 7 after transplant
to day 1100, every 15 days until day 1180, monthly
until day 1365, and weekly for patients taking more
than 15 mg daily of prednisone for cGVHD. CMV sur-
veillance analysis was performed using pp65 Ag in PB
leukocytes in the first 60 CMV-seropositive patients
(51%), and plasma quantitative LightCycler-based
PCR (LC-PCR; Roche Diagnostics GmbH, Man-
nheim, Germany) [34] in the next 57 patients (49%).

Diagnosis of CMV viremia was made in the pres-
ence of 1 or more positive pp65 Ag assay (.1 infected
cell of 50,000 cells) or 1 or more positive PCR result

Biol Blood Marrow Transplant 15:730-740, 2009 731CMV Infection and Disease after UCBT



Download English Version:

https://daneshyari.com/en/article/2103474

Download Persian Version:

https://daneshyari.com/article/2103474

Daneshyari.com

https://daneshyari.com/en/article/2103474
https://daneshyari.com/article/2103474
https://daneshyari.com

