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1 | INTRODUCTION

Cytomegalovirus (CMV) reactivation is a regular event
in hematologic malignancies, especially during allo-
genic stem cell transplantation. During autologous stem
cell transplantation (ASCT), CMV reactivation has been
reported to occur in up to 41% of seropositive patients.1
Compromised T-cell immunity persists for up to 1 year
after ASCT so that infection or viral recurrences are fre-
quent during this period. Most of the time CMV reacti-
vation is asymptomatic, but systemic disease can occur
with colitis, pneumonia, and keratitis. In the particular
case of lymphadenitis, the infection is limited to lymph
nodes and can mimic a relapsed neoplasia.” We report a
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Cytomegalovirus (CMV) reactivation is frequent after autologous stem cell trans-
plantation (ASCT), but generalized CMV lymphadenitis is rare. We report a CMV
lymphadenitis after an ASCT mimicking a relapse of a diffuse large B-cell lym-
phoma. After histopathological documentation, CMV lymphadenitis should be
treated to avoid systemic progression.
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rare case of CMV lymphadenitis mimicking lymphoma
relapse, which had a rapid favorable outcome only after
antiviral treatment.

2 | CLINICAL CASE

A 41-year-old woman with no noticeable personal or fa-
milial past history was diagnosed with an advanced-stage
diffuse large B-cell lymphoma (DLBCL). At diagnosis, she
had palpable axillary nodes and nocturnal fever. Initial
positron emission tomography and computed tomography
(PET-CT) showed hypermetabolic cervico-axillary lymph
nodes with splenic and bone lesions. First-line treatment
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consisted of 8 courses of R-CHOP (rituximab, cyclophos-
phamide, doxorubicin, vincristine, and prednisone) re-
sulting in a complete metabolic response. Final disease
reevaluation confirmed complete metabolic response.
Three years later, she experienced a biopsy-proven relapse
with palpable axillary and cervical nodes. PET-CT found
supra- and infra-diaphragmatic lymph nodes (maximal
standardized uptake values [SUVmax]| 37.8) with hepatic,
splenic, and bone involvement. She received salvage ther-
apy consisting of 4 courses of R-DHAP regimen (rituxi-
mab, dexamethasone, and high-dose cytarabine, cisplatin)
with complete metabolic response after 2 courses. She then
was consolidated with high-dose chemotherapy (carmus-
tine, etoposide, cytarabine, and melphalan) followed by
autologous stem cell rescue. During hospitalization, she
experienced a febrile neutropenia without any bacterial or
viral documentation of favorable outcome with a probabil-
istic broad-spectrum antibiotic therapy for 5days. PET-CT
reevaluation after 2 months confirmed complete meta-
bolic response. Seven months later (i.e., 9 months follow-
ing ASCT), supra- and infra-diaphragmatic lymph nodes
were found on PET-CT (SUV max 9.9). The patient had no
related symptoms. Lymphocyte count was 2.2 G/L includ-
ing 68%, 26%, and 42% CD3+, CD4+, and CD8+ T-cells,
respectively, 22% CD19+ B-cells, and 8.5% CD16+CD56+
natural killer cells. Serum LDH level was normal. Serum
CMV IgG were positive, consistent with a past infection.

A surgical biopsy of a sub-clavicular lymph node
showed unspecific follicular hyperplasia. Viral eosino-
philic nuclear inclusions were detected next to monocy-
toid B-cell hyperplasia in interfollicular area (Figure 1).
Immunohistochemistry using an anti-cytomegalovirus
antibody revealed CMV-infected cells. Blood CMV poly-
merase chain reaction (PCR) was negative. The patient
did not develop colitis or retinitis. These results were con-
sistent with a CMV lymphadenitis. The patient was first
watched, but a repeat PET-CT scan after 3 months revealed
progressive disease with increased SUV (SUmax 14.3) and
new hypermetabolic lymph nodes. Blood CMV PCR was
again negative. Based on these new findings, the patient
received ganciclovir 5 mg/kg twice a day for 15days. No
treatment-related adverse event occurred. Reevaluation
by PET-CT 1month later revealed a complete response
in the pulmonary and pectoral lymph nodes and a near-
complete response in the axillary lymph nodes (SUVmax
3.3 versus 7.6).

3 | DISCUSSION

We present here a case of a diffuse CMV lymphadenitis
that occurred 7 months after ASCT in a patient with a
DLBCL. The patient had no related symptoms and the

FIGURE 1 Lymph node biopsy. Histopathological analysis
showed a reactive lymph node with follicular reactional
hyperplasia (upper left x25 and right x50), monocytoid B-cell
hyperplasia (upper right x50 and bottom left x200) and sparse
enlarged cells with viral eosinophilic inclusions (bottom left X200
and right x400), immunohistochemically stained with CMV
antibody (bottom right x400).

PET-CT mimicked a DLBCL relapse, confirming the need
to systematically perform a biopsy to ascertain a relapse.
As T-cell repertoire recovery following ASCT typically
occurs more than one year later,’ infectious lymphadenitis
is thereby a diagnostic that needs to be considered. Other
infectious agents including Epstein-Barr virus (EBV),
toxoplasmosis and mycobacteria should also be ruled out.
Viral blood PCR can help in the diagnosis, but asillustrated
in our case, a negative blood PCR does not exclude the
diagnosis of viral adenitis and only histological analysis
can rule out or confirm the diagnosis.” There are only few
reports of CMV lymphadenitis.z’4 Whether a systematic
anti-CMV agent must be introduced in this setting remains
a matter of controversy. Recommendations only focus
on the treatment of active forms such as pneumonia.’
Lymphadenitis, a rare condition which outcome is still
unclear, is not mentioned. While cases of spontaneous
resolution were reported,” our patient experienced a
progression of lymphadenitis after a 3-month observation
that resolved rapidly and durably following antiviral
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treatment initiation. In addition, the monitoring of blood
CMYV PCR and the pre-emptive treatment of asymptomatic
CMV reactivations, which are standard after allogeneic
transplantation, are not consensual after ASCT.®

In conclusion, CMV lymphadenitis is a rare complica-
tion that should be considered following ASCT. As clinical
presentation can mimic a lymphoma relapse, histopatho-
logical confirmation is needed. Antiviral treatment may be
required to prevent a systemic progression of the disease.
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