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Dear Editor,

The primary central nervous system (CNS) diffuse large
B cell lymphoma (DLBCL) has a significantly more
aggressive clinical course compared to systemic
DLBCL. Secondary CNS DLBCL has been associated
with immunosuppression, autoimmune disease, and
transplantation [1, 2] and is excluded from primary
DLBCL in the 2016 WHO classification of lymphomas
[3]. Secondary isolated CNS relapse is rare, with poorly
defined management strategies [4—7]. We set out to
identify and further characterize secondary CNS
DLBCL in our patient population. A search of our pa-
thology archives from 2000 to 2016 identified 55 cases
of DLBCL. After clinical and pathological review, pa-
tients were divided into primary and secondary CNS
DLBCL. The secondary lymphomas were further
subclassified as germinal center (GC) and activated B
cells (ABC) using the Hans algorithm [8]. Clinical in-
formation is summarized in Table 1.

Forty-eight primary CNS DLBCLs were identified,
with an average age of 67 and a slight male predomi-
nance of 1.2:1. Ninety-eight percent were Caucasian.
Seven secondary DLBCLs were identified, and further
divided into metachronous and synchronous lymphomas.
Five metachronous CNS DLBCLs occurred at an
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average age of 58 and M:F ratio of 3:2. All showed
ABC phenotypic expression and an average of 7 years
between initial systemic presentation and CNS relapse.
Two had a transplantation history (one of whom was
treated with mycophenolate) and one had history of au-
toimmune disease. The time from the CNS diagnosis to
last follow-up ranged from 5 to 48 months. Two of the
seven metachronous cases had divergent lymphoma phe-
notypes, with initial diagnoses of mixed small and large
cell lymphoma and cutaneous B cell lymphoma. The
two synchronous DLBCLs both occurred in male pa-
tients at an average age of 52; one of these patients
was HIV positive and showed EBER expression and
GC phenotype. The second patient had no history of
transplantation, autoimmunity, or immunosuppression.
Variations in therapeutic chemotherapy, rituximab and
radiation did not appear to affect the outcome in our
limited data set.

The high prevalence of the ABC phenotype among
these secondary CNS lymphomas partly explains the
dismal outcome in these patients [9]. Although our
case series is not large enough to perform statistical
analysis, our findings indicate an increased incidence
of secondary DLBCL in patients with autoimmunity,
transplantation, and immunosuppression, which is con-
cordant with previous reports [1, 2]. DLBCL of the
CNS in these settings should be distinguished from
primary DLBCL of the CNS [3]. The relatively long
period before the CNS relapse is unique in the
metachronous group and may result in under diagnosis
of secondary CNS DLBCL. Further studies are required
to understand the pathophysiology and prognosis of
secondary DLBCL of the CNS.
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Table 1 Clinical information

Subtype of EBER  Time between  Type of systemic Stage of 1 History and type Autoimmune History of Time to last
2 DLBCL systemic and 2 lymphoma lymphoma  of transplant disorders immunosuppression follow up
lymphoma
Metachronous DLBCL
1 ABC Neg 6 years Mixed small and Unknown None None NA 48 months
large cell
lymphoma
2 ABC NA 9 years DLBCL Unknown Kidney Lupus Undocumented 1.7 months
nephritis
3 ABC Neg 8 years DLBCL v Unrelated donor None Yes 37 months
peripheral
stem cell
transplant
4 ABC Neg 5 years Cutaneous B cell 1V None None NA 5.5 months
lymphoma
5 ABC Neg 9 years DLBCL 1A None None NA 5 months
Synchronous DLBCL
1 ABC Neg NA DLBCL v None None None 0 month
2 GC Positive  NA DLBCL v None None None 3.6 months

ABC, activated B cell; Neg, negative; NA, not available; GC, germinal center
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