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Spontaneous Temporary Remission in
Primary CNS Lymphoma

Michael Rubin, Israel Libman, Marie-Laure Brisson,
Marvin Goldenberg and Steven Brem

ABSTRACT: We report a case of primary CNS lymphoma in which complete, though temporary, spontaneous
clinical and radiologic remission occurred. This is the first such case report to our knowledge.

RESUME: Rémission spontanée temporaire d’un lymphome primaire du SNC Nous rapportons un cas de lymphome
primaire du SNC chez qui nous avons observé une rémission clinique et radiologique spontanée compléte, quoique
temporaire. Ceci constitue, A notre connaissance, le premier compte-rendu d’un tel cas.
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Primary lymphoma of the CNS is arare disease, representing
less than 2% of all extranodal lymphomas.' It is a highly malig-
nant neoplasm. Average survival is 3.3 months with supportive
care alone? and up to 45 months following excision and radia-
tion therapy.’ Recent reports, however, suggest variability in
the prognosis, possibly corresponding to diverse responses to
therapy.* Case reports document both steroid-induced remis-
sion®*® and spontaneous, though incomplete regression.’

We report a case of complete, spontaneous remission of
primary CNS lymphoma that occurred within 27 weeks of onset
and which, by CT and clinical data, lasted approximately one
year before relapse. To our knowledge, this is the first such
reported case in the literature and it lends further support to the
notion that CNS lymphoma is a heterogeneous disorder. At the
very least, it is clearly capricious in its natural history.

CASE REPORT

A 56 year-old woman was admitted to our institution because of
hemiparesis and an abnormal CT scan.

She was last well twenty-one months earlier when she awoke one
morning with right-sided weakness which progressed over two days
and then stabilized. Examination revealed a healthy looking 56 year-
old female, with a normal general physical examination. Neurological
examination disclosed a mild, spastic right hemiparesis.

The following laboratory tests were normal: complete blood count
(CBC), chest x-ray (CXR), electrocardiogram (EKG). sequential multi-
ple analysis computer (SMAC), echocardiogram, serum protein electro
pheresis (SPEP), VDRL, anti-nuclear antibody (ANA). Electroencepha-
logram (EEG) revealed minimal asymmetry over the centro-temporal
regions. Aninfused CT scan showed around, 1 cm enhancing nodule in
the left fronto-parietal region that was not seen on the plain CT (Figure
1). There was considerable surrounding white matter edema but no
midline shift. An angiogram showed no tumour mass or abnormal
vessels.

Because of the critical location of the tumour, a biopsy was not
performed, and the patient was sent home. At follow-up in six weeks
she felt perfectly well and her examination was normal. CT showed a
new enhancing dense nodule in the left hemisphere, several centime-
tres below and slightly lateral to the original nodule. At the level of the
original nodule, the CT had returned to normal (Figure 2). She was
followed as an outpatient and four months later was seen again. She
was well and again examination was normal. CT scan at this time had
completely normalized. She continued to do well.

She returned one year later, with a three week history of increasing
left sided weakness, accompanied by mild occipital headache. General
physical examination revealed early papilledema and mild spastic left
hemiparesis. Normal lab tests included CBC, SMAC, CXR, EKG.
echocardiogram, and VDRL. EEG showed mild to moderate irregular-
ity over the right centro-temporal region. CT scan showed multiple
enhancing lesions in the right cerebral and cerebellar hemispheres,
with edema and mass effect. Lumbar puncture yielded clear CSF with
67 red blood cells and 6 lymphocytes per cc. The lymphocytes were
small and mature with rare cells showing atypical features. CSF protein
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Figure 1 — Infused CT scan done at onsei of ill-
ness shows a round | cm enhanced nodule in
left fronto-parietal region with surrounding
edema. No other lesions are noted.

Figure 2 — At the level of the original nodule the
CT scan has returned to normal 8 weeks after
initial scan (lines are artefacts).

was 124 mg/dl. IGG was 13.3% with negative oligoclonal banding.
Sugar was 70 mg/dl. A hematology consultant felt there was no evi-
dence to suggest a diagnosis of lymphoma and the patient was dis-
charged with a tentative diagnosis of multiple sclerosis and was started
on tapering doses of prednisone at 80 mg per day. Seen in follow-up
four weeks later, the patient felt well. Her neurological examination
was unremarkable and a follow up CT was arranged. Her steroids were
discontinued.

Three days later, left hemiparesis recurred. Her general practitioner
restarted prednisone at 40 mg per day, but weakness progressed and
the patient began to experience gait ataxia and headache. She was
readmitted. Examination again revealed bilateral papilledema and left
spastic hemiparesis. CT scans with and without infusion showed the
high right fronto-parietal lesion to be larger (Figure 3A). There was a
new small left frontal enhancing lesion (Figure 3B). Decadron was
started and a decompressive right frontal biopsy and excision of mass
was performed.
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Figure 3A — Highrightfrontallesion. Consider-
able edema is present.

Figure 3B — Shows a new enhancing nodule in
the left inferior frontal region. Both 3A and
3B done approximately 20 months after initial
presentation.

Pathologic study of the biopsy under light microscopy showed a
diffuse infiltration of large cell type with high mitotoic activity (Figure
4). Accumulation of cells in perivascular spaces was prominent in some
fragments (Figure 4 insert). Glial fibrillary acidic protein (GFAP) stain
performed by peroxidase anti-peroxidase (PAP) technique on formalin-
fixed tissue was negative except for a few residual non-neoplastic
astrocytes. Pyroninophilia was demonstrated by methyl green pyro-
nine (MGP) stain. Immunofluorescence on snap frozen tissue showed
monoclonal positivity for IgM-Lambda consistent with a B cell lymphoma.
The overall interpretation was, therefore, of diffuse lymphoma
immunoblastic B cell type (IgM-Lambda).

The patient did well post-operatively, and was discharged on steroids.
Radiotherapy was arranged on an outpatient basis.

DISCUSSION

The intracerebral mass lesion with which this patient initially
presented was in retrospect, probably, CNS lymphoma. It
seemed to disappear spontaneously within six weeks, and was
replaced by a second enhancing lesion, which also seemed to
have disappeared spontaneously, on follow-up CT scan, four
months later. This remission lasted thirteen months, at which
time, recurrence occurred both in the same location, and at
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Figure 4 — Photomicrograph of the tumour showing a diffuse monotonous
cell population. These cells have round uncleaved vesicular nuclei, distinct,
often prominent nucleoli and mitotic figures are present (arrow). The
insert shows accumulation of cells in the perivascular space (H&E x 40).

other sites within the brain. Steroids induced clinical remission,
but upon discontinuance the patient relapsed with new lesions,
and biopsy yielded adiagnosis of lymphoma. To our knowledge,
this is the first reported case of apparently complete spontane-
ous remission in CNS lymphoma.

Clinical remission has been observed, albeit rarely, with
systemic lymphoma.? ' With CNS lymphoma, partial regres-
sion has been documented to occur spontaneously,” and on
several occasions, a complete, albeit temporary remission has
also been observed, though always in connection with steroid
therapy.> Steroid induced remission is not surprising, given
the fact that tumours, and specifically lymphoma cells, may be
sensitive to glucocorticoid killing activity.'"'>'* Recent stud-
ies indicate that up to 50% of lymphoma patients will obtain a
partial remission given two weeks of therapy with dexametha-
sone alone.'*' The mechanism of glucocorticoid anti-neoplastic
activity appears to be mediated through glucocorticoid recep-
tors which are located in the cytosol.'® The glucocorticoid-
receptor complex has a special affinity for nuclear DNA. After
binding to the DNA, mRNA is transcribed which codes for
certain proteins which are the actual tumourolytic effectors. A
correlation has been found between the level of glucocorticoid
receptor and the response to dexamethasone in lymphoma.

What is totally unexpected however, is that despite any
treatment, a mass should disappear. The mechanism for this
can only be speculated upon at this time. Recently, reports
have suggested that there is considerable variability in the
activity of CNS lymphoma.* The same tumour may be fatal in a
matter of weeks, despite any therapeutic manoeuver, whereas
in other instances, the patient may survive a few years. Why
this should occur is unclear.
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One suggestion is that the tumour invades or outgrows its
blood supply, and autoinfarcts. Alternatively, serendipitous
embolic or thrombotic infarction of the tumour might occur.
Neither of these scenarios is highly likely in our patient, where
a mass disappeared on two separate occasions. Further study
will be necessary to delineate the full spectrum of activity of
this tumour and to understand just why it should, in a fortunate
few, disappear without apparent cause.
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