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Tumor flare reaction in a patient with
mantle cell ymphoma

TO THE EDITOR: Tumor flare reaction (TFR) is a syndrome
that clinically presents with painful lymph nodes and/or
spleen enlargement, and it can be accompanied by fever,
rash, and clear lymphocytosis [1]. Medical literature fre-
quently points out its association with chronic lymphocytic
leukemia (CLL) and lenalidomide treatment. In a study by
Chanan-Khan er al [2], it was observed that of 26 (58%
of 45 patients) CLL patients who were administered 25
mg/day oral lenalidomide treatment for 21 days in 28-day
cycles developed TFR reactions (50% developed grade 1-2
reactions, and 8% developed grade 3-4 reactions). In another
study by Ferrajoli er al [3], it was observed that 10 (28%
of 35 patients) CLL patients who were first treated with
a dose of 10 mg/day of lenalidomide and then with an
increased dose of 25 mg/day developed TFR. While TFR
cases after lenalidomide treatment have been frequently
reported, TFR has not been reported after Hyper-CVAD
plus Rituximab (R-HCVAD) treatment. Herein, we report
a patient diagnosed with mantle cell lymphoma who devel-
oped TFR after use of high dose cyclophosphamide, doxor-
ubicin, adriamycin and dexamethasone plus rituximab.
The patient, who was being followed up for relapse of
mantle cell lymphoma, developed fever, throat swelling,
pain, and difficulty in swallowing after R-HCVAD treat-
ment. Magnetic resonance imaging (MRI) of the patient’s
throat showed a mass, sized approximately 65x29 mm at
its broadest point, with its borders not clearly identified;
the mass caused distinct asymmetry in the hypopharynx
and oropharynx, displaced the uvula to the right side, and
continued to the epiglottis level. Distinct hypertrophy of
the lingual and left palatine tonsils as well as of multiple
lymph nodes on both sides were observed in the left sub-
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mandibular area of the cervical chain of the neck, the biggest
of which was sized 20x12.5 mm (Fig. 1). These findings
suggested TFR after chemotherapy, and dexamethasone (24
mg/day) was initiated. The patient’s fever decreased, and
his complaints regressed on the 10th day of the treatment;
throat MRI revealed edema and inflammation regression
when compared to that observed on the previous MRI scan.
A thin area of loculation was observed in the left retro-
pharyngeal and parapharyngeal space and a small mass resi-
due, 2.5x8 mm in size, was observed in the parapharyngeal
space, with no clear contrast involvement. The patient’s
complaints abated completely after dexamethasone treat-
ment; therefore, medications were stopped and follow-up
was initiated.

Until recently, it was thought that TFR associated with
lenalidomide was a condition specific only in CLL patients.
However, in 2010, Corazzelli et al [4], reported three pa-
tients with relapsing or refractory Hodgkin lymphoma who
developed TFR, and thus, showed that it was not so.
Similarly, Eve and Rule [5], showed that three of 25 patients
with mantle cell lymphoma who were treated with lenalido-
mide developed TFR. It was observed that two of the mantle
cell lymphoma patients who developed TFR had a mild
condition and recovered without any treatment. However,
the other patient died of cerebrovascular complications al-
though he was hospitalized owing to the severity of his
condition (he had a prolonged reaction and his pain could
not be controlled) [5]. While the etiology of TFR is not
clearly known, it is thought that some mechanisms may
be because of secondary production of cytokines. Studies
have shown that lenalidomide does not directly induce apop-
tosis of or cytokine production by tumor cells, but depending
on the dose, it does increase CD40, CD80, CD86, HLA-DR,
and CD95 expression by activating B cells [1]. It has been
shown that there is distinctive CD40 and CD86 expression
in CLL cells on ex vivo lenalidomide administration, and
that the expression is associated with TFR [1]. Andritsos

Fig. 1. The patient’s throat mag-
netic resonance imaging scan
showing a heterogeneously dense
mass, sized approximately 65x29
mm at its broadest point, with its
borders not clearly identified;
therefore, the mass caused dis-
tinct asymmetry in the hypop-
harynx and oropharynx, displaced
the uvula to the right side, and
continued to the epiglottis level.
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et al [1] have shown that, on pre- and post-treatment evalua-
tion of the lymph nodes, infiltration of Ki67- and
CD3-positive, CD8-positive, granzyme B-positive T cells
increases. It has been observed that, in patients with
Hodgkin lymphoma who are treated with lenalidomide and
who develop TFR, cytokines (particularly interleukin [IL]-6,
IL7, APRIL, BAFF/BLyS) are released because of B cell acti-
vation, and levels of free light chains increase distinctively;
these changes are reflected in the clinical properties.
Likewise, it has been shown that when the TFR subsides,
cytokines and light chain levels decrease to normal levels
[5]. Therefore, for patients who develop TFR, it is suggested
that dexamethasone be used, as it provides distinctive im-
provement by especially inhibiting CD40 regulation [1].
The mechanism through which the R-HCVAD treatment
leads to TFR is not known, but one of the above-listed
mechanisms may play a role.
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Extramedullary plasmacytoma of the
thyroid: report of a rare case

TO THE EDITOR: Extramedullary or extra-osseous plasmacy-
tomas (EMP/EOP) are localized plasma cell neoplasms that
arise in tissues other than bone. EMP comprises 3-5% of
all plasma cell neoplasms. The upper respiratory tract and
the oral cavity are the most common sites for EMP [1],
and the thyroid gland is one of the rare sites for this
neoplasm. Here, we report a case of EMP of the thyroid
in a 53-year-old male who presented to the surgery out-
patient department (OPD) with a left-sided thyroid swelling
of six months duration.

CASE

A 53-year-old male patient presented to the surgery OPD
with history of swelling of the left side of his neck for
the last six months. The swelling had gradually increased
to its present size over this time period and was not associated
with pain, changes in his voice, or difficulty in breathing.
A well-healed scar was present on the front of the patient’s
neck, as he had undergone surgery four years earlier for
which no further details were available. The patient had
not received any post-operative chemotherapy or radio-
therapy. On examination, a soft, non-tender swelling meas-
uring 8x10 cm was noted on the front of the neck toward
the left side that moved with deglutition but not with pro-
trusion of the tongue. The cervical lymph nodes were not
enlarged. There were no signs of pressure effects on the
trachea, larynx, esophagus, or major veins of the thorax,
and no sign of hypothyroidism or hyperthyroidism.

All routine investigations, including complete blood
count, liver function test and renal function test, were within
normal limits. A thyroid profile showed slightly increased
thyroid-stimulating hormone levels (TSH, 5.92 mIU/mlL;
normal range, 0.5-5.0 mIU/mL) and slightly decreased T,
levels (3.65 p/dL; normal range, 4.5-12.6 p/dL). Contrast-en-
hanced computed tomography of the neck and chest showed
a well-defined mass lesion of 6x6x10 cm in the region of
the left lobe of the thyroid gland extending up to the hyoid
bone. Inferiorly, the mass extended 2 cm above the level
of the aortic arch. Ultrasonography of the abdomen showed
fatty liver with an enlarged prostate, and no enlarged lymph
nodes or hepato-splenomegaly were observed. Fine-needle
aspiration cytology of the swollen area was performed, re-
vealing a dispersed population of atypical plasma cells along
with a few benign follicular epithelial cells that were in-
filtrated by lymphocytes. The possibility of plasmacytoma
of the thyroid in a background of thyroiditis was suggested.
Following a cytology report, an extensive workup for multi-
ple myeloma (MM) was performed, which showed normal
bone marrow, and radiographs of the skull, chest, spine,
and pelvis did not show any abnormalities. Serum protein
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