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chronic lymphocytic leukemia have been described, and
some BRAF mutants have been identified in patients with
Richter’s transformation.®

Here, we present an almost unique case of concomitant
diagnosis of HCL and monomorphic epitheliotropic intest-
inal T-cell lymphoma (MEITL) in a patient who was
refractory to cladribine.

Case report

A 65-year-old Caucasian man, with a history of mild
thrombocytopenia (interpreted as immune) known since
2013 and never treated, was referred to our institution in
August 2016 because of the recent appearance of petechiae
at both lower limbs, without extension to the trunk or arms
and without mucosal or major hemorrhage. Splenomegaly
was detected upon physical examination.

Blood tests revealed severe neutropenia, with 1,950
leukocytes/mm? (30% neutrophils), mild anemia (hemoglo-
bin was 11.4 g/dL), and severe thrombocytopenia (platelets
were 47,000/mm?®). The biochemical profile demonstrated
a mild increase of creatinine, 1.47 mg/dL, with no further
abnormal findings. A bone marrow biopsy was performed,
showing a marked hypocellularity (15%), along with an
interstitial and diffuse infiltrate (90% of cellularity) com-
posed of small lymphocytes with abundant pale cytoplasm
and round-to-oval nuclei and a grade 1 marrow fibrosis. The
immunohistochemical evaluation showed positivity for
CD20 and annexin A1 (ANXA1). A droplet digital polymer-
ase chain reaction assay performed on peripheral blood
mononuclear cells demonstrated the presence of the BRAF
V600E mutation, with a fractional abundance of the mutated
allele (which denotes the proportion of the mutant allele
frequencies) of 37.9%. A diagnosis of HCL was made.

Subcutaneous cladribine was started in
September 2016 at the total dose of 10 mg to be delivered
once a week for 5 consecutive weeks. The day before
the second injection, the patient was admitted to the emer-
gency room because of fever, chills, and right testis ten-
derness. A diagnosis of febrile neutropenia with
orchiepididymitis was made. Bilateral pleural effusion,
without pulmonary infiltrates, was evident at high-
resolution computed tomography scan; ascites was also
documented upon abdominal ultrasound. The patient
rapidly became anuric. Biochemical tests showed marked
hypercreatininemia (5.6 mg/dL), hyperkaliemia (6.9 mEqg/
L), and metabolic acidosis. Blood cultures were negative
for aerobic or anaerobic bacteria and galactomannans were
negative.

A wide-spectrum antibiotic treatment was started, along
with furosemide and albumin supplementation to reduce the
ascitic fluid. A diagnostic paracentesis demonstrated an
exudate with no hairy cells. Fluid balance, diuretics, and
electrolyte correction allowed a complete recovery from
acute renal failure. Intravenous methylprednisolone was
started at this point, with an initial clinical and laboratory
improvement. Nevertheless, a sudden acute respiratory fail-
ure developed soon after due to acute pulmonary edema.
Non-invasive ventilation and diuretics could restore an
adequate respiratory function, and the patient was again
addressed to subcutaneous cladribine administration in
November 2016 (2 months after the first dose). At this
point, it was decided to administer cladribine once a day
for 5 consecutive days. Fifty days after treatment comple-
tion, cytopenia had not resolved, as leukocytes were still
lower than 1,000/mm? and neutrophils <500/mm? irrespec-
tive of granulocyte colony-stimulating factor support.
Thrombocytopenia also persisted (70,000/mm?), along
with splenomegaly, pleural effusions, and ascites. A hairy
cell marrow infiltration was confirmed (Figure 1, Panels
A-B), and the BRAFV600E fractional abundance remained
persistently high (10.33%), indicating a lack of response.

Less than 1 month later, the patient was admitted again to
the emergency department because of acute abdominal pain,
diarrhea, and clinical signs of bowel perforation. An emer-
gency exploratory laparotomy revealed jejunal perforation,
which prompted the resection of 9 cm of affected small
bowel. The resected intestinal wall was extensively infil-
trated by CD20, PAX5, CD3", CD4, CD8", and
ANXAL lymphoid elements, with a Ki-67 of 70%. CD56
and TIA-1 were also positive (Figure 1, Panels C-G).
A diagnosis of MEITL was made. Interestingly, BRAFpyr-
osequencing on affected intestinal tissue showed a thymine
to adenine substitution at position 1,799, consistently with
the presence of the V600E mutant. Conversely, the mutation
was absent on unaffected resection margins (Figure 2, Panel
A), confirming a somatic — and not a germ-line — mutation.
The expression of mutant BRAF was also confirmed by
immunohistochemistry (Figure 1, Panels H-1). Molecular
analysis was performed on both biopsies (bone marrow
and intestine) to determine rearrangement of genes coding
for immunoglobulin heavy chains (IGH) and T-cell receptor

(TRQ, trying to find out whether the two neoplasms
carried rearrangements of the same size. DNA was extracted
and tested by control gene PCR (100—400 bp amplicons) to
verify its integrity. PCR assay was performed according to
EUROCLONALITY protocols and evaluated by
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