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INTRODUCTION
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The simultaneous presence of myeloproliferative
diseases, specifically myelofibrosis (MF) and
lymphoproliferative disorders (LPD), has been reported
(1). The first-in-class JAKI ruxolitinib (RUX) can control
the disease, splenomegaly, and systemic symptoms.
The inhibition of the JAK-STAT pathway leads to a state
of Immunosuppression, with an increased risk of
infections or growth of pre-existing lymphoid clones,
resulting in LPD. Considering the studies currently
available evaluating the correlation between
myeloproliferative neoplasms (MPN) and LPD, we

note different results. In the cohort of Pemmaraju and
colleagues, only 9 (0.56%) MF patients developed an
LPD, of which 6 were previously treated with RUX. In the
European group, 4 (5.8%) of 69 patients who

received JAKI treatment experienced aggressive B-cell
non-Hodgkin lymphomas, reporting an increased risk
compared with patients treated with other drugs (2—

0.36%) (2-3).

AlM

In our experience, we report the cases of 2 patients
affected by LPD arising during treatment with RUX for
MF and for whom we decided to switch therapy

to fedratinib (FED) with subsequent spontaneous
disappearance of LPD.
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CASES PRESENTATION

MYELOFIBROSIS AND CONCURRENT LYMPHOPROLIFERATIVE DISORDER DURING
JAKI THERAPY: COULD FEDRATINIB BE THE TURNING POINT?

The first is a case of a 65-year-old woman affected by JAK2-mutated PPV-MF. After about 12 months
of treatment with RUX, we found 2 new cutaneous lesions in the scapular region, diagnostic for
cutaneous marginal zone lymphoma (MZL). Considering the relationship between LPD and RUX
treatment, we discontinued RUX administration. We started therapy with FED at the standard dose of
400 mg daily, with the progressive disappearance of the lesions in about 2 months and reasonable

control of the underlying MF (Figure 1).

The second patient is a man affected by CALR-mutated PET-MF who began RUX treatment. During
the follow-up, after 5 months of RUX, lymphocyte count had increased, with immunophenotype
diagnostic for chronic lymphocytic leukemia (CLL) (Figure 2). After the LPD diagnosis, we decided to
withdraw RUX and treat the patient with FED without accessory treatment for the indolent CLL.
Immediately after the RUX discontinuation, we witnessed a progressive decrease in lymphocyte

count, reaching values around the upper threshold limit.

Figure 1. Skin lesions arose during therapy with ruxolitinib (A), with the largest
measuring about 2.5 cm (B), and disappeared after withdrawal of ruxolitinib
and shift to fedratinib (C - biopsy results were also evidenced)

Figure 2. Imnmunophenotype evaluated in flow cytometry (A —in green)
and peripheral blood smear (B) of clonal lymphocyte population evident
during ruxolitinib therapy and diagnostic for CLL
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CONCLUSIONS

Our limited series suggests carefully evaluating
patients affected by MPN and treated with JAKI,
with the key role of FED in these cases instead
of RUX.
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