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Abstract

The Philadelphia chromosome-negative myeloproliferative neoplasms (MPN) are a group of heterogenous hematologic malignancies char-
acterized by the proliferation of blood cells and consist of myelofibrosis, polycythemia vera, and essential thrombocythemia. The NCCN
Guidelines for MPN were developed as a result of meetings convened by a multidisciplinary panel with expertise in MPN, with the aim of
providing recommendations for the comprehensive care of adults with these diseases. The panel of experts convenes at least once a year
to discuss requested changes to the Guidelines and to evaluate emerging data. These Guideline Insights focus on some of the recent up-
dates for myelofibrosis.
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Overview
In 2023, the estimated incidence of myelofibrosis (MF) in the
United States was 1.56 (95% CI, 1.38–1.77) per 100,000 person-
years.1 In a survey assessing the incidence rates (IRs) of different
subtypes of myeloproliferative neoplasms (MPN) in the United
States (2002–2016), the age-adjusted IRs per 100,000 person-
years were highest for polycythemia vera (PV; 1.57) and essential
thrombocythemia (ET; 1.55), while the IR for primary MF (PMF)
was0.44.2

The diagnosis and comprehensive care of patients with
MPN has increased since the identification of JAK-STAT “driver”
mutations (JAK2, CALR, and MPL mutations), and the develop-
ment of therapies targeting the JAK-STAT pathway has resulted
in significant improvements in disease-related symptoms and
quality of life.3 However, certain aspects of clinical management
regarding the diagnosis, assessment of symptom burden, and
selection of appropriate symptom-directed therapies continue
to present challenges for hematologists and oncologists.4 This
article highlights recent updates to risk stratification and treat-
ment recommendations for thecomprehensive care ofpatients
withMF.

Risk Stratification
Post-PV and Post-ET MF
Previously, MF Secondary to PV and ET-Prognostic Model
(MYSEC-PM) was the only prognostic risk model recommended
for post-PV or post-ET MF. Following an internal request to con-
sider the inclusion ofMutation-Enhanced International Prognos-
tic Scoring System (MIPSS)-70-Plus version 2.0 and DIPSS-Plus,
basedondata from2 recentpublications, thepanel reachedacon-
sensus to add these prognosticmodels as options (see Figure 1).5,6

The panel also voted to determine which prognosticmodel is pre-
ferred.Basedonthevoteresults,MIPSS-70-Plusversion2.0 isapre-
ferredprognostic riskmodel.

TheMYSEC-PM is a prognosticmodel that stratifiespatients
with post-PV or post-ET MF into 4 risk groups with distinct sur-
vival outcomes: low risk, intermediate-1, intermediate-2, andhigh
risk.7 Stratification is based on age, hemoglobin level (,11g/dL),
circulating blasts ($3%), CALR mutation status, platelet count
(,150 3 109/L), and constitutional symptoms. The median sur-
vival for these groups was not reached, 9 years, 4 years, and
2 years, respectively. Palandri et al8 validated the MYSEC-PM
model in post-PV and post-ET MF. The model was successfully
used to stratify patients into different risk categories, whereas the
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