
transformation rate of approximately 10% over a 20-year

period. Management of PV focuses on reducing the risk of

thrombotic complications and alleviating symptoms. Phlebot-

omy is often the first-line treatment to reduce hematocrit lev-

els, particularly in patients with high thrombotic risk. In

cases where phlebotomy is insufficient or not tolerated, cytor-

eductive therapies, such as hydroxyurea, are commonly

employed. However, approximately 25% of patients may

experience inadequate responses or unacceptable side effects

from hydroxyurea, necessitating alternative treatments. Rux-

olitinib, a JAK2 inhibitor, has emerged as a promising option

for patients who do not respond adequately to conventional

therapies, demonstrating efficacy in reducing splenomegaly

and symptom burden. In conclusion, PV is a complex hemato-

logical disorder with significant clinical implications. Early

diagnosis and appropriate management are crucial to miti-

gate the risks associated with the disease. Ongoing research

into novel therapeutic agents and treatment strategies con-

tinues to enhance our understanding and management of

this condition, ultimately aiming to improve patient out-

comes and QoL.

https://doi.org/10.1016/j.htct.2024.11.115
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Primary myelofibrosis (PMF) is a myeloproliferative neoplasm

characterised by stem cell-derived clonal myeloproliferation

often, but not always, accompanied by JAK2, CALR or MPL

mutations. It is associated with bone marrow reticulin/colla-

gen fibrosis, abnormal inflammatory cytokine expression,

anaemia, hepatosplenomegaly, extramedullary haematopoi-

esis (EMH), constitutional symptoms, cachexia, risk of leukae-

mic transformation and shortened survival. Somatic

mutations in MPN are classified as ‘driver’ and ‘other’ muta-

tions. Driver mutations are JAK2, CALR and MPL, other muta-

tions are ASXL1, SRSF2, U2AF1, IDH1/2, SF3B1, TET-2,

DNMTA3A. SRSF2, ASXL1, and U2AF1-Q157 mutations indi-

cate poor prognosis in PMF. RAS/CBL mutations predict resis-

tance to ruxolitinib treatment. Type 1/like CALR mutation is

associated with better survival. The hallmark of MF is the dis-

ruption of the JAK/STAT signalling pathway. TREATMENT In

the treatment approach, allogeneic stem cell transplantation

(ASCT) should first be positioned as a priority option. Then,

treatment should be planned according to risk stratification

for the control of anaemia and improvement of splenomegaly

and related symptoms. The recommended treatment strategy

is what we call risk-adaptive treatment, which is treatment

according to risk groups and symptoms/symptoms. The gen-

eral approach is observation in low-risk asymptomatic

patients, treatment selection according to symptoms (consti-

tutional findings, splenomegaly, anaemia) in the medium

and low risk group, stem cell transplant-based treatment in

the high risk group. If additional risk factors are present in

the intermediate risk group, ASCT should be considered as an

alternative and a patient-based approach should be taken as

basis. In the absence of symptomatic splenomegaly, non-JAK

inhibitor drugs may be preferred as first-line treatment for

anaemia. Androgens, prednisone (can be used in addition to

androgen therapy or alone), danazol, thymodomide, lenalido-

mide, erythropoiesis-stimulating agents (ESAs) can be used.

Although luspatercept is approved for the treatment of anae-

mia associated with beta thalassaemia and low/intermediate

risk MDS, it has been largely ineffective in MF patients.

Response rates to each of these drugs range between 15-25%.

In the 2nd step, JAK inhibitors, especially momelotinib and

pacritinib, can be considered. These drugs exhibit erythropoi-

etic activity as well as favourable effects on splenomegaly

and systemic symptoms. Among the available JAKi, Momelo-

tinib shows activity against all three major complications in

MF, including anaemia, splenomegaly and constitutional

symptoms. Ruxolitinib (RUX) is the first oral JAK1-2 inhibitor.

It received FDA approval in 2011. Long-term data from the

COMFORT-I/II studies showed a 30 per cent mortality reduc-

tion in intermediate-2/high-risk patients compared to the

control group. COMFORT-I and II analyses found that a reduc-

tion in spleen size with ruxolitinib treatment correlated with

longer survival. Fedratinib (FEDR) received FDA approval in

2019. In the JAKARTA study, FEDR was reported to signifi-

cantly prolong patients' prognosis compared with placebo.

Fedratinib is a treatment option for the treatment of symp-

toms and splenomegaly or for patients who are resistant or

intolerant to ruxolitinib. It includes a warning regarding the

potential risk of serious encephalopathy, including Wer-

nicke's encephalopathy. Pacritinib is a selective JAK 2 inhibi-

tor. It received FDA approval in 2022 in moderate-to-high

patients. Momelotinib received FDA approval in 2023. JAK1,

JAK2 and ACVR1 inhibitor; targets symptoms, splenomegaly

and anaemia. The new therapies, complementary or indepen-

dent with JAK inhibitors, aim to improve patients' responses

and quality of life, going beyond current treatment limitations

with a focus on improving anaemia, thrombocytopenia and

fibrosis, with an impact on overall survival. One future combi-

nation appears to be Pelabresib + Ruxolitinib. In the MANI-

FEST II study, the SVR35 response at week 24 was significantly

higher in patients assigned to pelabresib+ruxolitinib com-

pared to ruxolitinib alone (66% vs. 35%). At Week 24, at least

one degree of improvement in bone marrow fibrosis was seen

in 24.2% of patients who received ruxolitinib alone and 38.5%

of patients who received pelabresib+ruxolitinib.In conclusion,

PELA+RUX shows the potential to improve the four key fea-

tures of MF with a significant reduction in splenomegaly,

improvement in symptom score, improvement in anaemia

and reduction in bonemarrow (BM) fibrosis at Week 24.

https://doi.org/10.1016/j.htct.2024.11.116
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