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Patient Reported Outcomes in myelofibrosis can mean a number of things but 
has become synonymous with “Disease related symptoms”

As we will discuss these have enabled a healthy focus upon PRO and importance 
of QoL 

But 

Symptoms do not EQUAL Quality of Life

And

We should consider that functional cure with allo-ASCT may involve substantial 
perhaps temporary reduction in QoL
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Myelofibrosis Management in 2025…. Same as in 2024 but changing

Figure 1 PMF or PPV/PET MF

All patients should have dynamic MPN symptom burden assessment (MPN 10/MF SAF), spleen size 
documentation and validated prognostic score performed 

Discuss in MDM; all patients should be offered clinical trial if available
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Hydroxycarbamide if proliferative counts
Clinical trial options

Clinical trial options 
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Eligible
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symptom response

Allogeneic Stem Cell
Transplant, ideally at time of 

best response 

1st line JAK inhibitor to 
maximise spleen and 
symptom response

Monitor symptom and spleen response; be alert for disease progression
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Continue

No Response
Loss of response

2nd line JAK inhibitor OR
Other novel agents
Supportive measuresMcLornan et al 2024



Incorporation of symptoms into prognostic scores in MF
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POTENTIAL POSITIONING OF JAK INHIBITORS IN MF

First Line

JAKi-naïve  

Platelet <50 
x 109/L

Pacritinib
Momelotinib

Platelet >50 x 109/L

Ruxolitinib Fedratinib

Anaemia +/-
spleen +/-
symptoms

Momelotinib

Ruxolitinib failure

Platelet <50 x 
109/L

Pacritinib
Momelotinib

Splenomegaly 
& symptoms

Fedratinib
Pacritinib

Momelotinib

Anaemia +/-
spleen +/-
symptoms

Momelotinib
Pacritinib

JAK-based combination therapy

Second Line

Pacritinib is approved by the FDA but are not currently approved in UK
Fedratinib is only available second line

JAK-based combination therapy



Clinical Variables Predictive of Survival Benefit / Outcome 
in Patients Receiving JAK Inhibitor Therapy?

8BID, twice daily; JAK, Janus kinase; RR6, Response to Ruxolitinib After 6 Months; RUX, ruxolitinib.

Spleen size reduction (for ruxolitinib, 
pacritinib, momelotinib, and fedratinib)

Transfusion independence 
(for momelotinib)

Requirement for transfusion and dose of ruxolitinib <20mg BID 
(for patients who have been on RUX for ≥6 months) – in line with 
the RR6 prognostic score

Emergence of clonal progression (following discontinuation 
of ruxolitinib) and specifically, clones such as RAS and TP53

Treatment goal……………………..

On treatment events, complications dose etc



Can we do better than JAKi monotherapy in MF?

What will the outcome of mCALR and more specific JAKi therapies be?

Is combination upfront better  or is it better to “rescue” with a combination?

Soon we should expect results from studies with Imetelstat, Navetamadlin, 
Selinexor…. And others..

Utility of other JAK inhibitors as combo partners ?

How do we define sufficient benefit for success and then adoption?



10

Comparison of two completed phase 3 upfront combination trials

*

P Transform 1 (BCL2) Manifest 2 (BETi)

RUX +/- Navitoclax
N =  252

RUX +/- Pelabresib
N= 431

Risk Int 1/ Int 2/ High (%) 5%/ 85%/ 10% 59% / 35%/ 6%

Discontinuations 30% / 35% (control) 27.1% / 25% (control)

Mean RUX dose 20mg / 30mg est* 29.3mg /31.3 mg

SVR35%        63.2% vs 31.5% (p<0.0001) 65.9% vs 35.2% (p<0.001)

TSS50 39.2% / 41.7% 52.3% vs 42.3 (p=0.216)

Mean absolute change in TSS +1.4 (p NS) -1.94 (p=0.0545)

Anaemia response** / Fibrosis 
improvement***

Not stated 9.3% vs 5.6%
38.5 vs 24.2 (OR 2 [1.14-3.93])

Pemmaraju et al EHA 2024; Rampal et al EHA 2024
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myMPNvoice App
work of Patrick Harrington 

Aim: 
To better understand lived 
experience of patients with 
MPN:

Through:
- Patient-reported outcomes

- Biometrics linked to wearable 
device

- Electronic health record data 
extraction

n engl j med 390;12 nejm.org March 21/28, 20241120

T h e  n e w  e ngl a nd  j o u r na l  o f  m e dic i n e

security protocols in place at their institutions 
and ideally should be able to communicate to 
their patients how their data are used, stored, 
and shared. Clinicians can reasonably expect 
that security procedures will be continually up-
dated in clinical practice guidelines. Giving pa-
tients control over their data may increase trust.

Low digital literacy levels in certain patient 
populations, particularly patients with limited 
technology exposure, can lead to mistrust and 
impede effective adoption and use of wearable 
DHTs. At a minimum, education and training 
programs are likely to be needed to enhance 
digital literacy among patients and health care 
professionals.

Supporting patients from diverse groups in 
their digital experience, facilitating access, and 
providing education will be of paramount im-
portance for the successful integration of wear-

able DHTs into clinical care and for reducing 
“the digital divide” and resulting health inequal-
ities. The digital divide refers to unequal access 
to technology and Internet connectivity, which 
results in uneven adoption of wearable DHTs. 
Disparities in access to digital resources and in 
the ability to afford the associated costs dispro-
portionately affect marginalized populations, 
which exacerbates existing health care inequali-
ties, as noted in two of the articles in this series.1,2

Reducing costs or providing reimbursement for 
wearable DHTs and ensuring affordable data 
plans and reliable networks in underserved areas 
can reduce disparities in access. Collaborations 
between the public and private sectors — particu-
larly, strategic partnerships between health care 
systems and manufacturers — may facilitate af-
fordable options, subsidies, or reimbursement 
programs that promote equitable access.7

Figure 1. Emerging Uses and Challenges of Wearable DHTs in Clinical Care.

Four clinical settings for use of wearable DHTs that have been discussed in this review series are shown (diabetes, 
cardiovascular disease, depression, and epilepsy), along with challenges that must be addressed to realize the full 
potential of wearable DHTs in patient care: data ownership; patient access, literacy, and trust; standards and inter-
pretability; integration into clinical environments; patient empowerment and agency; and reimbursement and return 
on investment.
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The New England Journal of Medicine
Downloaded from nejm.org at KINGS COLLEGE LONDON on August 7, 2024. For personal use only. 

 No other uses without permission. Copyright © 2024 Massachusetts Medical Society. All rights reserved.

Potential Applications of Wearable Devices in Healthcare

Ginsburg et al. N Engl J Med 2024;390:1118-
27.
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Biometric Data

Remote monitoring data 
is pulled from the 
Withings ScanWatch2 
and App into the MyMPN
Voice App



Fatigue and Correlation with other Patient 
Reported Outcome Data 

• Persistent, 
subjective sense 
of tiredness 
related to cancer 
or cancer therapy 
that interferes 
with usual 
functioning

• Most common 
symptom 
occurring in 81-
95% percent of 
MPN patients
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Fatigue a major area of unmet need in 
MPN correlates with Biometric Data 



OPTIMIST……
Is combination upfront better  or is it better to “rescue” with a 
combination?
Utility of other partner JAK inhibitors (at least 3 available) as 
combo partners ?

In the future might we replace JAK inhibitors as backbone of 
therapy?

MDM2 

Xpo 1 

SMAD TGF B

Future therapies for the treatment of MF..



Currently data only available for ET…. 











What are potential candidates for defining improved 
response in MF….. ?

•Better or more durable spleen response

•Change in driver mutation (or indeed non-driver mutation)

•Change in BM fibrosis / megakaryocytes etc

AI algorithms may beneficial

• Uncertain if we should beat TSS with JAKi
Royston Blood Advances 2020

Lee-Hoeflich ASH 2023
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