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Allogeneic haematopoietic cell transplantation (allo-HCT) remains the only potentially curative option for patients with
myelofibrosis (MF), yet the integration of JAK inhibitors (JAKi) and novel agents into transplant pathways has created increasing
complexity. To capture current real-world practice, the EBMT Chronic Malignancies Working Party conducted a survey of 19 high-
volume European centres performing MF allo-HCT. Most centres (68%) routinely initiated JAKi, primarily ruxolitinib, in transplant-
eligible patients prior to conditioning, with goals of splenomegaly reduction and symptom control. Management of ruxolitinib
intolerance or resistance was heterogeneous, with strategies including switching to alternative JAKi, proceeding directly to allo-
HCT, or enroling in clinical trials. Peri-transplant approaches also varied: over half of centres continued ruxolitinib throughout
conditioning, while others employed tapering or abrupt discontinuation. Experience with newer JAKi and investigational therapies
was limited. Post-transplant, most centres did not routinely reintroduce JAKi, although some used them for relapse or GVHD
mitigation. Notably, many centres reported transplant delays due to prolonged medical therapy, with adverse consequences
including disease progression. These findings highlight significant heterogeneity in practice, which is likely to increase as more
novel agents are integrated in treatment algorithms. Harmonised, multidisciplinary guidelines to optimise timing and outcomes for
MF patients eligible for allo-HCT are needed.

Bone Marrow Transplantation (2026) 61:333–340; https://doi.org/10.1038/s41409-025-02780-2

INTRODUCTION
Myelofibrosis (MF) is a markedly heterogeneous Myeloproliferative
Neoplasm (MPN), with disease trajectories ranging from an initial,
relatively indolent course, through to rapidly progressive forms
with bulky splenomegaly, debilitating constitutional symptoms
and significant cytopaenias [1]. While therapeutic options have

expanded significantly in the contemporary era, allogeneic
haematopoietic cell transplantation (allo-HCT) remains the only
potentially curative intervention [2]. Recently updated European
Society for Blood and Marrow Transplantation (EBMT) and
European LeukemiaNet (ELN; EBMT-ELN) consensus recommenda-
tions advocate to consider transplantation for primary MF patients
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with intermediate-II or high-risk disease as per the Dynamic
International Prognostic Scoring System (DIPSS) or deemed high
risk by the Mutation-Enhanced International Prognostic Score
Systems (MIPSS70 or MIPSS70-plus) score paralleled by a low-
intermediate risk Myelofibrosis Transplant Scoring System score
(MTSS) [2]. For secondary MF (SMF), consideration is given
for those with intermediate or high risk disease as per a
validated SMF prognostic score. Individualised consideration
was based upon patient and disease characteristics for those
with DIPSS Intermediate-1 or MIPSS70/MIPSS70plus Intermediate
with low-intermediate MTSS. In general, consideration was
reserved for those up to the age of 70 with suitable donors and
patients older than 70 years could be offered allo-HCT on an
individual basis [2].
Recently, the treatment landscape has evolved dramatically

with the approval of multiple JAK inhibitors (JAKi) across both the
European Union (EU) and United State of America (USA).
Ruxolitinib (Novartis, Switzerland), approved in 2012 by the
European Medicine Agency, was followed by approvals for
Fedratinib (Bristol Myers Squibb, UK; 2021), and subsequently
Momelotinib (GlaxoSmithKline, UK; 2023) [3]. Of note, pacritinib is
not available outside the clinical trial setting in the EU at the time
of writing this manuscript [4]. The more novel JAKi, momelotinib
and pacritinib, are not only effective at addressing constitutional
symptoms and splenomegaly, but can also more specifically target
disease-related anaemia, which remains a major source of
morbidity and a marker of overall poor prognosis [5–8].
Furthermore, promising investigational therapies are in develop-
ment, including telomerase inhibitors, BET inhibitors (BETi), BCL2
inhibitors (BCL2i), next-generation JAK inhibitors, and targeted
therapies for mutated calreticulin (CALR), to name a few, which are
making the therapeutic landscape and decision making even
more complex [9–14].
Due to the increasing access to commercially available JAKi, a

patient with MF may receive multiple lines of JAKi therapy prior
to undergoing allo-HCT to control disease-related symptoms or
splenomegaly. However, we know that responses to these
agents are frequently heterogeneous, the median duration of
clinically relevant response to ruxolitinib for example has been
estimated at ~3-years, and true disease-modification is rare
[15–17]. Paradoxically, the increasing availability of sequencing
JAKi for those patients remaining potential allo-HCT MF
candidates creates potential risks if we focus on long term
survival: non-transplant focused physicians may choose to cycle
through commercial drugs rather than refer to allo-HCT centres
to facilitate early assessment and donor identification, disease
progression or clonal evolution may occur during JAKi therapy,
potentially worsening transplant outcomes, and the patient may
actually become ineligible for transplant or have worse out-
comes due to advancing age or frailty [18]. Previous work has
highlighted substantial heterogeneity in transplant timing
decisions, even prior to the widespread availability of these
newer agents [19, 20].
Still in 2025, the management of patients transitioning from JAK

inhibitors to allo-HCT remains highly varied across centres. Many
centres employ weaning regimens due to concerns over abrupt
withdrawal, although recommendations remain controversial,
whereas others continue lower doses up until the time of
engraftment or longer as maintenance strategies [21, 22]. The
role of ruxolitinib for the management of steroid refractory or
dependent graft-versus-host disease (GvHD) has become well
established, raising questions regarding its continued use in MF
patients post-transplant [23]. How best to use fedratinib,
momelotinib and pacritinib peri- and indeed post- allo-HCT for
MF remains unknown, and if different or similar strategies to
ruxolitinib management should be employed.
Given these real-world complexities, we conducted a survey to

capture current transplant practices for MF allo-HCT across

multiple European centres. Specifically, we aimed to assess
individual centres approaches to integration of JAKi into
transplant protocols, approaches to managing splenomegaly prior
to allo-HCT, timing of transplant and the influence of newer
agents on the transplant decision-making process. By collecting
real-world data from experienced transplant centres, this study
seeks to identify emerging areas of both consensus and variation
in practice. The results will directly inform future EBMT guideline
updates, with the goal of improving and standardizing care for
this complex allo-HCT patient population.

METHODS
The survey was developed by the Myeloproliferative Neoplasms (MPN)
subcommittee of the EBMT Chronic Malignancies Working Party (CMWP).
An electronic questionnaire was developed and distributed in Survey-
Monkey by the EBMT data management team to 33 transplant centres
across Europe. Eligible centres were selected based on their annual
transplant activity, specifically those performing ≥5 MF allo-HCT proce-
dures per year. The survey remained open for an eight-week period, during
which two follow-up reminder emails were sent to encourage participa-
tion. By the time the survey closed, 19 centres had submitted responses.
For each survey item, the term “total answers” refers to the number of valid
responses received, with the corresponding percentage of all participating
centres (n= 19) indicated in parentheses. Subsequent breakdowns are
presented as absolute numbers along with their percentage of the total
valid responses for that specific question.

RESULTS
A total of 19 transplant centres participated in the survey, all
experienced in MF allo-HCT management. Details concerning
location and transplant activity in relation to the average number
of allo-HCT for MF per annum are highlighted in Table 1.

Focus on utilisation of JAKi prior to allo-HCT
Centres were surveyed on the routine use of JAKi prior to allo-HCT
for MF. The majority of centres (n= 13; 68%) reported routinely
commencing JAKi for each newly diagnosed transplant-eligible
patient prior to proceeding to transplant. Four centres (21%)
indicated that the decision was based on specific clinical factors,
while 2 centres (11%) reported not routinely using JAKi prior to
starting conditioning. Despite the variation in criteria guiding
treatment initiation, the underlying rationale was broadly
consistent across centres: a reduction in splenomegaly and
symptom control were the most frequently mentioned objectives.
Once optimal response was achieved, nearly half of the centres
(n= 9; 47%) reported routinely proceeding to transplant, rather
than delaying. The remaining centres (53%) indicated that the
actual decision to proceed was influenced by both patient
characteristics and/or individual preference.

Focus on splenomegaly management prior to Allo-HCT
Participating centres were surveyed regarding their utility of the
recent EBMT position paper (Polverelli et al, 2023) on the
optimal management of splenomegaly prior to allo-HCT [24]. All
but one centre reported adherence, in general, to these
recommendations. In the context of patients presenting with
significant splenomegaly (defined as ≥5 cm below the left costal
margin in the EBMT paper), centres were asked what degree of
reduction would constitute an ‘adequate response’ prior to
proceeding to allo-HCT. A reduction to <5 cm in palpable
splenomegaly was considered sufficient by 7 centres (37%).
Other centres preferred to assess spleen response using CT or
MRI, considering a reduction of ≥25% spleen volume as
acceptable in 4 centres (21%), while another 4 centres (21%)
selected a threshold of ≥35% reduction in spleen volume. Of
note, the remaining centres (n= 4; 21%) stated that they would
proceed regardless of spleen response (Fig. 1).
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Focus of management of JAKi intolerance/resistance
Centres were next asked specifically about the management of
patients displaying ruxolitinib intolerance/resistance prior to allo-
HCT. Approaches varied across the 19 responding centres, without
any clear geographical pattern, and likely reflective of local
experience and drug availability. Eight centres (42%) indicated
they would switch to another JAKi (6 to fedratinib and 2 to
momelotinib). In contrast, 7 centres (37%) would directly proceed
to allo-HCT in this setting without sequencing to another JAKi or
novel agent. Among the remaining 4 centres, two favoured
enrolment into a clinical trial, while the other 2 would individualise
the decision guided by specifics such as disease characteristics
and donor availability. In cases of refractoriness to ruxolitinib and
ongoing bulky splenomegaly, centres were asked to select six
management strategies in order of preference. Splenic irradiation
(n= 6) and commencing fedratinib (n= 6) were the preferred
options, followed by proceeding directly to transplant (n= 3),
splenectomy (n= 2), while commencing momelotinib and enrol-
ing in a clinical trial (n= 2) were selected by 1 centre (Fig. 2).
Centres were also surveyed regarding their approach once a

second-line agent had been initiated or splenic irradiation
performed. Specifically, they were asked whether they would
proceed to transplant once clinician deemed ‘best response’ had
been achieved. All but one centre reported that they would
proceed to transplant at that point. The remaining centre chose to
wait for ‘loss of response’ to 2nd line treatment to proceed to allo-
HCT. Lastly, centres were asked to identify the most important
patient characteristic that would prompt them to proceed to
transplant without delay, rather than awaiting loss of response to
current treatment. Nearly all centres (n= 16; 84%) cited the
presence of high risk disease, either high DIPSS/DIPSS+ score or

high risk mutational profile, as the principal driver for early
transplant. The remaining three centres indicated that their
decision was based on evidence suggesting improved outcomes
with early transplantation compared to delayed approaches.

Focus on Peri-allo-HCT management of JAKi and novel agents
JAKi management. Centres were surveyed regarding their peri-
transplant management of ruxolitinib, fedratinib, momelotinib
and pacritinib (if experienced with use in clinical trials prior to allo-
HCT). When specifically asked, most centres chose ruxolitinib as
their preferred JAKi (n= 15; 79%). Only 3 centres (16%) stated that
they will choose the JAKi based on specific patient features. For
ruxolitinib, the most frequent approach, reported by 11 centres
(58%), was to continue the drug throughout conditioning, most
commonly at a reduced dose, with timing of discontinuation
variably occurring at the end of conditioning, at time of
engraftment, or by day +21 post stem cell return. A total of 5
centres (26%) opted to discontinue ruxolitinib completely the day
prior to conditioning. The remaining 3 centres (16%) adopted a
tapering strategy, with drug cessation occurring either the day
before conditioning starts or on day −1 (prior to stem cell return)
(Fig. 3).
Regarding fedratinib, 5 centres (26%) reported no prior

experience with the agent in the pre-transplant setting. Among
those with experience, 5 centres (26%) opted to continue
treatment throughout conditioning until engraftment, either at a
reduced dose (3/5), or maximum tolerated dose (2/5). Another 5
centres (26%) reported stopping fedratinib the day before
conditioning, while 4 centres (21%) adopted a tapering strategy
for fedratinib prior to transplant.
Experience with momelotinib in the pre-transplant setting was

more limited, with a total of 9 centres (47%) reporting no prior
experience of use prior to allo-HCT. Amongst the centres with
experience, 5 centres (26%) discontinued the treatment before the
start of conditioning, with one stopping it on day −1, mirroring
their particular approach with ruxolitinib. Two centres (11%)
adopted a tapering strategy, while the other 3 (16%) continued
treatment throughout conditioning, either at a reduced or
maximum tolerated dose. Clinical experience with pacritinib in
the pre-transplant setting was, as expected due to availability in
the clinical trial setting only, also notably limited, with 14 centres
(74%) reporting no experience. Of the remaining centres, 3 (16%)
opted to continue pacritinib throughout conditioning and 2
centres (11%) reported stopping completely prior to the start of
conditioning.
Lastly, centres were asked to describe real world challenges or

complications encountered with the use of JAKi in the peri-
transplant setting. Only 5 centres (26%) reported concerns in this
context. Two centres documented cytopenia attributable to JAKi
therapy. The remaining 3 centres each suggested a distinct
complication, including infections, potential cardiotoxicity, and
one case of Post Transplant Lymphoproliferative Disorder (PTLD),
all of which clearly may be multifactorial in nature as regards risk.

Management of novel agents prior to allo-HCT. Centres were next
surveyed regarding their experience and management strategies
concerning novel agents such as BETi and BCL2 inhibitors prior to
MF allo-HCT. Only 4 centres (21%) reported clinical experience in
the use of BETi in the pre-transplant setting. Among these, the
more common approach (n= 2) was to discontinue treatment the
day before the start of conditioning. Of the remaining centres, one
continued BETi throughout conditioning, while the other ceased
treatment two weeks prior to transplant in order to minimise the
risk of unexpected adverse effects. Experience with BCL2i
(specifically Navitoclax, Abbvie) was similarly limited, with only 5
(26%) centres reporting experience with this agent prior to
transplant, and the discontinuation strategies peri-transplant were
heterogeneous. As with BETi discontinuation, the day before

Table 1. Overview of transplant centres.

Country Centre Number of MF
allo-HCT per
year

France Gustave Roussy Cancer
Campus

6–10

CHU Hotel-Dieu 1–5

CHU Lille 6–10

Nancy Hospital 6–10

Saint-Louis 11–15

Germany University Hospital Essen 11–15

TUM University Hospital 11–15

University Hospital
Dresden

6–10

University Hospital Ulm 11–15

Italy ASST Papa Giovanni XXIII 6–10

Spedali Civili di Brescia 11–15

Fondazione Policlinico
Universitario A. Gemelli-
IRCCS

11–15

Netherlands Amsterdam UMC 11–15

UMC Utrecht 6–10

United
Kingdom

University College
London Hospitals

16–20

Poland University Clinical Centre
/ Medical University of
Gdańsk

6–10

Finland Helsinki University
Hospital

1–5

Norway Oslo University Hospital 6–10

Switzerland Basel university hospital 11–15
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conditioning was the most common approach (n= 2). The
remaining centres each reported a distinct strategy: one adopted
a tapering approach, another continued treatment through
conditioning, and the other one discontinued it two weeks before
transplant to reduce potential toxicity. Lastly, we asked about
experience transplanting patients who had previously been
enroled in at least one clinical trial. While a few centres reported
transplanting up to 12 such patients, the majority had not
transplanted any, reflecting considerable variability in trial
availability, participation across centres and networks and the
numbers of patients moving ‘off’ clinical trials into the allo-HCT
pathway. In this survey, the specific trials where patients had been
enroled prior to allo-HCT included ADORE (ruxolitinib + sirema-
dlin/crinalizumab/sabatolimab, NCT04097821), HOVON-134 (pacri-
tinib, NCT03645824), LIMBER (BET inhibitor INC057643,
NCT04551066), MANIFEST and MANIFEST-2 (pelabresib,
NCT02158858, NCT04603495), PACIFICA (pacritinib,
NCT03165734), and REFINE (navitoclax ± Ruxolitinib,
NCT03222609). Despite this diversity of these investigational
approaches, overall numbers remained small.

Post-transplant management strategies
Centres were next surveyed regarding their approach to the use of
JAKi after transplant. The majority (n= 11; 58%) reported that they
do not routinely restart JAKi therapy. Of the remaining centres, 6
(32%) indicated that reintroduction would be considered in the
event of loss of response or clear evidence of relapse. Of interest, 1
centre reported that the decision to restart was guided by the
presence or absence of JAK2 V617F or other MPN driver
measurable residual disease (MRD) at a time point of six months
post allo-HCT. Only one centre described a routine practice of
reintroducing JAKi at a reduced dose post-transplant, with plans
for gradual dose escalation, as a maintenance approach. Regard-
ing patient-specific factors related to this decision, comorbidities
and molecular risk profile were the 2 most common answers, with
age and the stage of the disease at time of allo-HCT also being
considered relevant. Centres were next asked to share their
perceptions regarding potential benefits of JAKi use in the post-
transplant setting. The most frequently perceived benefit was
related to GVHD incidence reduction, with 5 centres (26%)
reporting anecdotal experience of a suggested reduced incidence

of acute GVHD and 4 centres (21%) noting a reduction in chronic
GVHD. Two centres (11%) felt a more rapid reduction in spleen
size occurred whereas none of the responding centres had the
impression that JAKi reintroduction led to enhanced marrow
fibrosis resolution (Fig. 4). Other treatment strategies for GvHD
prophylaxis weren’t altered as a result of Ruxolitinib use.

Transplant outcomes and timing. The survey included questions
exploring the perceived impact of JAKi on transplant timing and
outcomes. Most of the centres (n= 15; 79%) reported a
perceived positive impact on outcomes. When explored in more
detail, more than half of the centres (n= 10, 53%) indicated a
belief that use of these agents prior to allo-HCT was associated
with an improved Event Free Survival (EFS). Reduction in relapse
and GVHD incidence, as mentioned before, were also subjec-
tively associated with use of JAKi prior to allo-HCT, being
reported by 7 centres (37%) regarding reductions in GVHD and 5
centres (26%) regarding lower relapse rates. Focusing on timing
of allo-HCT for patients on JAKi and/or novel agents, centres
were specifically asked about perceived transplant delays. Nine
centres (47%) expressed no concerns on this, not only regarding
ruxolitinib but with other JAKi or even other novel therapies
(BETi or BCL2i). However, several centres did report delays on
entering allo-HCT, either regarding delayed referral for trans-
plant consideration (n= 7; 37%) or a delay in then proceeding to
transplant (n= 6; 32%). Finally, 11 centres (58%) reported cases
in which patients initially deemed eligible for transplant
progressed to a more aggressive disease phase as a conse-
quence of transplantation delays incurred while undergoing
initial medical therapy. This is obviously of major concern for
transplant- eligible patients.

Real world case scenarios
The survey included 3 real-world inspired cases to explore
potentially differing clinical approaches by clinicians.
Case 1
A 59-year old female patient has newly diagnosed JAK2 V617F

mutated DIPSS-plus high risk MF with massive splenomegaly. She
has an HLA-identical brother as a potential donor. She is otherwise
healthy. Her bone marrow biopsy identifies fibrosis grade 3 and a
blast count of 5%. She carries TP53 and ASXL1 pathogenetic

Criteria for adequate splenomegaly response before transplant

<5 cm reduction in palpable spleen length

�25% reduction in spleen volume

�35% reduction in spleen volume

Proceed regardless

0 5 10 15 20

21.1%

21.1%

21.1%

36.8%

Percentage of centres (%)

25 30 35 40 45

Fig. 1 Criteria used by transplant centres to define adequate splenomegaly response prior to allogeneic haematopoietic stem cell
transplantation. The most common criterion was a <5 cm reduction in palpable spleen length (36.8% of centres), followed by ≥25% reduction
in spleen volume (21.1%), ≥35% reduction in spleen volume (21.1%), and proceeding regardless of spleen size (21.1%). Percentages represent
the proportion of surveyed centres selecting each criterion.
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mutations. Karnofsky performance status is 100%. MTSS score is
calculated as very high. How would you proceed?
Results: All but one centre reported an approach of commen-

cing ruxolitinib and planning for transplant once the donor was
available and pre-transplant screen completed. The remaining
centre indicated that they would proceed directly to transplant
planning, without use of JAKi, and refer the patient for either
splenectomy or splenic radiotherapy.
Case 2
A 64-years male patient with newly diagnosed DIPSS-plus

Intermediate-2 CALR mutated MF and transfusion dependence. He
has a normal sized spleen. He has a matched unrelated donor
identified. Karnofsky performance status is 80%. MTSS score is
intermediate. How would you proceed?
Results: Most centres (n= 14; 74%) reported a strategy of

commencing ruxolitinib and planning transplant once a donor
was available and pre-transplant evaluation completed. The
remaining centres (n= 5; 26%) preferred a ‘watch-and-wait
approach’ with no JAKi use while planning transplant.
Case 3
A 63-years female patient with DIPSS-plus high risk JAK2 V617F

mutated MF with splenomegaly has been progressing on ruxolitinib

(cytopenia and transfusion dependence). She has an HLA-matched
sister as a potential donor. Karnofsky performance status is 100%.
MTSS score is intermediate. How would you proceed?
Results: In this case, all centres indicated they would proceed to

transplant; however, their approaches to pre-transplant manage-
ment were varied. Eleven centres (58%) reported ideally initiating
a second-line therapy prior to transplant. Of these, nine centres
(47%) would commence fedratinib or another experimental agent,
while two centres (11%) preferred momelotinib. The remaining
eight centres (42%) would proceed directly to transplant, either
through an observant approach direct to allo-HCT (n= 4; 21%) or
following splenectomy or splenic radiotherapy (n= 3; 16%).

DISCUSSION
This EBMT-CMWP survey reveals ongoing heterogeneity in the
transplant decision-making process for MF allo-HCT, timing of
transplant and peri-transplantation practices across European
centres, as the arena of medical therapies expands. The survey
underscores the reality of several potential ongoing areas of
potential ‘disconnect’ between transplant centres and referring
MPN-treating physicians goals. Clearly, there are many factors that

Peri-transplant ruxolitinb management strategies

Continue through conditioning (reduced dose)

Discontinue day before conditioning

Tapering before or on day -1

Percentage of centres (%)

0 10 20 30 40 50 60

16%

26%

58%

Fig. 3 Peri-transplant ruxolitinib management strategies. Majority of centres (58%) would continue throughout conditioning at a reduced
dose. 26% of centres would discontinue the day before conditioning and 16% will taper before or on one day prior to stem cell infusion.

Preferred strategies for ruxolitinb-refractory patients with bulky splenomegaly

Perform splenic irradiation

Commence fedratinib

Proceed directly to transplant

Perform splenectomy

Commence momelotinib

Enroll in clinical trail

0

1

1

2

3

6

6

1 2 3

Number of respondents selecting the strategy

4 5 6

Fig. 2 Preferred strategies for ruxolitinib-refractory patients with bulky splenomegaly. The most preferred strategy was to perform splenic
irradiation (n= 6) and to commence Fedratinib (n= 6), followed by proceeding directly to a transplant (n= 3), splenectomy (n= 2),
commencing Momelotinib (n= 1) and enrolment into a clinical trial (n= 1).
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play into these real-world decisions, including functional relation-
ships between MPN- and allo-HCT focused clinicians and
establishments of networks, historical centre practice, availability
of commercial agents and extent of clinical trial portfolio, clinician
and, most importantly, patient perceptions and goals.
One of the most clinically relevant findings is that approxi-

mately half of the centres preferred early allo-HCT in eligible
patients, at the time of best response to therapy, despite the
increasing availability of commercial JAKi and novel therapeutic
agents. However, we acknowledge that the survey included
transplant centres who may be biased towards transplant and that
this would not capture potential allo-HCT candidates who have
not been referred to allo-HCT units. Additionally, due to our
selection criteria, only experienced MPN transplant centres were
included, while we had a return rate of 19/33 which may limit the
generalisation of our results. Within these limitations, most centres
continued to favour early referral and rapid transition to a
transplant pathway once a suitable donor is identified, particularly
in the context of high-risk disease/ adverse molecular features.
While nearly all centres incorporated the use of JAK inhibitors,
primarily ruxolitinib, into their pre-transplant strategy, the over-
arching goal of such therapies remains symptom control and
splenic reduction prior to definitive curative treatment with allo-
HCT. Of note, just over half of centres surveyed said the timing of
allo-HCT, in contrast, was decided on clinical factors and patient
preference. Centre-specific factors, such as the cut-off age limit for
MF transplant may also influence these decisions. The survey did
not highlight any particular preference for delay in transplant
decision in favour of prolonged exposure to novel agents, even
among centres familiar with newer agents like fedratinib,
momelotinib, or experimental drugs such as BETi or BCL2i, but
clearly guidance is needed for such patients as regards optimal
transplant timing.
This emphasis on early transplant runs counter to what might

be expected given the broader MPN treatment paradigm, where
novel agents are increasingly used in sequence and often for
prolonged periods by non-transplant focused clinicians. The
survey highlights a clear, and ongoing, disconnect whereby
transplant centres frequently report delays in referrals or in
transplant scheduling attributable to ongoing medical therapies
initiated by non-transplant focussed haematologists. Indeed,
worryingly, over half of the centres reported cases where patients
progressed to more aggressive disease phases while undergoing
medical therapies. This suggests a potential misalignment in risk
assessment and therapeutic urgency between transplant and non-

transplant teams and highlights the ongoing issue that many
potential allo-HCT candidates never actually make it to transplant.
Better network communication and wider participant tumour
boards may help smoothen these pathways for MF patients. We
acknowledge that a survey of non-transplant physicians on these
topics is essential to understand further decision processes and
practice.
It was reassuring to note that all but 1 centre reported general

adherence to the EBMT position paper on the optimal manage-
ment of splenomegaly prior to allo-HCT [24]. There remains
heterogeneous practice, however, with regards management of
allo-HCT candidates who have either ruxolitinib intolerance/
resistance with some centres proceeding directly to allo-HCT
and others exploring other JAKi or therapeutic strategies. As a
community, efforts should be co-ordinated here to understand the
best approach for improving not only survival post allo-HCT as the
main goal but also amelioration in poor graft function and GVHD
incidence/ relapse risk. A clinical trial is required but would need
to be a large, multinational style trial to understand the best
approach.
Retrospective data from the EBMT highlighted the potential of

improved EFS for patients undergoing allo-HCT at the time of best
response to ruxolitinib, alongside a trend towards less relapse,
compared to patients who underwent allo-HCT and were JAKi
naïve or had lost/ never gained a response to ruxolitinib [25].Ali
and colleagues reported on peri-transplantation use of ruxolitinib
in a small, prospective open label study, highlighting safety, no
delays in engraftment and low rates of higher grades of acute
GVHD [26]. Our study reveals heterogeneous practice as regards to
best timing of allo-HCT for patients on JAKi and this will need to
be addressed. Moreover, prospective trials evaluating the risk/
benefit ration of peri-transplant use of the more novel agents
pacritinib and momelotinib are required, including an under-
standing of any potential relapse or GVHD risk modification. The
survey also highlights heterogenous approaches in how transplant
centres manage comparable clinical scenarios (within the 3 case
studies) likely due to lack of convincing evidence for the perceived
‘correct’ approach, centre experience and the relatively low
numbers of procedures performed per centre given the rarity of
MF as an allo-HCT indication. For instance, while nearly all centres
would initiate JAK inhibitor therapy in high-risk MF with an
available donor, opinions diverged on whether to use bridging
therapy versus proceeding directly to transplant in JAKi-refractory
patients. Duration of JAKi prior to transplant is also another
important element that may rely on the timing of the referral to

Post-transplant strategies for JAKi Use

Do not routinely restart JAKi

Restart upon relapse/loss of response

Restart guided by JAK2 MRD at 6 months

Restart at reduced dose with escalation

Percentage of centres (%)

0 10

5%

5%

20 30 40 50 60

58%

32%

Fig. 4 Post transplant strategies for JAK inhibitors (JAKi). The most common answer was no to routinely restart JAKi (58%), followed by
restart only upon relapse or loss or response (32%). Only 5% of centres said that restart is guided by JAK2 MRD at 6 months or to restart
routinely.
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the transplant centre. Similarly, management approaches for
patients progressing on ruxolitinib varied from immediate
transplant to second-line agent use or trial enrolment, reflecting
a lack of standardized algorithms. Even among centres with access
to more recently available JAKi, their practical integration into
peri-transplant protocols varied widely, particularly regarding
tapering schedules, dosing during conditioning, and post-
transplant reintroduction. Real world safety data on all of these
approaches is required on a collaborative basis, particularly
looking into amelioration of GvHD as well as partient specific
factors which may affect outcomes.
Without consensus on optimal timing and integration of

therapies, patient outcomes are likely to remain variable. This is
a challenge that would likely be heightened in view of more
upcoming and potentially disease modifying treatments such as
CALR mutant directed immunotherapies. Use of novel agents is
still exploratory, and post-transplant strategies appear centre-
dependent and evolving. We need to learn more about how we
can harness the potential effects of BCL2, BETi and other agents
on improving MF allo-HCT outcomes, on a wider perspective than
spleen and symptom control prior. For example, BET domain
inhibition has been shown to reduce acute GVHD in murine
models and BCL2 has been suggested as an important factor for
GVHD development [27, 28].

CONCLUSION
Our findings point to a need for harmonized, multidisciplinary
guidelines that bridge the gap between MPN-treating physicians
and transplant centres. Enhanced collaboration, ideally commen-
cing at the time of diagnosis, will be essential to optimize timing,
leverage novel therapies appropriately, and ensure that
transplant-eligible patients are not exposed to undue risks from
delayed curative intervention. Additionally, it is important that
patients are informed about available trials while we are eagerly
expecting more data about emerging therapies that may further
enhance the current treatment paradigm and become integrated
into the transplant pathway.
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