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Come da nuova regolamentazione della Commissione Nazionale per la Formazione Continua del  Ministero della Salute, è richiesta la 
trasparenza delle fonti di finanziamento e dei rapporti con soggetti portatori di interessi commerciali in campo sanitario.

• Posizione di dipendente in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

• Consulenza ad aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

• Fondi per la ricerca da aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

• Partecipazione ad Advisory Board (NOVARTIS, INCYTE, BLUEPRINT, ABBVIE, BMS, GSK, ROCHE)

• Titolarietà di brevetti in compartecipazione ad aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

• Partecipazioni azionarie in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

• Altro



• ’’Very-low’’ JAK2 V617F Variant Allele Frequency in PV and ET

• Significance of JAK2 V617F  molecular response in PV patients treated with ruxolitinib

and Ropeg-interferon

• Clinical studies in PV: LOW-PV, MAGIC, RUXO-SVT

• Clinical trials in ET: RUXO-Beat, CTP-201 (LSD1i)

Topics:



• B’GROUND: Use of highly
sensitive assays led to detect
JAK2V617Flow VAF in healthy
subjects associated with higher
risk of coronary heart disease
in the context of CHIP. Scanty
data on suspected MPN
patients with a JAK2V617F
VAF≤1%, are reported

• AIM: To analyze clinical,
molecular and histo-
pathological correlates in 24
consecutive cases of suspected
MPN with a JAK2V617F VAF≤1%
(from 2017 to 2022 at CRIMM).

Loscocco GG et al. 

• CONCLUSIONS: This study highlights the importance to use highly sensitive assays to detect low JAK2V617F

mutation, and to search for CALR and MPL mutations  in those cases with thrombocytosis and low JAK2V617F 

VAF. 

• In patients presenting with erythrocytosis and JAK2V617F positivity with VAF≤1%, histopathological 
diagnostic clues to MPN may be subtle as in an early phases of the disease, emphasizing the need to 
integrate histological features with clinical and genetic data.





• B’GROUND: In Ph3 RESPONSE studies, RUX treatment
for up to 4 years caused progressive reduction of JAK2
V617F VAF, with 32.4% and 2% of the patients reaching
IWG-MRT- defined Partial (PMR) and Complete (CMR)
response, respectively.

• AIM: To serially analyze changes of JAK2 V617F VAF in
patients with PV and ET who were long-term treated
(median, 8.8 years) with ruxolitinib.

• To correlate changes of JAK2 V617F VAF with clinical,
molecular and hematology features at baseline, clinical
and hematologic response to ruxolitinib, and with
outcome.

• PATIENTS & METHODS: A total of 77 patients were included, 65 PV 
(84.4%) and 12 ET (12.6%).

• At circa-annual intervals, PB GN were analyzed for JAK2 V617F VAF 
by digital PCR or high sensitive RTQ-PCR (lower detec limit, <0.01%).

• NGS panel for 42 myeloid genes was used at Baseline, at the time of 
confirmed CMR or DMR, and at last FU.

Guglielmelli P et al. 



• Median time to CMR and DMR was 4.6y (1.1-7.6y) and 5.0y (2.1-
12.1y), respectively.

• Median duration of CMR + DMR was 8y (7-12y).
• All CMR + DMR pts have ongoing molecular responses at data cutoff.



• 24 patients (31.1%) progressed to sMF after a median of 6.0y (2-11.5). 
34% were PV and 16.6% ET.

• Molecular Response Is Associated with Longer
Myelofibrosis-Free Survival

• These findings reinforce that attainment of
molecular response may be a surrogate of disease
modification, as inferred also in studies with
interferons in PV.



Oral presentation

• Low-PV is an investigator 
driven clinical trial (supported 
by AOP Orphan
Pharmaceuticals).

• The adaptive design included 2 
interim analyses

• 2nd interim analysis: 2020 (100 
patients) à Stop for 
overwhelming efficacy. DSMB 
decided to stop the enrollment 
of new patients yet continuing 
the 2-years follow-up, as for 
protocol.*

• Final analysis of the core and 
extensive phases: June 2022 
(127 patients)



Disease progression was observed in 8 patients  (all in standard arm):
‒ In 6, platelet count progression to >1000x109/L in pts with baseline values lower than 600x109/L.
‒ In 2, splenic infarction and transient ischemic attack, respectively

* Barbui T et al, Lancet Haematology 2021



Responders: treatment response maintenance Responders: overall quality of life*



Responders: JAK2V617F VAF by baseline allele burdenResponders: JAK2V617F VAF

• Low-dose (100 ug every 2 weeks) Ropeginterferon alfa 2-b is safe, well tolerated and more efficacious in
comparison to a strict therapeutic phlebotomy policy in keeping the hematocrit at target levels in low-risk PV.

• Overall, Ropeginterferon alfa 2-b showed efficacy on a set of potential surrogate endpoints, which in the
CYTO-PV trial were correlated with thrombosis.

Standard arm ROPEG-IFN



Harrison C et al.

• B’ground: Ruxolitinib is approved for HC 
resistant/intolerant PV but trials included 
cross-over of the control arm limiting 
knowledge of benefits over longer term 
clinically-relevant events.

BAT (n=87) RUXO (n=93)



• Ruxolitinib treated patients had fewer 
venesections 84 vs 307 (BAT)

• 52% BAT had ≥1 venesection Vs 29% ruxolitinib
• Time to first thrombotic event correlated with 

mean no. of venesections per year (p <0.001)

Event free survival (major haemorrhage 
thrombosis, transformation or death)Achievement of CR at 1y

Duration of CR

Thrombosis event-free survival

EFS by attainment of CR at 1y



• Median baseline JAK2V617F VAF did not differ 64% 
(ruxolitinib), 58% (BAT)

• @12m:
o >25% reduction in 32% RUX and 30% BAT
o >50% reduction in 14% RUX and 18% BAT 

(=Molecular response)
• @final evaluable time-point:

o >50% reduction in 56% RUX and 25% BAT
• Median time to molecular response was 36 months 

for ruxolitinib  & not reached for BAT.
• Single cell based analysis of 3 responders indicates 

changes in HSPC compartment 72-100% reductions

• Molecular response at 1 year correlated with superior EFS
• Those with durable molecular response at last time point
had significant improvements in EFS, PFS and OS  regardless of treatment arm
• Additional mutations (independent of age) were associated with less likelihood of 

molecular response and worse EFS.
• ASXL1 mutations had an independent effect upon EFS

• MAJIC-PV confirms benefits of targeted therapy and molecular monitoring in PV.
• Ruxolitinib improves thrombosis-free and event free survival in patients with high risk PV who are

intolerant or resistant to hydroxycarbamide.
• Complete response, regardless of treatment allocation, correlated with improved event free survival.
• Attaining a 50% reduction in JAK2 V617F VAF, was associated with important clinical benefits (improved

PFS, EFS, OS) and clearance of MPN stem cells. Suggestive of disease modification.
• No new adverse events emerged in these patients but skin cancer and infection remain of note

Change in JAK2 VAF at latest timepoint EFS by molecular response at 1y.           



Paoli C et al. Poster

• B’ground: The SVT-RUXO is a Phase 2 investigator initiated trial of 

ruxolitinib in 21 pts with MPN-associated SVT.

• Primary results showed therapy safety and efficacy in SVR >35% by

MRI at 24weeks (w) in 29% of the pts.

• Pts who succesfully completed the 24w core studywere allowed to
enter an extension phase up to w72, then entered a long-term FU.

• AIM: To provide information about long-term safety and efficacy of

ruxolitinib in pts enrolled in the SVT-RUXO who were treated in the
extension phase at a median of 8.6y (range 6.2-9.8y).

RESULTS:
• After a median follow-up of 8.6 years, 71% of pts

continue to be on ruxolitinib.
• Treatment continues to be safe with no major

AE. No patient stopped because of toxicity.
• At last FU, ruxolitinib maintained efficacy on

splenomegaly in 61% of pts, with stable disease
in 22%.

• No event of recurrent thrombosis nor
gastrointestinal bleeding events were recorded.



Koschmieder S.

Primary endpoint
Clinico-hematologic complete response (CR) rate at month 6 (ELN)

Secondary and exploratory endpoints
Overall response rate (CR+PR), changes in blood counts, spleen 
size, PROM



Koschmieder S.

Primary endpoint
Clinico-hematologic complete response (CR) rate at month 6 (ELN)

Secondary and exploratory endpoints
Overall response rate (CR+PR), changes in blood counts, spleen 
size, PROM

CONCLUSIONS:
• In this pre-specified interim analysis, treatment with ruxolitinib was not superior over BAT to induce complete response (using strict 

criteria for symptoms) 
– in high-risk ET pts that were either untreated or pre-treated (but not intolerant/resistant to prior therapy)

• However, RUX was more effective in reducing ET-associated spleen size and symptoms
– including headache and concentration problems, numbness, night sweats, early satiety, and fatigue

• Overall, none of the treatment regimens was better than the other



• LSD1 (Lysine-specific demethylase 1) demethylates histone 
H3K4 and other chromatin-associated proteins, e.g., p53

• Loss of LSD1 activity is associated with loss of self-renewal in 
malignant HSCs

• LSD1 is required for the differentiation of megakaryocyte-
erythroid progenitors to mature megakaryocytes

• Overexpressed in MPNs

• Bomedemstat PO once daily
• Each patient dose-titrated to platelet count per dosing rules
• Starting dose is 0.6 mg/kg once daily
• Titrations may occur every 4 weeks to target platelet range 

of 200-400 x 109/L

73 treated with 53 on study

60 (82%) patients reached 24 weeks

Median Time on Treatment: 32 weeks



• Bomedemstat is generally well-tolerated
• Most common AE was dysgeusia, majority were Grade 1
• 22/73 (30%) reported 38 SAEs, 7 SAEs DR in 4 pts
• One patient experienced thrombotic event – pulmonary 

embolism - unrelated to bomedemstat

Of 62 patients treated for ≥24 weeks:
o 100% achieved a platelet count of ≤400 x 109/L

o Median time to ≤400 x 109/L is 10 weeks

Of 28 patients treated for 48 weeks:
o 89% achieved a durable (≥12 weeks) platelet count of ≤400 x 

109/L by week 48



Grazie per l’attenzione!


