
Highlights 
nelle sindromi mieloproliferative croniche 

ph negative 

Alessandra Iurlo
Fondazione IRCCS Ca’ Granda Policlinico-Milano



Conflitti di interessi di ALESSANDRA IURLO

Company 
name

Research 
support Employee Consultant Stockholder Speakers 

bureau
Advisory 

board Other

AOP Health X

BMS X X

GSK X

Incyte X X

Novartis X X

Pfizer X



2005



Phenotipic driver mutations in MPN



Prognostic significance of phenotype driver mutations in MF 

Rumi E et al. Blood 2014; Tefferi A et al. Leukemia 2014; Guglielmelli P et al. Blood 2017 



Vannucchi AM et al. Leukemia 2013

Additional mutations



Ruxolitinib

The survival was more pronounced in 
ruxo vs crossover, suggesting better 
outcome with earlier treatment

Verstovsek S et al. J Hematol Oncol 2018

Mortality rate was reduced by 38% with ruxo vs 
HU and PS matching analysis demostrated 73% 
reduced risk of death in the ERNEST EU registry 

Guglielmelli P et al Blood Adv 2022



Fedratinib

Harrison C et a. Lancet Hematol 2024 



Momelotinib

Verstovsek S et al.
Lancet 2023



Pacritinib

Oh ER al. Blood Adv 2023



Modified  from Masarova et al. Blood 2025
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Post-PV myelofibrosis

~ 30 %

Acute Leukemia
~ 10%

10 - 15 yrs
Fibrosis

Splenomegaly

Polycythemic stage Terminal stageInitial stage

Systemic symptoms (>80% of pts at diagnosis)

Thrombotic events (30-45% of patients)

Reduced survival (median, 11.8 yr) 

Srour et al. Br J Haematol 2016; Tefferi et al. Blood 2014; Marchioli et al, J Clin Oncol. 2005; Tefferi et al, Leukemia. 2013; 
Harrison et al. Ann Hematol. 2017; Mesa et al. BMC Cancer 2016.  Figure modified from Barbui T et al, Leukemia 2013

Polycythemia Vera

• Erythrocytosis 
is the clinical 
hallmark of PV

• The excess 
production of 
RBC is caused 
by hyper-
activation of 
the JAK-STAT 
signaling



Prognostic stratification

Iurlo A et al. Int J Mol Sci 2020



Backbone of care in PV



Response Trials: main results with RUXO

Senza titoloSenza titolo

Vannucchi AM et al. NEJM 2015 ; Passamonti F et al Lancet Oncol 20217



Response trials: molecular responses in a pooled analysis 

Harrison C et al ASH 2023



MAJIC-PV: key efficacy results

Harrison C et al. J Clin Oncol. 2023



RopegIFN𝛂-2b vs BAT in PV: PROUD/CONTINUATION study  

Gisslinger et al. Lancet Haematol 2020; Kiladjian et al. Leukemia 2022; Gisslinger et al. Leukemia 2023

N=254 PV, 10% splenomegaly, 70% tx naïve, ∼90%BAT=HU 

CHR & normal spleen size: 
∼50% rate at 3 years

Discontinuation due to TrAEs:
11% (ropeg) and 2.4% (BAT)

Complete Hematologic Response (CHR)

!
"#
A"%
&'
(#
)*
&%
'

!!!"

!!#"

!!A"

!!%"

!!C"

!!'"

!!E"

!!)"

!!*"

!!+"

!#""

+''&'',&)-"./'/-

,%
-.

,E
-.

,+
-.

,#
A-.
!/M
1O
!P4
!R6
T

,#
'-.
!/8
1-
,%
T

,#
*-.
!/8
1-
,E
T

,A
#-.
!/8
1-
,+
T

,A
C-.
!/8
1-
,#
AT

,A
)-.
!/8
1-
,#
'T

,%
"-.
!/8
1-
,#
*T

,%
%-.
!/8
1-
,A
#T

,%
E-.
!/8
1-
,A
CT

,%
+-.
!/8
1-
,A
)T

,C
A-.
!/8
1-
,%
"T

,C
'-.
!/8
1-
,%
%T

,C
*-.
!/8
1-
,%
ET

,'
#-.
!/8
1-
,%
+T

,'
C-.
!/8
1-
,C
AT

,'
)-.
!/8
1-
,C
'T

,E
"-.
!/8
1-
,C
*T

,E
%-.
!/8
1-
,'
#T

,E
E-.
!/8
1-
,'
CT

,E
+-.
!/8
1-
,'
)T

,)
A-.
!/8
1-
,E
"T

 AOP2014
Control
AOP2014 (stat. significant RR)
Control (stat. significant RR)
 

01

23

4R

67 60 67

87 80
68

82 8R
80

68 66
62

60
6R 62 60

R6 R8 R8

R9
RR

79

80 89

86

68 68

R7
41

R7

R3 R8
R2

41

40
46 4R

21 21 21

4R

20

28

71

2R

::;9<16"""9<R6"""""" 9<64"""""" 9<14"""""" 9<37"""""" 9<37"""""" 0<24"""""" 0<44"""""" 0<29"""""" 0<71"""""" 0<24"""""" 0<22"""""" 0<44"""""" 0<61"""""" 0<40"""""" 0<23"""""" 0<84"""""" 0<80"""""" 0<69"""""" 0<76"""""" 0<16"""""" 0<RR"""""" 0<83"""""" 0<RR""""""

35%
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CHR: Hct<45% & no Phls for ≥3 month & PLT <400 x 109/L & WBC <10 x 109/L



PROUD/CONTINUATION study 

Risk events: N=3 (4%) if MR, N=14 (16%) if no MR

94%

82%

p=0.04

Gisslinger et al. Leukemia 2023Kiladjian JJ et al. Leukemia 2022



Annual rate of thrombosis in contemporary patients with 
PV and in general population 

0 0,5 1 1,5 2 2,5 3 3,5

3,14

2,23

0,9

0,6General Population without CV 
risk factors

General Population with multiple 
CV risk factors

PV patients Low-Risk

PV patients High-Risk

Low-Risk is 
NOT no Risk



Low-PV study

Barbui T et al. Lancet Hematol 2021 Barbui T et al. NEJM Evid 2023



Rambaldi A et al. Blood Cancer J 2021

Randomized, open-label, multicenter phase 3 study to 
assess the efficacy and safety of Givinostat versus 
hydroxyurea in JAK2V617F-positive high-risk 
Polycythemia Vera patients: the GIV-IN PV TRIAL

TRIAL OBJECTIVE
To compare the efficacy, safety and tolerability of givinostat
versus HU after 48 weeks of treatment in HR patients affected 
by polycythemia vera

PRIMARY ENDPOINT
• HCT < 45% without phlebotomy in the prior 3 months, 
• White blood cell (WBC) <10 × 109/L, 
• PLT< 400 × 109/L,
• Normal spleen size  

ONGOING



Rusfertide



Essential Thrombocythemia



Evolution of prognostic models in ET

Iurlo A et al. Curr Treat Options Oncol 2023



Impact on thrombotic risk of canonical and atypical 
CALR mutations in ET

Fabris S et al. Thromb Res 2022Rotunno G et al. Blood 2014



ARES trial



Bomedemstat
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