
Alessandro M. Vannucchi

Prospettive future per la terapia 

del paziente con mielofibrosi



Chifotides HT, CLML 2022; 2284):210-23

Targets for Treatment in Myelofibrosis, Beyond JAK/STAT



Targets for Treatment in Myelofibrosis, Beyond JAK/STAT

Chifotides HT, CLML 2022; 2284):210-23

Others
non-cell intrinsic

Others,
cell intrinsic

• Anti-fibrotic

• Anti-cytokines

• Signaling

• Receptors
• Apoptosis
• TP53

• Epigenetic
• Telomerase



An Unfair Comparison

CML <----- TKi MF -----JAKi

>90% paz have clinical and hematologic response <50% have clinical and hematologic response

>90% paz have major molecular response <20% paz has «some» degree of molecuar response

<10% paz relapse (clinical/hemato/molec) >50% relapse at 3-5 years (clinical/hematol)

Usually modest toxicity Hematologic, immunologic, 2° cancers etc complications

<5% evolve to BP Approx 20% evolve to BP

OS not very far from normal population Median OS approx 7y (wide intervals)



Why new therapies??

• To raise % of pts showing clinical and hematologic response

• To reduce % of pts who relapse

• To raise % of pts with meaningful molecular response

• To improve clinical/hemato response without increasing AE rate

• To reduce % of BP evolution

• To prolong lifespan

• etc



Investigational non-JAK inhibitors in phase III development 

In treatment naïve patients

+ ruxolitinib 

Pelabresib – BET inhibitor (MANIFEST-2; 

NCT04603495)

Navitoclax – BCL-xL inhibitor (TRANSFORM-1; 

NCT04472598)

Luspatercept – TGF-β inhibitor (INDEPENDENCE; 

LTFU; NCT04717414)

Selinexor – Exportin-1 (SENTRY; NCT04562389)

Navtemadlin – HDM2 inhibitor (POIESIS; 

NCT06479135) 

Monotherapy

Bomedemstat – LSD1 inhibitor (NCT06351631)

In R/R MF

Navtemadlin – HDM2 inhibitor (BOREAS; 

NCT03662126)

Imetelstat – Telomerase inhibitor (IMpactMF; 

NCT04576156)

Navitoclax + ruxolitinib – BCL-xL inhibitor 

(TRANSFORM-2; NCT04468984)

Not exhaustive



BET, bromodomain and extraterminal; IL, in terleukin; JAK, Janus kinase; MPN, myeloproliferative neoplasm; NF-κB, nuclear factor-κB. Wang N, et al. Signal Transduct Target Ther 2021; Kleppe M, et al . Cancer Cell 2018; Shorstova T, 

et a l. Br J Cancer 2021;  Harrison C, et al. Future Oncol 2022.

• BET proteins are chromatin-adaptor proteins that

bind to acetylated lysines on histones and non-

histone proteins via their bromodomains,

functioning as co-activators of gene expression at

transcriptional start sites and gene enhancers

• In preclinical studies, BET inhibition was shown to:

1. Downregulate pro-inflammatory cytokines

through its effects on the NF-kB pathway and

inhibit megakaryocyte differentiation

2. Combined with ruxolitinib, to achieve a

synergistic reduction of splenomegaly, BM

fibrosis and mutant allele burden in a mouse

MF model.

JAK inhibitors combined with BET inhibitors: Rationale



Int-1 (%): 59.8/58.8

Int-2 (%): 35.0/34.3
High (%): 5.1/8.9

* The start ing dose for pelabresib was 125 mg QD and protocol-defined dose modif ications based on AEs and treatment response allowed a dose range between 50 mg and 175 mg QD. † 

RUX was started at 10 mg BID (baseline platelet count 100-200 × 109/L) or 15 mg BID (baseline platelet count >200 ×109/L) with a mandatory dose increase by 5 mg BID after 1 cycle and a 

maximum dose of 25 mg BID (in case of lack of spleen response) as per the label. RUX dose was comparable between treatment arms and between MANIFEST-2 and COMFORT-II studies4. 
‡Defined as the time from randomization to documented progression, or death from any cause.

1. Rampal R, et al. Nat Med. 2025;31:1531-1538; 2. Rampal R, et al. Presented at EHA 2024 [Oral S221]; 3. Vannucchi AM, et al. Presented at EHA 2025 [Oral S223]; 4. Harrison C, et al. N 

Engl J Med. 2012;366:787-798.
Rampal R et al, ASH 2025

48.6% of PELA+RUX and 48.1% of PBO+RUX patients remained on study treatment at the Week 96 data cutoff
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Significant reductions in spleen volume persisted from Week 24 to Week 96 with PELA+RUX 
compared with PBO+RUX

Data cutoff date: March 02, 2025.
Spleen volume assessed by central read. 

Waterfall plots represent evaluable patients who have baseline and Week 24 or Week 96 data. † Calculated by stratified Cochran-Mantel-Haenszel test. 
CI, confidence interval; ITT, intent-to-treat; PBO, placebo; PELA, pelabresib; RUX, ruxolitinib; SVR35, ≥35% reduction in spleen volume from baseline.

Week 96

Reductions in spleen volume were maintained at Week 96 with PELA+RUX vs PBO+RUX

PELA+RUX 

(N=214)

PBO+RUX 

(N=216)

SVR35 response at Week 96 in evaluable patients 91.5% (97/106) 57.5% (65/113)

Difference 34.0%

SVR35 response at Week 96 in ITT population 45.3% (97/214) 30.1% (65/216)

Difference† (95% CI) 14.9% (6.1-23.8)

Week 96

Evaluable patients :

PELA+RUX (n=106)        

PBO+RU X (n=113)
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Rampal R et al, ASH 2025

Median duration of splenic response was not reached with PELA+RUX vs PBO+RUX (138w) at Week 96 data cutoff



Twice as many patients achieved both SVR35 and TSS50 responses with PELA+RUX vs 
PBO+RUX at Week 96

Data cutoff date: March 02, 2025.
Analysis is not pre-specif ied in the study protocol and has been performed post-hoc.
PBO, placebo; PELA, pelabresib; RUX, ruxolitinib; SVR35, ≥35% reduction in spleen volume from baseline; TSS50, ≥50% reduction from baseline in total symptom score.

PBO+RUX (N=216)PELA+RUX (N=214)

TSS50 response:

79 patients (36.9%)

SVR35 response:

65 patients (30.1%)
TSS50 response:

61 patients (28.2%)

SVR35 response:

97 patients (45.3%)

Both SVR35 

and TSS50:

n=34

15.7%

Only

TSS50:

n=11

5.1%

Only

SVR35: 

n=29

13.6%

Only

TSS50:

n=27

12.5%

Only

SVR35:

n=31

14.4%

The dual SVR35 and TSS50 response observed with PELA+RUX was maintained from Week 24 to Week 96

Both SVR35 

and TSS50:

n=68

31.8%

Rampal R et al, ASH 2025
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Data cutoff date: August 30, 2024. *Safety populat ion received ≥1 dose of study drug. †Hemoglobin response is def ined as a ≥1.5 g/dL mean increase in hemoglobin from baseline in the absence of transfusions during the prior 12 weeks in the ITT population. 
‡Baseline hemoglobin defined as the last assessment prior to or on Cycle 1 Day 1, regardless of blood transfusions. §RBC transfusions refer to number of pat ients who received any RBC transfusion during the first 24 weeks after Cycle 1 Day 1, 
during the 25-48 weeks after Cycle 1 Day 1 or during the 49-72 weeks after Cycle 1 Day. 

CI, confidence interval; ITT, intent-to-treat; PBO, placebo; PELA, pelabresib; RBC, red blood cell;  RUX, ruxolitinib.

PELA+RUX

(N=214)

PBO+RUX

(N=216)

Hemoglobin response,†,‡ % (n/N) (95% 

CI)

16.4 (35/214)

(11.4-21.31)

9.3 (20/216)

(5.39-13.12)

Hemoglobin response,†,‡ in patients with 

anemia (baseline <10 g/dL), % (n/n) (95% 

CI)

20.9 (14/67)

(11.16-30.63)

16.9 (12/71)

(8.18-25.62)

Hemoglobin response, and RBC transfusions, with PELA+RUX versus 
PBO+RUX 

Fewer patients in the PELA+RUX arm versus the PBO+RUX arm required RBC transfusions§ over 72 weeks:

• Weeks 0 to 24: 24.1% (35/145) versus 36.4% (59/162)

• Weeks 25 to 48: 19.3% (28/145) versus 30.9% (50/162)

• Weeks 49 to 72: 19.3% (28/145) versus 25.3% (41/162)

ITT population

Number of at-risk patients
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8

PELA+RUX (N=212) PBO+RU X (N=214)
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212 204 209 199 193 189 186 185 184 181 171 168 162 156 148 144 139 136

214 206 211 209 207 205 204 199 196 195 185 179 175 170 161 152 145 139PBO+RU X 

PELA+RUX

Vannucchi AM et al, EHA 2025Rampal R et al, ASH 2025
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Reductions seen in MF driver genes at the Week 96 data cutoff with PELA+RUX and PBO+RUX

Data cutoff date: March 02, 2025.

CALR, calreticulin; JAK2, Janus kinase 2; MPL, myeloproliferative leukemia; PBO, placebo; PELA, pelabresib; RUX, ruxolit inib; VAF, variant allele frequency.

Reduction in the VAF of JAK2 V617F, CALR and MPL was observed with PELA+RUX and PBO+RUX
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Rampal R et al, ASH 2025
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Epistaxis

Abdominal Pain

Edema Peripheral

Weight Increased

Herpes Zoster

Urinary Tract Infection

Dysgeusia‡

Alanine Aminotransferase Increased

Pyrexia

Upper Respiratory Tract Infection

Back Pain

Arthralgia

Nausea

COVID-19

Diarrhea

Thrombocytopenia†

Patients (%)

% All grades
% Grade ≥3

% All grades
% Grade ≥3

PELA+RUX (n=212) PBO+RUX (n=214)

Hematologic

events

Non-hematologic

events

13

Treatment-emergent adverse events were similar between treatment arms at the Week 96 data 
cutoff

TEAEs reported in ≥10% of patients in either arm

Data cutoff date: March 02, 2025.
AEs are coded using the MedDRA dict ionary Version 26.0. A TEAE for the double-blinded treatment period is defined as an AE that has a start date on or after the f irst dose of the pelabresib/placebo and before 30 days after the last dose of 
pelabresib/placebo or before the start of alternat ive (off-study) treatment for MF, whichever occurs first. * ‘Anemia’ includes preferred terms of anemia and hemoglobin decrease. † ‘Thrombocytopenia’ includes preferred terms of 
thrombocytopenia and platelet count decrease. ‡ Dysgeusia was successfully managed in most patients by dose modifications of pelabresib. 
AE, adverse event;  COVID-19, coronavirus disease 2019; MedDRA, Medical Dictionary for Regulatory Act ivities; MF, myelofibrosis; TEAE, treatment-emergent adverse event.

The majority of TEAEs in both treatment arms were low-grade (Grade ≤2)

Rampal R et al, ASH 2025
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Comparable rates of accelerated phase and blast phase progression were observed 
between treatment arms at the Week 96 data cutoff

Data cutoff date: March 02, 2025.
Assessment based on local laboratory results, adverse events, and documented disease progression. Leukemic transformation confirmed by a bone marrow blast count of ≥20% or a peripheral blood blast content of ≥20% associated with an 
absolute blast count of ≥1×109/L that lasts for ≥2 weeks. * Minimum of 96 weeks of leukemia-free survival follow-up. The last adjudication in March 2025, with the cutoff  as of March 2, 2025, showed a ratio of 11:8. † The denominator of 216 for 

PELA+RUX includes 4 patients who crossed over from PBO+RUX. 
MF, myelofibrosis; PBO, placebo; PELA, pelabresib; RUX, ruxolitinib.

1. Vannucchi AM, et al.  Presented at EHA 2025 [Oral S223];  2. Verstovsek S, et al. N Engl J Med. 2012;366(9):799-807; 3. Mesa RA, et al.  J Clin Oncol. 2017;35(34):3844-3850; 4. Mascarenhas J, et al. J Clin Oncol. 2023;41(32):4993-5004. 

PELA+RUX† PBO+RUX

Accelerated phase, % (n/N) 2.3 (5/216) 1.9 (4/214)

Blast phase, % (n/N) 5.1 (11/216) 3.7 (8/214)

• Cases of leukemic transformation have remained stable with PELA+RUX since the Week 48 data cutoff; PBO+RUX cases increased from 0.9% 
(2/214) at Week 481 to 3.7% (8/214) at Week 96

• The early imbalance in leukemic transformation cases decreased over time, and cases of leukemic transformation continue to be in line with 
the previously observed frequency seen in MF2-3

• In MANIFEST4, no leukemic transformations were observed in Arm 3, a setting similar to MANIFEST-2, within the first 12 months after start of
study treatment

• All leukemic transformation cases were adjudicated by an external medical expert committee

• Leukemic transformation cases as of March 2, 2025, Week 96 data cutoff*
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IκBα, inhibitor of nuclear factor kappa-B kinase subunit alpha; IKK, IκB kinase complex; JAK/STAT, janus kinase/signal transducer and activator of transcription; 
MF, myelofibrosis; mTOR, mammalian target of rapamycin; NF-κB, nuclear factor κB; XPO1, exportin 1. 1. Yan D, et al. Clin Cancer Res 2019;25(7):2323–35; 2. Kashyap T, et al. Oncotarget 2016;7(48):78883–895; 3. Lu M, et al. Poster presented at: 65th ASH Annual Meeting and Exposition; 
December 9–12, 2023; San Diego, CA. Abstract 1792; 4. Maloof M, et al. Poster presented at: 15th International Congress for Myel oproliferative Neoplasms (MPN); November 2–3, 2023; Brooklyn, NY; 5. Walker CJ, et al. Blood 2013;122(17):3034–44; 6. Cheng Y, et al. Mol Cancer Ther
2014;13(3):675–86; 7. Argueta C, et al. Oncotarget. 2018;9(39);25529–44; 8. Gandhi UH, et al. Clin Lymphoma Myeloma Leuk 2018;18(5):335–45; 9. Turner JG, et al. Oncotarget 2016;7(48):78896–909; 10. Gravina GL, et al. BMC Cancer 2015;15:941; 11. Garg M, et al. Oncotarget
2017;8(5):7521–32; 12. Tan M, et al. Am J Physiol Renal Physiol 2014;307(11):F1179–86. 

p53-driven cell death1

↓ p53 nuclear export

↑ p53 nuclear localization 

and activity

Cell cycle arrest

↑ p21 and p278,10

↓ CDC25A8,11

↓ CDK4/68,12

↑ G0/G1 arrest8,10,12

NF-κB pathway 
inhibition
↓ IKK phosphorylation2

↓ Cytokine production2

↑ Nuclear IκBα2,8,9

Selinexor

JAK/STAT pathway 
inhibition
↓ STAT phosphorylation 

and protein levels5,6

↓ AKT and mTOR5,7,8

Cytoplasm

Nucleus

Exportin-1 (XPO1) inhibition may target both JAK/STAT and non-
JAK/STAT pathways in MF

Selinexor inhibits XPO1-mediated 
nuclear cargo protein export that may 
lead to:

• Increased malignant cell death1

• Reduced inflammation2

• Apoptosis of JAK2-mutated MF CD34+ 

cells but not healthy donor cells3

• Synergism with ruxolitinib and other 

therapeutic agents in cell lines with or 

without JAK2V617F and TP53 mutations4

XPO1

Poster 1792 

Lu M, et al. Use of Combination Therapies Including the XPO1 

Inhibitor Selinexor Is a Potential Effective Therapeutic Strategy 

to Treat Myelofibrosis Patients Saturday, December 9, 2023: 

6:00 PM–8:00 PM

Halls G–H (San Diego Convention Centre)

Exportin 1 (XPO1) transports proteins and protein-RNA complexes out of the nucleus



Phase 3 Trial Design of Selinexor plus Ruxolitininb for JAKi Naïve 
Patients with MF (XPORT-MF-304- SENTRY trial)

Terminated



• SVR35 24w: 50% combo vs 28% ruxo alone (p<0.0001).

• SVR35 12w: 49% vs 20%

• SVR35 36w: 47% vs 23%

• Post-hoc landmark analysis suggested 12&24w SVR35 predict survival

• Abs-TSS 24w: 9.89 points combo vs 10.86 ruxo alone

• OS: combo HR 0.43 (95%CI, 0.19-1.00) vs ruxo alone

• VAF 24w: a >20% VAF reduction (JAK2, CALR, MPL) 32% combo vs 24% ruxo alone

• AE, all-grade: thrombocytopenia (59% vs 43%); anemia (57% vs 58%), nausea (57% vs 17%), 

constipation (32% vs 36%), neutropenia (27% vs 9%)

• AE G>3: 70% vs 50%. TEAEs leading to treatment discontinuation: 15% vs 9%.



Telomerases in Cancer Cells and Telomerase Inhibition to Treat Hematological Malignancies 

Imetelstat

Malignant clones

Upregulated 
telomerase

Apoptotic 
malignant 

clones

Inhibition of 
telomerase

• Telomeres:
▪ TTAGGG repeats, cap chromosome ends

▪ Shorten without telomerase

▪ Accelerated loss under stress

• Telomerase:
▪ Synthesizes telomeric DNA

▪ Not/poorly active in normal somatic cells; transiently 
upregulated in normal hematopoietic progenitor cells

▪ Highly upregulated in malignant stem/progenitor cells, 
enabling continued and uncontrolled proliferation

Imetelstat is approved by the FDA and the European Commission for: 

• adult patients with LR-MDS with RBC-TD who are ineligible for ESAs or have relapsed or refractory/unsatisfactory response 
to ESAs

• It also received FDA and EU Orphan Drug designation, and FDA-Fast Track, for patients with Intermediate-2 and high risk 
myelofibrosis.



Imetelstat for Myelofibrosis: Phase II study

Mascarenhas J, J Clin Oncol. 2021, Sep 10;39(26):2881-2892.

≥20% VAF reduction

• All liver toxicities were reported as special events and evaluated by and independent Expert Committee
• Six patients experienced grade ≥3 AF, bilirubin, or AST and none deemed related to therapy 



Imetelstat for Myelofibrosis

Mascarenhas J, J Clin Oncol. 2021, Sep 10;39(26):2881-2892.

BM fibrosis improvement ≥20% VAF reduction Optimal PD

• All liver toxicities were reported as special events and evaluated by and independent Expert Committee
• Six patients experienced grade ≥3 AF, bilirubin, or AST and none deemed related to therapy 



Imetelstat in R/R Myelofibrosis, Phase III IMpactMF ongoing trial  

A Study Comparing Imetelstat Versus Best Available Therapy for the Treatment of Intermediate-2 or High-risk Myelofibrosis 
(MF) Who Have Not Responded to Janus Kinase (JAK)-Inhibitor Treatment - NCT04576156

• The primary “ambitious” efficacy 
endpoint for the trial is overall survival 
(OS). 

• Secondary endpoints include symptom 
response, spleen response, progression 
free survival, duration of response, safety, 
pharmacokinetics, and patient reported 
outcomes.

• The final analysis for OS is planned to be 
conducted after more than 50% of the 
total enrolled patients have died.

Enrollment completed



Mielofibrosi: le prospettive future

• MDM2 is a key regulator of p53, inhibiting
its activity via ubiquitination, nuclear
export, and direct inhibition of

transcriptional activity.

• Increased MDM2 protein expression has

been observed in MF CD34+ cells,
suggesting that MF might be sensitive to
MDM2 inhibition (Lu M, Blood. 2017).

• KRT-232 is a potent and selective, oral,
small molecule drug that targets MDM2

and prevents MDM2-mediated p53
inhibition (p53 wild type cells), allowing p53
to mediate tumor cell-cycle arrest and

apoptosis.

Chène, P. Inhibiting the  p53–MDM2 interaction: an important target for cancer therapy. Nat Rev Cancer 3, 102–109 (2003)

MDM2 inhibitor in MF: KRT-232/Navtemadlin
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Patients With JAKi 
R/R Myelofibrosis

183 Patients

Note: BOREAS enrollment was closed at 183 patients.
*Crossover permitted in the BAT arm after disease progression or at Week 24.
Abbreviations: BAT, best available therapy; C1D1, cycle 1 day 1; IMiDs, immunomodulatory imide drugs (lenalidomide, pomalidomide); JAK, Janus kinase;
JAKi, Janus kinase inhibitor; MF, myelofibrosis; QD, once daily; R/R, relapsed/refractory; TSS, total symptom score; VAF, variant allele frequency; WT, wild-type.

A Randomized Open-Label Phase 3 Study of Navtemadlin in TP53WT Subjects With 
Myelofibrosis Who Are Relapsed or Refractory to JAK Inhibitor Treatment

1 Cycle =28 Days

Stratification Factors:
• Primary MF vs 

Secondary MF

• Baseline TSS (≤ 10 vs >
10) 

Physician's Choice 
(BAT):
• Hydroxyurea

• Chemotherapy

• Peg Interferon

• IMiDs

Navtemadlin 240 mg QD
Days 1-7/28-day cycle 
123 Patients

Best Available Therapy*

60 Patients

2:1

EXPLORATORY ENDPOINTS

• CD34+ cell count in peripheral blood

• Variant allele frequency (VAF)

• Cytokines

• Bone marrow fibrosis

PRE-DOSE
C1D1 WEEK 12 WEEK 24

EVERY 
12 WEEKS

• CD34+ cell counts
• VAF

• Cytokines
• Bone marrow fibrosis

• CD34+ cell counts
• VAF

• Cytokines

• CD34+ cell counts
• VAF

• Cytokines
• Bone marrow fibrosis

• VAF
• Cytokines

NB: TP53 wt ONLY!

The primary end point was Week-24 spleen volume reduction ≥35% (SVR35); the key secondary end point was 

Week-24 MFSAF v4.0 total symptom score reduction ≥50% (TSS50). 
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A Phase 3 Randomized, Double-Blind, Add-On Study Evaluating Safety and Efficacy 
of Navtemadlin and Ruxolitinib vs Placebo and Ruxolitinib in JAK Inhibitor-Naïve 
Patients With Myelofibrosis Who Have a Suboptimal Response to Ruxolitinib

Run-in Period

Key Inclusion Criteria 

• Primary or secondary MF by WHO criteria

• Int-1, Int-2, or High-risk disease by IPSS

• Spleen volume ≥ 450 cm3

• Platelet count ≥ 100 x 109/L

Add-on Period

Key Inclusion Criteria

• TP53WT by central testing

• Treatment with a stable dose of Rux

• Suboptimal response to Rux run-in

Endpoints

Co-primary Endpoints 

• Targeted SVR and TSS reduction
24 weeks after randomization

Navtemadlin + Ruxolitinib

Placebo + Ruxolitinib

Rux Monotherapy
≥18 weeks of treatment 
on a stable Rux dose1

Suboptimal
Response

Spleen or TSS
Responders or

Refractory
Non-responders

Randomized

A
rm

 1

Enrollment Run-in Period Assessment

MF Patients
Who are JAK 
Inhibitor-naïve

Add-on Period (Blinded)

End-of-Study

A
rm

 2

Note: Navtemadlin dosed at 240 mg QD (Days 1-7/28-day cycle).
1Stable ruxolitinib is ≥5 mg BID that  does not require treatment hold or dose adjustment during the eight weeks prior to add-on navtemadlin or placebo.
Abbreviations: BID, twice daily; Int, intermediate; IPSS, International Prognostic Scoring System; JAK, Janus k inase; MF, mye lofibrosis; Rux, ruxolitinib; TSS, total symptom score; WHO, World Health Organization; WT, wild-type.



Safety and efficacy of luspatercept for the treatment of anemia in MF

Aaron T. Gerds, Blood Adv, 2024, 
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a Study unblinding will occur after analysis of the primary endpoint and with DMC consultation; b Subjects who do not meet any of the clinical benefit criteria (defined in the Day 
169 Response Assessment as “no”) will have the option to unblind. If the subject is on placebo, they may crossover into the Open-label Extension Treatment Period and have the 
opportunity to receive luspatercept after meeting the safety-related eligibility criteria (all inclusion and exclusion criteria are met except inclusion criteria 1 through 4). Unblinding 
can only occur after completion of the Day 169 Response Assessment, EOT visit, and 42-day Follow-up Period. Those subjects on placebo have the opportunity to receive 
luspatercept treatment and be treated for at least 24 weeks in the Open-label Extension Treatment Period as long as they continue to demonstrate clinical benefit from treatment, 
or they experience transformation to blast phase, unacceptable toxicities, or meet any other criteria for treatment discontinuation. AE, adverse event; BSC, best supportive care; 

Luspatercept: INDEPENDENCE Phase 3, Double-blind, Randomized 
Study 

Blinded core treatment period 
(24 weeks)

Screening 
period 
(4 weeks)

Extension treatment 
period
(Week 25+)

Post-treatment 
follow-up period
5 years post-first dose or 3 years post-last dose, 
whichever occurs later

MF patients on JAK2 
inhibitor therapy 
who require RBC 
transfusions

Follow-up

Hematology and AEs will be reported 
(regardless of causality) until 42 days 
post-last IP dose (only related SAEs 
captured post 42-day 
follow-up visit)

Transformation to blast phase and 
other malignancies/ premalignancies
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Post 42-day
follow-up:

Subject unblinding 

and crossoverb

Luspatercept + BSC
SQ on Day 1 of every 21-day 
treatment cycle

(n = ~206)

Placebo + BSC
SQ on Day 1 of every 21-day 
treatment cycle

(n = ~103)
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Treatment phasea

Blinded 
luspatercept + BSC

Unblinded 
luspatercept + BSC

Blinded
placebo + BSC





ELRITERCEPT





IMMUNOTHERAPY Inca033989, A Mutant CALR Specific Monoclonal Antibody

Mascarenhas J, ASH 2025. 



Mascarenhas J, ASH 2025. 



NUVISERTIB is an orale selective PIM inhibitor that showed promising preliminary single-agent clinical 
activity in patients with R/R MF

Mascarenhas J et al, ASH 2025



Roginolisib is a selective PI3Kδ inhibitor, that in preclinical experiments in primary MF cells, 
especially when combined with JAK2 inhibitors, showed evidence of synergism





Alessandro M. Vannucchi

Prospettive future per la terapia 

del paziente con mielofibrosi
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