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Agenda
Polycythemia Vera

•Up-date on:
• Rusfertide (Verify study and Thrive

studies)

• Sapablursen (IMPRESSION Study)

• Bomedestat (Shorespan-004 
Study)

Essential Thrombocythemia

•Up-date on:
• Ropeg-IFN (ROP-ET Study)

• INCA033989 (INCA033989-
101 and INCA033989-102 
studies)

•Bomedestat (Shorespan-017 
study)



POLYCYTHEMIA VERA



Rusfertide

Kuykendall AT et al. Blood (2025) 146 (Supplement 1): 81.; Pemmaraju N et al. Blood (2025) 146 (Supplement 1): 3810.

THRIVE Study
An open-label long-term extension study evaluating  

PV patients who participated in Phase 2 - REVIVE

VERIFY Study
A phase 3, double-blind, placebo -controlled 

study of rusfertide for treatment of PV



Pemmaraju N et al. Blood (2025) 146 (Supplement 1): 3810

THRIVE Study: Long-Term Use of Rusfertide Led to Sustained Hct
<45% and Improved Markers of Iron Deficiency 



• In Rusfertide arm: Response rate increased with rusfertide from 77% at Weeks 20-32 to  84% at Weeks 40-52 

• In Placebo Arm à Rusfertide : Response rate increased from 33% (Weeks 20–32) to 78% (Weeks 40–52)

VERIFY Study: Rusfertide Provided Durable Control of Hct and Rapid 
Responses in Patients Who Switched From Placebo to Rusfertide 

Kuykendall AT et al. Blood (2025) 146 (Supplement 1): 81.



VERIFY Study: Placebo-to-Rusfertide Switch Rapidly Normalized Iron 
Parameters with Modest Increases of WBC and PLT

Kuykendall AT et al. Blood (2025) 146 (Supplement 1): 81.



VERIFY Study: Rusfertide Significantly Reduced 
Fatigue and Overall Symptom Burden vs Placebo

Proportions of patients reporting a meaningful
within-person change Fatigue

LSM level change from baseline

Bankar A et al. Blood (2025) 146 (Supplement 1): 5588.



Rusfertide Continues to Demonstrate a Favorable Safety Profile
• Low rates of treatment discontinuation: 2.6% in Part 1b of VERIFY study and 2.2% in THRIVE study.

• Serious AEs occurred in 2.6% (VERIFY Part 1b study ) and 17.4% (THRIVE study)

Kuykendall AT et al. Blood (2025) 146 (Supplement 1): 81.; Pemmaraju N et al. Blood (2025) 146 (Supplement 1): 3810.

Low incidence of TEs during rusfertide treatment:
- 1 patient each in Parts 1a and 1b in VERIFY study
- no new-onset TEs during THRIVE study

During THRIVE, 6 patients (13%) had a new-onset cancer event 
5 (83%) had a prior history of non-PV cancer



IMPRESSION Study: Phase IIa Randomized, Open-Label Trial of 
Sapablursen in Patients with Phlebotomy-Dependent PV 

Palmer J. et al. Blood (2025) 146 (Supplement 1): 82.



Sapablursen Reduced the Phlebotomy Rate, 
Controlled Hematocrit and Reduced Serum Hepcidin level

• Sapablursen displayed a modest effect on WBC and PLT counts

Palmwer J. et al. Blood (2025) 146 (Supplement 1): 82.

• Enrolled N=49 (Cohort A n=32; Cohort B n=17);  40% low-risk; 
• The median number of phlebotomies in the 6 months prior to the study was 5



Sapablursen Was Safe and Well Tolerated

• The median dose of the Cohort A was 
reduced from 120 mg to 80 mg due to 
anemia

• 1 death due to AML transformation, which 
was deemed not related to Sapablursen

Palmwer J. et al. Blood (2025) 146 (Supplement 1): 82.



Safety and Efficacy of Bomedestat in PV Patients Resistant or 
Intolerant to Cytoreductive Therapy : Shorespan-004 Phase 2 Study

Starting dose 40mg/QD PO 
tritated to a Hct Target of <42%

After 52 weeks, eligible to an 
extensions study

52 weeks
Primary End Points:
- Safety and tollerability up to week 52
- Hct reduction <45% by week 36 ( >12weeks 

without plhebotomy)

Secondary End Points:
- Durability of Hct reducion<45% w/o plebotomy
- Incience and durability of Hematological resposne
- Incidence of Thrombotic or hemorragic events
- Incidence of SVR
- Progression ( PPV-MF, MDS, AML)

Exploratory:
- Symptoms burden (MSAF , PGIC)
- Change in Inflammatory cytokines and growth 

factors

20 Patients enrolled and 
treated with Bomedemstat

5 completed treatment
7 transitioned to extension study
8 discontinued :
 - 4 Withdrawal by pts
 - 2 Physisician decision
 - 1 AE
 - 1 Disease Progression

Rein L. et al. Blood (2025) 146 (Supplement 1): 83.



Rein L. et al. Blood (2025) 146 (Supplement 1): 83.

Bomedemstat Had an Acceptable Tolerability Profile in PV



Rein L. et al. Blood (2025) 146 (Supplement 1): 83.

At W52, 50% reached Hct <45%, maintained >12 weeks without phlebotomy
- 90% had hct reduction to <45% any time
- 90% had PLT response and 95% WBC response any time 

Bomedemstat Reduced Phlebotomy Rate, 
Improved Blood Cell Counts and Controls Symptoms



ESSENTIAL TROMBOCYTHEMIA



Kiladjian JJ. et al. Blood (2025) 146 (Supplement 1): 485.

Primary Endpoint: 
Durable (≥3 months) hematologic and clinical response after 12 months based on modified ELN criteria: 

• Peripheral blood count remission (platelets ≤400×109/L and leukocytes <10×109/L)
• Absence of thrombotic/hemorrhagic events and disease progression, 
• Absence or non-progression in disease-related signs (splenomegaly)
• Symptom improvement measured by the MPN-Symptom Assessment Form Total Symptom Score 



Ø Discontinuation rate : 10.6% (3 patients discontinued due to treatment-related adverse events)
Kiladjian JJ. et al. Blood (2025) 146 (Supplement 1): 485.

Patient Characteristics and Risk Category 
Ø 132 patients, the median age was 56.5 years and 58.3% were female, after a median time to diagnosis of 3.3 years
Ø Median PLT count was 579x109/L, 28% presenting with asymptomatic splenomegaly, and a median MPN-SAF TSS of 8.0
Ø 59.8% were JAK2 mutated , 27.3% CALR mut, 11.4% MPL mut and 1.5% Triple neg



Ropeginterferon alfa-2b dose escalation

Kiladjian JJ. et al. Blood (2025) 146 (Supplement 1): 485.



Ø At 12 months, 48.0% (95% CI: 39.1-57.1) patients showed a durable disease response

Kiladjian JJ. et al. Blood (2025) 146 (Supplement 1): 485.

• Response was achieved at a low mean 2-weekly dose (193.8 µg ± SD 89.28 µg) 
• Response rate improved with longer treatment duration: 33% (6 mo)> 50% (9 mo)> 60% (12 mo).
• At 12mo, 62.3% of patients showed improvement of symptoms compared to baseline
• No differences were observed according to driver mutation status.
• WBC and platelet counts decreased over time, while hemoglobin levels remained stable.

• Major thrombotic events occurred in 2 patients (1.5%).

ROP-ET Met Primary Endpoint



• Treatment-related AEs were reported in 73.5% of patients (5.3% Grade ≥3 )

Kiladjian JJ. et al. Blood (2025) 146 (Supplement 1): 485.

Ropeg-IFN -related Adverse Events



Gupta V et al. Blood (2025) 146 (Supplement 1): 1024.

● INCA033989-101 (NCT05936359; outside the US) and INCA033989-102 (NCT06034002; 
US only) are phase 1, first-in-human, multicenter, open-label studies evaluating 
INCA033989 in patients harboring a CALR exon-9 mutation with high-risk ET or MF 
(as monotherapy or in combination with ruxolitinib)

● INCA033989 was administered intravenously every 2 weeks (range 24-2500 mg)



55 CALR mut ET HR pts with resistance/intolerance to ≥1 line of prior cytoreductive therapy 
Concomitant therapy with anagrelide or hydroxyurea were permitted

- 65.6% experienced Treatment-related TEAEs

- Most common Grade>3 TEAEs: 
§ Neutopenia (7.3%) , 
§ Anemia (3.6%) 
§ amylase and lipase increased (3.6%)

Gupta V et al. Blood (2025) 146 (Supplement 1): 1024.

INCA033989 Monotherapy is Well Tolerated



• 71% of pts discontinued concomitant cytoreduction therapy after a median time to discontinuation of 23.0 (1.0-322.0) days
• Higher doses (400-2500 mg) were associated with higher rapid and durable hematologic responses (CHR 83.3%) 
• 96.2% of pts reduced mutCALR VAF (PMR=31% )

Gupta V et al. Blood (2025) 146 (Supplement 1): 1024.
Psaila B et al. Blood (2025) 146 (Supplement 1): 71.

Reduction in mutCALR VAF from baselineDurable PLT coun Reduction

Hematologic and Molecular Response with INCA033989



INCA033989 Improves Bone Marrow Hematopoiesis

Gupta V et al. Blood (2025) 146 (Supplement 1): 1024.
Psaila B et al. Blood (2025) 146 (Supplement 1): 71.



Bomedemstat Has a Manageable Safety Profile in ET
Shorespan-017 Study

• 40 ET pts  treated with a median of 8.1 months

• SAE occured in 18% of pts: Emergence of dysgeusia was not 
observed

• 88% of pts reported any-cause AEs (20% Grade 3 or 4):

• 23% had dose modification for AEs

• 1 (2.5%) discontinued treatment due to AEs

- 23% Diarrhea

- 13% Contusion

- 10% Abdominal pain

- 10% Upper respiratory tract infection

Treatment-Related AEs

Ross D et al. Blood (2025) 146 (Supplement 1): 2033.



Conclusions – Polycythemia Vera
• Iron/hepcidin pathway is an attractive tool to control erythocytosis in PV, with a 

reassuring safety profile and the potential to improve symptom burden (Rusfertide, 
Sapablursen)

• Targeting alternative pathways to JAK/STAT ( Bomedestat) opens the way to personalized 
therapies in PV



Conclusions – Essential Thrombocythemia 
• Ropeginterferon alfa-2b was well tolerated and was associated with significant blood 

count normalization, symptom improvement, and no progression at 12 months.

• A novel, first-in-class, fully human monoclonal antibody  anti-mutCALR (INCA033989) 
holds significant promise as a targeted therapy for patients with ET

• Bomedemstat has a manageable long-term safety profile in ET


