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Phase 3 SURPASS-ET: Positive Topline Results

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB) 4

● Primary endpoint: durable clinical response as per modified ELN criteria

● 42.9% (39/91) of participants in the ropeg arm achieved end point at months 9 and 12, compared 
to 6.0% (5/83) in the anagrelide; P=0.0001

● Secondary endpoint: various endpoints 

● The JAK2 V617F allelic burden was assessed at baseline and 12 months, showing a decrease 
from 33.7% to 25.3% (-8.4% change) in the ropeg arm, compared to a reduction from 39.7% to 
37.3% (-2.4% change) in the anagrelide arm.

● Lower rate of serious TRAEs with ropeg (2.2%) vs anagrelide (10%), underscoring the manageability of 
its safety profile.
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Phase 2 REVIVE Study Design1

● Response was defined as not 
meeting any of the 
"phlebotomy eligibility" criteria 
including: 

1) hematocrit ≥45% that was 
≥3% higher than their 
week 29 pre-randomization 
hematocrit value, or

2) hematocrit >48%, or 
3) an increase of ≥5% in 

hematocrit compared to 
their week 29 
pre-randomization value

Figure adapted from Pettit K, et al. Presented at EHA 2024, June 13-16, 2024, Madrid Spain.7

Part 1 
Dose Finding

Part 2 
Blinded Withdrawal

Part 3 
Open-Label 

Extension (OLE)
Clinically 
Effective 

Dose-Finding 

Phase

Efficacy 
Evaluation 

Phase

Randomized 
Withdrawal Phase OLE Phase

Active Dose 
± Titration

Fixed Active/Placebo 
Dose (1:1)

Dose ± Titration

20 mg
40 mg

80 mg

Active Dose 
± Titration

Weeks 1 to 16 Weeks 17 to 28 Weeks 29 to 41 Weeks 42 to 197
(ie, Up to 3 

Additional Years)

Figure adapted from Pettit K et al. Presented at EHA 2024; June 13-16, 2024; Madrid Spain.1

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB)
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REVIVE Met the Primary Efficacy Endpoint in the Prespecified Full Analysis and 
Randomized Analysis Populations (Part 2)

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB)
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Rusfertide Consistently Maintained Hct <45% in Patients for ≥3 Years

Hct, hematocrit; SEM, standard error of the mean; yr, year. 

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB)
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Rusfertide improved symptoms

Hct, hematocrit; SEM, standard error of the mean; yr, year. 

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB)

Rusfertide 
Improved Several 
Symptoms 
(Assessed Using the 
MPN-SAF) 
Throughout the 
Duration of the 
Study 
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Phase 3 VERIFY trial

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB) 9

Verstovek et al. Blood (2022) 140 (Supplement 1):3929-3931
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Phase 3 VERIFY Trial: Positive Topline Results

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB) 10

● Primary endpoint: absence of phlebotomy eligibility

● 77% vs 33% for rusfertide vs placebo treated patients during weeks 20-32; P<0.0001

● First key secondary endpoint: 

● Mean 0.5 vs 1.8 phlebotomies/patient in the rusfertide vs placebo arm during wks 0-32; P<0.0001

● Other three pre-specified key secondary endpoints were also achieved with statistical significance

● Hematocrit control (proportion of patients with Hct < 45%)

● PROs: PROMIS Fatigue SF-8a3 and MFSAF TSS-7 v.4.0

● No new safety findings. All SAEs deemed unrelated. Majority of AEs were G1-2 injection site reactions; 
no evidence of an increased risk of cancer with rusfertide.
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Better EFS and JAK2 VAF Reductions With Ruxolitnib and Ropeginterferon in PV

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB) 11
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48-Week Update of MANIFEST-2 Trial

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB) 12
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48-Week Update of MANIFEST-2 Trial

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB) 13
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48-Week Update of MANIFEST-2 Trial

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB) 14
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Selinexor in MF; Results From Ph1 Portion

15Pankit Vachhani, MD; U of Alabama at Birmingham (UAB)

SVR, spleen volume reduction; TSS, total symptom score.
*Data cutoff date: August 01, 2023; †Two patients discontinued prior to Week 24; ‡One patient discontinued prior to Week 12; one patient with missing data at Week 12, who subsequently discontinued prior to Week 24;

§Two patients discontinued prior to Week 24, and one had missing data.
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SVR35
Population Timepoint Selinexor 60 mg QW + ruxolitinib

n (%)

Efficacy 
evaluabl
e

Week 12 10/12† (83)
Week 24 11/12 (92)

Intent-to
- 
treat

Week 12 10/14 (71)
Week 24 11/14 (79)

TSS50
Population Timepoint Selinexor 60 mg QW + ruxolitinib

n (%)

Efficacy 
evaluabl
e

Week 12 8/10‡ (80)
Week 24 7/9§ (78)

Intent-to
- 
treat

Week 12 8/12 (67)
Week 24 7/12 (58)

All patients in the efficacy evaluable population treated with selinexor 60 mg 
QW achieved an SVR35 at anytime

90% of patients in the efficacy evaluable population treated with selinexor 60 mg 
QW achieved an TSS50 at anytime
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SENTRY: A Phase 3 Trial in JAKi-Naive Int/High-Risk MF

16Pankit Vachhani, MD; U of Alabama at Birmingham (UAB)
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Results From Ph3 BOREAS Trial

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB) 18

● Clinical: Navtemadlin vs BAT

● SVR35 at w24: 15% with navtemadlin vs 5% with BAT

● TSS50 at w24: 24% with navtemadlin vs 12% with BAT

● Mean absolute change in TSS: -4.6 with navtemadlin vs +0.9 with BAT

● ≥ 50% driver gene VAF reduction at w24: 21% with navtemadlin vs 12% with BAT

● Improved BM by 1 or 2 grades at w24: 47% with navtemadlin vs 24% with BAT

● Median change in CD34+ cells at w24: -70% with navtemadlin vs -38% with BAT

● Reduction of CD34+ cells, driver gene VAF, and inflammatory cytokines correlated with SVR
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Study KRT-232-109, Phase 1b/2 Design

*Patients have neither achieved a spleen response by IWG-MRT criteria, nor have had evidence of progression in spleen or symptoms while on ruxolitinib.
Abbreviations: CT, computed tomography; D, day; DLT, dose limiting toxicity; MF, myelofibrosis; MFSAF v4.0, myelofibrosis symptom assessment form version 4.0; 
MRI, magnetic resonance imaging; RBC, red blood cell; RP2D, recommended phase 2 dose; SVR, spleen volume reduction; TSS, total symptom score. 

A Global, Open-Label, Multicenter Phase 1/2 Study of the Safety and Efficacy of Navtemadlin Combined 
With Ruxolitinib in Patients With Primary Myelofibrosis, Post–Polycythemia Vera MF or Post–Essential 
Thrombocythemia MF Who Have Suboptimal Response to Ruxolitinib

PRIMARY ENDPOINT KEY SECONDARY ENDPOINTS
• Phase 1: Navtemadlin RP2D in combination with ruxolitinib
• Phase 2: Spleen response rate at Week 24

SVR by Central Review MRI/CT

• Improvement of MFSAF v4.0 TSS ≥50% at Week 24
• Spleen response duration
• RBC transfusion independence
• Spleen response rate at any time point from baseline

ENROLLMENT

Patients with suboptimal 
response to ruxolitinib after 
≥18 weeks of treatment

No evidence of response or 
progression on ruxolitinib*

≥100×109/L platelets

PHASE 1 (DOSE ESCALATION) PHASE 2 (DOSE EXPANSION)

1 Cycle: 28 Day DLT Window

Ruxolitinib +
Stable Dose (≥8 weeks)

Arm 1 
D1-7/28-Day

240 mg

180 mg

120 mg
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+ Ruxolitinib†

(N=24)

†Stable Pre-Study Dose
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Results from KRT-232-109 trial

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB) 20

TSS-50, w24, by MFSAF v4.0 TSS: 32% (n=6/19)SVR-25, w24: 42% (n=8/19) 
SVR-35, w24: 32% (n=6/19)

Data cut-off: 02 May 2023.
*Six patients discontinued prior to Week 24 assessment.
Abbreviations: BID, twice-a-day; ITT, intent-to-treat; MFSAF v4.0, myelofibrosis symptom assessment form version 4.0; Rux, ruxolitinib.





#HOPLivePRESENTED BY:
Presentation is property of the author, and Mashup Media.

Permission required for reuse. Contact permission@formedics.com.

Efficacy and Safety of Fedratinib From FREEDOM-2 

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB) 22



#HOPLivePRESENTED BY:
Presentation is property of the author, and Mashup Media.

Permission required for reuse. Contact permission@formedics.com.

Efficacy and Safety of Fedratinib From FREEDOM-2 

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB) 23
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Efficacy and Safety of Fedratinib From FREEDOM-2 

Pankit Vachhani, MD; U of Alabama at Birmingham (UAB) 24

Among evaluable patients, both those with low and high baseline platelet levels had higher rates 
of spleen and symptom responses at EOC6 with fedratinib treatment vs BAT
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