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New Directions in MPN Management 
 

ÅTarget earlier disease and delay progression 

ÅUnderstand and track disease burden 

ÅMulti-disciplinary MPN care 

ÅExpanding medical therapy ς Immune Therapy 

ÅGenetic Repair - CRISPR 

ÅNon pharmacologic options in addition to medical therapy 



MF Patient vs physician-reported most 
important goal for therapy 
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PV Top 5: 
ÅSlow/delay progression (25%, 6%) 
ÅPrevention of vascular/thrombotic 

events ( 24%, 43%) 
ÅHealthy blood counts (18%, 2%) 
ÅBetter QOL (12%, 11%) 
ÅSymptom improvement (9%, 20%) 

ET Top 5: 
Å Prevention of thrombotic event (35%, 

57%) 
Å Slow/delay progression (21%, 4%) 
Å Healthy blood counts (17%, 4%) 
Å Better QOL (14%, 18%) 
Å Symptom improvement (9%, 14%) 

 Data on file  USA MPN Landmark Study: Mesa et. al. Cancer 2016 



Treatment goals - Patients vs. Physicians view (Q36 + Q31)  

ET and PV patients wish to slow disease progression whilst physicians are more concerned 
about thrombotic events. In all diseases both Patients & Physicians look for symptom 
improvements 
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Reduce frequency of phlebotomy 
treatment 

Haematocrit level less than 45% 

Anaemia treatment 

Reduce blood transfusions 

Prevention of vascular/thrombotic 
events 

Reduction in spleen size 

Healthy blood counts 

Slow/delay progression of disease 

Better quality of life 

Symptom improvement 

% of respondents who ranked goal in top 3 

What is your most important treatment goal for your condition? 

n: MF = 81, PV = 90, ET = 174 

Patient Physician 
n: MF = 94, PV = 92, ET = 93 
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International MPN Landmark Study ς Harrison et. al. ASH 2016 



Why do MPNs Progress? 

Progressive 
Myelofibrosis 

Acute Myeloid Leukemia 

ET 
PV 

Early MF 
Overt MF 

Clonal Progression 
(accumulation of mutations?) 

Microenvironment/ 
Inflammation? 

Death from Stable MF 
(Debilitation) 
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Pegylated IFNs Alpha 

1.   PEG-Intron   PEG-IFN- -h2b  

        PEG size is 12K 

        t9D  Ҧ 14 positional isomers 

      Dose every week  

2.   PEGASYS PEG-IFN- -h2a  

    PEG size is 40K 

   t9D Ҧ   8 positional isomers  

   Dose every week  

3.   Ropeginterferon alfa 2b     PEG-IFN- -h2b  

 PEG size is 40K 

 PEG single-site-specific conjugation Ҧ  predominant single positional form  

 Dose every 2-4 weeks  

MPD ς RC 112 
PEG INF vs HU 
(Front Line) 

High Risk ET/PV 
NCT01258856 

 

PROUD - PV 
AOP2014/P1101 vs HU 

(Front Line) 
High Risk PV 

NCT01949805 
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INF in Early Myelofibrosis 

Cynomolgus monkey study, 2ΨΣ5Ψ-OAS levels 

P1101/AOP2014 
 In Treating Patients with Early Myelofibrosis 

NCT02370329 
Now Accruing ς Mayo Clinic 

 
Peg IFN-A2b in Early PMF 

NCT01758588 



Trial design ς RETHINK Rux vs placebo  
(MF DIPSS LR/ HMR+) 

Ruxolitinib 

10 mg bid 

Placebo 

MF patients 

Spleen Ò 5 cm below 

LCM 

HMR+ (ASXL1, EZH2, 

SRSF2 or IDHI1/2) 

N = 320 

1:1 

Screening phase     Treatment phase 
        

Primary endpoint: 

Å PFS-1 (90 events) 

Secondary endpoints 

Å PFS-2, safety &tolerability, QOL, OS 

 

 

Inclusion population: 

Å Hb > 10 g/dl; transfusion independent 

Å ANC > 1, WBC < 15000 

Å Blast < 1% 

Å Platelets > 75000 

Å MPN10  Җ15 όƛƴŘƛǾƛŘǳŀƭ ƛǘŜƳǎ Җ 3)  

 

PFS1* 

Ruxolitinib 

5/15/20 mg bid 

Ruxolitinib 

5/15/20 mg bid 

PFS2 
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* If  progression is achieved by spleen or symptoms 

Passamonti et. al. ASCO 2016 
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MPN SYMPTOMS 



MPN Recent Phase III Trials 
MPN Symptom Assessment 

Disease Drug MPN Symptom Tool 

MF RUXO (COMFORT 1) MF-SAF 2.0 

MF RUXO (COMFORT 2) FACT-LYM 

MF Fedratinib (JAKARTA) MF-SAF 

MF Pacritinib (PERSIST 1&2) MPN-SAF 

MF Momelotinib (SIMLIFY 1&2) MPN-SAF 

MF Pomalidomide (RESUME) FACT-AN 

MF RUXO (RETHINK) MPN-10 

PV Ruxo (RESPONSE) MPN-SAF 

PV Ruxo (RELIEF) MPN-SAF 

PV PEG INFa2a (MPD-RC 112) MPN-SAF 

ET Ruxo (MAGIC) MPN-SAF 

ET PEG INFa2a (MPD-RC 112) MPN-SAF 





MF Patient vs. physician-reported                                    
symptom assessment 
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PATIENT 

PHYSICIAN 

PV survey: 
ÅMost physicians (54%) stated 

they run through a full and 
comprehensive list of 
symptoms to assess the 
patient 

USA MPN Landmark Study: Mesa et. al. Cancer 2016 






