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New Directions in MPN Management

ATarget earlier disease and delay progression
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Figure 55. Question 32: Other than a cure for diagnosis, what is your most important treatment goal for therapy? (n = 207)
Question 36: Other than a cure for this diagnosis, what is your most important treatment goal for therapy? (n = 156)
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Treatment goals Patients vs. Physicians views:
ET and PV patients wish to slow disease progression whilst physicians are more co
about thrombotic events. lall diseases both Patients & Physicians look for sympto
improvements

ed

What is your most important treatment goal for your condition’
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Why do MPNs Progress?

Progressive

Clonal Progression Myelofibrosis

(accumulation of mutations?)

ET
PV
Early MF

Death from Stable MF
(Debilitation)

Microenvironment/
Inflammation?

Acute Myeloid Leukemia
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PegylatedlFNs Alpha

1. PEGntron PEGFNM-2b

PEG size 2K
t 9 D 14positional isomers MPD¢ RC112
Doseevery week PEG INFsSsHU
2. PEGASYEGFNh-2a (Front Line)
PEG size #0K High Risk ET/PV
t 9 D [Bpositional isomers nenZesess
Doseevery week

3. Ropeginterferomlfa2b PEGFN"-2b
PEG size #0K

PEGsinglesite-specific conjugatioflh predominant singlpositional form
Doseevery2-4weeks

PROUBPV
AOR014P1101vsHU

(Front Line)
High Risk PV

NCD1949805
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INF in Early Myelofibrosis

P110J/AOR2014
In Treating Patients with Early Myelofibros
NCD2370329

Now Accruing; Mayo Clinic

Peg IFNA2b in Early PMF
NCD1758588




Trial desigm RETHINRuUxvs placebo
(MF DIPSS LR/ HMR+)

HMR+ (ASXL1, EZH2,
SRSF2 or IDHI1/2)

N =320 Ruxolitinib
Placebo 3 > 5/15/20 mg bid >

Screening phase Treatment phase
Ruxolitinib _
—_ Ruxolitinib
: 10 mg bid 5/15/20 mg bid o S
MF patients g
Spl e &rm kelow =
LCM 1:1 PF3* PF@ —> C
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Primary endpoint:

A PFSL (90 events)

Secondary endpoints

A PFS2, safety &tolerability, QOL, OS

Inclusion population:

Hb >10 g/dl; transfusion independent
ANC >, WBC 45000

Blast <1%

Platelets >5000

MPNLO {56 A Y RA ARz £ (A GSYa

To o Do Do Do

* [f progression is achieved by spleen or symptoms
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AUnderstand and track disease burden

MAYO CLINIC

Cancer Center



MPN SYMPTOMS
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MPN Recent Phase Ill Trials
MPN Symptom Assessment

MF RUXO (COMFOR)T MFSAR.0
MF RUXO (COMFOR)T FACILYM
MF Fedratinio(JAKARTA) MFSAF
MF Pacritinib(PERSISIR.2) MPN-SAF
MF Momelotinib (SIMLIFY&2) MPN-SAF
MF Pomalidomidg RESUME) FACTAN
MF RUXO (RETHINK) MPN-10
PV Ruxo(RESPONSE) MPN-SAF
PV Ruxo(RELIEF) MPN-SAF
PV PEG INRa (MPBRC112) MPN-SAF
ET Ruxo(MAGIC) MPN-SAF
ET PEG INRa (MPDRC112) MPN-SAF
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National

Comprehensive. NCCN Guidelines Version 1.2017

NCCN| C : )
Networke Myeloproliferative Neoplasms

MYELOPROLIFERATIVE NEOPLASM SYMPTOM ASSESSMENT FORM
TOTAL SYMPTOM SCORE (MPN-SAF TSS-10 ITEMS)

(Recommended for monitoring symptoms during the course of treatment)

Circle the one number that describes how, during the past week how much difficulty you
have had with each of the following symptoms

Filling up quickly when you eat (Absent) 01234567 8910 (Worst Imaginable)
(early satiety)

Abdominal discomfort (Absent) 01234567 89 10 (Worst Imaginable)
Inactivity (Absent)01234567 8910 (Worst Imaginable)
Problems with concentration- (Absent) 01234567 8910 (Worst Imaginable)

compared to prior to my MPD
Numbness/Tingling (in my hands |[(Absent)01234567 8910 (Worst Imaginable)

and feet)

Night sweats (Absent) 01234567 8910 (Worst Imaginable)

Itching (pruritus) (Absent) 012345678910 (Worst Imaginable)

Bone pain (diffuse not joint pain or [(Absent) 01234567 89 10 (Worst Imaginable)

arthritis)

Fever (>100 F) (Absent) 012345678910 (Daily)

Unintentional weight loss last 6 (Absent) 01234567 8910 (Worst Imaginable)

months

MPN-C
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2016 Mational Comprehensive Cancer Network, Inc, All rights reserved, These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN®,
Cancer Center To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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VIF Fatent vs. pnysSiclaaported
symptom assessment

PATIENT 0% 10% 20% 30% 40% 50% 60% 70% 80% 90%  100%
ilopeiodng KU
me how | am feeling ?
They listen and wait for me to _
tell them about any symptoms 21%
They specifically ask me about — 20
most important symptoms %

They ask me to fill a symptom
list/review each symptom . 3%

They don't ask me . .
about my symptoms 3%

They don't seem I o
interested in my symptoms %

Figure 47. Question 41: How does the doctor you see most often for your diagnosis, assess any symptoms you may be experiencing? (n = 207)

PHYSICIAN 0%  10% 20%  30%  40%  50%  60%  70%  80%  90% 100%
Proactively ask the patient
how they are feeling

Listen to patient; if it's bothering - 5% PV survey:
them they will mention it A Most physicians54%) stated

e oo IR - [stseCaan
important symptoms 55% comprehensive list of
Have patient fill out some . 29 Symptoms to assess the
type of symptom list ¢ patient

35%

Other | 1%

Figure 48. Question 27: During an average patient visit, how do you assess patient’s symptoms? (n = 156)

USA MPN Landmark Study: Mesa et. al. Caz(at6
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Networke Myeloproliferative Neoplasms

TREATMENT FOR LOW-RISK MYELOFIBROSIS

National
Comprehensive:  NCCN Guidelines Version 1.2017

Asymptomatic
Low risk Assess symptom
R Seore =0 burden using MPN-SAF
DIPSS and TSS-10 items if not done
DIPSS-Plus previously
Symptomatic

2016 Mational Comprehensive Cancer Network, Inc, All rights reserved, These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN®,
Cancer Center To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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