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ET: simple yet also complex and confusing:

Message even re simple therapy (aspirin) is
confused !

Should CALR-ET, triple negative ET be treated
the same as JAK2- or cMPL-ET?

Should JAK2-ET be managed as PV?

Should we treat triple negative ET at all?



Essential thrombocythaemia:




Cytoreduction in high-risk ET simple but confusing:

ET

1stline QRINEEEIECUE Hydroxycarbamide

2nd [ine WMEGICIGE Hydroxycarbamide

Monitor BM for fibrosis | Interferon-alfa
Busulphan, pipobroman, 3?P

Patients without long life
expectancy

In addition:

Currently unclear if we should
really treat CALR-ET and triple
negative ET in the same way as
JAK2- or cMPL-ET

IPSET score defines most JAK
negative ET as intermediate risk
despite count and age

Should JAK2-ET be managed as
PV?




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Classification and Personalized Prognosis
in Myeloproliferative Neoplasms

Genomic Distribution of Outcomes in Outcomes in
classification MPN subtypes PVIET myelofibrosis
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New options in ET?

e (linical trials with the LSD1 inhibitor bomedemstat — ALSO BEING

EVALUATED IN PV, upfront and second line ET trials have begun
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Phase 2 Study of the LSD1 Inhibitor

of Essential Thrombocythemia (ET)
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Platelet Count (1109/L)

Mean Platelet Count (£95% Cl) N=73

P Primary Objective: Reduction in Platelet Count

0Of 62 patients treated for 224

weeks:

* 100% achieved a platelet count
of <400 x 10%/L

* 95%achieved a platelet count
of <400 x 10%/L in the absence
of thromboembolic events

* Median time to <400 x 10%/L is
10 weeks
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Weeks on Treatment

Of 28 patients treated for 48
weeks:

« 89%achieved a durable (212
weeks) platelet count of <400 x
10%/L by week 48
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e Effective regardless of driver mutation
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Response in the Initial 24 Week Treatment Period

Bomedemstat Bomedemstat
N =722 N =722

Week 4 Week 16

Pati.er_lts with assessment results 71 Pati_er_lts with assessment results 65

at visit, n at visit, n

Responders, n (%) [95% CI] 8 (11) [5.0-21.0] Responders, n (%) [95% CI] 49 (75) [63.1-85.2]

Week 8 Week 20

Patients with assessment results 68 Pati_er_lts with assessment results 63

at visit, n at visit, n

Responders, n (%) [95% CI] 28 (41) [29.4-53.8] - Responders, n (%) [95% Cl] 41 (65) [52.0-76.7]
Week 12 Week 24
Pati_er_lts with assessment results 68 Pati_e_nts with assessment results 64
at visit, n at visit, n
Responders, n (%) [95% CI] 40 (59) [46.2-70.6] Responders, n (%) [95% CI] 49 (77) [64.3-86.2]
<0.0001 J

\ P value

At week 24, 77% of patients had a response, defined as a reduction

in platelet count to <400 x 10°/L with no new thromboembolic events

Data cutoff date: May 03, 2023.
a72 patients who received 21 dose of bomedemstat and had a baseline and =1 postbaseline assessment available were included in the efficacy analysis population.



Pelabresib (CPI-0610)
Monotherapy in Patients
With High-Risk Essential
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Future perspectives in the treatment of MF..

J1AK inhibitors
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