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Essentielle Thrombozytose
Polycythamia vera

Primare Myelofibrose
Studien in St. Gallen
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* Pegylierte Interferone
* Surpass-ET, Phase lll

* Patienten mit Resistenz oder Intoleranz auf Litalir
* Ropeg-INF (250ug, 350ug, 500ug) oder Anagrelide
* Ansprechen nach 9 und 12 Monaten, JAK2 Allelfrequenz, Symptome,

Thromboembolische Ereignisse, Milzgrosse

- Tc < 400G/l und Lc <9,5G/I erreicht in 56% vs 6%
Stabilisierung oder Abnahme Milzgrosse in 88% vs 54%
Symptomstabilisierung oder Abnahme in 71.4% vs 33.7%
Keine Blutungen oder Thromboembolien 84.6% vs 51.8%
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* Pegylierte Interferone

* Exeed-ET, Phase Il
* Patienten Zytoreduktiv naiv oder HU/Anagrelid Vortherapie
* Ropeg-INF (250ug, 350ug, 500uq)

* Rekrutierung abgeschlossen, erste Resultate demnachst erwartet
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« Bromodomain Inhibitor (Pelabresib)

* MANIFEST, Phase I

* Resistent oder Intolerant auf Litalir
* Tc > 600G/l und mind 2 Symtpome

e Ziel CHR (Tc <400 G/I, Lc < 10 G/I) und normale Milzgrosse
— Bestatigte CHR 40% (@w12 mediane Tc 446G/, Lc 8.2G/1)
—TSS Reduktion in 86%, mediane Abnahme 31%

—>Hb blieb stabil

Nebenwirkungen: Nausea 60%, Diarrhoe 35%, Dysgeusie 35%
-Blutungs- oder thromboembolische Ereignisse in 30%
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« LSD1 Inhibitor (Bomedemstat), po Phase 2 Studie

* Reistent oder Intolerant auf mind 1 Standardbehandlung
e Ziel Tc <400 G/l ohne thromboembolische Ereignisse

>24 \Wochen Therapie

- 61/64 Patienten (95%) erreichten Tc < 400G/l ohne Thromboembolie
— Hb blieb stabil

— Baseline MPN-SAF TSS >20 (28/73), nach 24 Wochen 78% gaben eine
Verbesserung an, bei 52% Verbesserung >10 Punkte

Nebenwirkungen: Dysgeusie 55%, Verstopfung 38%, Arthralgie 27%
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Essentielle Thrombozytose H

« LSD1 Inhibitor (Bomedemstat), po Phase 2 Studie
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« LSD1 Inhibitor (Bomedemstat), po Phase 2 Studie
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* Phase 2 REVIVE Studie
 Ziel Hamatokritkontrolle ohne Aderlasse; MPN-SAF
* in 28 Woche vor Start durchschnittlich 8.7 +/-2.9 Aderlasse

— Nebenwirkungen Grad 3 in 13%
—> Lokale Reaktion an Injektionsstelle 86%
- Mudigkeit 26%
- Pruritus 24%
— Nausea 20%
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Polycythamia vera- Rusfertide

4 Phlebotomy Period before first dose of rusfertide Period after first dose of rusfertide ~ »== Clinical hold period
A Concurrent Phlebotomy Only
Patient

No. Age (yr)/Sex Dose 1

1— | 58/Female A 4 A ' - } ' 1 ) e

2— | 71/Male A A Wy L " . ‘=

4— [43/Male A Al Acroaab | " ) 1=

5— | 52/Male N A VAR : 1 ' -

8— | 66/Female ' & & A A T ' 1 ! -—

9— 31,:'Ma|e A ' A . w ! ; 1=
13— [ 56/Male vk | AA ' v : -
17— | 47/Male A ! i | & 1 it ' 1 : (=
20— | 45/Male A P . e e s ! ' ) | -
21— | 57/Female & A a a A ! ! ) b=
22— |54/Male & ' " ' Ala i ]
24— | 36/Male ! A oA ala a 1 ! .
25— | 74/Female ‘& A a " 4 i ! | ) -
26— | 59/Male A A ' Y ! a | ; -
28— | 57/Female A A PN —g 1 | 1=
31— | 70/Female 'a LA A At a \ ! : -
34— 75/Female & A a aoa w ! ' '
37— 55,!'Ma € & e . A A 1 1 A R s ) ' -
38— | 31/Male 4 ' I LA m ; - ; I 5
40— 48/Ma e ¥ A A A A ' v ! e A -
43— 55,:'Ma e & A ! A AN g 1 ' NN R e 1 ->
44— | 57/Male A A : ' ' ! ; ! -
45— | 74/Male A A A A AAa o ' ! A i h—>
g — | 61/Female ! Ad A A AT ' ' = =S -

— | 49/Male [ | A A A ' 1 e = 1 -
53— |44/Male . - P b : ; -
54— GI/FemaIe i ! oA . B ' ' Ca x x owan e
36— | 61/Male i Yy Aa i ' °
57— | 43/Male 1 A i Ak ; ' ] NN R NN A -
61— | 72/Female & A A A A A A AM v 1 e N ' =y
62— Sl,fMae A'A  AA A A A " " ' 1 R e ' -
63— | 60/Female 'y 1 A4 1 A i ] 1 P Y o
64— | 65/Female A oA a e
65— | 56/Male ! A AA A ‘a4 ! 1 1 -
66— | 55/Female | A ' A a ! ! ! ) -
68— 70,:'Ma|e oA a AW ' ! ! (-
69— | 77/Male 1 A A A Akaboas " ! -
T T T T i T T T T T T T T
-28 =20 -12 -4 0 4 12 20 28 36 44 52 60
Weeks
November 2025 | Betroffenenanlass MPN www.kssg.ch Th. Lehmann / Hadmatologie-Onkoloie, Pathologie HOCH | 13



Polycythamia vera- Rusfertide

C Hematocrits over Time

Open-Label Extension Cycle
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* Phase 2 COMBI Il Studie
* Neudiagnostizierte PV, n=25
e Ziel Sicherheit, Blutbild, MPN-SAF, JAK2 Allelfrequenz (VAF)
e Start mit Pegasys 45ug/Woche und Ruxolitinib 10mg 2x/d

—> Blutbild Remissionsrate 56% nach 2 Jahren (12% CR, 44% PR)
- MPN-SAF: Verbesserung Nachtschweiss,
Juckreiz, Knochensz
- JAK2 VAF Abnahme von 47% auf 7%,
60% molekulare Remission
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Polycythamia vera- Ruxolitinib/Interferon H|
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Polycythamia vera- Ruxolitinib/Interferon HJ|
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BMS-986158, a potent BET inhibitor, in combination
with ruxolitinib or fedratinib in patients with
intermediate- or high-risk myelofibrosis: updated
results from a phase 1/2 study

David Lavie,! Vincent Ribrag,? Michael Loschi,? Costas K. Yannakou,* Maan Alwan,> Adi Shacham Abulafia,® Jesus Maria
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Indu Raman,* Ciprian Tomuleasa,'? Si Tuen Lee-Hoeflich,2° Sharmila Das,?! Bin Wu,2° Qian Zhao,??2 Eunhee Kim,2? Oriana
Esposito,24 Yu Liu,?0 Zariana Nikolova,?4 Christopher Tehlirian,2? Shodeinde Coker,22 Rosa Ayala?®
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CA11-023

CA011-023: open-label phase 1b/2 study of
BMS-986158 + RUX (1L MF) or BMS-986158 + FED (2L MF)

Dose-escalation phase Dose-expansion phaseP

Part 2A1: 1L MF combination
BMS-986158 2.0 or 3.0 mg +

Part 1A: 1L MF (RUX-naive) RUX 10 mg BID
Inclusion criteria BMS-986158 2.0, 3.0, or 3.75 mg QD
* Primary or secondary MF 5 days on/2 days off + RUX 15 mg BID Part 2A2: 1L MF combination
« ECOGPS <2 BMS-986158 2.0 mg + RUX
« DIPSS risk score of previously tolerated dose
— Intermediate-1 with

fygptOTZ§at ; Part 2B1: 2L MF combination
— Intermediate- =
— High risk Part 1B: 2L MF (RUX-exposed) ?'E“S :gg 1"5]: SEZD i

BMS-986158 0.5, 0.75, 1.0, or 1.25 mg QD
5 days on/2 days off + FED 400 mg QD Part 2B2: 2L MF monotherapy*
BMS-986158 RP2D

Objectives of dose-escalation phase

» Primary: Safety and tolerability, MTD and/or RP2D

» Key secondary: Preliminary efficacy based on SVR

« Key exploratory: Assessment of pharmacodynamic markers (JAK2Y6'7F VAF, BMF)

1.0-mg dose evaluated at the default schedule and the alternate schedule of 5 days on/2 days off for 3 weeks; week 4 off treatment. "Part 2A is ongoing, Part 2B has not yet opened for enrollment.
Part 2A3 (not shown) is a cohort for patients with low platelet counts (75-99 x 10° L) dosed at 1.25 mg BMS-986158 + 5 mg RUX. “Patients with inadequate response may crossover to receive
BMS-986158 + FED after C6, or before Cé6 in the event of PD. BID, twice daily; BMF, bone marrow fibrosis; DIPSS, Dynamic International Prognostic Scoring System; ECOG PS, Eastern Cooperative
Oncology Group performance status; MTD, maximum tolerated dose; QD, once daily; PD, progressive disease; RP2D, recommended phase 2 dose; SVR, spleen volume reduction;
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Lavie D, et al. ASH 2023 [Abstract #623]



Spleen volume reduction®: BMS-986158 + RUX (1L MF, Part 1A)

10+ & 100+ Week 24 change in spleen volume
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BMS-986158 2 mg + RUX 15 mg (n=5) =O= BMS-986158 3 mg + RUX 15 mg (n = 7) [ BMs-986158 3 mg + RUX 15 mg
=]+ BMS-986158 3.75 mg + RUX 15 mg (n = 4) I BMS-986158 3.75 mg + RUX 15 mg
SVR35, BMS-986158 2 mg + RUX 15 mg | SVR35, BMS-986158 3 mg + RUX 15 mg
12 weeks 24 weeks 12 weeks 24 weeks
4/5 (80%) 5/5 (100%) 5/7 (71%) 3/4 (75%)
Data cutoff: Aug 18, 2023. Data shown are from dose escalation phase only. Horizontal lines represent -35% and -50% change in spleen volume from baseline.
*By MRI/CT central review. CT, computed tomography; MRI, magnetic resonance imaging; SVR35, spleen volume reduction = 35%. 9
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Spleen volume reduction®: BMS-986158 + FED (2L MF, Part 1B) |
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== BMS-986158 1.25 mg + FED 400 mg (n = 4) BN BMS-986158 1.25 mg + FED 400 mg

SVR35, BMS-986158 1 mgP + FED 400 mg

12 weeks 24 weeks
9/11 (82%) 5/5 (100%)

Data cutoff: Aug 18, 2023. Data shown are from dose escalation phase only. Horizontal lines represent -35% and -50% change in spleen volume from baseline.
2By MRI/CT central review. PEight patients treated with 1 mg on alternate schedule: 5 days on/2 days off for 3 weeks; week 4 off treatment. 10
Lavie D, et al. ASH 2023 [Abstract #623]
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Study design

®
aad

Patients with MF and a

suboptimal response to
ruxolitinib alone

November 2025 | Betroffenenanlass MPN

Part 1:

Safety and tolerability (Phase 1b)

Ruxolitinib + siremadlin (N = 23)

Ruxolitinib + rineterkib (N = 9)

Ruxolitinib + crizanlizumab (N = 6)

Ruxolitinib + sabatolimab (N = 2)

Ruxolitinib + NIS793 (N = 4)

www.kssg.ch

Primary endpoint:
Incidence and severity
of DLTs within the first

2 treatment cycles
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Primare Myelofibrose- ADORE Studie H|

Safety
(Ruxolitinib + siremadlin, N = 23)
* Siremadlin doses studied: 20, 30, and 40 mg
* DLT within the first 2 treatment cycles:

* 1 out of 7 evaluable patients (G4 thrombocytopenia
and neutropenia) at 30 mg

* 2 out of 5 evaluable patients (1 G3 and 1 G4
thrombocytopenia) at 40 mg

* RP2D: 30 mg
* Most frequent AEs:
» Gastrointestinal (nausea and diarrhea)

* Hematological (thrombocytopenia, anemia, and
neutropenia)
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Primare Myelofibrose- ADORE Studie H|

Change in spleen volume from baseline at week 24
(Ruxolitinib + siremadlin 30 mg, n = 8)

_35%
reduction

-373 374 _,00

-45.3 -45.7
-51.7

Individual patients
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« Kombination Ruxolitinib mit Navtemadlin fur Patienten mit
Myelofibrose, die auf Ruxolitinib alleine nicht gentugend
ansprechen

» 1. Phase Rux Monotherapie (n= 600 Patienten)
« 2. Phase Randomisierung Rux/Nav oder Rux/Placebo (n= 180)

November 2025 | Betroffenenanlass MPN www.kssg.ch Th. Lehmann / Hamatologie-Onkoloie, Pathologie HOCH | 28



Wer kann in der Rux-Mono Phase mitmachen?
-intermediare oder hochrisiko Myelofibrose (IPSS)
-Milzvolumen >450cm3

-TSS 210 (MFSAF)

-Thrombozyten > 100G/I

-Leukozyten < 50G/I
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Wer kann in der 2. Phase Rux plus Navtemadlin/Placebo mitmachen?

-Patienten mit optimalem Ansprechen (TSS und Milzreduktion) oder
Rux refraktare Patienten wird Studie beendet

-Patienten mit suboptimalem Ansprechen und stabiler Ruxolitinib-
Dosierung uber 8 Wochen werden randomisiert

-Navtemadlin 240mg/d (d1-7/26d Zyklus) oder Placebo

-Therapie wird fortgefuhrt bis zum Fortschreiten der Erkrankung oder
unakzeptablen Nebenwirkungen
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Wichtigste Fragestellungen der Studie:

-Rate der Reduktion der Milzgrosse von mind 35% nach 24W

-Rate der Reduktion der Symptome (TSS) von mind 50% nach 24\W
-Leukamiefreies Uberleben

-Dauer bis zum Fortschreiten der Erkankung

-Gesamtuberleben
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Bomedemstat in PV Phase I/l H

Randomized Phase /11l 2L+ trial in PV

Estimated n= 80 Estimated n= 300

Bomedemstat (starting dose
50 mg once daily)

Bomedemstat (starting dose
50 mg once daily)

BAT (PEG-IFNa-2a/b; BAT (PEG-IFNa-2a/b;
Ruxolitinib, HU) Ruxolitinib, HU)

* CHR by week 52: Not eligible for phlebotomy within the last 12 weeks, and platelet count < 400 x 10%/L, and white blood cell count <10 *
109/L X
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GDF15-Inhibitor in MF

Biomarker discovery - Characterization - Mechanisms

GDF15
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* GDF15-Werte korreliert mit MPN Schweregrad und erfmoglichen eine nicht-invasive

Vorhersage des Frotschreitens der Myelofibrose
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Diagnostic & Therapeutic significance

Bone marrow Blood
Earl Overt Remission PMFE o 8,
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Therapeutic intervention Therapeutic benefits
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» Genetic depletion
* Pharmacological inhibition

igG ant-GDF15
antibody

GDF15-Blockade unterdruckt die klonale Expansion und
verlangsamt das Fortschreiten der Myelofibrose bei MPNs
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