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* Early intervention with Interferon ®

New substances emerging in PV:
* Influencing iron metabolism
e Rusfertide
 SLN124
e Sapablursen
e Givinostat (HDAC-inhibitor)
 Bomedemstat/IMG-7289 (LSD1-Inhibitor)
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| Eligible for randomization (n=127) | Disease progression during screening (n=1)
Other reasons (n=2)
Patient noncompliant to study procedures (n=1)
1:1 Randomization Patient Covid-19 positive (n=1)
] [
Standard group Experimental group
Phlebotomies + ASA Phlebotomies + ASA + ropeginterferon alfa-2b
(n=63) (n=64)
Withdrawal of AE (n=1 asthenia, r1=1
increased transaminases,
consent (n=2) s
n=1 pruritus)
I Total (n=61) | 12 months | Total (n=61) |
Disease progression
before cross over (n=6)
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N
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Withdrawal of Withdrawal of consent (n=3)
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Early intervention in low risk PV — results from the
,,LOW-PV-trial“

Table 1. Patient Characteristics at Randomization by Groups.*

Characteristic Standard Group (n=63) Experimental Group (n=64)

Male sex — n (%)
Age — years, median (IQR)

Physical examination
Body-mass index — median (IQR)
Palpable splenomegaly — n (%)
Spleen size — cm, median (IQR)
Hematology
Hemoglobin — g/dl, median (IQR)
Hematocrit — %, median (IQR)

Months from diagnosis to enrollment — median (IQR)

39 (61.9)
43.2 (43.7-57.4)
15.0 (4.2-32.7)

248 (21.5-27.8)
18 (28.6)
2.5 (2.0-5.0)

13.7 (12.6-14.3)
44.0 (42.3-45.8)

47 (73.4)
51.7 (45.5-55.3)
12.4 (5.2-37.6)

<3 years — n (%) 48 (76.2) 48 (75.0)
3-5 years — n (%) 10 (15.9) 8 (12.5)
>5 years — n (%) 5(7.9) 8 (12.5)

24.8 (22.4-27.1)
21 (33.3)
2.0 (2.0-3.0)

13.4 (12.8-14.3)
44.2 (42.4-450)

Red blood cells — X 10"/, median (IQR) 6.1 (5.5-6.8) 6.3 (5.8-6.7)
Platelets — x10%(l, median (IQR) 657.0 (460.0-803.0) 632.0 (489.5-738.0)
>400 X 10°/l — n (%) 51 (81.0) 54 (84.4)
>1000 X 10°/l — n (%) 7 (11.1) 9 (14.1)
White blood cells — x10%/I, median (IQR) 10.3 (7.5-13.7) 10.4 (8.6-13.8)
>10x 10%/1 — n (%) 34 (54.0) 33 (51.6)
Symptoms — n (%)
Absent 10 (15.9) 9 (14.1)
Mild 24 (38.1) 29 (45.3)
Moderate 12 (19.1) 13 (20.3)
Severe 14 (22.2) 11 (17.2)
‘ Undetermined 3 (4.8) 2 (3.1)
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* Spleen size was measured below the costal margin. Symptom burden was assessed with the Myeloproliferative Neoplasm Symptom Assessment
Form total symptom score (MPN-SAF TSS) questionnaire, which consists of 10 items (fatigue, early satiety, abdominal discomfort, inactivity,
problems with concentration, night sweats, itching, bone pain, fever, and unintentional weight loss) graded from 0 (absent) to 10 (worst). The
MPN-SAF TSS was defined as the sum of all 10 symptoms (range, 0 to 100). Severity designations for the MPN-SAF TSS were 0, absent; 1-3, mild;
4-6, moderate; and greater than or equal to 7, severe. Complete data at randomization are presented in Table S4. The body-mass index is the weight
in kilograms divided by the square of the height in meters. IQR denotes interquartile range.
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Table 2. Main Efficacy Results of the Core Study.*
Randomized Groups

Core Study (12 Months) EXP (n=64) STD (n=63) P Value Effect Estimate} (95% Cl)
Treatment response — n (%) 52 (81.3) 32 (50.8) <0.001 4.20 (1.77-10.23)

Hematocrit control 52 (81.3) 37 (58.7) 3.05 (1.28-7.50)

Disease progression 0 (0.0) 8 (12.7) —
No. of phlebotomies per patient year — mean (SD) 2.9 (2.4) 42 (3.2) 1.27 (0.27-2.26)

EXP (n=55)  STD (n=43)

Absolute JAK2V617F VAF change from baseline — 9%, mean (SD) —11.9 (20.7) 1.8 (9.0) 13.73 (7.00-20.46)
Partial molecular response — n (%) 16 (29.1) 0 (0.0) —t

* Treatment response was obtained in the core study at 12 months by randomized groups. Cl denotes confidence interval; EXP, experimental group;
SD, standard deviation; STD, standard group; and VAF, variant allele frequency.

T For categorical and continuous end point estimates, odds ratios and mean differences are provided, respectively, with 95% Cls.
I Exact confidence levels are not possible with zero count cells.

Table 3. Main Efficacy Results of the Extension Phase.*
Responders Nonresponders
Effect estimate’ STD to EXP to Effect Estimatej
Extension Phase (24 Months) EXP (n=52) STD (n=32) P Value (95% CI) EXP (n=23) STD (n=9) P Value (95% 1)
Treatment response — n (%) 43 (82.7) 19 (59.4) 0.02 3.27 (1.07-10.17) 7 (30.4) 1(11.1) 0.39 3.50 (0.33-177.12)
Hematocrit control 43 (82.7) 20 (62.5) 2.87 (0.92-8.99) 7 (30.4) 1 (11.1) 3.50 (0.33-177.12)
Disease progression 0 (0.0) 1 (3.1) —i 0 (0.0) 0 (0.0) —i
No. of phlebotomies per 1.5 (1.6) 1.9 (2.0) 0.40 (—0.39 to 1.19) 4.7 (3.1) 5.9 (2.4) —1.19 (—3.56 to 1.17)
patient year — mean (SD)
. EXP (n=29) STD (n=5) STD to EXP (n=12) EXP to STD (n=3)
Absolute JAK2V617F VAF change —23.1 (28.9) 15.4 (30.5) 38.49 (9.76-67.21) —4.9 (13.5) 14.7 (13.1) —19.60 (—38.32 to —0.88)
é from baseline — 26, mean (SD)
mpn Horlzons Partial molecular response — n (%) 16 (55.2) 1 (20.0) 4.92 (0.40-257.25) 2 (16.7) 0 (0.0) —

* Treatment response was obtained in the extension phase by groups of responders and nonresponders resulting from the crossover design. Cl denotes confidence interval; EXP, experimental
Shifting treatment group; EXP to STD, switched from the experimental group to the standard group; SD, standard deviation; STD, standard group; STD to EXP, switched from the standard group to the
2 024 dradiams of MPNs experimental group; and WAF, variant allele frequency.
P 9 T For categorical and continuous end point estimates, odds ratios and mean differences are provided, respectively, with 95% Cls.

6-8 September 2024 « Warsaw, Poland I Exact confidence levels are not possible with zero count cells.
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Table 4. Adverse Events by Treatment Received and Severity Regardless of Causality.”
Experimental (n=87) Standard (n=72)

Adverse Event Grade 1 and 2 Grade 3 and 4 Grade 1 and 2 Grade 3 and 4
Neutropenia 13 (14.9) 8(9.2) 0 (0.0) 0 (0.0)
Hypertransaminasemia 6 (6.9) 2 (2.3) 0 (0.0) 0 (0.0)
Hypertriglyceridemia 4 (4.6) 2 (2.3) 0 (0.0) 0 (0.0)
Pruritus 3(3.4) 1(L1) 1 (14) 0 (0.0)
Baseline 12 months 24 months Fatigue 1(L1) 1(L1) 1 (L4) 0 (0.0)
Carditis pericardium myocardium 0 (0.0) 1(11) 0 {0.0) 0 (0.0)
B 3.00 - Skin symptoms 0 (0.0) 0(0.0) 2 (2.8) 3 (4.2)
—— Thrombosis 0 (0.0) 0 {0.0) 0 (0.0) 1(14)
é 2.00 95% C| Acute appendicitis 0 (0.0) 0 (0.0) 0 (0.0) 1(14)
Eg Knee impingement syndrome 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.4)
% E Lood . . Pain not otherwise specified 0 (0.0) 0 (0.0) 2 (2.8) 1 (14)
b | ! Flu-like symptoms 11 (12.6) 0 (0.0) 1 (14) 0 (0.0)
S % 0004 % rol Leucopenia 10 (11.5) 0 {0.0) 0 (0.0) 0 (0.0)
g E ! ! Headache 8(9.2) 0 (0.0) 1(L4) 0 (0.0
5 ool i ! Nausea 8 (9.2) 0 (0.0) 0 (0.0) 0 (0.0)
& L Asthenia 7 (8.0) 0 (0.0) 3 (4.2) 0 (0.0)
200 Fever 6 (6.9) 0 {0.0) 0 (0.0) 0 (0.0)
T T Hyperpyrexia 6 (6.9) 0 (0.0) 0 (0.0) 0 (0.0
& 4:*‘\0“ Hypertension 6 (6.9) 0 (0.0) 1 (L4) 0 (0.0)
4 Amylase increased 5 (5.7) 0 (0.0) 1 (1.4) 0 (0.0)
Back pain 5 (5.7) 0 {0.0) 0 (0.0) 0 (0.0)
Hyperthermia 4 (4.6) 0 (0.0) 2 (2.8) 0 (0.0)
. . . . . Verti 4 (4.6 0 (0.0 1 (L4 0 (0.0
Figure 2. Change in Quality of Life over Time by Study Group. Anej:i o Eo.o; 0 :M; . {5- 5; 0 Eo.o;

Quality of life was measured with the Myeloproliferative Neoplasm Symptom Assessment Form total symptom score questionnaire.
(Panel A) Percentage of patients with moderate or severe symptoms according to the classification proposed by Mesa et al.” (i.e., scores
3 to 6 = moderate; scores >7 = severe). (Panel B) Two-year score mean change from baseline (and corresponding 95% confidence
interval [CI]) of each quality-of-life item in responders to the experimental group (EXP) and the standard group (STD).

* Values are presented as n (%). Adverse events are reported under the treatment actually received (i.e., 87 patients received ropeginterferon alfa-2b:
64 since randomization and 23 after crossover; 72 patients received phlebotomy only: 63 since randomization and 9 after crossover). All grade 3 or 4

adverse events are reported. Grade 1 or 2 adverse events that occurred in at least 5% of patients are reported.




New substances: influencing iron metabolism

| PTG-300 (Rusfertide) Mechanism of Action
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New substances: influencing iron metabolism

A £ o Parts 1 and 2 Efficacy
dverse Events during Parts 1 an Part 1 Part 2
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CONCLUSIONS ie)

In patients with polycythemia vera, the hepcidin mimetic 45+
rusfertide was associated with improved hematocrit
control and decreased the use of phlebotomy.
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Three different products currently use this approach in
clinical trials

SLN124
dsRNA HREEEEENENEREERNENEREEE
or
Sapablursen ShRNA [T )
Sapablursen, formerly known as IONIS-TMPRSS6-Lg,, is an investigational LiIgand-Conjugated Antisense (LICA) l &Sr
medicine designed to target the TMPRSS6 gene to modulate the production of hepcidin, which is the key regulator of .
iron homeostasis. By modulating hepcidin expression, sapablursen has the potential to positively impact blood SiIRNA PTIITIIIITI] P
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Mechanism of siRNA silencing http://www.uni-konstanz.de/FuF/chemie/jhartig/
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https://www.gene-quantification.de/si-rna.html

Givinostat in PV

Fig. 1: Therapeutic response evaluation according to revised clinico-hematological Fig. 2: Time to treatment failure of responders (according to revised clinico-
ELN criteria (ITT population). hematological ELN criteria) (ITT Population).
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0+ S Y - B e Table 3 JAK2V6"7F aliele burden (ITT population).
S £ L £ £ £
From: Long-term safety and efficacy of givinostat in polycythemia vera: 4-year mean follow up of three phase 12 studies and a compassionate use program
End of Year 1 Year 2 Year 3 Year 4 Year 5
core sludy Timepoint Absolute JAK2VS'7F ajlele burden, %
(N=50) (N=50) (N=27) (N=20) (N=14) (N=10)
Real baseline (N=50) 60.1£18.94
Year 1(N=42) 485+20.01

' Year 2 (N=19) 50.6+21.49
mPn Horizons Year 3 (N=11) 58.9+26.86

Shifting treatment Year 4 (N=10) 472:2471
2 024 paradigms of MPNs

Year 5 (N=9) 42111405
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PN Source: Rambaldi A. et al., Blood Cancer Journal volume 11, Article number: 53 (2021)



https://www.nature.com/bcj
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+ LSD1: Regulation of proliferation of haematopoetic stem cells and maturation of progenitor cells ®

Inflammation
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TN « LSDI1-Inhibitor: Bomedemstat Trial design of a phase

v/ Reduction of platelets Il trial was presented at
ASCO 2024

v Reduction of inflammatory cytokines
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