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Associations Between Patient Characteristics and PV Progression

Analysis OR (90% CI) P Value

Univariate logistic regression on PV disease progression
Age,y B 1.012 (0.997-1.027) 0.1323
BMI, Ib/in? n! 0.968 (0.936-1.001) 0.0580
Sex (female vs male) }—:——0———1 1.187 (0.835-1.688) 0.3397
White (yes vs no) *— i 0.809 (0.436-1.502) 0.5015
Charlson Comorbidity Index F—e— 1.198 (0.998-1.437) 0.0520
Time from PV diagnosis to enroliment I 1.032 (1.020-1.045) <0.0001
History of TE (yes vs no) I ° ! 1.740 (1.182-2.562) 0.0050
HCT (>0.45 vs <0.45 L/L) —e—! 0.650 (0.442-0.956) 0.0288
WBC (>11 vs <11x10°%L) : t °- i 2.176 (1.498-3.161) <0.0001

Multivariate logistic regression on PV disease |

progression with stepwise model selection I
Time from PV diagnosis to enroliment 8] 1.030 (1.016-1.044) <0.0001
History of TE (yes vs no) I f ® { 1.960 (1.281-2.998) 0.0019
HCT (>0.45 vs <0.45 L/L) —e——il 0.637 (0.421-0.964) 0.0330
WBC (>11 vs <11x10°/L) L ! .  2.205(1.477-3.292) 0.0001

O.E) 0.5 1.0 1.5 2.0 2.5 3.0 3:.5

OR (90% Cl)

Significant values are indicated in bold font.
BMI, body mass index; Cl, confidence interval; HCT, hematocrit; OR, odds ratio; PV, polycythemia vera; TE, thrombotic events; WBC, white blood cell.

Grunwald MR, et al, ASH 2023, Abstr. 385



Time-dependent multivariable analysis on the risk of major
thrombosis in CYTO-PV study (N 5 365)

WBC class (x 10°/L) Events/pts (%) Hazard ratio (95% CI), P
<7.0 4/100 (4.0) 1.00

7.0-8.4 4/84 (4.8) 1.58 (0.39-6.43), .52
8.5-11.0 8/88 (9.1) 2.69 (0.80-9.05), .11
=11.0 12/93 (12.9) 3.90 (1.24-12.3), .02

Adjusted for age, gender, cardiovascular risk factors, previous
thrombosis, and

hematocrit levels.

Cl, confidence interval; pts, patients.
Barbui et al, Blood 2015



Patients with low risk PV have an elevated risk of thrombosis

Annualrate of thrombosis in contemporary patients with
polycythemia vera and in general population

General population without risk
factors** 0.6

General population with multiple CV |

risk factors* - 0.9

* Aspirin in the primary and secondary prevention of vascular 1

disease: collaborative meta-analysis of individual partecipant Low-risk y | , 23
data from randomized trials, Lancet 2009; 373:1849-1860. :

Yusef S et al Cholesterol Lowering in Intermediate-Risk Persons Pv patlen tS§§
without Cardiovascular Disease NEJM 2016

**The Risk and Prevention Study Collaborative Group. N=3

Fatty Acids in Patients with Multiple Cardiovascular Risk

Factors. N Engl J Med 2013,368:1800-8.

§5 Barbui T, et al. In contemporary patients with polycythemia O " O 0 $ 5 1 ) 0 1 P 5 2 ’ 0 2 " 5 3 3 O 3 ’ 5
vera, rates of thrombosis and risk factors delineate a new

clinical epidemiology. Blood 2014 124: 3021-3023

3,14
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Cumulative incidence of TEs occurring during the study period

Cumulative incidence

0.08 — High risk Low risk
| Number of patients 1768 503 2271
Number (%) of events 92 (5.2) 14 (2.78) 106 (4.67)
Number (%) of censoring 1676 (94.8) 489 (97.2) 2165 (95.3)
0.06 -
0.04 -
0.02 - "
."ill |
'!
0.00 T T | I T |
0 10 20 30 40 50 60
Time (months)
Number of patients at risk:
1768 1686 1541 1418 1135 386 0
503 485 454 419 328 112 0
2271 2171 1995 1837 1463 498 0

Gerds AT, et al, Blood 2023



Association between elevated white blood cell counts and thrombotic events

in polycythemia vera: Analysis from REVEAL

REVEAL is the largest prospective observational study of patients with polycythemia vera in the United States

SE Eligible for analysis

(n=2271)
Key additional inclusion criteria A total of 142 thrombotic events were observed
+ >3 laboratory values in the in the usual-care setting in 106 patients;

Select inclusion criteria
» 218 years of age
* Physician-determined

| A . postenrollment od 100 were venous thrombotic events

diagnosis of palycythemia vera . Labor:tnr;n valu'::ls i and 42 were arterial thrombotic events

* Under physician care and before tenrolliment
being actively managed for mranbnpg: events
polycythemia vera Day 1 236 months
Screening g
Start of observation period End of observation period
Covariate HR (95% Cl) P
Hematocrit (>45% vs <45%) : 3 | 1.84 (1.234-2.749)  .0028
White blood cell (>11 vs <11x10%/L) = ® 1 2.35(1.598-3.465) <.0001
00 05 10 15 20 25 30 35 40
HR (95% Cl)

AN
- Elevated white blood cell count was

N {/ . S\ significantly associated with increased risk of
{ - ‘X w? thrombotic events, even with hematocrit £45%

In addition to hematocrit, white blood cell count control is important in optimizing

management and reducing thrombotic complications in patients with polycythemia vera.
Gerds et al, Blood, DOI 10.1182/blood. XXXXX




High risk

Low risk

Analysis of TE associations stratified by PV risk group

A

Covariate HR [@5% C1) P
Mals sax (M vs F) .— 0.54 (0.354-0824) 10043
Desease dumbon, y g 089 (0.954-1024) 5064
Treatment {HU v& none) |—-i—| 0.88 {0.566-1 360) 5574
Treatbmeni (any aofer v none ) &+ | 082 {0.394-1.724) a1
HCT (=45% vs =45%) ' . 181 {1.180-2.779) D066
WEBGC (=11 va 511 10°L) il 226 (1.4953428) 000
PLT (=400 va 2400 10°1L) r . 150 (1.049-2.410) 0289

00 05 10 15 20 25 30 35 40
HR (95% C1)

B

Covariate HR @5% ¢1) P
Male sex (M vs F) —— 0.49 (0.1651478) 2072
Disease dumBon, y . 1.01 {0.827-1.102) A052
Traatmant (HU vs nona) E— 232 (0.7836.863) 1291
Treatmant {any oer va nana ) l-—- Q.75 {(0.093-6.003 ) T34
HCT {»45% va 545% ) - - 1.79 (05035 384) 3024
WBG (=11 va 511 10°L) - 304 (1.35-11481) 0120
PLT {400 vs S400=10°1L) —,— 158 (0.547-4.573) 3979

1] 2 4 1 ] 10 12

N ey g o el i ﬁm::mmlll:lmx:m eyl s e ke o p e s, e

Gerds AT, et al, Blood 2023



WBC count association with TEs at hematocrit levels <45% (WBC >11 and >12x109/L)

Covarlate HR (95% GI) [&

Age. ¥ 1,02 {1.008-1,042) 0075
Male sex (M vs F) P Q.54 {(0366-0.804) 002
Disease durabon, y 008 (0949-1.015) 2753
Hestory of TE (Y vs N} - | 248 (1662-370% <000
Treatren [HU vs nona) 1.05 (06951 .587) 8159

0.76 (0.378-1514) 4305
257 (15594 248) JO02

Treatment {any ofer va none

WBLE {11 va s11x109L) - - : : —

HCT (»45% vs 545%) & : 201 (1.1523521) 0149
c po— i | . | . |

WBCE =11 wv&s11010°0L ) 81 HCT <45% - . . i 1.81 {0.993-3.301 ) 0526
WIBC =12 va 12« 1040 ) at HOT <45% o i 1.8 {1 065304 ) X090

-
Ny

00 05 10 15 20 25 30 35 40 50

il g o pell de el 000 I T PR N N O B T e 3 ] eyl s propprsh ey d oy prprap s

HR (95% CI}

Gerds AT, et al, Blood 2023
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Main efficacy results of the core study*

Randomized Groups

Core Study (12 Months) EXP (n=64) STD (n=63) P Value Effect Estimatef (95% CI)
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) —I
No. of phlebotomies per patient year — mean (SD) 2.9 (2.4) 4.2 (3.2) 1.27 (0.27-2.26)
EXP (n=55)  STD (n=43)
Absolute JAK2ZV617F VAF change from baseline — %, 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) —i

* 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.
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Core study: primary endpoint

OR =4.20

(95% ClI 1.77-10.23)
p<0.001

p=0.006

Composite primary endpoint

Mean number of
phlebotomy per pat/year:

B Experimental arm 2.91
(Ropeginterferon alfa-2b) p=0.019
m Standard arm 4.17

Disease progression was observed in 8 patients (all in standard arm):

— In 6, platelet count progression to >1000x10°/L in pts with baseline
values lower than 600x10%/L.

— In 2, splenic infarction and transient ischemic attack, respectively

p=0.003

Hematocrit control

o
Disease progression

Barbui et al, 2023, ASH 2022




Treatment response maintenance, by ITT*

« All randomized patients included.
« Patients crossed-over were censored at 12 months as non-responders of the orginal arm

100%

80%

e
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o
O
-
©
£ 60% -
‘5 p<.001
c
K .
= 40%
Q.
&
= ~#Standard arm
S 20% -
= 18 -
o ~#—Experimental arm
° (Ropeginterferon alfa-2b)
0% <
Randomization 12-months 24-months

Barbui et al, 2023, ASH 2022
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Responders: WBC and PLT
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Barbui et al, 2023, ASH 2022



Conclusion: Ropeginterferon in low-risk PV

Low-dose (100 pg every 2 weeks) Ropeginterferon alfa 2-b is safe, well tolerated and more
efficacious in comparison to a strict therapeutic phlebotomy policy in steadily keeping the
hematocrit at target levels in low-risk PV patients. This advantage was maintained in the
extension phase.

The drug had a significant effect for all secondary end points including quality of life, blood
counts, ferritin levels, JAK2 allele burden and splenomegaly.

During the core study, we identified a subgroup of low-risk patients who needed higher
number of phlebotomies both in the core study and in the extension phase. These patients showed
a significant lower JAKZ VAF response.

In conclusion, these findings suggest significant advantages of Ropeg over conventional
treatment to control the natural history of PV disease in low-risk patients

Barbui et al, 2023, ASH 2022



imeo | INdications for cytoreductive therapy in low risk ET/PV

« Extreme thrombocytosis leading to 2021 ELN PV cytoreduction guidelines?
clinical apparent acquired von-

Willebrand is a key indication Favours cytoreductive Quality of

drug therapy? evidence
« Microvascular symptoms may be Disease transformation*  Yest Moderate %%
particularly amenable to Vascular events” Yes Moderate
improvement with cytoreductive Symptoms* Yes Moderate!#¥+
thgrapy Haematocrit control and

haematological response

« Cytoreduction in patients with low Phlebotomy frequency Yes High®
symptom burden may exacerbate Quality of life Yes Very low?*
symptoms (TSS <20)’ | Adverse events No High3 |
Secondary malignancies  Yesand no# Low*3%4°

« Treatment of low risk patients with

.. Overall survival Yes Very low*
leukocytosis is debatable

Molecular response Yes High?#94

1. Mazza et al Lancet Haem 2022
2. Marchetti et al Lancet Haem 2022



Summary of Randomized Clinical Trials Evaluating Pegylated Interferon and Ropeginterferon in

Patients With MPN

Discontinuation
CHR Molecular Response Rate
Clinical Trial Phase Patients Trial Arms IFN Comparator IFN Comparator IFN Comparator
DALIAHZ® 1] Untreated Pegylated IFN 21% (2-y) 26% (2-y) 16% (18-mo) 23% (18-mo) 30%/38%° 8%
MPN (n=205) vs HU
MPN-RC 112" 1l High-risk Pegylated IFN 35% (1-y) 37% (1-y) —-10.7%"° —5.3%° 15% 10%
ET (n=39) and vs HU
PV (n=43)
PROUD-PV 1] PV with Ropeginterferon  43% (1-y) 46% (1-y) 34% (1-y) 42% (1-y) 8% 4%
CONTINUATION-PV %2 <3y of vs HU 48% (2-y) 46% (2-y) 33% (2-y) 31% (2-y)
cytoreduction 54% (3-y) 27% (3-y) 52% (3-y) 20% (3-y)
(n=257) 54% (4-y) 31% (4-y) 50% (4-y) 16% (4-y)
Low-PV 23 I Low-risk PV~ Ropeginterferon 84%° (1-y)  66%° (1-y) NR NR NR NR
(n=100) vs phlebotomy

Abbreviations: CHR, complete hematologic response; ET, erythrocythemia; HU, hydroxyurea; IFN, interferon; MPN, myeloproliferative neoplasm; NR, not

reported; PV, polycythemia vera.

“Discontinuation rates with pegylated interferon alfa-2a/2b.

®Median decrease in JAK2 V617F allele burden.

“Primary endpoint of Low-PV study was the percentage of patients meeting the hematocrit goal of <45% for 12 months.

How J and Hobbs G; 2022




Probability of event-free survival in patients with PV in the ropeginterferon alfa-2b arm
and control arm (CONTINUATION-PV full analysis set)

Risk events were defined as thromboembolic events, disease progression or death

Probability of event-free survival

1.0

0.9+

0.8+

0.79

0.6+

+ Censored

) 58 54 »5 5 4. 31 21 n

0

6

12 18 24

30

36 42

48

54 60 66 72 78 84 90

Time since first administration in PROUD-PV (month)

Treatment group

1: Control

= 2: Ropeginterferon alfa-2b

Gisslinger et al, Leukemia (2023) 37:2129-2132



Lessons learned from randomised trials of interferon in PV

* Long-term treatment is mandatory. The tolerability of the compound matters,
withdrawal rates should be as low as possible. Treatment-emergent mutations
may be important for interferon resistance.

* The drug has less significant effect in later disease manifestations e.g. in
patients with excessive splenomegaly.

* Long-term treatment increases rates of normal WBC-counts, of CHR and of
MR, important to achieve disease modification.

* Low risk patients respond better. A high proliferation rate (e.g. manifested by
a high need of phlebotomies) even in low risk PV seems to impair the
treatment effect of interferon.



National
Comprehensive

WeOWl Cancer

Network®

NCCN Guidelines Version 3.2023
Polycythemia Vera

Low-
riskP

* Manage cardiovascular
risk factors
(MPN-I)
* Aspirin
(81-100 mg/day)°d
* Phlebotomy
(to maintain
hematocrit <45%)¢

TREATMENT FOR LOW-RISK POLYCYTHEMIA VERA?

* Monitor for new
thrombosis or
bleeding

* Evaluate for
indications for
cytoreductive therapy
and monitor signs/
symptoms of disease
progression
(MPN-10; MPN-F 2 of
2) every 3—-6 months
or more frequently if

clinically indicatedf

.

Asymptomatic
with no
indications for
cytoreductive
therapy

Symptomatic
with potential

cytoreductive
therapy9

Disease
progression to
MF"

|y lindications for |»

Continue
» |aspirin with
phlebotomy

* New thrombosis

or disease-related

major bleeding
* Frequent

phlebotomy or

intolerant of .

phlebotomy Initiate
» Splenomegaly »|cytoreductive
* Progressive therapy

thrombocytosis

and/or leukocytosis
* Disease-related

symptoms (eg,

pruritus, night

sweats, fatigue)

Post-PV MF,
see MPN-2;

Accelerated/blast
phase MF, see MF-4

i

Preferred
regimens:
Hydroxyurea

or

Peginterferon
alfa-2a'

or
Ropeginterferon
alfa-2b-nijft

See 3rd
column

on PV-2

for_
subsequent
recommend-

ations




