R Azienda
v‘ Ospedaliero
y Universitaria
Careggi

Y%, | UNIVERSITA
% | DEGLI STUDI

2307 | FIRENZE

T
g

Nona Giornata Fiorentina

dedicata ai pazienti con

malattie mieloproliferative
croniche

Sabato 20 maggio 2023

Gt 2ft AOAGSYAI
Francesco Passamonti

Universita di Milano
|.R.C.C.S. Policlinico di Milano

%



Quando bisogna pensare ad una seconda linea:
(ELN 2022yaccomandato

A Intolleranza all'HU per grade43o tossicita prolungata
grado 2 (sintommucocutaneigastrointestinall,
febbre o polmonite) a qualsiasi dose di HU

A Intolleranza all'HU per anemia, piastrinopenia,
leucopenia alla dose piu bassa di HU per ottenere une
risposta

A Sviluppo di tumori cutanei non melanoma

A Sviluppo di eventi vascolari: sanguinamento
clinicamente rilevante, trombosi venosa o trombosi
arteriosa

Marchetti et al. Lancdiaematology/ol9 April 2022



Quando bisogna pensare ad una seconda lighaN (
2022):. daconsiderare

ATrombocitosi persistente con PLT >1milione/mmc, sintc
microvascolario entrambi, persistente per > 3 mesi

ASplenomegalia sintomatica o progressiva: aumento del
dimensioni della milza >5 cm in 1 anno

AAumento progressivo e leucocitosi persistente

AControllo HCT insufficiente: >=6 salassi/anno per
mantenere HCT <45%

AfAYUI2YA LISNEAAUGSYUGA O2NNI
LINHzZNA 02 xmn LISNI FfYSy2 ¢

Marchetti et al. Lancdiaematology/ol9 April 2022



Cause di cambio terapia da HU a RUX

Patients, n (%)
0 10 20 30 40 20 60 70 80 90
Resistance* (n=194)

Elevated Hct levels 153 (78.9)

Persistent PV symptoms 123 (63.4)
Elevated WBC 73(37.6)
Elevated platelets 73(37.8)
Splenomegaly 69 (35.6)
Other
Intolerance* (n=70)

Nausea/vomiting
Stomatitis

Skin ulcers
Fever
Pneumonitis
Other

35 (50.0)
26 (37.1)
16 (22.9)

17 (24.3)

Altomare | et alClinLymphomaMyelomaLeuk2021



Lelineeguidaper PMRSf £ Qb/ / b

High-risk—

* Manage cardiovascular
risk factors (see MPN-H)

» Aspirin (81-100 mg/day)¢d

* Phlebotomy (to maintain
hematocrit <45%)°

Regimens for cytoreductive

therapy:

Preferred regimens:

Hydroxyurea

or .

Peginterferon alfa-2al

or

Other recommended

regimen:

Ropeginterferon alfa-2b-njft

for high-risk PV

|

* Monitor for new
thrombosis or
bleeding

* Monitor response
and signs/
symptoms
of disease
progression
(MPN-10; MPN-E
2 of 2) every
3-6 months or
more frequently
as clinically
indicated® k!

Adequate

o

Continue

response

Inadequate
response
or

Loss of
response

Disease
progression_
to MF/AMLD:i

Potential indications for
change of cytoreductive
therapy:®
sIntolerance or resistance
to hydroxyurea,™ or
peginterferon alfa-2a

New thrombosis or disease
related major bleeding
Frequent phlebotomy or
intolerant of phlebotomy
Splenomegaly

Progressive thrombocytosis
and/or leukocytosis
Disease-related symptoms
(eg, pruritus, night sweats,
fatigue)

-

treatment

Y

Preferred regimens:
Clinical trial

or

Ruxolitinib™ (category 1

for high-risk PV)

or

Other recommended
regimens:

Ropeginterferon alfa-2b-njft
if not previously used

or

Hydroxyurea if not previously
used

or .
Peginterferon alfa-2al if not
previously used

“|Post-PV MF, see MPN-2;

Y

Advanced phase MF/AML,

see MF-4



1-yearresultsof Peginterferonh massecondline
therapy in 50 HR PV: the MIR® 11phase2 study

ET mPV

CR means:
APLT <400 x2@, WBC <1810°%/L
AHCT <45% without phlebotomy 20 [
A Resolution of splenomegaly and of I ||
diseaseelated symptoms " -

60%

ORR

JAK2-V6E17F

AHCT <45%: 46%

A Phlebotomy independency: 37%
A Splenomegaly normalization: 32¢
A >20% VAFReduction41.3% S

AVAF
800000 0b 0o
R R RRRRRR
| I I | I

-

|

|

<~

Yacoub et aBlood. 201®c¢t31;134(18):1494.509.



RopegiFlfa-2b in HRPV: the PROUD/CONTINUAHRYBhase3 study
PROUD-PV |CONTINUATION-PV e

49 excluded
not meeting inclusion criteria
- - > 32 de(thnedt(a?)amdpate :
Naive patients 1 adverse event
A 1 non-compliance
requiring R
5 ROpeg:
; Ropeginterferon i

cytoreduction Stratified - interfason ‘ 257 randomly assigned ‘

randomlzatlon |

by age, prior HU,
prior TE

v

1278llocated to ropeginterferon alfa-2b

27 received allocated intervention
and were analysed for efficacy
Hydroxyurea and safety

0, 21 dlcontinued ropeginterferon 19 (on‘tifmcd _standard therapy 0,
12 months treatment Up to 3-5 years treatment 16% a2b Jadmwmstranve reason 15%

> 4 administrative reasons 3 adverse events
11 adverse events

aibcated to standard therapy

7 received allocated intervention
and were analysed for efficacy
and safety

3 withdrew consent and did not
receive allocated intervention

HU pre-treated
(<3yrs and not full
responders)

8 withdrew consent
6 withdrawal of consent 2did not have efficacy

5 other reasons
Aim was to recruit an N : 2 54 106 completed PROUD-PV ‘ ‘ 111 completed PROUD-PV/ ‘

([ 10|
arly PV” populatio Longitudinal interim analysis after 36 months of ;

treatment (PROUD-PV and CONTINUATlON-Pv) in 95 enrolled in CONTINUATION-PV ‘ ‘ 76 enrolled in CONTINUATION-PV ‘

patients enrolled in CONTINUATION-PV Study: 17O | | e || 9%

6 adverse events

* Efficacy data up to 36 months

2 lack of efficacy

* All available safety data (mean 3.8 years) P .

95 continued with ropeginterferon 76 started with standard therapy and
alfa-2b and were analysed for efficacy were analysed for efficacy and safety
and safety

3 withdrawal of consent

Gisslingeet al,LancetHaematol 2020 Mar;7(3):e19€208.



PROUD/CONTINUATIPM laselinecharacteristics

PROUD-PV

CONTINUATION-PV*

Ropeginterferon alfa-2b (n=127) Hydroxyurea (n=127)

Ropeginterferon alfa-2b (n=95) Best available treatment (n=76)

Female 68 (54%) 67 (53%) 48 (51%) 40 (53%)
Male 59 (46%) 60 (47%) 47 (49%) 36 (47%)
Age, years
Median 60-0 (52:0-66-0) 60-0 (48-0-67-0) 58.0 (50-0-64-0) 590 (49-0-65-5)
Range 30-85 21-81 30-85 32-79
Hydroxyurea pretreated 45 (35%) 37 (29%) 30 (32%) 20 (26%)
~Median duration of previous 102 (2-1-21-3) 79 (2-/-192) 55 (2-8-251) 82 (2.6-230)
hydroxyurea therapy, monthst
Median duration of 1.9 (0-7-11-2) 3-6 (0-7-20-0) 1.8 (0-6-6-8) 1-6 (0-7-15-1)
polycythaemia vera, monthsi
Previous thromboembolicevent 25 (20%) 23 (18%) 21 (22%) 14 (18%)
Positive status for JAK2 Val617Phe mutation§
Number 126 (99%) 125 (98%) 94 (99%) 74 (97%)
Mean allele burden, % 41.9% (24) 42-8% (24) 42-8% (23) 42:9% (23)

Median haematocrit, %
Median platelet count, 10°/L
Median leucocyte count, 10°/L
Median spleen size, cm

Presence of splenomegalyql

471% (44-2-513)
4850 (350-0-671.0)

10-6 (8-0-13-4)

13-1 (11-0-15-0)

12 (9%)

48.0% (45:0-522)
452.0 (329-0-666-0)

105 (7:9-14-5)

13-0 (11-5-15-2)

15 (12%)

47.7% (44-4-52.0)
4880 (350-0-701-0)
10-9 (8-0-14-6)
135 (11-5-15.0)
7 (7%)

49-9% (46-2-53-1)
451.0 (329:0-6785)
113 (8:7-151)
12-8 (11-3-155)
8 (11%)

Data are n (%), mean (SD), median (IQR). *Baseline in CONTINUATION-PV was defined as the end of treatment (month 12) in PROUD-PV. tDuration of previous hydroxyurea
therapy was assessed from start of therapy until the time of screening in PROUD-PV. $Duration of polycythaemia vera was assessed from diagnosis until the time of screening
in PROUD-PV. SData were not available for one patient in the ropeginterferon alfa-2b group, and for two patients in the control group in PROUD-PV at baseline. Positive
status for JAK2 Val617Phe mutation was confirmed at subsequent visit. §iSplenomegaly as assessed by investigator.

Gisslingeet al,LancetHaematol 2020 Mar;7(3):e19€208.



PROUD/CONTINUATIP mtential disease modification at 6 years

Patients withJAK¥617F allele burden <1%
at 6 years*

25
p=0.0001

A After 6 years of treatment, th#AK2/617F
allele burden decreased to <1% in 20.7%
of patients in the ropeginterferon atzb
arm.

20

15

10

Percentage of patients

A In contrast, only 1.4% of patients in the
control arm achieved an allele burden <1%
at 6 years of treatment (p=0.0001). °

Set

5

Full Analysis

[
RopeglFN Control

*Analyzed in patients with baseline allele burden
>10%; last observation carried forward

Gisslingeet al. EHA 2022



PROUD/CONTINUATIPIEVventfree survival

Risk events: death, disease progression and thromboembolic events

1097 —=—/—=—— RopegIFN altgb
3, — The probability of eveHtee
2 Tl survival was significantly higher
o L.|.|.|..._|.|.I . .
. -+ among patients treated with
contrl ropeginterferon alfé2b
S 07 compared to the control arm
3 (maximum treatment period 7.3
QE_ 067 p=0.04 (LogRank) years)

05 + Censored

2b T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time since first administration in PROUD-PV (month)

Gisslingeet al. EHA 2022



Ruxolitinib as®line in PV: the Response trials

e Ruxolitinib, 10 mg bid "
resistance or ]
intolerance (ELN N =110 'Aq, 1‘5
criteria) ER
g8
°© — (o))
3mo phlebotom & £ls
(r]le uir(—fment . HCT = 2 :D' Crossover
. 40¢45% S ERE:
s 2 | Best Available WU ;3
Ioabl I inclusive ] o 12
R | LG AN >
P _ 1
02y FANYSR N=112
450 cn? Week Week
32 80

Platelet > 100K Week 28 in Responsg

NO Splenomegalyn Response

A Primary composite endpoint: haematocrit controh{pbotomyindependence from
3SS1T y 02 oHI GAGK X wm)ihlkdabsereic® Y& LJ2 &
phlebotomy and 35% reduction in spleen volume at week 32 (this latter absent in
Response 2)

Vannucchi et al.NEJM. 2015; Passamonti et dLlancet Oncol. 2017



Patients, %

RUX induce dontrolloHCT senziéebotomiae SVR35

nel 21%dei pazientiPVchehannofallito HU
The ESPONSE trial

Primary Endpoint Individual Components of
Primary Endpoint

80 = 1
P<.001 :
60 - OR, 28.64 I
(95% Cl, 4.50206) '

40 - : 38
21 I
20 A :
0 - I

Primary Composite 235% Reduction in Spleen Hematocrit Control
Endpoint Volume
= Rux m BAT

Vannucchi et aIN. Engl. J. Med. 2015



RUX induce dontrollodell'HC senzdlebotomianel 62%dei

pazientiPVVchehannofallito I'HUsenzasplenomegalia
RESPON&Hrial

P< .0001
OR, 7.28
s (95% Cl, 3.435.45)

70 - 62.2%
60 -

50 A
40 A
30 A
20 A
10 -

68.2%

1 Ruxolitinib
m BAT

53.3%

Patients, %

All Patients HU Resistant HU Intolerant

Passamonti et alLancet Oncol. 2017



Rispostamnolecolaredi JAK2 ipazients
con PV & Effattati con RUX

A Sonostati inclusi 77 pazientj 65 PV (84,4%) e 12 ET(12,6%)
con unavalutazionedell'intervallocircaannualedi JAR V61 7F
VAFmediantePCRligitaleo RTOGPCRad altasensibilita

Guglielmellet al. ASH 2022



