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Marchetti et al. Lancet HaematologyVol9 April 2022 

ÅIntolleranza all'HU per grado 3-4 o tossicità prolungata 
grado 2 (sintomi mucocutanei, gastrointestinali, 
febbre o polmonite) a qualsiasi dose di HU

ÅIntolleranza all'HU per anemia, piastrinopenia, 
leucopenia alla dose più bassa di HU per ottenere una 
risposta

ÅSviluppo di tumori cutanei non melanoma 

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

Quando bisogna pensare ad una seconda linea: 
(ELN 2022): raccomandato



Quando bisogna pensare ad una seconda linea: (ELN 
2022): da considerare

Marchetti et al. Lancet HaematologyVol9 April 2022 

ÅTrombocitosi persistente con PLT >1milione/mmc, sintomi 
microvascolari, o entrambi, persistente per > 3 mesi

ÅSplenomegalia sintomatica o progressiva: aumento delle 
dimensioni della milza > 5 cm in 1 anno 

ÅAumento progressivo e leucocitosi persistente 

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

Å{ƛƴǘƻƳƛ ǇŜǊǎƛǎǘŜƴǘƛ ŎƻǊǊŜƭŀǘƛ ŀƭ t±Υ ¢{{ җ нлΤ tǳƴǘŜƎƎƛƻ 
ǇǊǳǊƛǘƻ җмл ǇŜǊ ŀƭƳŜƴƻ с ƳŜǎƛ



REAL-WORD TREATMENT DISCONTINUATION AMONG 
PATIENTS RESISTANT TO OR INTOLERANT OF HU

Altomare I et al Clin Lymphoma MyelomaLeuk 2021

Cause di cambio terapia da HU a RUX

Altomare I et al ClinLymphomaMyelomaLeuk2021 



Le lineeguidaper PV ŘŜƭƭΩb//b



CR means:
ÅPLT  <400 x109/L, WBC <10 Ҏ109/L
ÅHCT <45% without phlebotomy
ÅResolution of splenomegaly and of 

disease-related symptoms

ÅHCT <45%: 46%
ÅPhlebotomy independency: 37%
ÅSplenomegaly normalization: 32%
Å>20% VAF reduction41.3%

Yacoub et al, Blood. 2019 Oct31;134(18):1498-1509.

1-year resultsof Peg-interferon-ʰнaassecond-line 
therapy in 50 HR PV: the MPD-RC 111 phase2 study



RopegIFNalfa-2b in HR-PV: the PROUD/CONTINUATION-PV phase3 study

N=254

Gisslingeret al, Lancet Haematol. 2020 Mar;7(3):e196-e208.
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PROUD/CONTINUATION-PV: baselinecharacteristics

Gisslingeret al, Lancet Haematol. 2020 Mar;7(3):e196-e208.



PROUD/CONTINUATION-PV: potential disease modification at 6 years 

Å After 6 years of treatment, the JAK2V617F 
allele burden decreased to <1% in 20.7% 
of patients in the ropeginterferon alfa-2b 
arm.

Å In contrast, only 1.4% of patients in the 
control arm achieved an allele burden <1% 
at 6 years of treatment (p=0.0001). 0
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Patients with JAK2V617F allele burden <1%                          
at 6 years*

p=0.0001

*Analyzed in patients with baseline allele burden 
>10%; last observation carried forward
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Gisslingeret al. EHA 2022



PROUD/CONTINUATION-PV: Event-free survival
Risk events: death, disease progression and thromboembolic events

The probability of event-free 
survival was significantly higher 
among patients treated with 
ropeginterferon alfa-2b 
compared to the control arm 
(maximum treatment period 7.3 
years) 
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ÅPrimary composite endpoint: haematocrit control (phlebotomyindependence from 
ǿŜŜƪ у ǘƻ онΣ ǿƛǘƘ Җ м ǇƘƭŜōƻǘƻƳȅ Ǉƻǎǘ ǊŀƴŘƻƳƛȊŀǘƛƻƴ) in the absence of 
phlebotomy and 35% reduction in spleen volume at week 32 (this latter absent in 
Response 2)

Ruxolitinib as 2nd line in PV: the Response trials

Ruxolitinib, 10 mg bid

Best Available 
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I. HU resistance or   
intolerance (ELN 
criteria)

II. q3mo phlebotomy 
requirement

III. Palpable spleen 
with MRI-
ŎƻƴŦƛǊƳŜŘ ǾƻƭΦ ƻŦ җ 
450 cm3

IV. Platelet > 100K
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Vannucchi et al., NEJM. 2015; Passamonti et al., Lancet Oncol. 2017

NO Splenomegalyin Response-2

Week 28 in Response-2



RUX induce il controlloHCT senza flebotomiae SVR35 
nel21% deipazientiPV chehannofallito HU
The RESPONSE trial

P< .001
OR, 28.64

(95% CI, 4.50-1206)

Primary Endpoint Individual Components of 
Primary Endpoint
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Vannucchi et al, N. Engl. J. Med. 2015



RUX induce il controllodell'HCTsenza flebotomianel62% dei
pazientiPV chehannofallito l'HUsenza splenomegalia
RESPONSE-2 trial

P< .0001
OR, 7.28

(95% CI, 3.43-15.45)

Passamonti et al, Lancet Oncol. 2017



Rispostamolecolaredi JAK2 in pazienti
con PV & ET trattati con RUX 

ÅSonostati inclusi77 pazienti, 65 PV(84,4%) e 12 ET(12,6%)
conunavalutazionedell'intervallocirca-annualedi JAK2 V617F
VAFmediantePCRdigitaleo RTQ-PCRadaltasensibilità

Guglielmelliet al. ASH 2022


