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TROMBOSI - POLICITEMIA VERA

%

%

(diagnosi) (follow-up)
N Arteriose | Venose | Arteriose | Venose

Anger et al, 1989 PV | 141 18 40

Wehmeier et al, 1991 PV 84 18 18

GISP, 1995 PV | 1213 22 12 8 6
Passamonti et al, 2002 PV | 163 22 12 15 3
Passamonti et al, 2004 PV | 396 29 7 4
Marchioli et al, 2006 PV | 1638 29 14 5 5
Barbui et al, 2014 PV | 1545 16 7 12 9

Modificato da Elliott & Tefferi, Br J Haematol 2004




TROMBOSI - TROMBOCITEMIA ESSENZIALE

%

%

(diagnosi) (follow-up)
N Arteriose | Venose | Arteriose | Venose
Bellucci et al, 1986 ET 94 18 4 11 6
Fenaux et al, 1990 ET | 147 15 3 12 2
Cortelazzo et al, 1990 ET | 100 10 1 14 6
Colombi et al, 1991 ET | 103 20 3 10 1
Besses et al, 1999 ET | 148 25 21 1
Jensen et al, 2000 ET 96 12 2 11 6
Passamonti et al, 2004 ET | 435 19 8 7
Chim et al, 2005 ET | 231 12 0 9 1
Gangat et al, 2014 ET | 300 12 7 17 8

Modificato da Elliott & Tefferi, Br J Haematol 2004
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==

Acrocianos




INCIDENZA ANNUALE DI TROMBOS IN COORTI
DI PAZIENTI CON POLICITEMIA VERA

N Disegno | Citoriduzione | Antiaggreganti Trombosi
(%) (%) (% pz.-anno)
GISP, 1995 1213 | Retrosp. 69 Non disponibile 3.2
Passamonti et al, 2004 | 396 | Retrosp. 86 57 1.1
Marchioli et al, 2005 1638 | Prospet. 62 58 4.9
De Stefano et al, 2008 | 235 | Retrosp. 66 71 6.0
(ricorrenze)
Marchioli et al, 2013 365 | Prospett. 60 84 1.9 (Htc <45%)
5.0 (Htc 45-50%)
Barbui et al, 2014 1545 | Retrosp. 73 84 1.6 arteriosa

1.0 venosa

Modificato da Patrono, Rocca & De Sefano, Blood 2013

INCIDENZA ANNUALE DI TROMBOS IN COORTI
DI PAZIENTI CON TROMBOCITEMIA ESSENZIALE

N Disegno | Citoriduzione | Antiaggreganti Trombosi

(%) (%) (% pz.-anno)
Cortelazzo et al, 1990 100 | Retrosp. 74 1 6.6
Colombi et al, 1991 103 | Retrosp. 65 72 2.2
De Stefano et al, 2008 259 | Retrosp. 75 75 5.2

(ricorrenze)
Carobbio et al, 2008 1063 | Retrosp. 51 66 2.3
Harrison et al, 2008 809 | Prospet. 72 100 2.6
Passamonti et al, 2008 | 605 | Retrosp. 67 33 13
Carobbio et al, 2011 891 | Retrosp. 57 68 1.8
Gisslinger et al, 2013 730 | Prospect. 63 28 3.1

Modificato da Patrono, Rocca & De Sefano, Blood 2013
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Figure |. Incidence of thrombotic events by risk factors in the ECLAP study®

Leukocytosis as a major thrombotic risk factor in patients with polycythemia vera

Raffasle Landolfi,'2 Leonardo Di Gennaro,! Tiziano Barbui,® Valerio De Stefano,! Guido Finazzi * RosaMaria Marfisi
Gianni Tognoni,* and Roberto Marchioli, for the European Collaboration on Low-Dose Aspirin in Polyeythemia
Vera (ECLAP)

1Catholic University School of Medicine, Roms, Raly; 2Instituto di Ricovero & Cura & Carattera Scientifico Oasi Maria Santizsira, Troina, taby; 30spadali Riuniti,
Eargamo, taly; 4Consorzic Mario Megri Sud, Santa Maria Imbaro, Haby

Nella coorte ECLAP (1638 pazienti con PV) il rischio di eventi trombotici
maggiori era aumentato nei pazienti con leucociti > 15,000 x 10°/ L
rispetto ai pazienti con leucociti < 10,000 x 10/ L (hazard ratio 1.7, Cl 1.1-
2.6)

Il rischio era 2.8 (Cl 1.2-6.5) per l'infarto del miocardio, 0.9 (Cl 0.4-2.3) per
ischemia cerebrale, e 1.8 (Cl 0.8-3.9) per tromboembolismo venoso

Blood, 2007




Prospective identification of high-risk polycythemia vera patients based on JAKDVO1TF
allele burden

AM Vannuechi®, E Antonioli’, P Guglislmelli', G Longo', A Pancrazzi', V Ponziani', C Bogani®, P Rossi Ferrini’, A Rambaldi®,
W Cuerini®, A Bosi' and T Barbui®, for the MPD Research Consortium®
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ECLAP
94 Haematological Centers
In 12 countries

1630 PV
PATIENTS
Clinical evaluation of ASA
I indications and contraindications I
Indication . Contraindication
Uncertain
l benefit/risk ratio l
$ 4
Cohort for 1 \ Cohort for
Evaluation of ASA PLACEBO Evaluation of
Natural History 100 mg daily Natural History

Baseline Characteristics

(%) ASA | Placebo
Prior thrombosis 11.1 9.4
Prior arterial thrombosis 5.1 4.5
AMI 0.8 1.5
Stroke 1.6 0.8
TIA 0.8 1.5
Peripheral 2.0 0.8
Pulmonary embolism 0.8 0.4
Prior venous thrombosis 7.5 5.7
Deep vein thrombosis 4.0 1.5
Superficial thrombosis 4.0 4.2




Probability of Survival Free of Myocardial Infarction, Stroke, and Death from Cardiovascular
Causes (Panel A) and Probability of Survival Free of Myocardial Infarction, Stroke, Death from
Cardiovascular Causes, Pulmonary Embolism, and Deep Venous Thrombosis (Panel B)
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Probability of Survival Free of a Thrombotic Event
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Effect of Aspirin on the Risk of a Major Arterial or Venous Event or Death from Cardiovascular
Causes in Various Subgroups
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Landolfi, R. et al. N Engl J Med 2004;350:114-124
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Rates and Relative Risks of Bleeding Episodes in the Two Groups

Table 3. Rates and Relative Risks of Bleeding Episodes in the Two Groups.*
Type of Bleeding  Aspirin Group PlaceboGroup  Relative Risk P
Episode (N=253) {N=265) (95% Cl) Value
no. (%)
Any bleeding 23 (9.1) 14 (5.3)  1.52 (0.94-3.53) 0.08
Major bleeding 3(1.2) 2(0.8)  1.62(0.27-9.71) 0.60
Gastrointestinal 2 (0.8) 0
Intracranial 1 (0.4) 2 (0.8)
Minor bleeding 20 (7.9) 12 (4.5) 1.3 (0.90-3.75) 0.10
Hematoma 2 (0.3) 2 (0.3)
Gastrointestinal 7 (2.8) 3(1.1)
Hematuria 1(0.4) 3(1.1)
Epistaxis 9 (3.6) 1 (0.4)
Other 2 (0.8) 4 (1.5)

* Major bleeding was defined as any bleeding episode thatwas fatal or necessi-
tated transfusions or hospitalization. Totals for categories may not equal the
sum of the values for subcategories because some patients had more than
one type of bleeding episode. Cl denotes confidence interval.

Landolfi, R. et al. N Engl J Med 2004;350:114-124

The NEW ENGLAND

JOURNAL o MEDICINE




CITORIDUZIONE

» Salasso terapeutico

* |drossiurea
* Pipobromano (Vercite)
* Busulfano (Myleran)

* Anagrelide
* [Interferone
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Primary endpoint
Cardiovascular (CV) deaths plus major
thrombeotic events

STUDIO CYTO-PV

Study Design

le Patienis

WHO-2108 diagnosis
All comers: newly diagnosed and
previously ireated

Standard arm
HCT< 45%
(n=182)

1:1

Experimental arm
HCT 45-50%

Median follow-up 31 months | range 1.5-48)

Secondary endpoint
Primary endpoint
including superficial vein thrombosis

Bt T, ot al. Biood 2012, 130 Abctrant 4.

B Total Cardiovascular Events

Probability of Remaining Event-free

No. at Risk
Low HCT
High HCT

1-0“——7-—-—._, Low HCT
0.9+ ‘_‘_-_\—I_
0.8+
_ High HCT
074 1.0
06 Low HCT
-2 0.0 P=0.01 by log-rank test
0.5+
049 0.8 High HCT
0.34 Hazard Ratio
074 LowHCT  8/182 (4.4%) 1.00
0.2 High HCT  20/183 (10.9%) 2.69 (95% Cl, 1.19-6.12)
0.14 0.0 T T T T T T T 1
! 0 6 12 18 24 30 36 42 48
0.0 T T T T T T T 1
0 6 12 18 24 30 36 42 48
Menths
182 (1) 176 (3) 165 (2) 151 (1) 127 (0) 94 (1) 60 (0) 18 (0) 0
183 (7) 167 (0) 159 (4) 141 (4) 108 (2) 21 (2) 53 (1) 11 (0) 0

Marchioli et al, NEJM 2013
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HYDROXYUREA FOR PATIENTS WITH ESSENTIAL THROMBOCYTHEMIA AND A HIGH RISK
OF THROMBOSIS

SErcI0 CorTELAZZO, M.D., Gumo Fiwazz, M.D., Marco Ruccert, M.D., Oscar VEsTRI, M.D.,
Montca Garu, M.D., Francesco RopecHIERO, M.D., aND Tiziano Bargur, M.D.
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Figure 2. Probability of Thrombosis-free Survival in 114 Patients
with Essential Thrombocythemia Treated with Hydroxyurea or
Left Untreated.

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Hydroxyurea Compared with Anagrelide
in High-Risk Essential Thrombocythemia

Claire N. Harrison, M.R.C.P., M.R.C.Path.,
Peter J. Campbell, F.RA.C.P., F.R.C.P.A,, Georgina Buck, M.Sc.,
Keith Wheatley, D.Phil., Clare L. East, B.Sc., David Bareford, M.D., F.R.C.P.,
Bridget S. Wilkins, M.D., F.R.C.Path., Jon D. van der Walt, M.D., F.R.C.Path.,
John T. Reilly, F.R.C.P., F.R.C.Path., Andrew P. Grigg, F.RA.C.P, F.R.C.P.A,
Paul Revell, M.D., F.R.C.P., Barrie E. Woodcock, F.R.C.P., F.R.C.Path.,
and Anthony R. Green, F.R.C.Path., F.Med.Sci., for the United Kingdom Medical
Research Council Primary Thrombocythemia 1 Study*

2005




Survival Free of Myelofibrotic
Transformation (%)

No. at Risk

Hydroxyurea plus aspirin

Anagrelide plus aspirin

100+

Hydroxyurea plus aspirin

98%
90 Anagrelide plus aspirin %
80+
70
P=0.01
0 T T T T 1
0 1 2 3 4 5
Time after Trial Entry (yr)
404 397 308 213 136 58
405 398 293 211 127 50

Harrison et al, PT-1 trial, NEJM 2005
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Original Article

Recurrent thrombosis in patients with polycythemia vera
and essential thrombocythemia: incidence, risk factors,
and effect of treatments

Valerio De Stefano,®! Tommaso Za Elena Rossi. Alessandro M. Vannuecchi.? Marco Ruggeri,®
Elena Elli,* Caterina Mico,® Alessia Tieghi,® Rossella R. Cacciola,” Cristina Santoro,®

Giancarla Gerli,® Nicola Vianelli,”” Paola Guglielmelli,* Lisa Pieri,* Francesca Scognamiglio,”
Francesco Rodeghiero,® Enricoe M. Pogliani,* Guido Finazzi,® Luigi Gugliotta,® Roberto Marchioli,**
Giuseppe Leone,! and Tiziano Barbui® for the GIMEMA CMD-Working Party

‘nstitute of Hematology, Catholic University, Rome; *Dept. of Hematolo,
*Hematelogy Department and Hemephilia and Thrombesis Center, San

o

University of Flarence, Florence;
riclo Hospital, Vicenza;: *Hematology

Division and Bone Marrow Transplantation Unit, San Gerardo Hospital, University of Milano-Bicocca, Monza; *Dept.

of Hematolofg‘g—()ncology. Ospedali Riuniti, Ber
i iomedical Sciences, Section of

“the Dept. o

iamo; *Hematology Unit, Santa Maria Muova Hospital, Reggio Emilia;
ematology, University of Catania, Catania; ®Institute of Hematology,

Dept. of Cellular Biotechnology and Hematolo%x. University La Sapienza, Rome; *Hematology and Thrombaosis Unit,

San Paclo Hospital, University of Milan, Milan;
University of Bologna, Bologna; **Laboratory of Epidemiolo;

g

d

Pharmacology and Epidemioclogy, Consorzio Mario Negri Su

Institute of Hematology and Oncology L. and A. Seragnoli,
of Cardiovascular Disease, Dept. of Clinical
Santa Maria Imbaro, [taly

Efficacia del trattamento sul rischio di ricorrenza trombotica
in pazienti con PV o TE e un primo evento trombotico
arterioso o venoso (analisi multivariata)

Primo evento Primo evento
arterioso Venoso
(n=341) (n=160)
Rischio relativo P Rischio relativo P
(95% IC) (95% ClI)

Antiaggreganti 0.67 (0.41-1.08) 0.10 0.42 (0.22-0.77) 0.006
Anticoagulanti orali 1.01 (0.93-1.09) 0.73 0.32(0.15-0.64) 0.001
Salasso 0.76 (0.43-1.31) 0.33 0.72 (0.35-1.47) 0.38
Citoriduzione 0.47 (0.31-0.70) 0.0003 0.66 (0.38-1.13) 0.14
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JOURNAL OF CLINICAL ONCOLOGY SPECIAL ARTICLE

Philadelphia-Negative Classical Myeloproliferative
Neoplasms: Critical Concepts and Management
Recommendations From European LeukemiaNet
Tiziano Barbui, Giavanni Barosi, Gunnar Birgegard, Francisco Cervantes, Guido Finaz
Martin Griesshammer, Claire Harrison, Hans Carl Hasselbalch, Rudiger Hellmann, Ronald Hoffnan,
Jean-Jacques Kiladjian, Nicolaus Kroger, Ruben Mesa, Mary F. McMullin, Animesh Pardanani,

Francesco Passamonti, Alessandra M. Vanuucchi, Andreas Reiter, Richard T. Silver, Srdan Verstovsek,
and Ayalew Tefferi

A B S TR ACT

We present a review of critical concepts and produce recommendations on the management of
Philadelphia-negative classical myeloproliferative neoplasms, including monitoring, response dafini-
tion, first- and secondHine therapy, and therapy for special issues. Key questions were selected
according the criterion of clinical relevance. Statements were produced using a Delphi procass, and
two consensus conferences involving a panel of 21 experts appointed by the European LeukemiaNet
(ELN) were convened. Patients with polycythemia vera (PV) and essential thrombocythemia (ET)
should be defined as high risk if age is greater than 60 years or there is a history of previous
thrombosis. Risk stratification in primary myelofibrosis (PMF) should start with the International
Prognostic Scoring System (IPSS] for newly diagnosed patients and dynamic IPSS for patients being
seen during their disease course, with the addition of cylogenetics evaluation and transfusion status.
High-risk patients with PV should be managed with phlebotomy, low-dose aspirin, and cytoreduction,
with either hydroxyurea or interferon at any age. Highrrisk patients with ET should be managed with
cytoreduction, using hydroxyurea at any age. Monitoring response in PV and ET should use the ELN
clinicohematologic criteria. Corticosteroids, androgens, erythropoiesis-stimulating agents, and immu-
s nomodulators are recommended to treat anemia of PMF, whereas hydroxyurea is the firstline
Wed Medcal Cobegs of Come treatment of PMF-associated splenomegaly. Indications for splenectomy include symptomatic portal

o hypertension, drug-refractory painful splenomegaly, and frequent RBC tansfusions. The risk of
allogeneic stem-cell transplantation-related complications is justified in transplantation-eligible patients
whose median survival time is expected to be less than 5 years.

J Clin Oncol 28. @ 2011 by American Seciety of Clinical Oncology

Raccomandazioni European LeukemiaNet
(JCO 2011)

e PV (prima linea)
Salassoterapia (per ottenere Htc <45%)
ASA 100 mg / die

Citoriduzione (HU) in pazienti non responsivi ai salassi
o ad alto rischio

Cautela nella prescrizione di HU in pazienti < 40 anni

e PV (seconda linea)
Interferone




ANNUAL CLINICAL UPDATES IN HEMATOLOGICAL MALIGNANCIES

AJH Educational Material

Polycythemia vera and essential thrombocythemia: 2015
update on diagnosis, risk-stratification and management

Ayalew Tefferi'* and Tiziano Barbui®

!

Contemporary treatment algorithm in essential
thrombocythemia and polycythemia vera

No thrombosis history

| Age <60 Age =60

[sarzrcvr

]
Hydroxyurea +

I
o & &
= + once-daily aspirin

Cansider
twice-daily
aspirin

Once-daily aspirin

Arterial thrombosis history |

| Any age |

v

Hydroxyurea +
once-datly aspirin

|

Consider

twice-daily aspirin,

in the presence of
Age =60,
CVR or
JAKNG1TF

Venous thrombosis history

| Any age

Hydraxyurea +
systemic anttmagulaimn

+

Consider adding
once-daily aspirin,
in the presence of

CVR or
JAK2VEITF

In addition, all patients with PV require phlebotomy
to keep hematocrit below 45%

Categoria Trattamento

Basso Eta < 60 anni e anamnesi Salassoterapia

rischio negativa per trombosi Correzione dei FRCV
Aspirina

Alto rischio Eta > 60 anni e/o anamnesi Citoriduzione

Vannucchi, How | treat PV, Blood 2014

positiva per trombosi

Correzione dei FRCV
Aspirina
(Anti-vitamina K)
+/- Salassoterapia




Per chi assume idrossiurea

e l'idrossiurea puo indurre nel 5-10% dei casi
complicanze di tipo dermatologico

(afte, ulcere cutanee, cheratosi)

Eseguire un autocontrollo periodico della cute in
maniera da poter riferire al’ematologo al momento
della visita di controllo lesioni sospette.




Prevenzione complicanze dermatologiche

e Mantenere la pelle idratata

e Evitare l'eccessiva esposizione al sole (in caso
impiegare creme schermanti)

e Usare calzature comode, evitando microtraumatismi
in zona malleolare.

Seconda linea

Interferone

Pipobromano (Vercite ©)

Busulfano (Myleran ®)

Ruxolitinib (Jakavi ®) (approvazione FDA 4.12.2014)
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Segel et al, AmJ Hematolol 2013 (441 PV patients)

TABLE V. Treatment of AP

Mediocre Good
Drug Total Mo be nefit benefit benefit
Antihistaminics 39 (13.0%) 16(41.0%) 11 (28.2%) 12 (30.8%)
GABA-Analogues 3 (1.0%) 0 (0.0%) 1(33.3%) 2 (66.7%)
Benzodiazepines 2 (0.7%) 0 (0.0%) 1(50.0%) 1 (50.0%%)
Tricyclic-antidepressants 1 (0.3%) 0 (0.0%) 1 (100.0%) 0 (0.0%)
SSRls 5 (1.7%) 3 (60.0%) 2 (40.0%) 0 (0.0%)
Steroids 4 (1.3%) 0 (0.0%) 0 (0.0%) 4 (100.0%)
Carbamazepine 1 (0.3%) 0 (0.0%) 1 {100.0%) 0 (0.0%)
Polidocanol 1 (0.3%) 1 (100.0%) 0 (0.0%) 0 (0.0%)
Cromoglicinic acid 1 (0.3%) 0 (0.0%) 1 (100.0%) 0 (0.0%)
Qil-Lotions 9 (3.0%) 1 (11.1%) 3 (33.3%) 5 (55.6%)
UV-Treatment 4 (1.3%) 1 (25.0%) 2 (50.0%) 1 (25.0%)
Crotamiton 1 (0.3%) 1 (100.0%) 0 (0.0%) 0 (0.0%)
Immunoglobulins 1 (0.3%) 0 (0.0%) 1 (100.0%) 0 (0.0%)




TABLE VIll. Response of AP to PV Therapy

Resolved  Much better  Slightly better Equal Worse

Mumber of 17 (5.6%) 53 (17.6%) 46 (15.3%) 121 (40.2%) 31 (10.3%)
patients

Mumbers show total number of patients, in parentheses are percentages rela-
tive to total number of patients with AR

TABLE IX. Response of AP to Different PV Treatment

hNumber of

patients Better Equal Worse
Hydroxyurea 101 43 (42.6%) 42 (41.6%) 16 (15.8%)
ASS 113 52 (46.0%) 54 (47.8%) 7 (62%)
Clopidogrel 9 4 (44.4%) 4 (44.4%) 1 (11.1%)
Anagrelide 7 3 (42.9%) 4 (57.1%) 0(0.0%)
Coumadin 11 4 (36.4%) 5 (45.5%) 2 (18.2%)
Interferon-alpha 23 12 (52.2%) 6 (26.1%) 5 (21.7%)
Heparin 1 1 {100.0%) 0 (0.0%) 0(0.0%)
Azathioprin 1 0 (0.0%) 1 (100.0%) 0 (0.0%)
paz 1 1 (100.0%) 0 (0.0%) 0(0.0%)

Policitemia vera

Per conoscerla meglio

PRURITO

> |l prurito & peggiorato dal contatto con I'acqua.

» Vanno evitati bagni o docce con acqua molto calda e per lavarsi va
preferita I'acqua fredda, asciugandosi a pressione e non per strofinio.

» L'uso di indumenti stretti o di fibre sintetiche pud peggiorare il prurito.




PRURITO - 1I
» La pelle va tenuta idratata, impiegando apposite creme o lozioni.

> E stato segnalato un beneficio con I'impiego di soluzioni di bicarbonato
di sodio o di creme galeniche alla capsaicina (sostanza attiva de
peperoncino).

» Puo essere utile, per alcuni soggetti o in particolari situazioni,
'assunzione di farmaci antistaminici, anche se il loro impiego puo
essere limitato dall'eccessivo effetto sedativo generale.

» Trattamenti con raggi ultravioletti possono essere tentati con controllg
specialistico dermatologico.
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Barbui et al, Am J Hematol 2015 (1545 PV patients)




