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Poliglobulia

* Stan chorobowy przebiegajgcy ze zwiekszong masa
erytrocytow w organizmie (pomijajac rzekoma
poliglobulie)

* Charakteryzuje sie:

* podwyzszonym hematokrytem (>49% M >48% K)
i/lub
* podwyzszonym st. hemoglobiny (>16,5 g/dl M > 16,0 g/dl K)



Przyczyny poliglobulii

Wtdrne do hipoksji Bez hipoksji (ogdlnoustrojowej)
Z nadmiernym wydzielanie EPO Bez nadmiernego wydzielania EPO
e Choroby ptuc przebiegajgce z e Czerwienica prawdziwa

hipoksja e Z.Cushinga

* POCHP (spirometria)
Palacze tytoniu

Jatrogenne (androgeny, ESA)

e Bezdech senny (otytos¢
‘ v (otytosc) Z nadmiernym wydzielaniem EPO

* Wrodzone, nieskorygowane wady _ . N
serca Wielotorbielowatos¢ nerek

* Przebywanie na duzych Nowotwory (zesp6t paraneoplastyczny)

wysokosciach

Wykorzystajmy dostepnosc¢ pulsoksymetrow



Ryzyko zwigzane z poliglobulia

* Powiktania zakrzepowe tetnicze
e Zwiekszona sity Scinajgce
e Szybszy rozwdj miazdzycy
* Wieksze ryzyko powstawanie zakrzepow na blaszkach
miazdzycowych
* Powiktania zakrzepowe zylne
e Zwiekszona lepkosc¢ krwi (efekt agregacji krwinek)



Ryzyko sercowo-naczyniowe zwigzane z poliglobulig w
populacji (badanie FRAMINGHAM)

| 3s-eala | 26Shat

Ht>49% (M) Ht>46% (K) H>49% (M) Ht>46% (K)

Choroby serca i naczyn 1,29* 1,60** - -
Udar - - 1,58* 1,60*
Choroba wienncowa - 1,52%* - i}
Zgon - 1,61* - =

*p<0,05; **p<0,01

Badanie wykazato wzrost czestosci epizoddw sercowo-naczyniowych przy niskich
i wysokich wartosciach Ht (krzywa J)
Dla wysokich wartosci - wyzsze u kobiet z Ht > 46% niz u mezczyzn z Ht > 49%

Gagnon DR, Zhang TJ, Brand FN, Kannel WB. Hematocrit and the risk of cardiovascular disease--the
Framingham study: a 34-year follow-up. Am Heart J. 1994;127(3):674-82.



Ryzyko udaru zwigzane z poliglobulig w populacji kobiet > 45
r.z. (badanie REGARDS)

A 0.10 NN Quartile 1 (< 13.7 g/dL)
W Quartile 2 (13.7-14.6 g/dL)
r ! Quartile 3 (14.7-15.4 g/dL) .
%0y m— Quartile 4 (> 354 g/dL) Study Flow Diagram
0.08
Study Population l Assessed for eligibility (n = 30,239)
0.07

Excluded (n =11,826 )

+Missing Baseline Hemoglobin (n= 10,302)
+Lost to Follow-up (n=546)

+Reported Stroke at Baseline (n=978)

Final Cohort (n = 18,413)
Incident Stroke (n = 518)

Cumulative Incidence of Stroke

i

Time (Years)

l Clinical Strokes (n = 33) Probable Strokes (n = 96)

Confirmed Strokes (n = 389) ‘

B —— it
009 — ey Table 3. Hazard Ratios (95% Confidence Interval) of Incident Stroke by Sex and Hemoglobin Categories
e Q1 (Men: < 13.7 g/dL; Q2 (Men: 13.7 to 14.6 g/dL; Q3 (Men: 14.7 to 15.4 g/dL; Q4 (Men: >15.4 g/dL;
§ o Women: <124 g/dl) | Women: 12410132 ¢/d) = Women: 13.31014.0g/dl) = Women: >14.0 g/dL)
- Model 1*
g Women 1.78 (1.29-2.45) Ref 1.25 (0.88-1.79) | 2.09 (1.39-3.13) |
Z% Men 2.01(1.23-3.28) 1.87 (1.22-2.86) 2.19 (1.55-3.09) 2.21 (1.62-3.02)
g Mode! 2t
5 Women 1.69 (1.20-2.39) Ref 1.28 (0.88-1.87) 1.87 (1.21-2.89)
Men 1.37 (0.79-2.37) 1.73(1.08-2.77) 2.05 (1.38-3.04) 2.12 (1.47-3.06)

*Adjusted for age, race, and agexrace interaction, region of residence.

tAdjusted for variables in model 1 plus estimated glomerular filtration rate, urine albumin:creatinine ratio, history of diabetes mellitus,

° A 2 3 4 s 6 7 s ° atrial fibrillation, coronary heart disease, left ventricular hypertrophy and chronic pulmonary disease, current smoking, income, education,
Time (Years) systolic blood pressure, body mass index, waist circumference, dyslipidemia, aspirin use, and log-transformed C-reactive protein.

Panwar B, Judd SE, Warnock DG, McClellan WM, Booth JN 3rd, Muntner P, Gutiérrez OM. Hemoglobin
Concentration and Risk of Incident Stroke in Community-Living Adults. Stroke. 2016;47:2017-24.



Hazard radio

Ryzyko choroby zakrzepowo-zatorowej zwigzane z
poliglobulig w populacji (badanie ARIC)

TABLE 3 Hazard ratios (95% Cls) of total, provoked, and unprovoked VTE by groups of Visit 1 hematocrit, ARIC, 1987-1989 through 2015

N at risk

Incident total VTE, n

Person-years at risk

Crude VTE incidence rate (per
1000 person-years)

Model 1 hazard ratio (95% ClI)
Model 2 hazard ratio (95% ClI)

Hematocrit (percentiles based on sex-race specific cut points) Ht>44% (k)
Ht>49% (m)

<5th 5th to <25th 25th to <75th 75th to <95th 95th-100th

668 2740 6899 2874 710

40 146 373 180 61

13 828 61787 155542 62 141 13 856

2.9 2.4 2.4 2.9 4.4

1.33 (0.96-1.84)
1.27 (0.91-1.76)

Proportion of population (%)

I
/A‘,L__‘ﬁ-ef
T T T T T T
30 35 40 45 50 55
Hematocrit
95% CI Hazard ratio ———-Ref=1 Percent |

1.02 (0.84-1.23)
1.06 (0.87-1.28)

1 (Reference)

1 (Reference)

FIGURE 1 Spline model plotting
multivariable-adjusted hazard ratio of
venous thromboembolism by continuous
hematocrit concentration, ARIC, 1987-89
through 2015. Knots placed at 35.6 (6th
percentile), 39.3 (27th percentile), 41.6
(50th percentile), 44.1 (72th percentile),
and 48.1 (94th percentile). ARIC,
Atherosclerosis Risk in Communities; CI,
confidence interval

1.24 (1.04-1.48)
1.17 (0.98-1.40)

1.95(1.49-2.56)
1.72 (1.30-2.27)

Badanie wykazato zwiekszong czestosé epizodow
zakrzepowo-zatorowy przy wysokich wartosciach Ht

Folsom AR, Wang W, Parikh R, Lutsey PL, Beckman JD, Cushman M; Atherosclerosis Risk in Communities (ARIC) Study
Investigators. Hematocrit and incidence of venous thromboembolism. Res Pract Thromb Haemost. 2020;4(3):422-428.




Dlaczego poliglobulia jest stanem predysponujgcym

do rozwoju miazdzycy?

e Zwiekszona lepkos¢ krwi zwigzane ze wzrostem hematokrytu
(nasilona agregacja krwinek) zwigksza sity scierajgce (shearing
stress) dziafajgce na srodbtonek powodujac jego uszkodzenie
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Baskurt OK, Meiselman HJ. Blood rheology and hemodynamics. Semin
Thromb Hemost. 2003;29(5):435-50.
Saxon E. Over the rainbow. BMC Biol. 2015;13:62.



Dlaczego poliglobulia jest stanem predysponujgcym
do rozwoju miazdzycy?
(konsekwencje uszkadzania nabtonka)

Xanthoma

oF S .
Angiogeng'sis Necrotic core

Fibrocalcific plaque Fibroatheroma

Bentzon JF, Otsuka F, Virmani R, Falk E. Mechanisms of plaque
formation and rupture. Circ Res. 2014;114(12):1852-66.



Dlaczego poliglobulia zwieksza ryzyko sercowo-naczyniowe?

Figure 2. A, Thrombosis caused by plaque rupture. The
culprit plaque shown in A is a fibroatheroma consisting of
fibrous tissue (F), areas dominated by extracellular lipid
pools (LP), and fully developed necrotic cores (NC). B, Large
magnification of the orange inset in A. The thin and inflamed
fibrous cap covering the large necrotic core has ruptured
and core material, including cholesterol crystals (*), has been
propelled into the lumen where it can be found at the base of
the thrombus. Elastin-trichrome stain (collagen blue).

oy & Sy ¥

Thin-cap fibroatheroma Ruptu}ed plaqu Healed plaque

Figure 3. Plaque rupture and healing. Rupture of a thin-cap fibroatheroma with nonfatal thrombus and subsequent healing with fibrous
tissue formation and constrictive remodeling.

Bentzon JF, Otsuka F, Virmani R, Falk E. Mechanisms of plaque
formation and rupture. Circ Res. 2014;114(12):1852-66.



Czy ryzyko zwigzane z poliglobulig zalezy od przyczyny
poliglobulii?

* Istniejg przestanki wskazujace na wyzsze ryzyko
zakrzepicy u chorych z czerwienicg prawdziwg
o jeslil. ptytek > 450 tys/ul
* jesli leukocytoza > 12 tys/ul

* Istniejg przestanki wskazujgce na szybszy rozwoj
miazdzycy

Erythroid lineage Jak2Y677F expression promotes

atherosclerosis through erythrophagocytosis and macrophage
ferroptosis

Wenli Liu, ..., Alan R. Tall, Nan Wang




Ryzyko epizoddw zakrzepowych w czerwienicy

prawdziwej
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Relation of P.C.V. range to number of vascular occlusive epi-
sodes per 10 patient-years in patients with primary prolifera-
tive polycythzmia.

Badanie to stanowi podstawe zalecenia utrzymania Ht < 45% w trakcie terapii

Pearson TC, Wetherley-Mein G. Vascular occlusive episodes and venous haematocrit
in primary proliferative polycythaemia. Lancet. 1978;2(8102):1219-22.



Kryteria diagnostyczne czerwienicy prawdziwej (2016)

TABLE 2 2016 revised world health organization (WHO)
diagnostic criteria for polycythemia vera and essential
thrombocythemia

Essential thrombocythemia
(Diagnosis requires all four
major criteria or the first three
major and the minor criteria)

Polycythemia vera (Diagnosis
requires all three major
criteria or the first two major
and the minor criteria)

Major criteria Major criteria

1. Hemoglobin >16.5 g/dL in 1. Platelets 2450 x 10°/L
men or > 16 g/dL in 2. Bone marrow
women;or hematocrit megakaryocyte
>49% in men or > 48% in proliferation and loose
women clusters

or increased red blood
cell mass

2. Bone marrow tri-lineage
proliferation
withpleomorphic mature
megakaryocytes®

3. Presence of JAK2
mutation

Minor criterion
Subnormal serum
erythropoietin level

Not meeting WHO criteria
for other myeloid
neoplasms
JAK2/CALR/MPL mutated

Minor criterion
Other clonal marker present or

no evidence of reactive
thrombocytosis

“Bone marrow biopsy might not be needed in the presence of hemoglobin
>18.5 g/dL (hematocrit 55.5%) in men or > 16.5 g/dL (hematocrit 49.5%)

in women.

Arber DA, Orazi A, Hasserjian R, et al. The 2016 revision to the
World Health Organization classification of myeloid neoplasms and
acute leukemia. Blood. 2016;127:2391-2405.



Jak wysuna¢ podejrzenie czerwienicy prawdziwej?

* Wysokie stezenie Hb (> 16,5 g/dl dla M; > 16 g/dl dla K)
(kryteria diagnostyczne zostaty obnizone przez WHO w 2016)
* Wiek > 40 lat
* BMI< 30,0
* Niepalacy (bez POCHP)
* L. ptytek > 450 K/ul
* L. erytrocytow > 6,8 min/ul dla M /> 5,9 miIn/ul dla K
* Niskie stezenie EPO
* Mate MCV

* Przy wysokim prawdopodobienstwie oznaczy¢ mutacje JAK2 V617F

* Badanie szpiku w wielu przypadkach przy potwierdzeniu
wystepowania mutacji JAK2 nie jest konieczne

Shaw G, Berg R. Beyond Hemoglobin: When and How to Work Up
Possible Polycythemia Vera. Clin Med Res. 2020;18(1):11-20.



Proponowany schemat postepowania w poliglobulii

<>

. 4

f CBC: RBC often > 6.8 x 10%/uL. men
or > 5.9 x 10°uL. women in PV

Plts > often 450 x 10'/ulin PV
MCYV (o ferritin) often low in PV
Age: rarely <40 in PV

obstructive sleep apnea

\ smoking favors SE

BMI: commonly > 30 kg/m in SE. May have history of
Smoking history: Previous heavy smoker or currently

Considering immediate
phlebotomy; e.g. symptomatic or
Hgb > 19 g/dL. men or >18 g/dL
women

\

/

Low suspicion

Moderate to ‘ _>| Negative:
high suspicion ety o
suspicion after
oy testing
Equivocal &
e
— Negative: still high N

Uncertain. SuspicI00 Positive

EPO*, Repeat [y A

JAK2 V617F J /

after a few -~

months

Exon 12 sequencing
\
\
\n
\ Likely other

*EPO (erythropoietin). B cause. EPO*
Low level favors PV. Negative —
Above midpoint of
reference range favors SE.

JAK2 cascade:
V6I17F first. If
negative, exonl2
sequencing

Presumptive SE. ‘
Phlebotomize if
indicated. |
Smoking 1
cessation and/or
weight loss as
appropriate.

Monitor CBC. ’

v

PV confirmed. Treat
accordingly. Bone
marrow evaluation
recommended,
especially if any evidence
of disease progression
(e.g. cytopenias,
increased poikilocytosis,
myeloid left-shift,
splenomegaly). This
includes cytogenetics;
possibly flow cytometry
and/or Next Gen
sequencing.

Figure 5. Suggested algorithm for working up possible polycythemia vera vs. secondary erythrocytosis.

Shaw G, Berg R. Beyond Hemoglobin:
When and How to Work Up Possible
Polycythemia Vera. Clin Med Res.
2020;18(1):11-20.



Zmniejszenie ryzyka powiktan zakrzepowych u chorych
z poliglobuliag

e Cytoredukcja (obnizenie lepkosci krwi)
* Krwioupusty (niezaleznie od przyczyny)

* Hydroksykarbamid / Interferon (Ropeginterferon a-2b) / Ruksolitynib (czerwienica
prawdziwa)

* Leki p/ptytkowe (profilaktyka pierwotna przy wysokim ryzyku? a
wtorna przy niskim ryzyku epizodow zakrzepowych)

e Kwas acetylosalicylowy

 Leki p/krzepliwe (przy wspotwystepowaniu innych wskazan)



Leczenie hydroksykarbamidem skuteczniej od powtarzanych
krwioupustow skuteczniej obniza ryzyko sercowo-naczyniowe
W czerwienicy prawdziwej
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Figure 1. Proportion of patients who reached target values of hematocrit (HCT), leukocyte (WBC) and
platelets (PLT) counts in the two matched-groups during follow-up
Legend: PHL: Phlebotomies; HU: Hydroxyurea; HCT: Hematocrit; WBC: Leukocyte.
(A) Proportion of patients who reached target hematocrit < 45%. (B) Proportion of patients who reached
leukocyte counts < 12x109/L. (C) Proportion of patients who reached platelet target < 400x109/L.

Figure 2. Cumulative incidence curves of total mortality and cardiovascular (CV) events among patients
treated with PHL/HU at low/high-risk of thrombosis

Legend: PHL: Phlebotomies; HU: Hydroxyurea; LR: Low-risk patients; HR: High-risk patients.

(A) Cumulative incidence of total mortality. (B) Cumulative incidence of total mortality among patients at
low/high-risk of thrombosis. (C) Cumulative incidence of cardiovascular events. (D) Cumulative incidence of
cardiovascular events among patients at low/high-risk of thrombosis.

Barbui T, et al. A reappraisal of the benefit-risk profile of hydroxyurea in polycythemia
vera: A propensity-matched study. Am J Hematol. 2017;92(11):1131-1136.



Intensywne leczenie w czerwienicy prawdziwej
skuteczniej obniza ryzyko sercowo-naczyniowe

A Primary End Point A Hematocrit
1.0 - Low HCT
524
0.9 _h‘—-—\—‘_ e
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E o High HCT & —o— Medi
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Marchioli R, et al; CYTO-PV Collaborative Group. Cardiovascular events and
intensity of treatment in polycythemia vera. N Engl J Med. 2013;368(1):22-33.



Leczenie hydroksykarbamidem w czerwienicy prawdziwej bardziej
obniza ryzyko zakrzepicy tetniczej niz zylnej wzgledem krwioupustéw

(A) Recurrent and incident arterial thrombosis (B) Incident arterial thrombosis
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Fig 1. Cumulative incidence of thrombosis in the patient cohort. Cumulative incidence of arterial (a) and venous (c) thrombosis in the total
matched cohort of patients with or without prior thrombosis, and cumulative incidence of arterial (b) and venous (d) thrombosis in patients who
were thrombosis-free at study entry

Barbui T, De Stefano V, Ghirardi A, Masciulli A, Finazzi G, Vannucchi AM. Different effect of hydroxyurea and
phlebotomy on prevention of arterial and venous thrombosis in Polycythemia Vera. Blood Cancer J. 2018;8(12):124.



Podobna skutecznos¢ w obnizaniu ryzyka zakrzepicy ropeginterferonu
alfa-2b i hydroksykarbamidu u chorych z czerwienica prawdziwa

Ropeginterferon alfa-2b versus standard therapy for

polycythaemia vera (PROUD-PV and CONTINUATION-PV): Ropeginterferon afa-2b (N=127) Control (N-127)
. . . . . . Endocrine disorders

arandomised, non-inferiority, phase 3 trial and its Ay advrse svent (6% o)

extension study Related to treatment 6(5%) 0

Psychiatric disorders
Heinz Gisslinger, Christoph Klade, Pencho Georgiev, Dorota Krochmalczyk, Liana Gercheva-Kyuchukova, Miklos Egyed, Viktor Rossiev, Petr Dulicek, Y

Arpad llles, Halyna Pylypenko, Lylia Sivcheva, Jiri Mayer, Vera Yablokova, Kurt Krejcy, Barbara Grohmann-lzay, Hans C Hasselbalch, Any adverse event 5(4%) 6(5%)
Robert Kralovics, Jean-Jacques Kiladjian, for the PROUD-PV Study Group* Related to treatment 2(2%) 1(1%)

Musculoskeletal and connective tissue disorders

Any adverse event 2(2%)

Related to treatment 2(2%)

Major cardiovascular and major thromboembolic adverse events

Any major cardiovascular adverse event 13 (10%); 16 events 8 (6%); 25 events
Major thromboembolic adverse event 4(3%); 6 events 4 (3%); 4 events

Neoplasms benign, malignant and unspecified (including cysts and polyps)

Any neoplasm 9(7%); 11 events 10 (8%); 12 events
Leukaemic transformation (acute leukaemia)  0; 0 events 2 (2%); 2 events
Skin cancers related to treatment (basal cell 0; 0 events 3 (2%); 3 events

carcinoma and melanoma)

Table 3: Adverse events of special interest in PROUD-PV and CONTINUATION-PV

Gisslinger H, et al; PROUD-PV Study Group. Ropeginterferon alfa-2b versus standard therapy for polycythaemia vera (PROUD-PV and
CONTINUATION-PV): a randomised, non-inferiority, phase 3 trial and its extension study. Lancet Haematol. 2020;7(3):e196-e208.



Podobna skutecznos¢ w obnizaniu ryzyka zakrzepicy ruksolitynibu i
hydroksykarbamidu u chorych z czerwienicg prawdziwg
(RESPONSE)

Long-term efficacy and safety of ruxolitinib versus best
available therapy in polycythaemia vera (RESPONSE): 5-year
follow up of a phase 3 study

Jean-Jacques Kiladjian, Pierre Zachee, Masayuki Hino, Fabrizio Pane, Tamas Masszi, Claire N Harrison, Ruben Mesa, Carole B Miller,

Francesco Passamonti, Simon Durrant, Martin Griesshammer, Keita Kirito, Carlos Besses, Beatriz Moiraghi, Elisa Rumi, Vittorio Rosti,
Igor Wolfgang Blau, Nathalie Francillard, Tuochuan Dong, Monika Wroclawska, Alessandro M Vannucchi, Srdan Verstovsek

The exposure-adjusted rates (per 100 patient-years) of thromboembolic
events were lower in patients given ruxolitinib (1.2) and the crossover
population (2.7) than patients given best available therapy (8.2).

Ruxolitinib rate (n=110)* Best available therapy rate (n=111)t Crossover rate (n=98)%

Allgrades  Gradelor2 Grade3or4 Allgrades Gradelor2 Grade3or4 Allgrades Gradelor2 Grade3or4

Allthromboembolic events 5(12) 2(0-5) 3(07) 6(82) 4(55) 2(27) 9(27) 4(12) 5(1.5)
Cerebral infarction 1(0-2) ] 1(02) 0 0 0 0 0 0
Ischaemic stroke 1(0-2) 1(02) 0 4] 0 0 1(03) 4] 1(0-3)
Transient ischaemic attack 0 ] 0 [} 0 0 2(06) 0 2(0-6)
Portal vein thrombosis 1(0-2) 0 1(02) 0 0 0 0 0 0
Pulmonary embolism 1(02) 0 1(02) 1(14) 0 1(14) 0 0 0
Retinal vascular thrombosis 1(0-2) 1(0-2) 0 0 0 (o] 0 0 0
Myocardial infarction 0 ] 0 0 0 0 2(0-6) 1(0-3) 1(0-3)
Acute myocardial infarction 0 0 0 1(1-4) 0 1(1-4) 0 0 0
Deep vein thrombosis 3} 0 0 2(27) 1(13) 1(14) 1(03) 1(03) 0
Thrombophlebitis 0 0 0 1(1-4) 1(1-4) 0 1(03) 1(0:3) 0
Thrombosis 0 0 0 1(14) 1(1-4) 0 1(03) 1(03) 0
Bone infarction 0 0 0 ] 0 0 1(03) 1(0-3) 0
Coronary artery occlusion 1] 0 0 4] 0 0 1(03) 1(03) 0
Disseminated intravascular 0 0 0 o 0 0 1(03) o 1(03)
coagulation

Splenic infarction 0 o 0 1(14) 1(1-4) 0 0 0 0

Data are n (rate). Adjusted rates were calculated as the number of pat ith events per 100 patient-year of exposure. b urring at a rate of 0.2 per 100 patient-years of
exposure in any group. MedDRA version 19-1 was used to cade the events. *Expi 4284 patient-years. TExp 73-6 patient-years. $Exposure=329-9 patient-years.

Table 3: Exposure-adjusted rates (per 100 patient-year) of thromboembolic events

Kiladjian JJ, et al. Long-term efficacy and safety of ruxolitinib versus best available therapy in polycythaemia vera (RESPONSE): 5-year

follow up of a phase 3 study. Lancet Haematol. 2020;7(3):e226-e237.




Podobna skutecznos¢ w obnizaniu ryzyka zakrzepicy ruksolitynibu i
hydroksykarbamidu u chorych z czerwienicg prawdziwg
(RESPONSE-2)

Exposure-adjusted rates of any-grade thromboembolic events were 1.5%
per 100 person-years (five of 74 patients) in the ruxolitinib group and 3.7%
per 100 person-years (two of 75 patients) in the best available therapy

group.

Passamonti F, et al. Ruxolitinib versus best available therapy in inadequately controlled polycythaemia vera without splenomegaly
(RESPONSE-2): 5-year follow up of a randomised, phase 3b study. Lancet Haematol. 2022;9(7):e480-e492.



Terapia cytoredukcyjna w czerwienicy prawdziwej
(rekomendacje eksperow)

* Mtodsi (<60 lat) bez epizoddw zatorowych

* zta tolerancja phlebotomii

* objawowa progresja splenomegalii

* utrzymujgca sie leukocytoza >15 x 1079

e narastanie leukocytozy (podwojenie wartosci wzgledem
wyjsciowej <10 x 1079; lub o > 50% wzgledem wartosci
wyjsciowej >10 x 1079)

* bardzo wysoka trombocytoza (>1500 x 1079)

 zta kontrola hematokrytu wymagajaca krwioupustow

* wysokie ryzyko sercowo-naczyniowe

* objawowos¢
(rekomendowane preparaty interferonu alfa)

Marchetti M, et al. Appropriate management of polycythaemia vera with cytoreductive drug therapy: European LeukemiaNet 2021 recommendations.
Lancet Haematol. 2022;9(4):e301-e311.



Terapia przeciwptytkowa / przeciwkrzepliwa u pacjentéw
Z czerwienicg prawdziwa

Wiele pytan, mato dowodow



Terapia przeciwptytkowa / przeciwkrzepliwa u pacjentéw
Z czerwienicg prawdziwag

Czy powinnismy stosowac inne zasady wobec tej grupy chorych ?



Terapia przeciwptytkowa / przeciwkrzepliwa u pacjentéw
Z czerwienicg prawdziwag

Czy powinnismy stosowac inne zasady wobec tej grupy chorych ?

Raczej nie



Aspiryna u pacjentéw z czerwienicg prawdziwg

e Skuteczna w matych dawkach (30-75 mg)
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* Obarczona typowo ryzykiem krwawienia

Low-dose aspirin in polycythaemia vera: a pilot study. Gruppo Italiano Studio Policitemia (GISP). Br J Haematol. 1997; 97(2):453-6.



Analiza badan u chorych z czerwienicg prawdziwag
(profilaktyka wtdrna w chorobie zakrzepowo-zatorowej)

Recurrent
events
—  Relativerisk (95% CI);
Antithrombotic treatment n/N % 12
Antiplatelet therapy only 36/118 30.5

Antiplatelet + cytoreduction 84/452 18.6 0.27 (0.07-1.04); 80.9% _
Oral anticoagulation (any) 42/120 35.0
Oral anticoagulation (any) + cytoreduction 60/376 16.0 0.42(0.19-0.92); 62.7% _
Oral anticoagulation + antiplatelet therapy 4/16  25.0

Oral anticoagulation + antiplatelet + 9/37 24.3 0.60 (0.18-2.01); 36.3%
cytoreduction

No antithrombotic freatment or cytoreduction  12/33 36.4
Cytoreduction only 31/101 30.7 0.50 (0.37-0.67); 0.0%

Recurrent thrombosis per type of oral anticoagulant

VKA only 39/1068 36.8

VKA + cytoreduction 55/313 17.6 0.51 (0.23-1.14); 62.2% _
DOAC only 314 214

DOAC + cytoreduction 5/63 79 021(0.08:060);169% (o
VKA + antiplatelet therapy 411 364

VKA + antiplatelet + cytoreduction 9/37 243 0.43 (0.16-1.15); 0%

DOAC + antiplatelet therapy 0/5 0% -

Hamulyak EN, Daams JG, Leebeek FWG, Biemond BJ, Te Boekhorst PAW, Middeldorp S, Lauw MN. A systematic review of antithrombotic treatment of
venous thromboembolism in patients with myeloproliferative neoplasms. Blood Adv. 2021;5(1):113-121.



Podsumowanie:

Poliglobulia stanowi wskazanie do przeprowadzenia diagnostyki
roznicowej i wdrozenia adekwatnego leczenia.

Wysokie wartosci hematokrytu/stezenia hemoglobiny wymagaja
monitorowania, aby wczesnie rozpoznac poliglobulie. W przypadku
wspotwystepowania objawowej i bezobjawowej miazdzycy nalezy
wdrozy¢ stosowanie statyny i rozwazyc¢ stosowanie leku
p/ptytkowego.

Czerwienice prawdziwag lepiej rozpoznac (i podjac leczenie) przed
wystgpieniem powiktan zakrzepowych.

Leczenie cytoredukcyjne i p/ptytkowe oraz p/krzepliwe w
poliglobulii zmniejsza ryzyko powiktan zakrzepowych i zakrzepowo-
zatorowych.

W leczeniu nalezy dgzyc¢ do obnizenia Ht < 45%.

W leczeniu czerwienicy prawdziwej gorszg opcjg sg krwioupusty.
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