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Conflitos de interesse

De acordo com a Norma 1595/2000 do Conselho Federal de Medicina
e a Resolucao RDC 96/2008 da Vigilancia Sanitaria, declaro os
seguintes conflitos:

Participacdo em estudos clinicos e ou experimentais
subvencionados pelo (a): Janssen, Takeda, Novartis, Bristol,
Pfizer

Conferencista/palestrante dos laboratorios: Novartis, Pfizer, EMS,
Pintpharma

Elaboracao de material cientifico/Advisory Board para o0s
laboratorios: Novartis, Pfizer
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Pathophysiology Inflammation Inefficient hematopoiesis EMH
Clinical
Manifestations Constitutional symptoms Cytopenias Splenomegaly
Complications Thromboembolism Infection Portal hypertension

Mielofibrose primaria

Neoplasia mieloproliferativa

Primaria

Pos policitemia vera (PV)
Pos trombocitemia essencial (TE)

Incidéncia: 0.47-1.98/100.000

Mediana de idade no Brasil: 65 anos (24-89)

77% idade < 70 anos

Benjamin G et al. Blood Reviews, Volume 45, 2021,100691
Tavares, R. Faculdade de Medicina, University of S&o Paulo, S&o Paulo, 2021.
doi:10.11606/T.5.2021.tde-29102021-135248.



Mutacoes na mielofibrose
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ICC 2022*

Mielofibrose primaria

Pré fibrotica

Fibrotica
Trombocitemia essencial
Leucemia mieldide crénica
Policitemia vera

Leucemia neutrofilica cronica
Leucemia eosinofilica cronica
NMP nao classificadas

Classificacao das NMP i

Mielofibrose secundaria*
Pos-PV

POs-TE

15% dos pacientes

com TE ou PV evoluem
para MF

WHO 2022**

Mielofibrose primaria
Policitemia vera
Trombocitemia essencial
Leucemia neutrofilica crénica
Leucemia eosinofilica cronica
LMMC juvenil

NMP né&o classificadas

*Arber et al. Blood. 2022 Sep 15;140(11):1200-1228.
**Khoury. Leukemia. 2022;36:1703



Mielofibrose primaria — critérios diagndsticos fase pré

fibrotica/precoce

« Maiores

1.

2.

3.

BMO-proliferacdo megacariocitica e atipias, fibrose reticulinica <2,
celularidade aumentada para idade, proliferacdo granulocitica e reducao
da eritropoiese

Presenca da mutacao do JAK2, CALR ou MPL ou outro marcador clonal
ou auséncia de fibrose reacional

Nao ter critérios para PV, LMC, TE, SMD ou outra neoplasia mieldide

* Menores: pelo menos 1 dos abaixo, em 2 analises:

a.
b. Leucocitose = 11.000/mm3 3 critérios
C.

d. Aumento de LDH

Anemia nao associada a comorbidade

Esplenomegalia palpavel maiores+ 1 menor

Swerdlow et al. 2017.
Khoury, et al. Leukemia 36, 1703-1719 (2022)



Mielofibrose primaria — critérios diagndsticos fase
fibrotica

« Maiores

1. BMO - proliferacdo megacariocitica e atipias, fibrose reticulinica e/ou
colagena graus 2-3

2. Presenca da mutacao do JAK2, CALR ou MPL ou outro marcador clonal
ou auséncia de fibrose reacional

3. Nao ter critérios para PV, TE, LMC, SMD ou outra neoplasia mieloide
* Menores: pelo menos 1 dos abaixo, em 2 analises:
a. Anemia n&o associada a comorbidade

b. Leucocitose = 11.000/mm3

c. Esplenomegalia palpavel 3 critérios

d. Aumento de LDH maiores+ 1 menor
e.

Leucoeritroblastose

Swerdlow et al. 2017.
Khoury, et al. Leukemia 36, 1703-1719 (2022)



O diagnostico requer 2

Mielofibrose secundaria CritérioS NecesSANios o

POs-PV- critérios necessarios

1. Diagnostico prévio de PV

2. Fibrose de medula 6ssea grau =2
Critérios adicionais

1. Anemiaou perdadanecessidade de

realizar flebotomia, na auséncia de
terapia citorredutora

2. Leucoeritroblastose

3. Esplenomegalia >5cm ou nova
esplenomegalia
4. Sintomas constitucionais (2 de 3 ): perda peso
>10% em 6 meses, sudorese noturna, febre
inexplicada (>37.5°C)

pelo menos 2 adicionais

POs-TE- critérios necessarios

1.
2.

Diagéstico prévio de TE
Fibrose de medula 6ssea grau =2

Critérios adicionais

1.

2.
3.

ok

Anemia e diminuicédo de >2g/dL da Hb
basal

Leucoeritroblastose

Esplenomegalia >5 cm RCE ou nova
esplenomegalia

Aumento de LDH

Sintomas constitucionais (2 de 3 ): perda peso
>10% em 6 meses, sudorese noturna, febre
inexplicada (>37.5°C)

Khoury, et al. Leukemia 36, 1703-1719 (2022)



Objetivos no manejo da mielofibrose primaria

Reducao da Melhorar sintomas Aumentar a
esplenomegalia sobrevida

Os objetivos podem mudar ao longo do tempo e de acordo com o risco
do paciente
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e Apesar da aprovacao de varios inibidores do JAK2 e outros tratamentos
sintomaticos, o transplante alogénico ainda é o Unico tratamento curativo
para a mielofibrose primaria

e Para selecionar o paciente para transplante é necessario funcao organica
adequada para minimizar as toxicidades (toxicidade do condicionamento,
GVHD, citopenias, infeccoes)

Ali H, Bacigalupo A. Am J Hematol. 2024; 99(5): 938-945
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Selecao dos pacientes elegiveis para
transplante - como a estratificacao de risco
pode ajudar
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MIPSS 70 MIPSS 70
Lille* Cervantes® IPSS* DIPSS’ DIPSS-plus® GIPSSH 3 Personalized®
P MIPSS 70 plus ¢ plus v2,0°
1996 1998 2009 2010 2011 2018 2018 2018 2018
CLINICAL CLINICAL CLMNCAL CLINICAL CYTOGENETICS CLINICAL
$ > > > -
CYTOGENETICS PATHOLOGY CYTOGENETICS MOLECULAR COYTOGENETICS
* » 4
MOLECULAR MOLECULAR MOLECULAR
22;8_316 ASXL1 ASXL1
SRSF?2 SRSF2 SRSF2
EZH2 EZH2 EZH2
IDH1 IDH1, IDH1, IDH2
IDH 2’ IDH2 U2AF1Q157
CALR type CALR type 1/like
CALR type ke yp
Marta B. Davidson, Vikas Gupta,Hematology/Oncology Clinics of North America,Vol 35 1/like

(2),2021,391-407



Classificacao prognostica da MFP

IPSS, DIPSS, e DIPSS-Plus? Sobrevida por grupo de risco e modelo progndstico

IPSS _ DIPSS-Plus Sobrevida global, mediana, anos
Grupo de risco

Idade >65 anos Sim (1 ponto) Sim (1 ponto) Sim* DIPSS-Plus*
Hgb <10 g/dL Sim (1 ponto)  Sim (2 pontos) Sim* Baixo 11.3 NR 15.0
Leuc >25 x 10°/L Sim (1 ponto) Sim (1 ponto) Sim* Intermediario-1 7.9 14.2 6.6
Blastos SP >1% Sim (1 ponto) Sim (1 ponto) Sim* Intermediario-2 4.0 4.0 2.9
Smtornas. , Sim (1 ponto)  Sim (1 ponto) Sim* Alto 2:3 13 1.3
constitucionais
Cariotipo .
desfavoravel NA NA ST {24 [erie]
Dependgnua NA NA Sim (1 ponto)
transfusional
AEKITEIEE NA NA Sim (1 ponto)

<100 x 10°%/L

Pode ser usadoem  Nao (somente

qg ponto ao diagndstico) Sim Sim

*0-3 pontos para cada, baseado nas categorias de risco DIPSS.

1. Bose. Cancer. 2016;122:681. 2. Cervantes. Blood. 2009;113:2895. 3. Passamonti. Blood. 2010;115:1703. 4. Gangat. JCO. 2011;29:392.
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Sobrevida global de pacientes com MFP: Tran
alogénico vs. ndo TMO de acordo com DIPSS

A
1009 p=0.0096
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Balxo risco g -
= 40 +
B J
2 204
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01 2 3 4 5 6 7 8 9 1011 12 13
N al Risk Years

HCT B2 64 55 45 40 36 27 21 20 16 9 7 &5 1
Non_HCT 166 144 126 106 82 63 52 42 32 29 18 14 7 4

C
i “ p < 0.0001
\‘Non-HCT

=
£
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Intermediario 2 E
Alto risco 5

0 v v v T T T T T T T T T -

01 2 3 45 6 7 8 9 1011 12183

N at Risk Years

HCT 186 107 76 55 50 46 35 23 18 11 10 7 3 2
Non_HCT 389 290 221 161 112 74 58 38 28 19 16 13 10 7

Adjusted probability, %

N at Risk

- p < 0.0001

0 1 2 3 4 5 6 7 8 9 1011 12 13
Years

HCT 248 151 118 97 90 83 66 51 44 28 18 13 8 5

Non_HCT 537 448 378 308 235 169 122 89 58 45 28 20 15 10

Adjusted probability, %

IS
o

N
o

0

N at Risk

.. p < 0.0001
A ‘\ Non-HCT

0 1 2 3 45 6 7 8 9 10 11 12 13
Years

HCT 551 347 260 212 183 175 136 101 86 57 39 28 17 9

Non_HCT 1377 1078 890 710 543 391 295 210 149 118 76 58 41 28

Intermediario 1

Todos os
DIPSS

Gowin K, et al Blood Adv. 2020; 4(9):
1965-1973.



Surviving
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GIPSS score - Mielofibrose primaria

[P —

GIPSS
genetically-inspired prognostic scoring system-stratified survival data
in 641 patients with primary myelofibrosis
1.0

Low risk

Zero points
N=58; 9%

5-yr survival 94%

08 -

Karyotype:
Very high risk = 2 points
0.6 Unfavorable = 1 point
Driver mutations:
Type 1/like CALR absent = 1 point
: . P R TR High risk mutations:
04 - : R Rl S - ASXLT mutation = 1 point
i & L i SRSF2 mutation = 1 point
‘ astescss Ao e U2AF1 Q157 mutation = 1 point
Intermediate-2 Intermediate-1
2 points : i One point
N=192; 30% S - S y N=260; 41%
- 5-yrsurvival 40% 7 T 5-yr survival 73%
Wy Y, Y hemeesenn S e
Highrisk i, e = TRy, e N 3
23 points R b
N=131; 20% bous RSSO ...
5-yr survival 14% 5 . . . . .
aar : = Tefferi, A. et al. GIPSS: genetically inspired prognostic scoring
0.0 - PP T i A A A KA A A SR A A A A A A AR . . . . _
. 3 ™ 15 20 2% system for primary myelofibrosis. Leukemia 32, 1631-1642

Survival time in years (201 8).



MIPSS70 score

Variaveis clinicas

Variaveis moleculares de
alto risco

ASXL1, EZH2, SRSF2, IDH1/2
UAF2 na versao 2.0

http://www.mipss70score.it/

# Question Answer
/ Severe Anemia (hemoglobin <80g/L) O Yes O No
2 Moderate Anemia (hemoglobin 80-100g/L) OvYes O No
3 Leucocytosis >25x10%/L O Yes O No
4 Thrombocytopenia (platelet count <100x10%/L) O Yes O No
5 Peripheral blood blast count 22% O Yes O No
6 Bone marrow fibrosis grade =2 O Yes O No

k Constitutional symptoms O Yes O No

v

11-cariétipo anormal ou anormalidades
do 20qg-, 13g-, +9,
translocagao/duplicagdo do crom 1, -Y

8 Absence of CALR type 1/like mutation O Yes O No

9 HMR' category OvYes O No

10 22 HMR mutated genes O Yes O No

11 Unfavorable karyotype? OvYes O No

12 Very High Risk karyotype® OYes ONo O
Score Result
MIPSS70

MIPSS70-plus version 2.0

* presence of at least one mutated gene among ASXL1, EZHZ SRSF2, IDH1/2

O Not availa©OU OUtra anormalidade do Y

2--7,i(17q), inv(3)/3q21, 12p-/12p11.2,
Not availal11g-/11923, or other autosomal
trisomies not including + 8/ + 9 (e.g.,
+21, +19)

~ AM o) ) /] 1k ' ¢ 1 + ) . 7 y 3 ~ lonkomian 2715 7.(
Vannucchi AM, Lasho TL, Gt gt lielmelli P, et al: Mutations and prognosits tn pru y myelo fibrosis. Leukemia 27:1861

. HMR for MIPSS70+ version 2.0 mcluded also mutation in U2AF1 gene

s 2( el y R T e e
MIPSS70+ Version 2.0: Mutation and Karyotype-Enhanced International Prognostic Scorinc

N 2018




MIPSS70 score Home

# Question Answer

1 Severe Anemia (hemoglobin <80g/L) ® Yes ) No

2 Moderate Anemia (hemoglobin 80-100g/L) Yes ® Mo

3 Leucocytosis =25x10%/L ® yas O No

4 Thrombocytopenia (platelet count <100x10%L) ® ves O No

5 Peripheral blood blast count 2% ® ves O No

6 Bone marrow fibrosis grade =2 ® Yes O No

7 Constitutional symptoms ® ves O No

8 Absence of CALR type 1/like mutation ® ves O No

9 HMR' category ® ves O No

10 22 HMR mutated genes ® Yes O No

11 Unfavorable karyotype? JYes ® Nog O Not available

12 Very High Risk Icar'_;fot"f;:nrz-3 ® Yes O No O Not available
Score Result
MIPSST0 HIGH RISK  [5-year O5= 34%]

MIPSS70-plus version 2.0 EEELLd 110-year OS< 5%

http://www.mipss70score.it/
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MIPSS70

MIPSS70-plus

(com citogenética)

coorte treinamento

Estratificacao de risco molecular

coorte validacéo

1.0 1
P<.001
0.8 Low
X
,é' 0.6 1
E
©
-8 0.4 TS
=
o.
0.2 - Intermediate
High
T T T T T T
0 5 10 15 20 25 30
Survival (years)
At risk time
Low 380 173 70 35 18
Intermediate 198 102 27 8 5
High 54 10 3 0 0
1.0 1
P<.001
0.8
=
= 0.6 1
E
S 04
e = ]
P -
o
0.2
Intermediate
Very high
T T T T T T
0 5 10 15 20 25 30
Survival (years)
At risk time
Low 86 67 28 17 4
Intermediate 63 38 10 12 1
High 127 43 4 1 0
Very high 39 3 0 0 0

X
=
©
°Q
o
S
o
At risk time
Low

Intermediate
High

D

Probability (%)

At risk time
Low
Intermediate
High

Very high

1.0 4
P<.001
0.8 -
Low
0.6 -
L Intermediate
0.2
T T T T T
0 5 10 15 20 25
Survival (years)
27 21 9 5 0
105 54 17 9 2
79 23 5 0 0
1.0 4 P<.001

0.8 1

0.6

0.4

0.2

Intermediate

Very high

25
108
79
49

5 10 15 20 25 30
Survival (years)

20 6 3 1
74 24 7 0
50 18 2 0
18 4 1 0

Guglielmelli P, et al. J Clin Oncol.
2018 Feb 1;36(4):310-318.
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<>S|NTOMA24 Paciente com DIPSS intermediario 1 deve

Low Int-1 Int-2 High
MEESSI0 IPSS (n = 229) (n=133) (n=69) (n =59) n=3(1%)
n = 184 (77.3%) n =45 (18.9%)
( EO\ZI\:I;ﬂ 27.7 years NR (
LS 97.1% 89.7% i
. n =43 (21.7%) n =74 (37.4%) n =27 (13.6%)
Interm1egéate 10.4 years 7.5 years. 5.2 years
(n =198) 91.8% 66.1% 60.1%
- n = 14 (25.9%) n =29 (53.7%)
Hig!_:‘ 4 2.3 years 2.1 years
(n =54} 28.8% 23.9%
0 10 20 30 40 50 60 70 80 90 100
B Patients (%)
Low Int-1 Int-2 High
MIPSS70-plus DIPSE-plUS i1 _ 50} (n=61) (n=124) (n - 80)
n = 35 (40.7%) n = 34 (39.5%)
( Lf‘gG) 20.1 years 17.2 years
n= 97.1% 87.8%

Intermediate [RUERIREER)
(n=63) 6.2 years
60%

n =15 (23.8%) n=5
8.6 years 9
79.4% (7.9%)

n =49 (38.6%)
3 years
32.6%

High =
(n=127) [&A

n = 26 (66.7%)

Very high [n 1.5
(n=39) [@¢ L
0 10 20 30 40 50 60 70 80 90 100

Patients (%)

MIPSS70 e MIPSS70-plus (com
citogenética) melhoraram a selecéao
do grupo intermediario 1

MIPSS70-plus verséo 2.0- incorporaa
variante de alto risco U2AF1Q157

Guglielmelli P, et al. J Clin Oncol. 2018 Feb 1;36(4):310-318.
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Vantagens do MIPSS70+versao2.0

1.00

0.75

0.50

0.25

0.00

MIPSS70+ Version 2.0

MIPSS70+ color codes

Very high risk

High risk
Low risk

Intermediate risk

Tefferi et al. JCO 36, 1769-1770(2018).

Melhor estratificacdo do grupo de
baixo risco do MIPSS70+ version 2.0
em muito baixo risco (20%), baixo
(68%), e intermediario (10%)

Sobrevida em 10 anos
92%, 56%, and 37%.

MIPSS70+2.0 permitiu a identificagao
de 25% de pacientes na categoria de
alto risco do MIPSS70+ que
passaram para a classificagao de
muito alto risco



MYSEC-PM: para mielofibrose pos-PV e pos-TE

Covariate* Points

Hgb <11 g/dL 2
Platelets <150 x 10°/L
PB blasts >23%

1
2
CALR wild-type 2
1

Constitutional symptoms

Sum of Risk Points
(Excluding Age)
O RPN WPK™MUIO O

30 35 40 45 50 55 60 65 70 75 80 85 90
Age (Yr)

Passamonti. Leukemia. 2017;31:2726. mysec-pm.eul.

Risk Group

B High

B Intermediate-2
B Intermediate-1
M Low

Low
(NR)

Int-1
(9.3 yr; 8.1-NR)

Int-2

4.4 yr (3.2-7.9)
High

2.0yr (1.7-3.9)

2 4 6 8 10 12
Follow-up Time (Yr)

Slide credit: clinicaloptions.com

14

powered by Cea



http://www.clinicaloptions.com/

(}SINTOMA&%

mg;hg?__’ ] - - Modelo progndéstico para mielofibrose secundaria a PV ou

MYSEC Prognostic Model Risk Calculator (MYSEC-PM)

Age at diagnosis:

-

[J Haemoglobin < 11 g/dL [+2 pt]

w

[ Platelets < 150 x 10%L [+1 pi]

[) Blasts = 3% [+2 pi]

-

[J CALR -unmutated genotype [+2 pt]

L

Sum of risk points (excluding age)
-

[0 Constitutional symptoms [+1 pt]

=3

Calculation

Risk points for age: 9.6
RisK points for non-age factors: 0
Total risk: 9.6

Results

Risk group: Low

Median survival. NA years M, e
(95% CI: NA-NA years) [ N _‘_"‘—\_l

100
j

Reference

Passamonti F, Giorgino T, et al., A clinical-molecular prognostic model to predict survival in
patients with post polycythemia vera and post essential thrombocythemia myelefibrosis,
Leukemia 31, 2726-2731 (2017). doi:10.1038/1ew.2017.169

Survival in the MYSEC cohort (%)

IMPORTAMNT. This tool is for educational use only. It is not meant to replace professional advice. It should not
be used for medical diagnosis andfor medical treatment. This site sends Google Analytics’ tracking cookdes.

Ativar o Windows

http://www.mysec-pm.eu/ st wp i o)



s I N To M A24 Ruxolitinib +3 mo +6mo

start

e D 5 iﬁ; v v v

%% v v v

Modelo progndstico de predigcéo de y » p
sobrevida apos 6 meses de ruxolitinibe i

em pacientes com mielofibrose (RR6)

. . 1 . . Response to Ruxolitinib after
Variavel Analise Multivariada, 6 months of treatment: RR6
RR(95%CI); valor deP

Calculator at www.rr6.eu

Reduc¢ao do baco <30% pela palpagédo | 2.26 (1.40-3.65); .0009
aos 3 e 6 meses

1.00 - B
Transfusdo aos 3 e ou 6 meses 1.66 (0.95-2.88); .07 L| R .
Lo s o OW ris
. 0.75 Med. OS NR
Transfusdo em todos os pontos- basal, 2.32 (1.19-4.54); .02 § 050 - Interm. risk
2 Med. OS 61 mo.
3 e 6 meses s
_ 0.25 High risk
Dose RUXO <20 mg 2x/dia em todos os | 1.79 (1.07-3.00); .03 p <0.0001 Med. OS 33 mo.
pontos (basal, 3 e 6 meses) 0.00 4

T T T

0 25 50 75 100
Follow-up (month)

Number at risk

Low1 36 29 15 8 1
Intermediate 85 47 18 7 0
High 4 67 21 7 2 0
Maffioli M et al. Blood Adv 2022; 6 (6): 1855-1864 0 25 50 75 100

Follow-up (month)




Clinical-molecular myelofibrosis transplant scoring

system (MTSS)

Kaplan-meier OS curves according to MTSS risk groups in training and validation cohorts
Training Validation
1.0 1.0 %
' Score 0-2 '
,' ! p<0.001
0.8 + 1' Score 3-4 0.8 11
'l’ l|_
l I|
=064 -, 2064 |
= ' Score 5 = '
=2 ‘- 3 =
e - e
a- 0.4 4 il R o 0.4 4 "
S Score 25 -
Low low L ___ _
0.2 - Intermediate 0.2 - Intermediate
High High
— = = Very high — - = Very high
0'0 Iy g L 1 L] | 0*0 I y g 1 L} | ]
0 20 40 60 80 100 0 20 40 60 80 100
Time from transplant (months) Time from transplant (months)
Variable
Platelets Leukocytes Karnofsky Age Non-CALR/MPL ASXL1 HLA-mismatched
<150 x 10°/L  >25x 10°/L performance status 257 years driver mutation mutation unrelated donor
<90% genotype
HR 1.67 1.57 1.50 1.65 2.40 1.42 2.08
Score 1 1 1 1 2 1 2

Gagelmann, et al.
Blood 2019; 133
(20): 2233-2242.
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<>S|NTOMA24 Primary Myelofibrosis (PMF) prognostic

Primary Myelofibrosis (PMF) prognostic scores calculator Driver Mutations Status
Absence of type 1/type 1 like CALR mutation: OYes ONo @N/A
/ Clinical Features \ Non-CALRIMPL driver mutation genotype: OYes ONo @N/A

Age (y): N/A

Additional Myeloid Mutations
Gender: OMale OFemale

Constitutional Symptoms: OYes ONo @N/A
RBC transfusions need: OYes ONo @N/A

A mutation in only one of the following genes ASXL1, SRSF2, EZH2, IDH1/2: ©Yes ONo @ N/A

At least 2 mutated genes among ASXL1, SRSF2, EZH2, IDH1/2: OYes ONo @N/A
Karnofsky <90%: ©Yes ONo ®N/A A mutation in only one of the following genes ASXL1, SRSF2, EZH2, IDH1/2, U2AF1Q157: OYes ONo @ N/A
C'mismatched unrelated donor: OYes ONo @N/A j At least 2 mutated genes among ASXL1, SRSF2, EZH2, IDH1/2, U2AF1Q157: OYes ONo @ N/A

ASXL1T mutated: OYes ONo @ N/A

Complete Blood Count

Cytogenetics
Hb (g/dl): N/A

Unfavourable by DIPSS plus 1: OYes ONo ®N/A
Unfavourable by MIPSS70 plus v. 2.02: OYes ONo ®N/A
Very high-risk by MIPSS70 plus v. 2.0%: OYes ONo @N/A

WBC > 25x10%1: OYes ONo @N/A

Blasts (%): N/A

PLT (x10%1): N/A

1= complex karyotype or sole or two abnormalities including +8, -7/7q-, i(17q), -5/5q-, 12p-, inv(3) or 1123 rearrangement

2= chromosomal abnormalities except “very high-risk” (see below) or “favorable” (sole 13g-, +9, 20g-, chromosome 1 translocation/ duplication or sex
chromosome alterations including -Y)

3= single/multiple abnormalities of -7, i{17g), inv(3)/3921,12p-112p11.2,119-/11923.+21, or other autosomal trisomies except +8/9

https://pmfscorescalculator.com
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Primary Myelofibrosis (PMF) prognostic scores calculator

Clinical Features

Age (y): N/A

Gender: OMale OFemale

Constitutional Symptoms: OYes ONo @N/A

RBC transfusions need: OYes ONo @N/A
Karnofsky <90%: ©OYes ONo @N/A
HLA-mismatched unrelated donor: OYes ONo @N/A

Complete Blood Count

Hb (g/dl): N/A

WBC > 25x10%1: OYes ONo @N/A

Blasts (%): N/A

PLT (x10%1): N/A

https://pmfscorescalculator.com

/

Primary Myelofibrosis (PMF) prognostic
scores calculator

Absence of type 1/type 1 like CALR mutation: OYes
Non-CALRIMPL driver mutation genotype: CYes ONo

Driver Mutations Status

ONo @N/A

@®N/A

Additional Myeloid Mutations

A mutation in only one of the following genes ASXL1, SRSF2, EZH2, IDH1/2: © Yes

At least 2 mutated genes among ASXL1, SRSF2, EZH2,

Hystopathology

BMF grade 2 2: OYes ONo ®@N/A

Calculate Scores

Risk category (score), survival

DIPSS: -

DIPSS-Plus: -

MIPSS70: -

MIPSS70 plus version 2.0: -

MTSS: -

ONo @N/A
IDH1/2: OYes ONo @N/A
SF2, EZH2, IDH1/2, U2AF1Q157: OYes ONo @ N/A
H1/2, U2AF1Q157: OYes ONo @N/A

ics

12p-, inv(3) or 11923 rearrangement
(sole 13g-, +9, 20g-, chromosome 1 translocation/ duplication or sex

1, or other autosomal trisomies except +8/9



Tratamento da mielofibrose baseada em risco e

sintomas

Baixo risco

= MIPSS-70: <3 S—

* MIPSS-70+versao 2.0: <3 |
opss.c2 i
= DIPSS: <2 Intermediario-1

= MYSEC-PM: <14

Alto risco

= MIPSS-70: 24
= MIPSS-70+ versdo 2.0: 24 T
= DIPSS-Plus: >1

= DIPSS: >2

= MYSEC-PM: >14

NCCN. Clinical practice guidelines in oncology: myeloproliferative neoplasms. v.3.2023. nccn.org.

Assintomatico: observacao ou estudo clinico
Sintomatico: estudo clinico, IFN, ou ruxolitinibe
Manejo de citopenias

TCTH alogénico (casos selecionados)

Elegivel para transplante: TCTH alogénico
Inelegivel para transplante:

ruxolitinibe ou fedratinibe

(se plaguetas >50mil) ou pacritinibe (se
plaquetas<50mil) ou momelotinibe ou estudo
clinico

Manejo de anemia, plaquetopenia e sintomas
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<>SII:':r?9Mi.24 Terapia adaptada ao risco @

- observacao para pacientes MIPSSv2 baixo e muito baixo risco (sobrevida
estimada em 10 anos 56%—92%);

- transplante alogénico - tratamento de escolha para doenca de alto e muito alto
risco (sobrevida estimada em 10 anos de 0-13%) e para aqueles com risco
iIntermediario, cuidadosamente selecionados (sobrevida 30%)

- tratamento medicamentoso para sintomas constitucionais, anemia,
esplenomegalia

Tefferi A. Am J Hematol. 2023; 98(5): 801-821



Mutation-enhanced international prognostic scoring system, version 2.0. (MIPSSv2)

Karyotype: Very highrisk 4 points; unfavorable 3 points;

Mutations:: 22 high risk mutations 3 points; one high risk mutation 2 points;

Type 1 CALR mutation: absent 2 points;

Clinical risk factors: constitutional symptoms 2 points; severe anemia 2 points; moderate anemia 1 point; 22% circulating blasts 1 point

Very high risk High Risk

~

29 points 5-8 points
10-yr survival <3% 10-yr survival 10%

- : J

Transplant ineligible Transplant eligible

Investigational _ 4
treatment Allogeneic stem celltransplant
Y " K
Symptorﬁs-directed
therapy

/

Anemia without Symptomatic
sympmtic splenm'y or
anemia
- \// - v
Fll’st-llne: ) Hydroxyurea
Androgens, Danazol, Prednisone
Thalidomide, Lenalidomide, ESAs
Second-line: N/
Momelotinib®, Pacritinib Ruxolitinib

(possibly lower doses)

*Pending approval

Intermediate risk
3—4 points
10-yr survival 30%

]

Individualized
approach

T
|

D l

N g

Anemiawith

splenomegaly or
symptoms

¥
Momelotinib*

Tefferi A. Am J Hematol. 2023; 98(5): 801-821

Low risk \ / Very low risk \
1-2 points 0 points
10-yr survival 50% 10-yr survival 86%
Symptomatic Asymptomatic
2”7 W
Preferred Observation
option is only
investigational |
\ treatment /
‘ % -
—F— - J
Otherviise
\P
Plateletcount Ruxolitinib failures
<50 x 10(9)/L
WV
Pacritinib |
R - .\ -F\’;ason forchange intreatment
Anemia Thrombocytopenia  Spleen
\/ j/ \\/
Momelotinib*  Pacritinib Fedratinib
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soho® ... em mielofibrose

e DIPPS intermediario-2 ou alto risco ou MIPSS70 ou MIPSS70-plus alto
risco ou MYSEC-PM risco alto ou intermediario-2 e MTSS baixo-risco ou
intermediario

e MF secundaria e MYSEC intermediario-2 ou alto risco

e MFP com DIPSS intermediario-1 ou MIPSS70 ou MIPSS70-plus
intermediario e MTSS baixo risco apos discussdo com paciente de
outras opcoes terapéuticas e outros fatores de risco como mutacoes do
TP53

e Pacientes >70 anos - pode ser considerado se bom performance status

e Momento da indicacao do transplante:

o Imediatamente se DIPSS intermediario 2 e alto risco

o Pacientes em tratamento com inibidores do JAK devem ser avaliados
apos 6 meses de tratamento pelo modelo RR6 - se alto risco devem ir
para tmo



Chronic-phase MPN High-risk MPN Post-MPN AML

“JAK?2 first” Additional epigenetic events ) JAK2-pos AML

Normal
hematopoietic
stem cells

TP53 TP53

) LOH
&
X

"TET2 first” JAK2V617F JAK2-neg AML
("Clonal a .
Hematopoiesis" [CH]) b‘ '
@

. MPN driver mutation O CH/epigenetic mutation

-

4

‘ High-risk alteration (i.e. TP53, NRAS, etc) Dunbar et al. Blood, Vol 136, Issue 1, 2020,Pages 61-70




EpoR X MPL

Mutacbes na mielofibrose
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Maslah et al Leukemia 37, 957-963 (2023)
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