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BACKGROUND

Qual e la tua specializzazione principale? In che struttura lavori?

@ Ematologia . @ Ospedale Universitario/[IRCCS
® fﬁnatnmia Patﬂlogica: @ Ospedale Pubblico
@ Oncologia ® Clinica Privata

)

Il 55.6% dei colleghi ha piu di 10 anni di esperienza nelle MPN, il 24.4% almeno 5 anni
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Early & overt
| MFPPV/PET-MF =

Criteri diagnostici e
prognostici

ME ;!




CLASSIFICAZIONE WHO/ICC

Quali criteri diagnostici utilizzi OGGI per la diagnosi della mielofibrosi?

@ WHO 2022/1CC 2022
® WHO 2016

Il 100% dei
rispondenti ritiene
indispensabile
distinguere una
forma early da overt

PMF, early/prefibrotic stage

Major criteria

* BM biopsy showing megakaryocytic proliferation and
atypia, BM fibrosis Grade <2, increased age-adjusted BM
cellularity, granulocytic proliferation, and (often)
decreased erythropoiesis

* JAK2, CALR, or MPL mutation or presence of another clonal
marker or absence of reactive bone marrow reticulin
fibrosis

* Diagnostic criteria for BCR-ABLI-positive CML, PV, ET,
MDS, or other myeloid neoplasms are not met

Minor criteria

* Anemia not attributed to a comorbid condition
* Leukocytosis 211 x 10°%/L

* Palpable splenomegaly

* LDH level above the reference range

Diagnosis
The diagnosis of pre-PMF requires all 3 major criteria and 21

minor criterion
\ J

PMF, overt fibrotic stage

Major criteria

* BM biopsy showing megakaryocytic proliferation and
atypia®, accompanied by reticulin and/or collagen fibrosis
grades 2/3

* JAK2, CALR, or MPL mutation or presence of another clonal
marker or absence of reactive MF

* Diagnostic criteria for ET, PV, BCR-ABL1-positive CML,
MDS, or other myeloid neoplasms are not met

Minor criteria

* Anemia not attributed to a comorbid condition
* Leukocytosis =11 x 10°/L

* Palpable splenomegaly

* LDH level above the above the reference range
* Leukoerythroblastosis

Diagnosis
The diagnosis of overt PMF requires all 3 major criteria and
>1 minor criterion confirmed in 2 consecutive
determinations.

\ J

*Adapted from Arber, et al., Blood 2022



Prognostic Impact of Prefibrotic versus Overt PMF Diagnosis

A B
1.0 1.0
ET
0.8 « = 084
=
s ET c
> 0.6 ? ()6 4
= o
e & pre-PMF
B o4 = 2o bin
i £ overt-PMF [
Q X
pre-PMF 1
0.2 - it = 024
0.0 4 P<.0001 POREME 0.0 4 P=.001
0 10 20 30 40 0 10 20 30 40
Years Years

Guglielmelli P. et al. Blood 2017;129:3227-3236 2



CLASSIFICAZIONE WHO/ICC 2022: CRITERI MINORI PER LA DIAGNOSI

Alla diagnosi, come definisci una splenomegalia
significativa alla palpazione?

® = 5 cm dall'arcata costale
® > 10 cm dall'arcata costale

H @ > 15 cm dall'arcata costale

100% eco addome
come esame di
scelta

Esegui sempre lo striscio al microscopio ottico?

® Si, sempre

® Mo, mai

0 Avolte

@ Se variazioni del numero di wbc
@ Talvolta

@ valuto CD34+ su sangue
periferico

® a volte in base al sospetto cli. ..
® Spesso
@& non sempre



CLASSIFICAZIONE WHO/ICC: CRITERI MAGGIORI PER LA DIAGNOSI

MUTAZIONI DRIVER ALLA DIAGNOSI

Esegui sempre la ricerca delle mutazioni driver?

Pro e contro

® Situttee 3

@ Si, partendo da JAK2 &, solo in O Problematiche organizzative: tempi di
caso di negativita, procedendo refertazione

con CALR e MPL .
U Costi

@ No, non sempre e . . : L
O Identificazione dei co-mutati e quindi
della vera «principale» mutazione driver




MUTAZIONI DRIVER ALLA DIAGNOSI

Che tipo di metodica usi per ricercare la mutazione
JAK2V617F?

@ CQuantitativa (risultato espresso
in termini di VAF)

@ Semiquantitativa (risultato
espresso come > o < rispetto ad
una certa soglia, es. 50%)

@ Qualitativa (risultato espresso Quale metodica guantitativa?

come presente/assente)
® gPCR
® ddPCR
@ PCR qualitativa
A ® NGS
R @ ron so




PMF: mutazioni driver e criteri per la diagnosi

*Adapted from Arber, et al., Blood 2022

Table 3: Diagnostic criteria for primary myelofibrosis according to the 2022 International Consensus Classification of hematological

neoplasms [1].
PMF, early/prefibrotic stage (pre-PMF) PMPF, overt fibrotic stage
Major criteria Major criteria
1. Bone marrow biopsy showing megakaryocoytic proliferation and atypia,® | 1. Bone marrow biogpsy showing megakaryocytic proliferation and atypia,* ac-
bone marrow fibrosis grade <2, increased age-adjusted bomne marrow cel- companied by reticulin and/or collagen fibrosis grades 2 or 3
lularity, granulocytic proliferation, and (often) decreased enythropoiesis 2 JAKZ, CALR, or MPL mutation® or presence of another clonal marker¥ or
|:> 2. JAKZ, CALR, or MPL mutation™ or presence of another clonal marker¥ aor absence of reactive myelofibrosis
absence of reactive bone marrow reticulin fibrosish 3. Diagmostic criteria for ET, PV, BCR-ABLI-positive CML, myelodysplastic sym-
3. Diagnostic criteria for BCR-ABLI-positive CML, PV, ET, myelodysplastic syn- drome, or other myeloid neoplasms|| are not met
dromes, or other myeloid neoplasms are not met Minor criteria:
himiosr criteria ] Anemia not attributed to a comorbid condition
*  Anemia not attributed to a comorbid condition . Leukocytosis = 11 x 10°/ L
. Leukocytosis = 11 x 10°/L . Palpable splenomegaly
- Palpable splenomegaly ] Lactate dehydrogenase level above the reference range
- Lactate dehydrogenase level above the reference range ] Leukoerythroblastosis

The diagnosis of pre-PIMF or overt PMF requires all 3 major criteria and at least 1 mimor criterion confirmed in two consecutive determinations

FMIF: Primary Myelofibrosis; CML: Chronic Myeloid Leukemia; PV: Polyoythemia Vera; ET: Essential Thrombocytopenia.

t It is recommended that highly sensitive assays are used for JAK2 V617F (sensitivity level < 1%) and CALR and
MPL (sensitivity level 1% to 3%); in negative cases, consider searching for noncanonical JAK2 and MPL mutations




CLASSIFICAZIONE WHO/ICC: CRITERI MAGGIORI PER LA DIAGNOSI

CARIOTIPO ALLA DIAGNOSI

Esegui sempre I'analisi del cariotipo?

® Si, sempre

@ Solo nei pazienti
potenziaimente candidabili a
trapianto

@ No, mai

@ nei pazienti candidati ad
allogenico ed in generale nei
pazienti <60 aa

@ Nei pazienti fit candidavili a
terapia

Survival

Very high risk category (VHR); N=40; median survival 0.8 years
*+  single/multiple abnormalities of -7, inv(3), i(17q) or 12p-

0 Provisional VHR category; N=28; median survival 1.1 years
+  sole autosomal trisomics other than +9 and +8
+  single/multiple 11q-/11923 abnormalities

A Unfavorable risk category; N=134; median survival 2.6 years
+  sole abnormalities of +8 or Tg-
+  sole translocations not involving chromosome |
+  sole abnormalities not otherwise classified
+  monosomal karyotype without VHR abnormality
¢ complex non-monosomal without VHR abnormality)

A

Provisional unfavorable risk category: N=63; median survival 3.0 years
¢ single/multiple Sq- abnormalities
+  two abnommalities without VHR abnormality

v Favorable risk category, N=<T37, median survival 4.4 years
+  sole abnormalities of 20q-, 13g-, 49

sole sex chromosome abnormalities including <Y

sole chromosome | translocations/duplications

«  normal karyotype

P<0.0001

W

10 18 -3 20 25 30 35
Years

Revised cytogenetic risk stratification for primary myelofibrosis (Tefferi 2018)




CLASSIFICAZIONE WHO/ICC: CRITERI MAGGIORI PER LA DIAGNOSI

NGS ALLA DIAGNOSI

Esegui sempre NGS alla diagnosi o a chi?

+ Assessed by cytogenetics
or sensitive next-generation
techniques; detection of
mutations associated with
myeloid neoplasms (e.g.,
ASXL1, EZH2, IDH1, IDH2,
SF3B1, SRSF2 and TET2
mutations) supports the
clonal nature of the disease.

30
25
20
15
10
0
si nei casi si nei
tripli pazienti
negativi  candidabili
a TMO

valutando
Caso per
caso

si sempre

Table 3: Diagnostic criteria for primary myelofibrosis according to the 2022 International Consensus Classification of hematological

neoplasms [1).

PMEF, early/prefibrotic stage (pre-PMF)

Major criteria

1. Bone marrow biopsy showing megakaryocytic proliferation and atypia,*
bone marrow fibrosis grade <2, increased age-adjusted bome marrow cel-
lularity, granulocytic proliferation, and (often) decreased erythropoiesis

2. JAKZ, CALR, or MPL mutationt or presence of another clonal marker¥ or
absence of reactive bone marrow reticulin fibrosisg

3. Diagnostic criteria for BOR:-ABLI-positive CML, PV, ET, myelodysplastic syn-
dromies, or other myeloid neoplasms are not met

Minor criteria

. Anemia not attributed to a comorbid condition

. Leukocytosis 2 11 x 10°/L

. Palpable splenomegaly

. Lactate dehydrogenase level above the reference range

PMF, overt fibrotic stage

Major criteria

1. Bone marrow biopsy showing megakaryocytic proliferation and atypia, * ac-
companied by reticulin and/or collagen fibrosis grades 2 or 3

2 JAK2, CALR, or MPL mutationt or presence of another clonal marker$ or
absence of reactive myelofibrosisg

3. Diagnostic criteria for ET, PV, BCR-ABL1-positive CML, myelodysplastic syn-
drome, or other myeloid neoplasms|| are not met

Minor criteria:

. Anemia not attributed to a comorbid condition

*  Leukocybosis 2 11 x 10°/ L

. Falpable splenomegaly

" Lactate dehydrogenase level above the reference range

. Leukoerythroblastosis

The diagnosis of pre-FIMF or owert PMF requires all 3 major criteria and at least 1 minor criterion confirmed in two consecutive determinations

PMF: Pimary Myelofibrosis; CML: Chronic Myeloid Leukemia; PV: Polycythemia Vera; ET: Essential Thrombocytopenia.

*Adapted from Arber, et al., Blood 2022



CLASSIFICAZIONE WHO/ICC: CRITERI MAGGIORI PER LA DIAGNOSI
NGS ALLA DIAGNOSI

Sensibilita ha la metodica di NGS che usi? L e

Bone marrow biopsy showing megakaryocytic proliferation and atypia, bone marrow flbrosis grade <2, increased age-adjusted BM

Major crwn cellularity, granulocytic proliferation, and (often) decreased erythropoiesis

® VAF < 1% JAK2, CALR, or MPL mutation'") or presence of another clonal marker  or absence of reactive bone marrow reticulin flbrosis®
@ VAF <2% Diagnostic criteria for BCR::ABL1 positive chronic myeloid leukemia, polycythemia vera, essential thrombocythemia,
® VAF < 5% myelodysplastic syndromes, or other myeloid neoplasms are not met
® VAF < 10% Minor criteria  Anemia not attributed to a comorbid condition
® nonso , \

] ) Leukocytosis 211 % 10°L
@ Fatta in service presso HSR
@ NGS al momento non Palpable splenomegaly

disponibile, eseguita previa
valutazione specialistica presso
centro di secondo livello

Lactate dehydrogenase level above the reference range

* The diagnosis of pre-PMF requires all 3 major criteria and at least 1 minor criterion confirmed in 2 consecutive
determinations

(1)1t is recommended to use highly sensitive assays for JAK2 V61TF (sensitivity level <1%) and CALR and MPL
(sensitivity level 1-3%) — in negative cases, consider searching for non-canonical JAK2 and MPL mutations

:> (2) Assessed by cytogenetics or sensitive NGS techniques; detection of mutations associated with myeloid neoplasms
(e.0.,ASXL1, EZH2, IDH1, IDH2, SF3B1, SRSF2, and TET2 mutations) supports the clonal nature of the disease

(3) Minimal reticulin fibrosis (grade 1) secondary to infection, autoimmune disorder or other chronic infammatory conditions,
hairy cell leukemia or another lymphoid neoplasm, metastatic malignancy, or toxic (chronic) myelopathies

Knhoury JD, et al. Leukemia 2022, 36:1703-1719  Thiele J, ef al. Am J Hematol 2023, 96:166-179
Arber DA, el al. Blood 2022, 140: 1200-1228  Gianalli U, et al. Virchows Arch 2023, 482:53-68



CLASSIFICAZIONE WHO/ICC: CRITERI MAGGIORI PER LA DIAGNOSI

NGS ALLA DIAGNOSI

Che peso dai alle mutazioni riscontrate in NGS VAF < 2%?

@ Stessa importanza delle
mutazioni con VAF = 29

@ Le considero solo a fini
diagnostici ma non prognostici
Le considero sia a fini
diagnostici che prognostici

J Non tutte le mutazioni riscontrate hanno lo

stesso valore e significato alla diagnosi (ex
DNMT3A vs ASXL1 o TP53) per il rischio
prognostico associato

Mutazioni HRM a bassa VAF se isolate e
condizionante unico aspetto biologico
sfavorevole del paziente non si traducono
nell’immediato in una decisione terapeutica
attiva, ma si opta per monitoraggio nel
tempo per intercettare variazioni

NGS ripetuto nel tempo (annualmente?) per
identificare evoluzione clonale e eventuale
comparsa di mutazioni HMR che impattino
sulla strafificazione del rischio del pz



STRATIFICAZIONE PROGNOSTICA

Quale score utilizzi maggiormente per stratificare la MF primaria e secondaria nella pratica clinica?

MIELOFIBROSI PRIMARIA

16 (38,1%)

DIPSS/DIPSS Plus 34 (81%)

MIPSST0 e versioni

. 29 (69%)
sSUcCcessive

GIPSS

MIELOFIBROSI SECONDARIA

DIPSS/DIPSS Plus 15 (35,7%)

MIPSSTO e versioni

. 15 (35.7%)
SUccessive

MYSEC-FM



MODELLI PROGNOSTICI CLASSICI IN PMF

DIPSS-

Variable IPSS? DIPSS? 3
plus

Actuarial survival curves of the 4 risk groups of
Age >65 years v v v patients according to IPSS”

Constitutional symptoms v v v
Hemoglobin <10 g/dL v v v 1.0 1 High risk
Leukocyte count >25%x10°/L v v v — Int-2 r!Sk
— Int-1 risk
Circulating blasts =1% v v v 0.8 - — Low risk
Platelet count <100%x10°%/L v
RBC transfusion need v 0.6 1
Unfavorable karyotype v -
+8,-7/79-, i(17q), inv(3), -5/5q9-, 12p-, 1123 rearr.
. 1 point ) 0.4 -
. 1 point 1 point
Scoring system each each but each
Hb=2 =
) ) = 0.2
Risk categories e
o
Low risk 0 0 0 o
a
Intermediate-1 risk 1 - 0 1 r r 1 1 1 1 1 1T 1T 1
Intermediate-2 risk > - - 0 2 4 6 81012141618202224
High risk >3 _ _ Years

DIPSS, Dynamic International Prognostic Scoring System; IPSS, International Prognostic Scoring System; RBC, red blood cell.
1. Cervantes F, et al. Blood 2009; 113:2895-2901; 2. Passamonti F, et al. Blood 2010; 115:1703-1708; 3. Gangat N, et al. J Clin Oncol 2011; 29:392-397.



MIPSS70: mutation enhanced prognostic score
system for transplant-age patients PMF

i

Hb <100g/L 1
WBC >25x10°/1L - Pe.0001
PLT <100x10°%L 2 ]
PB blasts 22% = o _ ‘ HSCT
Constitutional Symptoms 1 = 061 Risk Categories:
Grade 22 BM fibrosis =
ﬁ * LOW >15 yrs
Absence CALR Type1 1 S 04 ’
HMR category* a ’ « INT .
22 HMR mutations 2 e __, g
0.2 * HIGH yrs
Intermediate
piskcategory | _score | os) | mr___ High
Low 0-1 27.7 1 ; | : . :
Intermediate 24 7.1 5.5(3.8-8.0) 0 5 10 15 20 25 30
High >5 23 16.0(10.2-25.1) Survival (yearS]
*HMR category= any mutation in: ASXL1, EZH2, SRSF2, IDH1/2 U2AF1 Q157 Learning cohort: italian cohort

Version 2.0

The higher categories included 30% of patients originally classified as low or intermediate IPSS risk; conversely, 6
patients (3.5%) included in intermediate-2 IPSS group were downgraded to the lowest risk categories of MIPSS70

Guglislmelli P, et al. J Clin Oncol 2018;36:310-318

http://www.mipss70score.it/ Tefferi A, et al. J Clin Oncol 2018;36:1769-1770
Tefferi A, et al. Leukemia 2018;32:1189-1199



The integrated MYSEC-PM for post PV and post ET MF

100
|

Covariates Points

0.15

Age, years

S
LR: < 11 =
> 2
Int-1: 11-14 E
Int-2: 14-16 7 Circulating blasts >3% 2
HlGH. > 16 <=2 " Constitutional symptoms 1
= o
5 < CALR-unmutated genotype 2

I T T T T T T 1
0 2 4 6 8 0] 12 14

1
Patients at risk 133 105 74 48 25 16 Low
245 166 104 50 20 o Interme diate-1
126 70 30 15 a8 2 Intermediate-2
75 25 6 1 High

SMF Follow-up time (years)

o0

* MYSEC-PM was validated in Spain
* DIPSS-plus outperformed MYSEC-PM in a Japan,
with higher C-index

as well as complex/monosomal karyotype
0 Models integrating molecular (MYSEC-mPM) and karyotype/molecular data (MYSEC-kmPM)
outperform the MYSEC-PM prediction of survival in SMF

@ L U2AF1, TP53 or SRSF2 (UTS) and ASXL1 variants without UTS confer worse overall survival in SMF,

Passamonti et al. Leukemia. 2017;31:2726-31; Herndndez-Boluda et al. Leukemia. 2018;32:553-5; Mora et al, ASH 2025



COME TI COMPORTI IN CASO DI DISCREPANZA TRA
SCORE CLINICI (ES. IPSS/DIPSS) E SCORE CON DATI

CLINICI-GENETICI INTEGRATI (ES. MIPSS 70)?

@ Ritengo pil attendibili i risultati
degli score clinici

@ Ritengo pil attendibili i risultati
deqgli score contenti dati
integrati (clinici, citogenetici e di
biologia molecolare)

Considerazioni:

O Paziente e medico spesso hanno diversa
percezione della malattia

U score integrato >> early intervention
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ANEMIA:
INQUADRAMENTO
DIAGNOSI E PROGNOSI



ANEMIA: QUALI ESAMI PER INQUADRAMENTO

In un paziente con mielofibrosi, quali esami richiedi
per I'inquadramento dell'anemia?

45 18.6%

18.2%

Ei 15.1%
. 0

Q o <
\ \<<\' &
@ 0
N \\
N

ANEMIA nella mielofibrosi ha
cause multifattoriali

" Displacement of

medullary
erythropoietic

tissue by fibrosis

Alterations in bone

marrow cytokine
expression

o

—

Extramedullary
hematopoiesis

I

™,

Splenomegaly

Inadequate
erythropoiesis at
extramedullary
sites

— -

ANEMI —

9
®®
F N

Impaired erythroid
differentiation

RBC sequestration
and destruction

——

L -

Pro-inflammatory

",

Increase in
plasma volume
resulting in
hemodilution

JAK inhibitor
therapy induced

myelosuppression

RBC loss through

bleeding (i.e.
esophageal varices)

Impairment of iron
metabolism

cytokine profile —» Increased hepcidin j




ANEMIA: DEFINIZIONE E INQUADRAMENTO

Qual e il valore soglia che ritieni clinicamente
rilevante nel definire I'anemia in un paziente
con mielofibrosi?

@ Hb < 13 g/dl (uomo), Hb < 12 g/
dl (donna)

@ Hb < 11 g/dl (uomo), Hb < 10 g/
dl (donna)
Hb < 10 g/l indipendentemente
dal sesso

® <12 uomo < 11 donna ma dal
punto di vista diagnostico e non
prognostico

Proposals for revised International
Working Group- European LeukemiaNet
criteria for anemia response in
myelofibrosis (Tefferi, Blood 2024)

Table 3. Proposals for revised IWG-ELMN response criteria for anemia in MF

2013 IWG-ELN criteria 2024 proposed IWG-ELN criteria

Definitions

Hgl:l cutafls for elinical trial
indusion or response
adjudication

TDa
Basaline Hgb for TDW

Men-TDWR
Basaline Hb for non-TDuA

<10 afdl

26 units in the 12 wk before enrallmentt
[only transfusions for Hb <B.5 gidL are
courted)

Mot clearly defined

et meeting criteria for TDWA

Hb level at tirme aof screening

Men <11 g-"clL'. t
Wamen <10 gfdL®

=3 umits in the 12 wk befare enrollmentt,§ (high transfusion burden
defined a5 =4 wnits in the 12 wk befare anrallrment]

Aovrerage of pretransfusion Hb levels in the 12 wk before enrollment!
first dosab

Mot meseting criteria for TDA,

Aovrerage of the lowest 3 Hb levels in the 12 wk befare enmollment!
first e, ||1:|u|:||ng ane abtained in the 28 d bafore anrallment’
first dosed,

Anemia response criteria
Major response far TDWA,
Major response far non-TDA
Minar responss for TDW,

Minor response far non-TDA

Mo transfusions during any rolling 12-wk
period + a docurnented Hb level of =8.5
aidlL

Raolling 12-wk average Hb increase of =2.0
gidL fram pretreatment baseline#

Met induded

et induded

Mo transhesions = 12 wil and rolling 12-wk average
Hb increase of =1.5 gidl from pretreatment baseline

Rolling 12-wk average Hb increase of 21.5 g/dL from pretreatment
baseline [alsa requires no transfusions)

A 250% reduction in transfusions®® (and not meeting criteria for
MAjOr respons)

Rolling 12-wk average Hb increase of 21.0 g/dL from pretreatment
baseline*™ {alss requires no transfusions and not meeting criteria
for major response)

Loss of response

Loss of anemia response persisting for 21
mo

Mo lenger meeting criteria for even minor response ™

Duration af anemia response | Mot defined Interval between first time point of response to first time point of
loss af response
Progressive anernia Mot defined T 250% increase in transfusion requirement™
Mon-TDl: Hb decrease of »1.5 gfdl from basaline ar meeting
criteria for TDWS*
Stable anemia et defined Mot mesting criteria for responss or progression




DEFINIZIONE SEVERITA’ ANEMIA

Table 3. Proposals for revised IWG-ELMN response criteria for anemia in MF

2013 IWG-ELN criteria 2024 proposed IWG-ELN criteria

Definitions

Come definisci un paziente con anemia trasfusione
dipendente?

® > 2 U GRC/mese per 3 mesi
® > 1 GRC/mese per 3 mesi

Raggiungimento di = 1000 ng/
mlL di ferritina e = 10 U GRC
ricevute

Proposals for revised International
Working Group- European LeukemiaNet
criteria for anemia response in
myelofibrosis (Tefferi, Blood 2024)

Hgh cutoffs for clinical trial
in:'u:lﬂn or response
adjudication

TDaA
Baseline Hgb for TD

Mean-TDA
Basaline Hb for non-TDA

=10 g/dL

=h units in the 12 wk before enrollmentt
(anly transfusians for Hb <8.5 gfdL are
courted)

Mot clearly defined

Mot meeting eritena for TD

Hib level at tirme af scresning

Men <11 gfdL®, T
Wemen =10 gédL®

=3 umits in the 12 wk befare enrollmentt,§ (high transfusion burden
defined as =& wnits in the 12 wk before enrallment)

Ayrerage of pretransfusion Hb levels in the 12 wk before enrollment’
first dosel

Mot mesting criteria for TDW8

Aoerage of the lowest 3 Hb levels in the 12 wk before enmllment’
first devma, rn:|u|:|ing ane abtained in the 23 d bafore enrollmeant’
first dased ||

Anemia response criteria
Major response for TDa
Major response for non-TDA
Minor responss for TDA

Minor responss for nan-TDA

Mo transfusions during any relling 12-wk
period + a docurnented Hb level of =8.5
aidl

Rolling 12-wk average Hb increase of =2.0
afdL fram pretreatment baseline#

Mot induded

Mot induded

Mo transhusions = 12 wkY and rolling 12-wk average
Hb increase of 21.5 gfdl from pretreatment baseline

Rolling 12-wk average Hb increase of =15 gfdL from pretreatment
baseline [alvo requires no transfusions)

A 2E0% reduwction in transfusionz®® (and not maating criteria for
Major response)

Redling 12-wk average Hb increase of =1.0 gfdl from pretreatment
baseline* (also requires no transfusions and net mesting eriteria
far major response)

Loss af rEspore Loss of anemia response persisting for 21 | Mo longer mesting criteria for even minor responsett
mo

Duration af anemia response | Mot defined Interval betwesn first time point of response to fist time paint of
Iﬂ:: \'JF response

Progressive anermia Mot defined TDa: 250% increase in transfusion requirement”™

Mon-TDw: Hb decrease of >1.5 gfdl from basaline ar meating

eriteria for TDAS

Stable anemia Mot defined Mot mesting criteria for responss or progressian




DEFINIZIONE SEVERITA’ ANEMIA

Quale criterio usi maggiormente per
identificare I'anemia ad alto rischio
nel paziente con mielofibrosi?

® Hb< 10 gidL
@ Trasfusione dipendenza

@ Non responsitivita ad agenti
ertrostimolanti (ESA)

Transfusion dependency is associated with reduced OS in MF

An analysis of 288 patients with pnmary MF demonstrated:

+ TD of patients at diagnosis significantly affects survival (median survival 2.6 years), compared to patients who did not

receive fransfusions at diagnosis (median survival 8 years)

+ TD of patients occurring af any time was also associated with worse survival, compared with patients who remained

transfusion independent during follow-up

08§ according to RBC-TD at time of diagnosis in 288 patients
with primary MF

10

=
™=

(R 48, 080 1. 2 841, P 1)

=
oo

= =
e =

Transfusion-independent

=
B

Cumulative proportion surviving
=
(=4

Transfusion-dependent

e 2 2
- B3

=
=

2 4 6 & 10 12 14 16 18
Time since diagnosis (years)

(8§ according to RBC-TD assessed as a time-dependent
variable in 220 reqularly followed patients with primary MF

10
0.0

Bop

.P

Z 07

(7]

B 06

505

Transfusion-independent

Transiusion-dependent

[P 8, G S 101, P e 00

0 2 4 & 8 10 12 14 16 18
Time since diagnosis (years)

Elena C, et al. Haematologica. 2011




ANEMIA E FIBROSI

Secondo la tua esperienza clinica, ritieni che
il grado di fibrosi midollare (grado 1, 2 o 3)
abbia un impatto sull'incidenza o gravita
dell'anemia nei pazienti con mielofibrosi?




ANEMIA E IMPATTO MUTAZIONI DRIVER

Ritieni che il tipo di mutazione driver abbia un impatto

) , . .. ) . ) O CALR: pazienti con mutazione CALR
sull'anemia nei pazienti con mielofibrosi?

tipo 1 si associa a prognosi migliore, ma
spesso livelli Hb inferiori rispetto ai
pazienti con mutazione JAK2.

@ 5i, alcune mutazioni si
associano a minor incidenza/

gravith di anemia U JAK2V617F: Un basso burden allelico (>
@ si, alcune mutazioni si 25%) di questa mutazione pud indicare
associano a maggior incidenza/ . . . . .
gravita di anemia un fenotipo di malattia piu aggressivo,
No, non ho mai notato alcuna associato a un maggiore rischio di

comelazione anemia/citopenie

O Mutazione del gene MPL & spesso
associata a un fenotipo anemico piu
marcato rispetto ad altre mutazioni
driver nella mielofibrosi

Prins et al, Hemasphere 2020; Tefferi et al, 2008; Vannucchi et al BJH, 2007



ANEMIA E IMPATTO MUTAZIONI SUBCLONALI

Secondo la tua esperienza, ritieni che vi siano alcune mutazioni subclonali (non driver) in grado di
influenzare l'incidenza e la severita dell'anemia nel paziente con mielofibrosi?

@ si . : — .
® No Mutazione Impatto sull'Anemia Rischio Prognostico

U2AF1 Molto Alto (spesso trasfusione-dipendente) Elevato

SRSF2 Alto (anemia moderata-grave) Elevato (HMR)

SF3B1 Specifico (inefficienza produzione globuli rossi) Variabile

ASXL1 Significativo (associato a fibrosi progressiva) Elevato (HMR)

Vannucchi et al, Leukemia 2013; Guglielmelli et al, Blood 2014; Tefferi et al, Leukemia 2018)



U2AF]1 associates with cytopenias and clusters with JAK2

Varieibles All petiarsts (n= IO UZAET mutetea im0} UZAET wild-type (n=2710) P walue
Constitutional symptoms; n (%) 86 (344 18 [43] 88 (32.4) 012
Circulating blasts 21%; (%) 143 (57.2) 14 (33) 115 [(54,8] 007
|—<cmglnbin <10g/dl: o (%) 118 (47.2) 34 (85) 84 (40 <0.0001
Transfusion reguiring: n (%) EETERES 28 [7O] 51024.3) <0.0001
Leukocytes =25 = 10°1; m (%) 40 {16) B [20) 32(15.2) 045
Leukocytes <4 = 10%; i (%) 34 (138 5125 29(13.8) ng2
Platelets <100 = 10%1; m (%) 52{21.2) 22 (33) 35 (16.7) <0.0001

JARNVATTE-positive; n (%)
145 (582) 32 (30] 1135470 0.002
W evaluable=242

Tefferi et al Leukemia 2013



NELLA TUA ESPERIENZA, CHE PESO DAI
ALL'ANEMIA IN UN PAZIENTE CON
MIELOFIBROSI PRIMARIA RISPETTO AD UN

PAZIENTE CON MIELOFIBROSI
SECONDARIA?

@ Penso che I'anemia abbia lo
stesso peso nelle forme
primarie e secondaria

@ Ritengo che I'anemia abbia un
peso maggiore nelle forme
primarie di mielofibrosi

@ Ritengo che I'anemia abbia un
peso maggiore nelle forme
secondarie di mielofibrosi




RUOLO PROGNOSTICO ANEMIA ALLA DIAGNOSI

Ritieni che il riscontro di anemia alla diagnosi
di mielofibrosi rappresenti un fattore di rischio

indipendente?
® s Su quali dei seguenti outcomes ritieni che I'anemia
® Mo abbia un impatto?(Piu risposte possibili)
@ Dipende sempre dal contesto
clinico

Sopravvivenza 39 (92,9%)

Qualita della vita A1 (97 ,6%)

Progressione in leucemia
acuta

Risposta alla terapia



Severity of anemia directly correlates with reduced survival in MF

No anemia: median survival 7.9 years

Severity of anemia in MF is

| Mild anemia: median survival 4.9 years
associated with median survival E. ?t

Moderate anemia: median survival 3.4 years

Median survival, Severe anemia: median survival 2.1

Survival
_ il

Severity of anemia

years 4 N, _ years
No anemia 79 | \""*-\p :
2 : " :
Mild 49 | _ By
. R W
Moderate 3.4 0o 5 4 1 2 2 3 3
0 5 0 5 0 5
Severe 2.1

Median years of survival

A study of 1109 patients with primary MF at the Mayo Clinic found that all grades of anemia adversely
impact survival, with a nearly 4-fold shorter median survival for patients with severe anemia compared to
patients with no anemia

Nicolosi M, et al. Leuk. 2018;32:1254-1258



Il grado di anemia alla diagnosi impatta sulla
sopravvivenza libera da evoluzione leucemica

N= 136 pre-PMF, 638 overt-PMF and 978 SMF

1752 pts
1.001
g o
= ' ' —
= _
% 0.50
g
&
0.25
p < 0.0001
0.00+
0 25 5 7.5 10
CTCAE Follow-up (years)

Anemia Number at risk

q Grade 3/4{ 131 57 25 12 6
Grade 2 427 212 110 52 26
Grade 1/No{ 1194 791 472 275 169
0 25 5 7.5 10

Legend: grade 3/4 anemia= Hb <8 g/dL; grade 2= Hb 8-10 g/dL; grade 1 (Hb >10 g/dL) anemia grouped together with
normal Hb values.

Mora et al. EJHaem, 2023



Impact of anemia: QoL

+ Patients with MF and anemia view improving anemia as an important treatment outcome
+ Anemia and RBC transfusion requirements can negatively impact the QoL of patients with MF.

« A multinational, cross-sectional, online survey study assessed the impact of anemia and RBC transfusion dependence
on QoL in 155 patients with symptomatic MF and JAK inhibitor experience.

Importance of improving anemia among anemic
patients (n = 133)

m Notatall wAlittlebit = Moderately
m Quite a bit m Extremely

100
o0 -+
80 H
70 S mOverall  ®Anemic B MNon-anemic
60 - (N=152) (n=133) (n=19)
ol -
40
30 -+
20 -+
10 -~
U -

Impact of anemia*

Participants, %

*Question was posed as expenenced impacts for those with anemia and anticipated impacts for those who were non-anemic.



(42 RISPOSTE)

ANEMIA: CRITERI DI SCELTA
TERAPIA E IMPATTO SUL
TRATTAMENTO



TERAPIE PER ANEMIA: MANAGEMENT

Nella tua pratica clinica, quali approcci utilizzi maggiormente per la gestione dell'anemia nella mielofibrosi?

Trasfusioni +/- terapia fer_.
ESA

Corticosteroidi

Danazolo

Ruxolitinib + ESA
Ruxolitinib + Danazolo
Fedratinib

Momelotinib

Trials clinici

0

3 (7,1%)

7 (16,7%)

6 (14,3%)

9 (21,4%)
10

15 (35,7%)

20

33 (78,6%)
32 (76,2%)

31 (73,8%)

38 (90,5%)

30 40



TERAPIE PER ANEMIA: FATTORI DI SCELTA

In un paziente con mielofibrosi e anemia, quali sono i fattori che influenzano maggiormente
la tua scelta terapeutica?

Severita dell'anemia 35 (83,3%)

Presenza ed entita della

: 35 (83,3%)
splenomegalia

Eta del paziente 14 (33,3%)

Comorbidita 16 (38,1%)

0 10 20 30 40



IMPATTO
TRASFUSIONE
INDIPENDENZA

dellao~trasfusione indipendenza
abbia untpatto sull’outcome?




Biosimilar erythropoiesis-stimulating agents are an effective and safe option for the

management of myelofibrosis-related anemia
(Inzoli E & Elli EM et al, EJH 2023)

96 pz (PO, La risposta correla con outcome

Etd mediana: 75 anni ** RR: 77 pz (80%), CR 67%

PMF 55% Pazienti che ottengono una risposta
59% Rux-treated eritroide hanno migliore sopravvivenza

T

UNIVARIATE MULTIVARIATE
= Kaplan—Meier survival estimates
E HR (95% Cl) p HR (95% Cl) P < —
Male sex| —_— 087(056-137) 0554 - EL
Age 70 years - —— 091(056-147) 0685 S —D\_L\ﬁ_ﬂ —
JAK2 positivity — 149(092-241) 0105 a
Post-PV/ET MF e 113(0.72-179) 0585 S H_\_\_L
DIPSS HIGH '—'—' 069(0.38-1.25 0217 9 |
Time Dx - B-ESA > 6 months — — 096(0.61-151) 0876 L=
B-ESA alpha type :—0—1 164(102-262)  0.041 135(0.84-217) 0214 s |
Transfusion independency — ——————— 361(1.66-7.85 0.001 3.01(1.37-6.60) 0.006 = 0 10 20 30
Hb > 8.5 g/dL — 166(091-311) 0.009 _ Months
Ferritin < 200 ngimL = Po—— 214(137-335 0001  183(1.17-2.87) 0.009 PR 9 ',ff; 31 14 12 4
EPO < 50 UL — 158(0.99-252)  0.060 AR 51 36 24 13
T | — T | | NR AR |
02 04 08 16 32 6.4 L0 Faiit Wat b salon R 00168
Decreased anemia response  Increased anemia response
FIGURE 2  Univariate and multivariate exponential regression models on the rate (hazard) of response (24 months) to identify predictive FIGURE 3 Estimate of the survival probability over time by
factors of anemia response (AR) at baseline. B-ESA, erythropoiesis-stimulating agent; DIPSS, Dynamic International Prognostic Score System; Dx, response status. AR, anemia response—responder patients; NR, non-
diagnosis; EPO, erythropoietin; ET, essential thrombocythemia; Hb, hemoglobin; MF, myelofibrosis; PV, polycythemia vera. responder patients.



https://onlinelibrary.wiley.com/authored-by/Inzoli/Elena
https://onlinelibrary.wiley.com/authored-by/Elli/Elena+Maria

SIMPLIFY-1 / SIMPLIFY-2: EFFICACY

Patients were currently or previously treated with RUX for at

SI M PLI FY_1 1 S I M P LI FY‘22 least 28 days and either: required RBC transfusion on RUX, or
required a dose adjustment of RUX to less than 20 mg BID and

glso had anemia, grade 3 thrombocytopenia, or bleeding at

1%t-Line PDPUIEItiDH Z”d-Line Pnpulatiun grade 3 or worse when receiving RUX treatment
JAKi-naive Prior RUX complicated by hematologic toxicity
Goal: Non-Inferiority Goal: Superiority
Endpoints at W24: m RUX BAT
P — — Endpoints at W24: RU}:;
SVR35 {priman_.r] 26.5% 29.0% Moninferiority proportion difference p=0.011
0.09 (95% C1, 0.02-0.16) Proportion difference
e S SVR35 (primary) 6.7% 5.8% £=0.90
. Moninferiority proportion difference _ 0.01 (95% €1 -0.09-0.10
TSS reduction 250% 28.4% (42.2% 0.00 (95% C1. -0.08-0.08) p=0.98 (95% ) o
omina
Mominal TS5 reduction 250% 26.2% 5.9% NR?
Tl at week 24 66.5%)  49.3% NR: ;g’g; p=0.0006
- Nominal
Nominal Tl at week 24 @ 21.2% NR?
TD at week 24 30.2%  40.1% NR® ;EE . p=0.0012
— Nominal
Median rate of RBC TD at week 24 50% 64% NR® omina
_ 0 0.4 Nominal p=0.10
transfusion through units/mo  units/mao NR® 0.001
W24 p<s- Median rate of RBC 0.5 1.2 NR= Nominal
P e transfusion until W24 units/mo units/mo p=0.39
22 predefined 38.6% 34.6% MR NR?
endpoints Zero transfusions 20% 570 NR? NR®
. . through W24
Patients who achieved
o 0 a a Composite clinical
all 3 predefined 10.2% 7.8% NR NR P 38% 15% NR? NR?

endpoints? improvement

“Because noninferiority of MMB to RUX on response rate in T55 at week 24 was not met, formal sequential testing was stopped and only nominal significance was reported for the remaining a-controlled

secondary end points
255R24, TS5 response, or transfusion independence

1. Mesa R et al. J Clin Oncol 2017; 2. Harrison C et al. Lancet Haematol 2018

..................................



SIMPLIFY-1: TRANSFUSION INDEPENDENCE RESPONSE ASSOCIATED WITH
IMPROVED OVERALL SURVIVAL IN ANEMIC* MM B-RANDOMIZED PATIENTS

100
. MMB-randomized TI Responder (TI-R)
¥ 75=
SIMPLIFY-1 Week 24 TI o
response rates in patients with = MIMB TI-R vs MMB TI-NR
baseline anemia: S o HR=0.32
£ p=0.0006
_ 0 8' MMB-randomized . .
MMB = 45% IS TI Non-responder (TI-NR) - ChlGVlng or
RUX = 26% - . o o
25 Maintaining TI
(anemia
0 . . . ) response)
0 500 1000 1500 2000 as a new
Time From Randomization (Days) 0
redictor of
TI-R 42 39 29 5 P
TI-NR 51 29 17 1 proved o)

Consistent with results in the total MMB population, achieving or maintaining Tl

predicted better survival in MMB-treated patients with anemia* at baseline

*Anemic at baseline defined as RBC transfusion <12 weeks before baseline, or baseline Hgb <10 g/dL. Week 24 Tl response = no RBC transfusion for > 12 weeks immediately prior to Week 24, Hgb level > 8 g/dL.
As patients randomized to the control arm crossed over to open label MMB after W24, a valid comparison of OS with patients randomized to RUX was not possible; therefore, only the MMB arm was analyzed.

Mesa, R. et al. Presented at: European Hematology Association, June 2021, oral presentation S202; Virtual.



ANEMIA IN CORSO JAK INIBITORE

In base alla tua esperienza, ritieni che I'anemia abbia un impatto negativo sull'outcome del paziente con
mielofibrosi in trattamento con JAK inibitore?

@ Si
® No

ANEMIA E RUXOLITINIB

Treatment
discontinuation

Blastic Response to

Overall survival .
evolution therapy

Palandri F, et al. Cancer. 2023;1-10. Maffioli M, Mora B, Ball S, et al. Blood Adv. 2022;6(6):1855-1864
Maffioli M et al, AJH 2025



The 2024 Three-Strata Baseline Anemia Definition of the Revised IWG-ELN
Criteria Dissects Survival in Ruxolitinib-Treated Myelofibrosis Patients

The revised IWG-ELN criteria proposed 3
strata for anemia definition, and we
applied them to the RUXOREL-MF cohort.

Inclusion pts: Hb < 10 g/I, irrespective of
gender

TDA P~
for > 3 units GRC/12 weeks.

Non-TDA
anemic subjects who do not qualify for
TDA

Overall survival (%)

Strata

Strata == No TDA == TDA == No anemic

0.75 4

0.50 4

0.25 4

0.00 4

No TDA

TDA

7 T
| ——tH
—
p = 0.0011 ;

0 25 50 75 100

Follow-up (months)

Number at risk

50 32 13 6 3
33 21 7 1 0
122 78 32 13 4

25

50
Follow-up (months)

75

100

Maffioli M et al , AJH 2025



NELLA TUA PRATICA CLINICA UTILIZZI
LO SCORE RR6 PER IDENTIFICARE UN
PAZIENTE A PEGGIOR PROGNOSI IN
CORSO DI JAK INIBITORE?

® Si, sempre

® No, mai

O Avolte, in base al contesto
clinico

Overall survival (Y1)
o o o
o ~1

Follow-up (months)

Follow-up (months)

* Maffioli M et al Blood Adyances 2022; 6 (6): 1855-1864




ANEMIA E SCELTA JAK INIBITORE

Nella tua esperienza clinica, ritieni che la
presenza di anemia alla diagnosi influenzi, ad
oggi, la scelta del trattamento con JAK
inibitore?

@ Si
® No

platelets
250x10%/L

-
.

+ anemia +
plts 225x10%/L
+ anemia (TD)
L plts <50x10°/L
platelets £ 9
9 Its>200x107/L
<50%107/L cytopenias L P
— L | pits 100-200x10°L
e | ot 5010 <1000
no cytopenias
o
cytopenias
anemia and/or
anemia (TD) low platelets
221 221

Masarova, Blood 2025



NCCN GUIDELINES: MANAGEMENT OF MF-ASSOCIATED ANEMIA

Preferred regimens:
© Clinical trial
Anemia and symptomatic splenomegaly and/or ° Momelotinib

constitutional symptoms not controlled Other recommended regimens:
O Pacritinib
O Ruxolitinib combination

v

v

Preferred regimen:
O Clinical trial
Other recommended regimens:
o Luspatercept-aamt (not FDA approved in MF)
Assess for and treat coexisting causes of o ESAs (if serum EPO <500 mU/mL)

anemia (ie, bleeding, nutritional — | No splenomegaly or constitutional symptoms . Danazol®

deficiencies, hemolysis) . Momelotinib (category 2B)

O Pacritinib (category 2B)
Useful in certain circumstances:
O Lenalidomide + prednisone® for del(5q) (category 2B)

v

Preferred regimen:
O Clinical trial
Splenomegaly and constitutional symptoms o oy rec°",1m9'fded regimens: )
» s »> | e JAK inhibitor combination
well controlled on current JAK inhibitor . L
Useful in certain circumstances:
. Change to momelotinib
. Change to pacritinib
Note: All recommendations are Category 2A (based upon lower-level evidence, there is uniform NCCN consensus that the intervention is appropriate)

unless otherwise indicated. Category 2B: Based upon lower-level evidence, there is NCCN consensus that the intervention is appropriate.

EPO, erythropoietin; ESA, erythropoiesis-stimulating agent; FDA, US Food and Drug Administration; JAK, Janus kinase; LFT, liver function test; MF, myelofibrosis; MPN, myeloproliferative neoplasm; NCCN, National Comprehensive
Cancer Network.

a Supportive Care for Patients With MPN (MPN-G).

b JAK inhibitors may be continued for the improvement of splenomegaly and other disease-related symptoms.

¢ ESAs include epoetin alfa and darbepoetin alfa. An FDA-approved biosimilar is an appropriate substitute for epoetin alfa.

d Prostate cancer screening and monitoring of LFTs as well as the use of concomitant medications such as statins are recommended due to concerns about increased risk of rhabdomyolysis.

e Start as a combination followed by tapering of prednisone over 3 months.

1Tefferi A. Primary myelofibrosis: 2023 update on diagnosis, risk-stratification, and management. Am J Hematol. 2023; 98(5): 801-821. doi:10.1002/ajh.26857
Adapted from the NCCN Guidelines for MPN; Version 1.2025 — February 21, 2025



ANEMIA E SCELTA JAK INIBITORE

Nella tua esperienza clinica, hai modificato una terapia o
ritardato I'avvio di una terapia a causa della presenza di
anemia?

Si

No 10 (23,8%)

Solo nei casl con anemia

o
trasfusione-dipendente 5 (11.9%)

Solo nei pazienti anziani o

. 11 {26,2%
con plurime comorbidita ( )

Rux dose reduction at start:

Hreduceddose mFulldose

« Patients with reduced dose were:

- older (median age 70 - 1Q range 63-76
vs 67 years - |Q range 59-74), more
patients were aged > 75 years (30.9%
vs 21.7%),

- with larger splenomegaly
(longitudinal diameter 20vs 19 cm,
mean volume 609 mm?3vs 244 mm?3),

- higher IPSS risk (30.8% vs 26%) and

- worse ECOG score (> 1in 14.3% vs
9.6%)

075

0.50

0.25

PSW-adjusted probability of survival

HR: 1.467 (1.318 - 1.632)

Log-rank p = <0.001

0.00

Starting dose =+ Full = Reduced

0 12

24

* The median OS was 78.8 months (95% Cl 68.8-na) for patients who started at full dose and 52.8 months (95% Cl
49.1-56.6) for patients who started with reduced dose (p=< 0.001)

38 48 60 72 84 96
Time (months)

Breccia et al Br J Haematol 2024



(42 RISPOSTE)

TRAPIANTO



subclonali che considen...

MIELOFIBROSI E TRAPIANTO

Scores di prognosi 42 (100%)

Presenza di citopenie

Presenza di mutazioni 30 (71,4%)

Eta del paziente 40 (95,2%)
Risposta alla terapia di

prima linea 8 (19%)

(42 RISPOSTE)

Nella tua pratica clinica,
quali criteri utilizzi per
decidere se avviare il work
up trapiantologico nel
paziente con mielofibrosi?



Treatment strategy in MF —transplant eligible or not

Low risk or Intermediate 1- risk Intermediate-2 risk or High risk
D e T
r—— .
Nc Yes Allo-SCT non-eligible Allo-SCT eligible
__= —————————— V—

Perform Allo-SCT (potentially wit
JAKI pre-treatment)

Watchful Waiting Hgb 210 g/dl and platelets = 50/nl Hgb <10g/dl (Moderate anemia)

Problem-oriented
therapy

Ruxolitinib (EMA, FDA) Ruxolitinib (EMA, FDA)

Pacritinib (FDA)

Fedratinib (EMA, FDA) Fedratinib (EMA, FDA) Momelotinib (if hgb <10 g/di)

Clinical tnial

Problem-oriented therapy

Momelotinib (EMA, FDA)

Problem-oriented therapy

Clinical trial

Clinical trial Pacritinib (FDA) (if pit <50/nl)

Problem-oriented therapy

Clinical trial

Koschmieder, Hemasphere 2024



QUALE SCORE PER RISCHIO OUTCOME POST TRAPIANTO IN MF

34 (81%)

HCT-CI (Sorror) 26 (61,9%)

Myelofibrosis AlloRisk
Stratifier (score EBMT)

19 (45,2%)
Non eseguiamo allotx c/o

(n]
nostro centro 1(24%)

Quali scores utilizzi per valutare la
trapiantabilita del paziente con
mielofibrosi a cui hai posto
indicazione trapiantologica?



MTSS DETERMINES PROGNOSIS AFTER ALLOGENEIC HSCT

CLINICAL-MOLECULAR MYELOFIBROSIS TRANSPLANT SCORING SYSTEM VALIDATED IN 156
PATIENTS

S-year survival according to MTSS | Variable “E

1.0 T
L\ﬂ_\_' Platelet count
o H Score 0—2 p<0.001 <150x10°%/L
: Leukocyte count
*l_\ Score 3—4 >25%10°%/L 1.57 1
F~
= 0.6
F ] KPS <90% 1.50 1
2 = Score S
e g Age =>57 years 1.65 1
(=% 0.4 - 1 g y
MTSS risk * N‘?"'CALR/ MP L
Low, n=36 Score 6-3 driver mutation 2.40 2
0.2 1 Intermediate, n=73 genotype
e ASXL1 i 1.42 1
Very high, n=24 mutation .
O-O L) L] L) L} L)
0 20 40 60 80 100 .
HLA- tched
mismatche 5 08 5

Time from transplant (months) unrelated donor

*Multivariate analysis.

HLA, human leukocyte antigen; HSCT, hematopoietic stem cell transplantation ; KPS, Karnofsky performance
status; MTSS, myelofibrosis transplant scoring system.

Gagelmann N, et al. Blood 2019; 133:2233-2242.
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Hematopoietic cell transplantation (HCT)-specific comorbidity index: a new tool for risk
assessment before allogeneic HCT
Mohamed Sorror, Michael Maris, Rainer Storb, Frederic Baron, Brenda Sandmaier, David Maloney, Barry Storer

100 HCT-CI
Comarbidity Definitions of comorbidities included in the new HCT-CI HCT-Clweighted sCors= 80
Amtythmia Alrial fibrillation or flutter, sick sinus syndrome, or venkricular amhyihmizs i ],é Gl
Camdact Coranary arlery diseasa § congestive heart faiure, myocardial intarcion, 1 = HCT-Cl =3
g r-] e R = e
or EF = 50% o 40 "
Inflammatory bowed diseass  Crohn diseasa or iceralive colfis 1 ,_.IL_ f '_,-"' HCT-Cl 1-2
Diabstes Requiring treatment with insulin o oral Fypoglycemics but nol diet elone 1 20 ;' Loy T - - - -
Cerebrovascular dseata Transient ischemic altack or cerebrovascular accident 1 o M HCT-CI 0
Psychiatric disturbance Depressian or anxiety requiring peychiatric consul or reatmes! 1 a B 17 18 4 A0 38 47 4%
Hepatic, mikdf Chronic hepatitis, blindbin > ULN %0 1.5 5 ULN, or ASTIALT = ULN i 1 Manths after HCT
25 % AN
Cibesity Paiants with a body mass index = 35 kg'm? 1
Infechiont Requiring confnuation of anSmicrobial treatmant atter day 0 1 1aa e H G'T'GI
Rheumatologc SLE..FFﬁ..puh'mycsnm.mmd CTD, or polymyalgia reumalica 2 = B0 |-1. = : HCT-CI O
Pepéic ulcer Requiring trealment 2 ,;3_- N S R
Moderaleisevere renalt Serum creatinine > 2 L, on diafysis, or prior renal ransplartalion 2 S &0 S e cepme
Moderate pumenaryt DLeo andior FEV, 669:-80% or dyspnea on slight activity 2 % p HCT-Cl 1-2
Prir solid tumard Triaalied & ary time point in the patienl's past history, exciuding ] E 40 bt S N
nonmetanama skin cancer O R
¥ - s
Heart vaive dsease Except milral vave prolapse 3 - RCT-CI
Severs puimonanyt DLeo andior FEW, = B5% or dyspriea af rest or ragquinng cxygen 3 0
Mesdarate'sevana hapatic) Liver cihosis, biinubin = 1.5 % UL, or ASTIALT = 2.5 3 ULN 3 0 & 12 18 24 30 36 42 48

Months after HCT



A Machine Learning Model To Predict Survival After

Allogeneic Hematopoietic Cell Transplantation in
Patients with Myelofibrosis

Context of Research Aim of This Study
Allogeneic transplantation remains the only curative treatment for Using data from 5,183 MF patients who underwent allogeneic
patients with MF. However, its significant morbidity and mortality transplantation at EBMT centers, we examined different machine
require a careful risk-benefit analysis to identify suitable candidates. learning models to predict overall survival after transplant.
Findings
- Post Transplant Outcome

- ; Prediction

i e _ 0 0 o \/ S e Owverall Survival
IS 4 1.00 o
W OnlineWeb | o
Cdcuhto' - 2
3 ke = 0.75 \'x

N =5,183 L ; Snad Bemis
Age KPS Comorbidities < 5% e
Hematological P cters D Type W) -
Conditioning Intensity  Type of GVHD Prophylaxis \ _ 3 20 &0 90 120
\_ ) SASES TN Time (months)

Images are in part fram Servier Medical Art, which is licensed under CC BY 4.0 thttps./foreativecommaons arg/icensesby/4. OV)
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Conclusions: A machine learning model, available as an interactive web
application, was created to predict survival after transplant

in myelofibrosis. This tool is a step toward personalized € blood
medicine, enabling the identification of 25% of patients
with poor transplantation outcomes.

Hernandez-Boluda et al. DOI: 10.1182/blood.2024027287
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