
Which pre transplant 

therapy for 

myelofibrosis patients?
Michael Loschi M.D, Ph.D

Hematology department

Nice University Medical center

Cote d’Azur University

Centre Méditerranéen de Médecine Moléculaire, INSERM U1065

loschi.m@chu-nice.fr



Honoraria : Abbvie, Alexion, Astra Zeneca, BMS Celgene, Gilead, GSK, Iqone, Incyte, 

Janssen, Kartos, Medac, Morphosys, Novartis, Pfizer, Sandoz, Sanofi, Sobi, Takeda, 

Telios

2

Disclosures



Predicting outcome (primary AND sMF)

Sockel, EBMT 2023



Predicting outcome after transplantation 

(primary AND sMF)

 Most recent : MTSS

 Leukocytes > 25G/L

 Platelets<150G/L

 CALR absence

 Karnofsky<90%

 Age≥57yo

 MMUD

 ASXL1 mut

Gagelmann et al., Blood 2019



Prognostic factors



Prognostic factors



Which therapeutic

options before HSCT?



Ruxolitinib – spleen size - COMFORT 

Verstovsek et al. NEJM 2012



Ruxolitinib – Symptoms

Verstovsek et al. NEJM 2012



COMFORT-I – 3 years follow up

Verstovsek et al. NEJM 2012



HSCT and ruxolitinib

Kroger et al., Leukemia 2021

• Retrospective study

• Multicenter EBMT study

• Inclusion criteria : 

• Patients with PMF or myelofibrosis post polycythemia vera or 
essential thrombocythemia

• HSCT from related or unrelated donor matched or mismatched 
donor 

• Between 2012 and 2016 

• with or without RUX treatment prior to transplantation

• aged 18–75 years

• Objectives : 

• impact of pretreatment RUX on :

• spleen size

• engraftment

• NRM

• GVHD 

• relapse incidence (RI)

• 2-year event-free and OS

• Spleen reduction = reduction ≥ 25% spleen size

• 551 patients who received HSCT

• Without (n = 274) or with (n = 277) ruxolitinib pre 
transplant



HSCT and ruxolitinib

Kroger et al., Leukemia 2021

• Results

• No difference in aGVHD incidence (despite more unrelated donors in the RUX treated group)



HSCT and ruxolitinib

Kroger et al., Leukemia 2021

• Results



Better than Rux mono?

Ruxolitinib + Pelabresib

Manifest 2

Ruxolitinib + Navitoclax

Transform 1

Rampal et al., Pemmaraju et al., ASH 2023



Navitoclax

 REFINE trial

 Phase II trial to assess safety and efficacy of 

navitoclax alone or in combination with

ruxolitinb

 Adult patients w/ DIPSS int 2 or high

 Ruxolitinib naive or R/R

 Measurable splenomegaly

Pemmaraju, AACR 2022, Passamonti et al. ASH 2022, Harrison JCO 2022 

Navitoclax: orally bioavailable small molecule inhibitor 

of BCL-2 family members BCL-xL, BCL-2, and BCL-w



Navallo trial
 Primary endpoint:

 NRM at 1 year

 Secondary endpoint:

 aGVHD grade III-IV incidence

 DFS at 1 year

 OS at 1 year

 Graft failure at 6 months

 cGVHD incidence

 Spleen volume

 QoL

 JAK2/MPL/CALR VAF

 BM fibrosis

Primary or secondary MF : 

- MIPSS 70+ v2.0 : high, very high 

- MYSEC : int 2 or high

- Platelets≥100G/L

Navitoclax 200mg QID (100mg if PLT<150G/L)

+ruxolitinib 10mg BID : 6 months
Conditioning : TFT10, ATG (MSD) or PT Cy (MUD, MMUD, MMRD)

Stop navitoclax

Progressive taper of rux, stop at D0

MSD, MUD, MMUD, MMRD



Conclusion

 Available options are currently limited : rux quiet disappointing when given as monotherapy

 Futur looks bright to better reduce the tumor burden before transplantation : 

 Navitoclax

 BETi

 Imetelstat

 Bomedemstat

 Selinexor

 PIM-1i

 Navtemadlin…..

 One size fits all? Design the right combo for the right patient

 Clonal evolution before transplantation?

 Design clinical trials



Thank you for your attention


