Supplemental table 1. Phase I or phase I/II trials with new drugs in myeloproliferative neoplasms

Author (year)| Study phase | Drug Disease N. of Population Primary endpoint
patients
Verstovsek et | Phase | XL019 MF 30 In need of therapy with Safety; PK; Response
al,, Leuk Res, <209% blasts in BM. Pts.
20131 with pre-existing
peripheral neuropathy
excluded (by animal
toxicity studies)
Mascarenhas | Phase I/II Panobinostat | MF 18 High-or intermediate-risk | DLT; MTD; Adverse events;
et al.,, BJH, patients (Lille score) Response
20132
Pardanani et | Phase I/II CYT387 MF 60 High- or intermediate II- | Safety and tolerability;
al,, Leukemia, risk (IWG) or therapeutic dose; PK;
20133 intermediate-1 with Response
either
hepatosplenomegaly or
unresponsiveness to
therapies
Foran et al,, Phase | AT9283 ALL, AML, 48 (MF=9)| Advanced MF patients DLT; MTD; PK; Response
Clin CML, MF
Lymphoma,
Myeloma
Leuk., 20134
Pardanani et | Phasel TG101348 MF 59 High- or intermediate-risk| Safety and tolerability; DLT;
al, JCO, 20115 patients (IWG) MTD; PK; Response
Barosi et al,, Phase 1-2 Bortezomib MF 20 High- or intermediate-risk| Safety; DLT; MTD; Response

Am ] Hematol,

patients (IWG score)




201090

Verstovsek et | Phase I/II
al, NEJM
20107

Ruxolitinib

MF

153

Patients requiring
therapy, had had a relapse
or had severe side effects
from therapy or disease
that was refractory to
previous therapy. If newly
diagnosed disease:
intermediate or high risk
disease; symptomatic
splenomegaly (10 cm
below the LCM)

Safety; tolerability; DLT; MTD;

Response

Guglielmelli et | Phase I/II
al,, Blood,
20118

Everolimus

MF

39

High or intermediate risk
(Lille score), or low-risk
with splenomegaly >10
cm from LCM

MTD; Response (EUMNET
response criteria)

Legend: IWG = International Working Group; MF = myelofibrosis; PK = pharmacokinetics; DLT = Dose limiting toxicity; MTD =

maximum tolerated dose




Supplemental table 2: Phase II trials with new drugs in myeloproliferative neoplasms

Author (year) Study phase | Drug Disease N. of Patients | Population Primary endpoint
Andersen et al,, Phase 1 Vorinostat PV and ET 63 In need of cytoreductive Response (ELN)
BJH, 2013° therapy or intolerant to

other therapies
Finazzi et al., BJH, | Phase II Givinostat plus | PV 44 Unresponsive to Response (ELN)
201310 hydroxycarbam hydroxycarbamide

ide monotherapy

De Angelo et al,, Phase 1 Panobinostat MF 35 Intermediate II or high Response (IWG-
BJH, 201311 risk disease MRT)
Talpaz et al,, ] Phase I Ruxolitinib MF (with low | 34 Symptoms (MFSAF 1>5 or | Response on
Hematol Oncol, platelets) 2>3); Platelet count 50- splenomegaly by
201312 100 x10°/L; Hb >65 g/L; | imaging (MRI)

PB blast count <5%; DIPSS| Response on

score >1 symptoms (MFSAF)
Verstovsek et al., | Phase Il Ruxolitinib PV 34 Refractory to treatment Response rate (ELN)
Cancer, 201313 with HU or for whom HU

was contraindicated
Mesa et al,, Phase II (2 Bevacizumab MF 13 Symptomatic; Response rate
Haematologica, stage) relapsed/refractory; (complete and
201314 Intermediate- or high-risk | major best response

patients by 6 months)

according IWG-MRT

Quintas-Cardama | Phase Il Pracinostat MF 22 Intermediate 1, Response (IWG-

et al.,, Leuk Res,
201215

intermediate 2 or high-
risk disease or with low
risk and symptomatic

MRT)




splenomegaly
Bejanyan et al.,, Phase I TADA Myelododyspl | 28 (MF=5) Performance status from 0 Response (IWG)
Cancer, 201216 astic/myelopr to 2

oliferative, MF

Apostolidou et al., | Phase II Sunitinib MF 14 If patients required Response (IWG)
Cl Lymphoma therapy, had had a relapse
Myeloma Leuk, or had severe side effects
201017 from therapy or disease

that was refractory to

previous therapy. If newly

diagnosed disease:

intermediate- or high-risk

disease; symptomatic

splenomegaly (10 cm

below the LCM)
Parikh et al., Cl Phase I Obatoclax MF 22 ECOG<=2 PK; Response (IWG)
Lymphoma mesylate
Myeloma Leuk,
201018
Santos et al,, Phase II CEP-701 MF 22 Requiting therapy, Response (IWG)
Blood, 20101 including previously

treated who were

relapsed, intolerant or

refractory
Rambaldi et al.,, Phase II Givinostat PV, ET, MF 29 In need of cytoreductive Response
BJH, 201020 therapy; intolerant or (ELN/EUMNET)

refractory to
hydroxycarbamide




Legend: LCM = left costal margin; PV = polycythemia vrea; ET = essential thrombocythemia; IWG = International Working Group; PK
= pharmacodynamics



Supplemental table 3. Phase III trials with new drugs in myeloproliferative neoplasms

Author Study Disease| Design| N. of patients | Population Primary Endpoint
(year) phase
Harrison, Phase MF Ruxo vs. 219 Palpable spleen 5 cm or more | Reduction of 35% or more in
NEJM, 201221 111 BAT below the costal margin spleen volume from baseline at|
Intermediate2- or high-risk week 48 (MRI or CT).
[PSS; Peripheral blasts less
than 10%; Platelet count of 100
x102/L or more
Verstovsek, Phase MF Ruxo 309 Intermediate2- or high-risk Proportion of patients with a
NEJM, 201222 111 vs.placebo IPSS; Peripheral blasts less reduction of 35% or more in

than 10%; An absolute
peripheral blood CD34+ cell
count of more than 20x 10¢/L;
Platelet count of 100 x10?/L or
more; Palpable spleen 5 cm or
more below the LCM

spleen volume from baseline
to week 24, measured by
means of MRI or CT.

Legend: BAT = best available therapy; LCM = left costal margin;
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