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The Haematology Research Unit is primarily a clinical trials unit conducting both 
pharmaceutically-sponsored and investigator-initiated studies including collaborative  
research, in all fields of haematology. 

The unit is aligned with the Australian Centre for Blood Diseases at Monash University and the Australian 
Leukaemia and Lymphoma Group (ALLG) and conducts studies in malignant and non-malignant diseases of 
the blood. The focus of the research conducted by the Haematology Clinical Trials Unit at Box Hill Hospital has 
changed over the last few years with less emphasis on novel anti-coagulants to a more broad range of interest 
in all haematological diseases encompassing the following disease states; myelofibrosis, multiple myeloma, 
myelodysplasia, idiopathic thrombocytopenia, venous thromboembolism and the leukaemias. Novel treatments for 
malignant haematological diseases such as the many leukaemias and multiple myeloma are being investigated in 
several clinical trials being conducted at Box Hill and Maroondah hospitals ensuring that Eastern Health patients 
have access to these new therapies. 

During the 2012-13 the Box Hill Hospital unit started 12 new clinical trials including seven in the leukaemias,  
two in myelofibrosis, one in multiple myeloma and one in deep vein thrombosis. Three additional trials are in  
the final stages of approval for multiple myeloma, myelodysplastic syndrome and acute myeloid leukaemia.  
The unit has also been approached to conduct more new studies in multiple myeloma, myelodysplasia and 
idiopathic thrombocytopenia. 

A number of applications to the Pharmaceutical Benefits Scheme for the use of novel anticoagulants in the 
prevention and treatment of venous thromboembolism have been approved in the past year. Helping to provide 
patients and doctors with more options for treatment marks a very satisfactory conclusion to the units involvement 
in the testing of these agents. Although presenting many new challenges, the unit is working to achieve 
similar success in the coming years with agents now under investigation for the treatment of haematological 
malignancies like multiple myeloma, myelofibrosis and the leukaemias. Since his retirement in 2012, Professor 
Salem’s drive, humour and enthusiasm continue to be greatly missed but as befits a unit he established, the team 
continue to strive to continue his legacy of conducting high quality, patient-centred research.  
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Andrew Nichola  Clinical Research Associate 
Archie Xu  Research Intern 
Robyn Massaro  Administration Support 
Patricia Callegieri-Medcalf  Administration Support 
Vi Tran   RMIT Pharmaceutical Sciences placement student
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Projects in progress
Projects in progress by the unit during the 
course of the past year have included:

ambisome in aml - a randomised, open-
label, phase II pilot study on the safety of a 
daily, intermittent, or weekly administration 
of 1, 3 or 10mg/kg of amBisome® in 
antifungal primary prophylaxis of high-risk 
patients with acute myeloid leukaemia 
Lead researcher: schwarer a. The primary 
objective of this trial is to assess and 
compare the safety of three regimens 
of liposomal amphotericin B (LAB) 
(AmBisomeÒ) when used as primary 
antifungal prophylaxis during induction and 
consolidation treatment for acute myeloid 
leukaemia by determining the incidence 
of infusion-related reactions, laboratory 
abnormalities, renal toxicity and overall 
adverse events.

amgeN bone marrow study - a 
prospective, phase IV, open-label, 
multicentre study evaluating changes 
in bone marrow morphology in adult 
subjects receiving romiplostim for 
the treatment of thrombocytopenia 
associated with Immune (Idiopathic) 
thrombocytopenia purpura (Itp) 
Lead researchers: salem h, coughlin p. 
The development of collagen fibrosis after 
long-term exposure to romiplostim at 
year 1, 2, and 3 compared to baseline for 
adult subjects with ITP will be estimated. 
Changes in cytokine levels from baseline, 
and any correlation of these changes 
with bone marrow, clinical and laboratory 
findings will be described. 

all (Ino-Vate) - an open-label, 
randomised, phase III study of inotuzumab 
ozogamicin compared to a defined 
investigator’s choice in adult patients 
with replased or refractory cD22-postive 
acute lymphoblastic leukaemia 
Lead researchers: schwarer a, coughlin p. 
To compare the haematological remission, 
defined as complete response in patients 
with relapsed/refractory ALL, randomised 
to receive inotuzumab ozogamicin versus 
patients randomised to receive active 
comparator. Safety and efficacy endpoints, 
as well as overall patient survival will be 
compared between the two arms of the 
study.

comFort (Jak-2)- a randomised, 
double-blind, placebo-controlled study 
of the JaK inhibitor INcB018424 tablets 
administered orally to subjects with 
primary myelofibrosis (pmF), post-
polycythemia Vera- myelofibrosis (ppV-
mF) or post-essential thrombocythemia-
myelofibrosis (pet-mF) 
Lead researchers: coughlin p, salem h.  
To evaluate the efficacy, safety and 
tolerability of INCB018424 given twice 
daily compared to placebo, in subjects 
with primary myelofibrosis (PMF), post-
polycythemia myelofibrosis (PPV-MF) 
or post-essential thrombocythemia-
myelofibrosis (PET-MF).

eNestcmr - an open-label, randomised 
study of Nilotinib vs. standard Imatinib 
(400/600 mg QD) comparing the 
kinetics of complete molecular response 
for cml-cp patients with evidence of 
persistent leukaemia by rQ-pcr 
Lead researchers: schwarer a, coughlin p.  
The primary objective was to compare the 
rate of confirmed best cumulative CMR 
within the first year of study therapy with 
nilotinib or imatinib.

eNest extnd - extending molecular 
responses with Nilotinib in newly 
diagnosed chronic myeloid leukaemia 
(cml) patients in chronic phase 
Lead researchers: schwarer a, coughlin p. 
The primary objective is to evaluate efficacy, 
using molecular response, of nilotinib 300 
mg BID in the treatment of newly diagnosed 
CML-CP patients.
 
eNestop - a phase II, single-arm, open-
label study of nilotinib discontinuation 
after achieving and maintaining mr4.5 
Lead researchers: schwarer a, coughlin p. 
To evaluate the proportion of patients in 
treatment-free remission within 12 months 
following nilotinib cessation. Patients will 
be followed for treatment-free remission 
for up to four years following nilotinib 
cessation to estimate progression free 
survival, treatment-free survival and  
overall survival.

eNDeaVor - a randomised, open-
label, phase III study of carfilzomib 
plus Dexamethasone vs. Bortezomib 
plus Dexamethasone in patients 

with relapsed multiple myeloma 
Lead researchers: schwarer a, coughlin p.  
The primary objectives of this study are 
to compare progression-free survival in 
patients with multiple myeloma relapsed 
after 1-3 prior therapies when treated 
with Carfilzomib/Dexamethasone or 
Bortezomib/Dexamethazone. Overall 
survival, neuropathy, safety and tolerability 
will also be assessed.

epIc - a phase III randomised, open-label 
study of ponatinib versus Imatinib in adult 
patients with newly diagnosed chronic 
myeloid leukemia in chronic phase 
Lead researchers schwarer a, coughlin p.  
People with newly diagnosed chronic 
myeloid leukaemia (CML) are enrolled in 
this study comparing the effectiveness 
of the new treatment ponatinib with the 
standard treatment of imatinib. The study 
will also examine how the genes involved in 
CML affect the overall survival of patients.

gIleaD - a phase III, randomised, 
controlled study evaluating the efficacy and 
safety of gs-1101 (cal-101) in combination 
with ofatumumab for previously treated 
chronic lymphocytic leukaemia 
Lead researchers: schwarer a, coughlin p.  
The primary objective of this study is 
to evaluate the effect of the addition of 
GS-1101 (Idelalisib) to ofatumumab on 
progression-free survival (PFS) in patients 
with previously treated chronic lymphocytic 
leukaemia (CLL). The effects of the addition 
of Idelalisib to ofatumumab on the onset, 
magnitude and duration of tumour control 
and overall survival will be assessed.

INcyte (Jak 1) - an open-label, multiple 
simon, two-stage study of INcB039110 
administered orally to subjects with 
primary myelofibrosis (pmF), post 
polycythemia Vera myelofibrosis (ppV-
mF) or post essential thrombocythemia 
myelofibrosis (pet-mF)
Lead researchers: coughlin p, schwarer a.  
The primary objectives are to evaluate 
the preliminary effectiveness of oral 
INCB039110 for the treatment of patients 
diagnosed with primary or secondary 
myelofibrosis, with respect to reduction of 
symptoms and a reduction of spleen size. 
The safety and tolerability of the study drug 
will also be assessed.
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JaKarta - a phase III, multicentre, 
randomised, double-blind, placebo-
controlled, three-arm study of sar302503 
in patients with intermediate-2 or 
high-risk primary myelofibrosis, post-
polycythemia Vera myelofibrosis, or 
post-essential thrombocythemia 
myelofibrosis with splenomegaly 
Lead researchers: coughlin p, schwarer a.  
To evaluate the efficacy of daily oral doses 
of 400 mg or 500 mg of SAR302503 
(investigational medicinal product, IMP) 
compared to placebo in the reduction of 
spleen volume as determined by magnetic 
resonance imaging (MRI) or computed 
tomography [CT] scan (in patients with 
contraindications for MRI).

leoparD - a phase II study of 
lenalidomide and prednisolone as post-
asct maintenance therapy for patients 
with multiple myeloma incorporating 
residual disease monitoring 
Lead researchers: schwarer a, coughlin p.  
To document changes in the depth of 
disease response in post-autologous stem 
cell transplant (ASCT) multiple myeloma 
patients who receive maintenance 
therapy of Revlimid® and alternate-day 
Prednisolone (RAP). Minimal residual 
disease will be quantified by various 
methods in patients who appear to be in 
complete response as currently measured 
by immunofixation.

persIst-1 – a randomised, controlled, 
phase III study of oral pacritinib versus 
best available therapy in patients with 
primary myelofibrosis post-polycythemia 
Vera myelofibrosis, or post-essential 
thrombocythemia myelofibrosis 
Lead researchers: coughlin p, schwarer a.  
The principal study hypothesis is that 
treatment with pacritinib results in a greater 
proportion of patients achieving a greater 
than 35% reduction in spleen volume from 
baseline to week 24, than patients treated 
with Best Available Treatment (BAT).

resoNate - a randomised, multicentre, 
open-label, phase III study of the 
Bruton’s tyrosine Kinase Inhibitor pcI-
32765 versus chlorambucil in patients 
65 years or older with treatment naive 

chronic lymphocytic leukaemia (cll) 
or small lymphocytic lymphoma (sll) 
Lead researchers: coughlin p, schwarer a.  
The primary objective is to evaluate the 
efficacy of PCI-32765 compared with 
chlorambucil based on the Independent 
Review Committee (IRC) assessment of 
progression-free survival in patients 65 
years of age or older with treatment naive 
CLL or SLL. The safety and tolerability 
of PCI-32765 will also be compared with 
chlorambucil.

resoNatextnd - an open-label extension 
study in patients 65 years or older with 
chronic lymphocytic leukemia (cll) 
or small lymphocytic lymphoma (sll) 
who participated in study pcyc-1115-
ca (pcI-32765 versus chlorambucil) 
Lead researchers: coughlin p, schwarer a. 
This is a companion extension study for 
patients participating in RESONATE. The 
aim of this study is to provide long-term 
follow-up and/or second-line therapy for 
patients who experience confirmed disease 
progression at the time of closure of the 
RESONATE study.

tWIster DVt - two weeks of 
low molecular weight heparin 
for Distal Vein thrombosis 
Lead researchers: coughlin p, schwarer a.  
In an effort to better inform the current 
debate around the best treatment of 
isolated distal Deep Vein Thrombosis, this 
project will determine if a limited two-
week duration of anticoagulation for the 
treatment of isolated distal vein thrombosis 
leads to complete resolution of symptoms, 
and a low rate of clinically significant 
recurrent venous thromboembolism (VTE) 
during three months of follow-up.

VaNtage 088 (extension phase) - an 
international, multicentre, randomised, 
double-blind study of Vorinostat (mK 0683) 
or placebo in combination with Bortezomib 
in patients with multiple myeloma 
Lead researchers: coughlin p, schwarer a. 
This project continues the long-term follow 
up of patients who responded to treatment 
in the Vantage 088 study. Ongoing 
treatment, response and survival of these 
patients is monitored.

Zoster - observer-blind study 
to evaluate efficacy, safety and 
immunogenicity of gsK Biologicals’ 
herpes Zoster vaccine gsK1437173a 
Lead researchers: schwarer a, coughlin p. 
Herpes zoster infection is common after a 
bone marrow transplant or blood stem cell 
transplant. The purpose of this research 
study is to test how well an investigational 
vaccine called GSK1437173A against herpes 
zoster virus works to protect against 
shingles in people after they have received 
an autologous stem cell transplant. 

Projects completed
Projects undertaken by the department and 
successfully completed during the course 
of the past year have included:

Bomer - an australian multicentre, phase 
II study of bortezomib and dexamethasone 
as treatment and maintenance for 
multiple myeloma who have relapsed 
after autologous bone marrow 
transplant or following re-induction with 
thalidomide and/or dexamethasone 
Lead researchers: schwarer a, coughlin p.  
To determine the efficacy of the 
combination of bortezomib (Velcade) 
and dexamethasone for the treatment 
of relapsed multiple myeloma. Eight 
patients were recruited at Box Hill Hospital 
contributing to the study outcome that 
combining bortezomib and dexamethasone 
from Cycle 1 in relapsed multiple myeloma 
significantly improves response to 
treatment without higher toxicity and 
should now be regarded as a standard  
of care.

claVela - a randomised, phase III 
study of elacytarabine vs Investigator’s 
choice in patients with late stage 
acute myeloid leukaemia 
Lead researchers: schwarer a, coughlin p.  
The objective was to compare the efficacy, 
measured as overall survival (OS), of 
elacytarabine and investigator’s choice 
in patients with late stage AML. The final 
results of this study have recently been 
published, demonstrating that elacytarabine 
exhibited no significant benefit to patients 
when compared to the investigators choice 
of treatment.
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hoKUsaI - a phase III, randomised, 
double-blind, double-dummy, parallel-
group, multicentre, multi-national study 
for the evaluation of efficacy and safety 
of (lmW) heparin/edoxaban versus 
(lmW) heparin/warfarin in subjects 
with symptomatic deep vein thrombosis 
and/or pulmonary embolism 
Lead researchers: coughlin p, salem h. 
This study evaluated whether initial (Low 
Molecular Weight) heparin followed by 
edoxaban only is non-inferior to initial 
(LMW) heparin overlapping with warfarin, 
followed by warfarin only in the treatment 
of subjects with acute symptomatic VTE for 
the prevention of symptomatic recurrent 
VTE during the 12-month study period. A 
total of 46 patients enrolled in the study at 
Box Hill Hospital. The study drug was well 
tolerated by all study participants. We await 
final analysis of the study data.

siltuximab (cNto 328) - a phase II, 
randomised, double-blind, placebo-
controlled, multicentre study 
comparing siltuximab plus best 
supportive care to placebo plus best 
supportive care in anaemic subjects 
with international prognostic scoring 
system low- or Intermediate-1-
risk myelodysplastic syndrome 
Lead researchers: schwarer a, coughlin p.  
The primary objective was to assess the 
clinical efficacy of siltuximab, demonstrated 
by a reduction in RBC transfusions to treat 
the anaemia of MDS. The final outcome 
of this study indicated that the treatment 
was ineffective and the study was close 
prematurely due to futility.

VaNtage 088 (extension phase) - an 
international, multicentre, randomised, 
double-blind study of Vorinostat (mK 0683) 
or placebo in combination with Bortezomib 
in patients with multiple myeloma. 
Lead researchers: coughlin p, schwarer a. 
The purpose of this study was to determine 
whether a new drug Vorinostat is safe and 
effective in patients with multiple myeloma 
when it is added to treatment with an 
existing treatment bortezomib. Vorinostat is 
already approved in the USA for treatment 
of T-cell Non-Hodgkin lymphoma but 
in this indication conferred no greater 
treatment advantage than treatment 
with bortezomib alone. Participants who 

responded to therapy (bortezomib or 
vorinostat combined with bortezomib) were 
provided with the opportunity to continue 
receiving that treatment and are now 
monitored in an extension study.

Publications for period  
1 July 2012 – 30 June 2013 
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Immunol. 2012; 11:15-21.

Ong CW, Malipatil V, Lavercombe M,  
Teo KG, coughlin pB, Leach D, Spanger 
MC, thien F. Implementation of a clinical 
prediction tool for pulmonary embolism 
diagnosis in a tertiary teaching hospital 
reduces the number of computed 
tomography pulmonary angiograms 
performed. Intern Med J. 2013; 43(2):169-74. 

Ross DM, Branford S, Seymour JF,  
schwarer ap, Arthur C, Yeung DT, Dang 
P, Goyne JM, Slader C, Filshie RJ, Mills AK, 
Melo JV, White DL, Grigg AP, Hughes TP. 
Safety and efficacy of imatinib cessation 
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