
Contents 
LƴǾƛǘŜŘ {ǇŜŀƪŜǊǎ .................................................................................................................... н 

hǊŀǝƻƴ tǊŜǎŜƴǘŀǝƻƴǎ ................................................................................................................ 3 

hǇŜƴƛƴƎ {ȅƳǇƻǎƛǳƳǎ ................................................................................................................. 5 

/ƻƳōƛƴŜŘ {ȅƳǇƻǎƛǳƳǎ .............................................................................................................. 8 

/ƭƻǎƛƴƎ {ȅƳǇƻǎƛǳƳǎ ................................................................................................................. 12 

I{!b½ LƴǾƛǘŜŘ {ǇŜŀƪŜǊǎ ........................................................................................................... 13 

!b½{.¢ LƴǾƛǘŜŘ {ǇŜŀƪŜǊǎ ......................................................................................................... 23 

¢I!b½ LƴǾƛǘŜŘ {ǇŜŀƪŜǊǎ ........................................................................................................... 33 

bǳǊǎƛƴƎ LƴǾƛǘŜŘ {ǇŜŀƪŜǊǎ ......................................................................................................... 38 

.a¢{!! {ȅƳǇƻǎƛǳƳ ................................................................................................................ 49 

I{!b½ hǊŀƭ tǊŜǎŜƴǘŀǝƻƴǎ ................................................................................................... рм 

!b½{.¢ hǊŀƭ tǊŜǎŜƴǘŀǝƻƴǎ ................................................................................................ моп 

¢I!b½ hǊŀƭ tǊŜǎŜƴǘŀǝƻƴǎ ................................................................................................. мрр 

b¦w{LbD hǊŀƭ tǊŜǎŜƴǘŀǝƻƴǎ ............................................................................................. муо 

.a¢{!! hǊŀƭ tǊŜǎŜƴǘŀǝƻƴǎ .............................................................................................. мфр 

I{!b½ tƻǎǘŜǊ tǊŜǎŜƴǘŀǝƻƴǎ .............................................................................................. нлл 

!ŎǳǘŜ [Ŝǳƪ όItллм ς Itлрнύ.................................................................................................. 201 

.a¢ όItлро ς Itлсрύ ............................................................................................................ 262 

/[[ όItлсс ς Itлтоύ .............................................................................................................. 276 

/a[ όItлтп ς Itлтуύ ............................................................................................................. 289 

[ȅƳǇƘƻƳŀ όItлтф ς Itммрύ ................................................................................................. 295 

a5{ όItммс ς Itммуύ ............................................................................................................ 336 

at5 όItмнл ς Itмннύ ............................................................................................................ 339 

aȅŜƭƻƳŀ όItмно ς Itмрмύ .................................................................................................... 343 

bƻƴπƳŀƭƛƎ όItмрн ς Itмтсύ ................................................................................................... 379 

{ǳǇǇƻǊǝǾŜ /ŀǊŜ όItмтт ς Itмусύ ......................................................................................... 407 

!b½{.¢ tƻǎǘŜǊ tǊŜǎŜƴǘŀǝƻƴǎ ό!tллм ς !tлунύ .................................................................. пмф 

¢I!b½ tƻǎǘŜǊ tǊŜǎŜƴǘŀǝƻƴǎ ό¢tллм ς ¢tлплύ .................................................................... пфф 

bǳǊǎƛƴƎ tƻǎǘŜǊ tǊŜǎŜƴǘŀǝƻƴǎ όbtллм ς btллфύ .................................................................. рпн 

 



 

 

 

 

LƴǾƛǘŜŘ {ǇŜŀƪŜǊǎ 



hǊŀǝƻƴ tǊŜǎŜƴǘŀǝƻƴǎ 

.ŀǊǊȅ CƛǊƪƛƴ hǊŀǝƻƴΥ aƻǊōǳǎ ƳŀŎǳƭƻǎǳǎ ƘŀŜƳƻǊǊƘŀƎƛŎǳǎ ς ǿƘŜǊŜ ŀǊŜ 
ǿŜ ƴƻǿΚ 

.ƛǊŘ w 
 
Barry Firkinôs book, ñthe platelet and iats disordersò, published in 1984 and was intended as a 
guide to role of, and disease states, relating to platelets. Immune thrombocytopenia (ITP) is just 
one of many platelet disorders, but it is the most common, aside from drug induced platelet 
dysfunction. 
 
Unlike many haematological disorders, we have had access to reasonably effective treatment 
for ITP for over 100 years, albeit, relying on the skills of our surgical colleagues. Steroids have 
been used for 70 years and remain the generally used initial treatment, despite failing to prevent 
progression to chronic ITP (cITP) in more than 50% of adults with newly diagnosed ITP (nITP).  
 
There have been considerable advances in the treatment of cITP, particularly over the past 20 
years, and it has been my privilege to have been onboard for the journey. There are now very 
few patients with ñrelapsed/refractory ITPò who cannot be managed with currently available 
treatments, used in combination, if necessary. As a consequence of better availability to better 
treatments, recruitment to cITP trials in resource rich countries has become difficult. A much 
needed refocus on improving outcomes in nITP has recently occurred.  
 
Patient reported outcomes, leading to attention to a broader range of challenges faced by ITP 
patients, are now part of ITP management. Guidelines and advocacy have contributed to a 
better standard of care. I think Barry would have been happy with the progress made in the 40th 
anniversary year of his book.  
  



wǳǘƘ {ŀƴƎŜǊ hǊŀǝƻƴΥ IƛǎǘƻǊȅ ǊŜŘǳȄΥ IǳƳŀƴƛǘȅΣ ƘŀǊƳ ŀƴŘ ƘŜŀƭƛƴƎ 

{ǘǊŜŜǘ ! 
 
Understanding history is important to humankind in learning from the past, valuing the present 
and guiding the future. Blood Transfusion in Australia and New Zealand has a rich history based 
on principles of the Red Cross Society and Blood Transfusion Services which embody humanity 
 
ANZSBT was founded as ASBT in 1964 and in celebration of our sixtieth anniversary this year, a 
group of Life Members, at Councilôs request, has collated and reviewed our societyôs journey. 
This oration is based on global and local events that have shaped our history 
 
Throughout this period there has been increased recognition and understanding of the 
inadvertent harms of transfusion (and non-transfusion) In response there have been many 
changes to procedures for donor collection, product preparation, recipient selection and 
transfusion practice oversight.  Patient Blood Management and Haemovigilance programs are 
now widely employed in NZ and in Australia.  
 
Harms of transfusion transmitted infection (TTI) with HBV, HIV and HCV were present until the 
early 1990ôs. The UK experience from this era has recently been reported by the Infected Blood 
Inquiry. Recommendations from that report have important, contemporary relevance for 
patients, clinicians, institutions and governments in Australia and New Zealand. The 
acknowledgement of inadvertent harm and action to further reduce occurrence and recurrence 
of adverse events will promote healing from this dark chapter.  
  



hǇŜƴƛƴƎ {ȅƳǇƻǎƛǳƳǎ 

/Ŝƭƭ ŀƴŘ ƛƳƳǳƴƻǘƘŜǊŀǇƛŜǎΤ ǇŀǊŀŘƛƎƳ ǎƘƛƊƛƴƎ ŀƴŘ ŎǳǊŀǝǾŜ ǇƻǘŜƴǝŀƭ 

WŀŎƻōǎƻƴ / 

This talk with explore the data related to chimeric antigen receptor (CAR) T-cell therapy and 
bispecific antibody therapy in B-cell non-Hodgkin lymphoma, with a particular focus on large B-
cell lymphoma (LBCL).  It will review the transformative value of these therapies for patients 
who previously would not have had effective treatment options, opportunities in earlier lines to 
limit disease relapse, issues related to treatment sequencing, and finally persistent unmet needs 
and how they can be addressed. 

  



{ǳǊǾƛǾƻǊǎƘƛǇ 

YŜƴȅƻƴ a 
 
In an era of rapidly evolving therapies, the prospect of cure and all its promises; remains a 
moving target for many. However survivorship, not merely living past an arbitrary milestone, but 
an expectation of the return to physical (and mental) well-being and continuation of the pursuit 
of a meaningful life, can be difficult for many.  
 
This lecture will provide an overview of survivorship and present some of the challenges of 
delivering survivorship care and survivorship care planning in the HCT setting.  
  



IŀŜƳƻǇƘƛƭƛŀ ƎŜƴŜ ǘƘŜǊŀǇȅ ŀƴŘ ƎŜƴŜ ŜŘƛǝƴƎ 

¸ƻǳƴƎ D 

The era of gene therapy in haemophilia is upon us with the approval in various regions of up to 
three different gene therapy products, and commercial use has begun. Nevertheless, the 
current iteration of gene therapy have many limitations. Several novel approaches including 
gene editing and non-viral gene transfer are entering clinical trials. This lecture will provide a 
brief overview of the currently available products, discuss their limitations, and explore novel 
approaches aimed at overcoming those limitations. 

 

 
  



/ƻƳōƛƴŜŘ {ȅƳǇƻǎƛǳƳǎ 

IŀŜƳŀǘƻƭƻƎƛŎ ƳŀƭƛƎƴŀƴŎƛŜǎ ƛƴ ǇǊŜƎƴŀƴŎȅ 

 
Haematological malignancies (HM) affect 12.5 per 100,000 pregnancies, with an increasing 
frequency of diagnosis over the last two decades. Life-threatening HM in pregnancy, such as 
acute leukaemia and high-grade lymphoma, pose a unique therapeutic challenge, whereby 
clinicians must consider both maternal and fetal wellbeing, aiming to deliver optimal curative 
therapy for the patient and a successful pregnancy outcome. A multidisciplinary approach to 
management is paramount, and clinical practice guidelines are lacking. A summary of the 
recommendations for diagnosis and staging, imaging safety in pregnancy, therapy in pregnancy 
incorporating a multidisciplinary approach, supportive care, oncofertility and pregnancy and birth 
management will be presented. 
  



hǾŜǊŎƻƳƛƴƎ ǘǊŀƴǎŦǳǎƛƻƴ ŎƘŀƭƭŜƴƎŜǎ ŦƻǊ ǇŀǝŜƴǘǎ ǿƛǘƘ ǎƛŎƪƭŜ ŎŜƭƭ ŘƛǎŜŀǎŜ 

aŜǎǎƛƎ L 
 

In recent years Australia has seen a growing number of patients with sickle cell disease 
requiring transfusion support.  This group of patients have increased exposure to antigens they 
lack due to their transfusion burden with up to 50% of patients being alloimmunised and 
developing red cell antibodies over their lifetime1.  To avoid alloimmunisation in this population, 
provision of phenotype matched blood is usually requested.  This can be limited to ABO, Rh and 
K or extended to include Fya, Fyb, Jka, Jkb, S and s and is based on local policy and/or 
availability.  With the increase in requests for phenotype matched blood, provision can be 
challenging due to availability.  In addition to this, there is increased incidence of RHD and 
RHCE variants - as well as negativity for high frequency antigens in other systems - in this 
population2,3.  Should patients make antibodies to high frequency antigens, this dramatically 
reduces the likelihood of having compatible blood available for transfusion support. 

I aim to discuss the increase in phenotype order requests received by the Australian Red Cross 
Lifeblood (Lifeblood) from 2016 up to and including numbers to date for 2024 and the steps 
being taken by Lifeblood to increase our phenotyped inventory as well as our rare donor pool. 

1. Red blood cell alloimmunization and sickle cell disease: a narrative review on antibody 
induction; Jeanne E. Hendrickson; Annals of Blood 2020;5:33 

2. RH genotypes and red cell alloimmunization rates in chronically transfused patients with 
sickle cell disease: A multisite study in the USA; Narek Israelyan et al; Transfusion. 
2024;64:526ï535. 

3. Transfusion Support of Minority Patients: Extended Antigen Donor Typing and 
Recruitment of Minority Blood Donors; Jenna Khan; Meghan Delaney; Transfusion Med 
Hemotherapy (2018) 45 (4): 271ï276. 

  



{ƛŎƪƭŜ ŎŜƭƭ ŘƛǎŜŀǎŜ ŎŀǊŜ ŦƻǊ ŀŘǳƭǘǎ 

¸ǳŜ a 
 

Sickle cell disease (SCD) is a hereditary haemoglobin disorder which alters red cell shape, 
leading to vaso-occlusive events and haemolysis.  

SCD adults have reduced life expectancy compared to the general population. Challenges in 
adult SCD care include engaging with the adolescent/young adult group transitioning from 
paediatric to adult services, optimal pregnancy management, acute and chronic pain, and 
progressive end organ damage. 

The SCD working group is a network of Australian clinicians involved in the care of SCD 
patients. The group has been developing national guidelines for the management of various 
aspects of SCD care in the Australian context. 

  



bŜȄǘ ƎŜƴŜǊŀǝƻƴ D±I5 ǇǊŜǾŜƴǝƻƴ 

½ŜƛǎŜǊ w 
 

Acute graft-versus-host disease (aGVHD) is a major cause of morbidity and mortality in patients 
undergoing allogeneic hematopoietic cell transplantation (allo-HCT). Classical standard 
prophylaxis for aGVHD included a calcineurin inhibitor plus an antimetabolite. In the past 
decade, this basic structure has been reshaped by approval of antithymocyte globulin products, 
the rise of posttransplant cyclophosphamide, and recent clinical trials studying abatacept and 
vedolizumab for GVHD prophylaxis. Vedolizumab is a gut-selective anti-Ŭ4ɓ7 integrin 
monoclonal antibody that reduces gut inflammation by inhibiting migration of GI-homing T 
lymphocytes. The efficacy and safety of vedolizumab added to standard GVHD prophylaxis 
(calcineurin inhibitor plus methotrexate/mycophenolate mofetil) was evaluated for prevention of 
lower-GI aGVHD after unrelated donor allo-HSCT in a randomized, double-blind, placebo-
controlled phase 3 trial. The primary end point of the study was met; Kaplan-Meier (95% 
confidence interval) estimated rates of lower-GI aGVHD-free survival by day +180 after allo-
HSCT were 85.5% with vedolizumab versus 70.9% with placebo. In my talk I will review recent 
developments in aGVHD prevention outlining what future goals should be.  

  



/ƭƻǎƛƴƎ {ȅƳǇƻǎƛǳƳǎ 

9ƴƎƛƴŜŜǊƛƴƎ ǊŜŘ ŎŜƭƭǎ 

DǊƛŶǘƘǎ w 
 
 
Red blood cells (RBCs) are used therapeutically in the treatment of clinically significant 
anaemia. For patients with rare blood groups or who are multi-transfused, it can be challenging 
or impossible to provide matched blood components.  
 
Fully functional cultured RBCs (cRBCs) can be grown in the laboratory from haematopoietic 
stem cells (HSCs) isolated from adult peripheral blood, cord blood or bone marrow.  
There are numerous advantages of cRBCs over donated RBCs including greater transfusion 
efficacy due to increased lifespan in comparison to donor RBCs, reduced immunisation risk for 
those who have rare blood group antigens or are multi-transfused and constant availability due 
to stem cell banks.  
 
However, primary HSCs have a finite proliferative capability and are technically challenging to 
genetically manipulate. Alternative stem cell sources for RBC production which are both 
sustainable and genetically malleable such as induced pluripotent stem cells and immortalised 
erythroid cell lines have been developed and continue to be explored but have failed to 
recapitulate erythropoiesis as well as primary derived HSC stem cells sources.  



I{!b½ LƴǾƛǘŜŘ {ǇŜŀƪŜǊǎ 

²Ƙŀǘ ǘƻ ǘŀǊƎŜǘ ƛƴ ƳȅŜƭƻŘȅǎǇƭŀǎƛŀ π ǎƘƻǘƎǳƴ ƻǊ ōǳƭƭǎ ŜȅŜΚ 

9ƴƧŜǝ ! 
 

Myelodysplasia is a heterogenous clonal bone marrow disorder. It characterised by a mutation 
and microenvironment profile which is different to acute myeloid leukaemia. This session will 
provide an overview of targets, both mutation and non-mutational that can direct therapeutic 
advances for MDS. 

  



aŀǎǘŜǊŎƭŀǎǎΥ ¢ƘŜ ǘǊŜŀǘƳŜƴǘ ƻŦ ƳƻƴƻŎƭƻƴŀƭ ƎŀƳƳƻǇŀǘƘƛŜǎ ƛƴ {Ǉŀƛƴ 
ǳƴŘŜǊ ŀ ǳƴƛǾŜǊǎŀƭ ƘŜŀƭǘƘŎŀǊŜ ǎȅǎǘŜƳΥ !ŘǾŀƴǘŀƎŜǎ ŀƴŘ ƭƛƳƛǘŀǝƻƴǎ 

CŜǊƴłƴŘŜȊ ŘŜ [ŀǊǊŜŀ / 
 
 
Spain ranked among the longest life expectancy in the world. The country offers (almost) 
universal healthcare throughout the whole country in a decentralized model. This healthcare 
system is mostly paid for by taxpayers through social security system. Treatments approved by 
the European Medicines Agency (EMA) for multiple myeloma and other hematological 
malignancies are not immediately available in Spain. The reimbursement price has to be agreed 
between the pharmaceutical companies and the government. Even then, local decisions in each 
region can limit further the access. Academic strategies are trying to bring expensive therapies, 
such as CAR-T cells, to a wider population. Moreover, the inclusion of patients in clinical trials is 
extremely high in multiple myeloma, allowing the treatment with the newest alternatives many 
years before a reimbursement is available. However this limitation, a comprenhensive algorithm 
for the treatment of multiple myeloma, AL amyloidosis and macroglobulinemia, among other 
malignant monoclonal gammopathies, has been developed with real-life clinical impact. These 
protocols can be compared to those existing in other countries, such as Australia.  
 
  



/!wπ¢ ŎŜƭƭǎ ƛƴ ƳǳƭǝǇƭŜ ƳȅŜƭƻƳŀ 

CŜǊƴłƴŘŜȊ ŘŜ [ŀǊǊŜŀ / 
 
Despite recent therapeutic advances, the prognosis of patients with relapsed/refractory multiple 
myeloma (MM) remains poor. Thus, new strategies to improve outcomes are imperative. Chimeric 
antigen receptor (CAR) T-cell therapy has changed the treatment landscape of B-cell 
malignancies, providing a potentially curative option for patients who are refractory to standard 
treatment. Long-term remissions achieved in patients in advanced phases encouraged its further 
development in MM. B-cell maturation antigen (BCMA)-targeted CAR T-cells have established 
outstanding results in heavily pre-treated patients. However, several other antigens such as 
GPRC5D are currently under advanced investigation with promising results. Ide-cel and cilta-cel 
are approved in several countries; however, the worldwide access is limited, being one of several 
challenges of CAR T-cell therapy in the future. Academic strategies in some regions are trying to 
bring these therapies to a wider population. Unfortunately, relapses after CAR T-cell infusion is 
reported in the majority of patients. Understanding the underlying mechanisms of resistance with 
clinical and pre-clinical data is essential to promote prevention strategies and to enhance CAR T-
cell efficacy.  
 
  



DƭƻŬǘŀƳŀō Ǉƭǳǎ ƎŜƳŎƛǘŀōƛƴŜ ŀƴŘ ƻȄŀƭƛǇƭŀǝƴ όDƭƻŬǘπDŜƳhȄύ ŦƻǊ 
ǊŜƭŀǇǎŜŘκǊŜŦǊŀŎǘƻǊȅ όwκwύ ŘƛũǳǎŜ ƭŀǊƎŜ .πŎŜƭƭ ƭȅƳǇƘƻƳŀ ό5[./[ύΥ ǊŜǎǳƭǘǎ 
ƻŦ ŀ Ǝƭƻōŀƭ ǊŀƴŘƻƳƛȊŜŘ ǇƘŀǎŜ LLL ǘǊƛŀƭ ό{¢!wD[hΣ b/¢лпплусоуύ 

DǊŜƎƻǊȅ DмΣ Yǳ aнΣ IŜǊǘȊōŜǊƎ aоΣ CƻȄ /пΣ IŜǊōŀǳȄ /Σ ŘŜ ƭŀ /ǊǳȊπ±ƛŎŜƴǘŜ CсΣ IǳŀƴƎ IтΣ ¸ƻƻƴ 5уΣ YƛƳ ²фΣ 
½ƘŀƴƎ IмлΣ ½ŀǳŎƘŀ WммΣ !ōŘǳƭƘŀǉ IмнΣ ¢ƻǿƴǎŜƴŘ ²моΣ {ƛƳƪƻ {мпΣ hǊŜƭƭŀƴŀπbƻƛŀ ±мпΣ ¢ŀ wмпΣ ·ƛŜ ¸мрΣ 
YŀƭƭŜƳŜƛƧƴ aмсΣ [ǳƴŘōŜǊƎ [мсΣ !ōǊŀƳǎƻƴ Wмт 
мaƻƴŀǎƘ ¦ƴƛǾŜǊǎƛǘȅΣ /ƭŀȅǘƻƴΣ !ǳǎǘǊŀƭƛŀΣ н{ǘ ±ƛƴŎŜƴǘΩǎ IƻǎǇƛǘŀƭΣ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ aŜƭōƻǳǊƴŜΣ aŜƭōƻǳǊƴŜΣ !ǳǎǘǊŀƭƛŀΣ 
оtǊƛƴŎŜ ƻŦ ²ŀƭŜǎ IƻǎǇƛǘŀƭ ŀƴŘ ¦b{²Σ {ȅŘƴŜȅΣ !ǳǎǘǊŀƭƛŀΣ п{ŎƘƻƻƭ ƻŦ aŜŘƛŎƛƴŜΣ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ bƻǩƴƎƘŀƳΣ bƻǩƴƎƘŀƳΣ 
¦YΣ р¦ƴƛǾŜǊǎƛǘȅ IƻǎǇƛǘŀƭ ƻŦ aƻƴǘǇŜƭƭƛŜǊΣ aƻƴǘǇŜƭƭƛŜǊΣ CǊŀƴŎŜΣ с±ƛǊƎŜƴ ŘŜƭ wƻŎƝƻΣ ¦ƴƛǾŜǊǎƛǘȅ IƻǎǇƛǘŀƭ LƴǎǝǘǳǘŜ ƻŦ 
.ƛƻƳŜŘƛŎƛƴŜ ƻŦ {ŜǾƛƭƭŜΣ /{L/Σ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ {ŜǾƛƭƭŜΣ {ŜǾƛƭƭŀΣ {ǇŀƛƴΣ т{ǳƴ ¸ŀǘπǎŜƴ ¦ƴƛǾŜǊǎƛǘȅ /ŀƴŎŜǊ /ŜƴǘŜǊΣ DǳŀƴƎȊƘƻǳΣ 
/ƘƛƴŀΣ у!ǎŀƴ aŜŘƛŎŀƭ /ŜƴǘŜǊΣ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ ¦ƭǎŀƴ /ƻƭƭŜƎŜ ƻŦ aŜŘƛŎƛƴŜΣ {ŜƻǳƭΣ wŜǇǳōƭƛŎ ƻŦ YƻǊŜŀΣ ф{ŀƳǎǳƴƎ aŜŘƛŎŀƭ 
/ŜƴǘŜǊΣ {ǳƴƎƪȅǳƴƪǿŀƴ ¦ƴƛǾŜǊǎƛǘȅ {ŎƘƻƻƭ ƻŦ aŜŘƛŎƛƴŜΣ {ŜƻǳƭΣ wŜǇǳōƭƛŎ ƻŦ YƻǊŜŀΣ мл¢ƛŀƴƧƛƴ aŜŘƛŎŀƭ ¦ƴƛǾŜǊǎƛǘȅ /ŀƴŎŜǊ 
LƴǎǝǘǳǘŜΣ ¢ƛŀƴƧƛƴΣ /ƘƛƴŀΣ ммaŜŘƛŎŀƭ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ DŘŀƴǎƪΣ DŘŀƴǎƪΣ tƻƭŀƴŘΣ мн¦ƴƛǾŜǊǎƛǘȅ ƻŦ /ŀƭƛŦƻǊƴƛŀ {ŀƴ CǊŀƴŎƛǎŎƻΣ 
CǊŜǎƴƻ /ŀƳǇǳǎΣ ¦{!Σ мо¦ƴƛǾŜǊǎƛǘȅ /ƻƭƭŜƎŜ [ƻƴŘƻƴ IƻǎǇƛǘŀƭǎΣ [ƻƴŘƻƴΣ ¦YΣ мпDŜƴŜƴǘŜŎƘΣ LƴŎΦΣ {ƻǳǘƘ {ŀƴ CǊŀƴŎƛǎŎƻΣ 
¦{!Σ мрIƻũƳŀƴƴπ[ŀ wƻŎƘŜ [ǘŘΣ aƛǎǎƛǎǎŀǳƎŀΣ /ŀƴŀŘŀΣ мсCΦ IƻũƳŀƴƴπ[ŀ wƻŎƘŜ [ǘŘΣ .ŀǎŜƭΣ {ǿƛǘȊŜǊƭŀƴŘΣ 
мтaŀǎǎŀŎƘǳǎŜǧǎ DŜƴŜǊŀƭ IƻǎǇƛǘŀƭ /ŀƴŎŜǊ /ŜƴǘŜǊ Σ .ƻǎǘƻƴΣ ¦{! 

Aim: We present efficacy and safety results of Glofit-GemOx versus R-GemOx in R/R DLBCL 
patients from STARGLO. 

Method: ASCT-ineligible patients were randomized 2:1 to receive either Glofit-GemOx (8 cycles, 
plus 4 cycles glofitamab monotherapy) or R-GemOx (8 cycles). Following obinutuzumab 
pretreatment, glofitamab was administered during C1 as weekly step-up doses (2.5/10mg), then 
30mg every 21 days from C2D1.  

Results: 274 patients were enrolled (Glofit-GemOx, n=183; R-GemOx, n=91), including 172 (62.8%) 
after only 1 prior therapy. 153 (55.8%) had primary refractory disease, and 166 (60.6%) were 
refractory to last therapy. 

At primary analysis (Mar 2023), significant OS benefit was observed for Glofit-GemOx versus R-
GemOx (HR 0.59, 95% CI: 0.40ï0.89; p=0.011). Significant benefit of Glofit-GemOx was observed in 
IRC-assessed PFS (HR 0.37, 95% CI: 0.25ï0.55; p<0.0001) and CR rate (p<0.0001). 

A follow-up analysis was conducted once all pts had completed therapy (cut-off date Feb 16,  2024; 
median follow-up of 20.7 months) and showed Glofit-GemOx continued to demonstrate superior 
mOS (25.5 vs 12.9 months; HR 0.62, 95% CI: 0.43ï0.88), mPFS (13.8 vs 3.6 months; HR 0.40, 95% 
CI: 0.28ï0.57), and CR rate (58.5 vs 25.3%) versus R-GemOx, respectively. 

Although AE rates were higher with Glofit-GemOx versus R-GemOx, including Grade (Gr) 3ï4 AEs 
(69.4 vs 36.4%), Gr 5 AEs (8.3 vs 4.5), and serious AEs (54.4 vs 17.0%; primarily CRS), AE rates 
were similar between arms when adjusting for exposure differences. In patients exposed to 
glofitamab, CRS was the most frequently reported AE (Gr 1: 31.4%, Gr 2: 10.5%, and Gr 3: 2.3%), 
and ICANS were reported in four patients (2.3%) and were concurrent with CRS. 

Conclusion:  
Glofit-GemOx demonstrated statistically significant and clinically meaningful benefit in OS, PFS, and 
CR rate over R-GemOx in patients with ASCT-ineligible R/R DLBCL, and was well tolerated. 
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This talk will use real world cases to explore issues related to chimeric antigen receptor (CAR) 
T-cell therapy patient selection, toxicity recognition and mitigation, and patterns of response and 
resistance in B-cell non-Hodgkin lymphoma. 
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This talk will compare and contrast the results of clinical trials and real-world series of anti-CD19 
chimeric antigen receptor (CAR) T-cells and CD20 bispecifics in diffuse large B-cell lymphoma 
(DLBCL) and follicular lymphoma (FL) and draw conclusions about how to best position each 
therapy in the treatment paradigm for these diseases. 
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Increasing use of artificial intelligence (AI) and machine learning (ML) is advancing the 
diagnostic haematology field resulting in potentially improved assessment of blood/bone marrow 
morphology, providing more objective results, improved TAT, better screening of and diagnoses 
of various haematologic diseases & enhanced monitoring of novel therapies like CAR-T cell 
therapy. 
 
Furthermore, it is leading to better education & training of laboratory staff as well as better 
access to quality results particularly in remote, smaller laboratories. 
 
Obviously, this progress is dependent upon concurrent IT developments & has implications for 
resource allocations. 
 
Inevitably the role of AI & ML will increase in future diagnostic haematology. All these aspects 
will be presented & discussed in this session. 
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Acute myeloid leukaemia is an aggressive blood disorder and is primarily a disease of older 
persons. The mainstay of treatment is urgent intensive chemotherapy (IC) for sufficiently fit 
patients. Unfortunately, most older patients are ineligible for intensive therapy due to 
comorbidities, poor performance status and an increased risk of treatment-related morbidity and 
mortality. Older patients with AML thus have dismal survival rates. Whilst adverse disease 
attributes occur more frequently in AML of older patients, increasing frailty is also prevalent and 
independently associated with poor outcomes in the setting of IC. Since 2020, lower intensity 
regimens incorporating targeted pro-apoptosis agent, venetoclax, combined with either 
hypomethylating agent (HMA), azacitidine (aza) or low dose cytarabine have demonstrated 
overall survival improvements and tolerability in patients unfit for IC in Phase 3 clinical trials, re-
defining standard of care in óIC unfitô patients. The availability of an effective lower intensity, but 
ultimately non-curative treatment heightens the imperative to select patients inappropriate for 
highly toxic but potentially curative IC. 

Frailty is an important component of assessment for fitness for chemotherapy. Frailty is the sum 
of the complex interplay of age, functional abilities, comorbidities and social factors and age or 
performance status alone is considered an insufficient surrogate for frailty. Frailty is dynamic 
and is influenced over time by factors leading up to disease presentation (age-related 
senescence and comorbidities) and following cancer diagnosis (cancer factors and treatment 
complications). Studies have highlighted the value of comprehensive, objective assessments of 
frailty in the treatment of AML. 

This talk will cover treatment approaches and prognostication in older patients with AML, the 
concept of frailty as it applies to AML treatment, utility of objective frailty assessments and a 
guideline to implementing frailty assessments in clinical practice.  
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Haematological malignancies combined are the third most frequently diagnosed cancer in 
Australia, with an incidence of ~20,000 people/year, and are the second leading cause of 
mortality.1, 2 Well established access barriers to cancer care exist including geographical, 
socioeconomic and cultural determinants of health, which result in health outcome disparity. 
These are prevalent within Australia given the vast land mass, unique population density and 
cultural diversity. Although only 28% of Australians live outside the metropolitan region, in 2022 
they accounted for 41% of the people diagnosed with a haematological malignancy.1, 3 
Furthermore, those living in regional/remote locations have worse survival outcomes than their 
metropolitan counterpart. Modelling of the State Cancer Registry and Australian Institute of 
Health and Welfare data indicates that if the metropolitan-regional divide was addressed 
survival disparity could be reduced by 5%.1 Moreover, there is an overrepresentation of 
marginalized people, such as First Nations Australians, living in regional/remote locations. The 
intersectionality of these minority populations contributes to compounding health outcome 
disparities and inequity.4 This talk will focus on the outcomes of rural/remote Australians with 
haematological malignancies with reference to geographical location, access barriers, 
determinants of health and intersectionality and will include real world data.      
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Aim: This abstract aims to provide commentary on the distinctive approach of our Chimeric 
Antigen Receptor T Cell Therapy (CAR-T) program, emphasising the integral role played by our 
Neuroimmunology team which consists of Neurologists, a CAR-T Neurology Fellow and 
Neuropsychologists. 
 
Neurological toxicities represent a significant concern following CAR-T manifesting in diverse 
presentations ranging from mild cognitive impairment to severe Immune effector Cell Associated 
Neurotoxicity Syndrome (ICANS). We will discuss the involvement of the Neuroimmunology team 
in providing a comprehensive understanding of the neurocognitive aspects of CAR-T, ultimately 
enhancing patient care and outcomes.  
 
Baseline Assessment (Pre CAR-T): Prior to all CAR-T infusions, patients are referred to our 
Neuroimmunology team for a comprehensive neurocognitive baseline assessment and baseline 
MRI brain. Neuropsychologists assess the patient's attention and processing speed, language, 
visuospatial function, memory and executive function. Neuroimmunologists conduct a full 
neurological examination including baseline ICE assessment and clock drawing test (CDT). 
These assessments help to provide information on baseline neurocognitive function and help 
identify pre-existing conditions or risk factors that may increase the risk of ICANS prompting 
decision for prophylactic steroids or anti-seizure medication 
 
Inpatient monitoring: Patients are reviewed daily including weekends following the CAR-T 
infusion by the Neuroimmunology team. Assessments consist of comprehensive neurological 
examination, ICE assessment, CDT and bedside cognitive testing. Neuroimmunology provide 
guidance on the frequency of ICE and CDT, particularly in patients with subtle ICANS when ICE 
and CDT are normal. In the setting of ICANS, investigations such as MRI and EEG are performed 
promptly and therapeutic interventions are recommended. 
 
Long-term follow-up: Long-term neurocognitive sequalae from CAR-T occasionally occurs and 
can manifest weeks to months after treatment. Patients have regular neuroimmunology follow-up 
on discharge (for 24 months) with detailed assessments for early detection of neurological 
symptoms that may arise.  
 
Conclusion: Early involvement of Neuroimmunology in our CAR-T program is essential for 
enhancing patient care outcomes. This involvement facilitates early identification and intervention 
of ICANS, tailoring treatment plans to individual needs, provides comprehensive care and drives 
forward research and innovation initiatives. 
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Implementing effective patient blood management (PBM) programs is essential to optimising 
transfusion practices, which has far-reaching implications for both patient outcomes and 
healthcare efficiency. PBM initiatives focus on minimising the need for allogeneic blood 
transfusions through strategies like preoperative anaemia management, blood conservation, 
and patient-centred approaches. Drawing from my experiences in London and Northern Ireland, 
I have witnessed how these programs lead to reduced transfusion dependency, decreased 
healthcare costs, and better clinical outcomes. This masterclass will explore practical strategies 
and challenges faced during PBM implementation, showcasing examples that highlight the 
transformative role these programmes can play in modern healthcare systems 
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Over 59% of the worldôs population live in Asia. However, much of the published scientific 
literature on blood donations originates from Europe, North America or Australia. In 2020, we 
developed a collaboration of Asian blood collection agencies (BCAs) to improve our 
understanding of current blood donation practices in Asia. Our first study investigated the 
contribution and potential of older blood donors and involved five BCAs (1). In our second study, 
we looked into the donors and donation practices in 10 BCAs (2). This study included six 
national BCAs and four regional BCAs with each providing details on their donation criteria and 
12 months of blood donation data. The study revealed that eligibility criteria and donation 
practices varied between the 10 BCAs. Differences in donor demographics and donation criteria 
were observed. The data showed how each BCA has tailored their donation practices based on 
their donor population and blood supply needs. And we are beginning to understand the Asian 
blood donor phenotype. Because 30.7% of Australian people were born overseas and about 
10% are from Asia, this understanding is needed to help us secure our blood supply into the 
future (3). 
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Blood transfusion can be associated with various adverse effects. Some of these reactions are 
acute and arise during or shortly after the transfusion. The clinical effects of others are delayed, 
usually occurring 24 hours to 28 days post transfusion. Severity of symptoms also range widely 
dependant on the underlying aetiology.   
 
Any adverse symptom or physical sign occurring during a blood or blood component transfusion 
should be considered as potentially life-threatening. 
 
Action must be taken as soon as possible. The transfusion should be stopped immediately and 
necessary steps taken to investigate the transfusion reaction.  
 
The pathology laboratory has a significant role in determining whether the patientôs reaction is 
related to the transfusion, and differentiating the cause with the aim to guide patient treatment 
and implement appropriate modification to future transfusion.  
 
A review of how a large laboratory network investigates reports of transfusion reactions will be 
presented including a case study of a rare acute isolated hypotensive transfusion reaction 
(AHyTR). 
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Pathology Queensland provides diagnostic pathology services to public Hospital and Health 
Services in Queensland, Australia. There are currently 106 public hospitals in Queensland, with 
35 of these serviced by on-site laboratories. 34 of 35 laboratories include transfusion testing in 
their scope. 

Red cells for emergency use (referred locally as Medevac units) are routinely provided throughout 
the state to 74 hospitals and 16 retrieval medicine sites. Prior to 2020, O RhD negative units were 
routinely provided to all sites. Recognition of the increasing burden on the RhD negative supply, 
exacerbated by projected shortages due to the COVID outbreak, lead to a rationalisation and 
review of this service. Selection of RhD type for Medevac issue is now determined by the age and 
sex of the patient as communicated at the time of request. For hospitals without onsite pathology, 
local patient demographics were reviewed and a mixed inventory of RhD positive and RhD 
negative units are provided where appropriate. 

The change to a ómixedô inventory of Medevac units has demonstrated a reduction in O RhD 
negative red cell usage. However, beyond this anticipated reduction, the change in practice has 
impacted overall inventory management. The impacts on inventory and red cell usage will be 
illustrated with case studies of several Pathology Queensland laboratories ranging from large 
metropolitan, to small regional, and remote. 
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Subcutaneous immunoglobulin administration has greater flexibility but is less commonly 
prescribed than intravenous immunoglobulin. Subcutaneous immunoglobulin also has a 
favourable safety profile.  Indications include immune replacement therapy or immune 
modulation in chronic inflammatory demyelinating polyneuropathy. The benefits and barriers 
associated with subcutaneous immunoglobulin will be explored to consider how to tailor 
immunoglobulin therapy to individual patient needs. 
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Effective planning, management, and coordination of responses to blood supply failures and/or 
demand surges are crucial for optimal patient outcomes. In 2022, Blood, Organ, and Tissue 
Programs, Department for Health and Wellbeing (the Department), developed a State-wide 
Blood Supply Contingency Plan (State Plan) to ensure South Australia is prepared for blood 
supply emergencies and disruptions. 
 
In addition to the State Plan, each health network had its own existing Emergency Blood 
Management Plan (EBMP), detailing roles, responsibilities, and communication pathways in a 
blood supply crisis. The EBMPs were evaluated for currency and alignment with the National 
Blood Supply Contingency Plan and the State Plan. Extensive stakeholder consultation involved 
a discussion-style workshop that gathered key contributors from across organisations. This 
provided an opportunity to examine and discuss the management of blood and blood products 
during supply disruptions or demand surges, based on what was documented in their EBMPs. 
To test the State Plan and revised EBMPs, representatives from the public health networks, 
public pathology, the Department and Australian Red Cross Lifeblood participated in a functional 
exercise based on a mass casualty scenario, which helped identify gaps and areas for 
improvement. Since the exercise, all plans have been refined, and the introduction of a Mass 
Casualty Incident response will ensure coordinated efforts during substantial demand surges 
and significant restrictions on blood and blood product availability. 

By facilitating and enabling collaboration across organisations to define and document EBMPs, 
South Australia has achieved an advanced state of preparedness for any potential supply 
failures or disruptions. 
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Major incidents demand an efficient, well-coordinated response to ensure patient safety, 
particularly within transfusion services where timely provision of blood component support can 
be critical. Through my experiences in London, I've learned that preparedness is key to 
successfully navigating such crises. Ensuring adequate blood stock levels, having rapid 
communication protocols, and maintaining flexibility in operations are just some of the strategies 
that have proven effective. In this presentation, I will share best practices and lessons learned, 
focusing on how hospitals can enhance their preparedness, response, and recovery efforts 
when facing major incidents. The goal is to foster resilience, ensuring that patient care remains 
uncompromised even in the most challenging situations. 
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Platelets have a short shelf life, which can lead to shortages and wastage. Frozen or cold 
storage of platelets can extend platelet component shelf-life to weeks or even years, as well as 
reducing the risk of bacterial contamination. Other approaches, such as lyophilisation and 
depletion of HLA antigens are also being explored. 
 
Pre-clinical in vitro studies have evaluated the impact of cold storage and cryopreservation on 
platelet quality and function, with comparisons to platelets stored at room temperature. Both 
cold storage and cryopreservation increase the procoagulant activity of platelets, due to 
increased phosphatidylserine externalisation, generation of more procoagulant microparticles 
and increased thrombin generation. These features suggest that they may be more 
haemostatically effective than conventional room temperature stored platelets, and therefore 
particularly useful for the treatment of haemorrhage and traumatic resuscitation. Similarly, 
lyophilised platelets, also known as thrombosomes, have high levels of externalised 
phosphatidylserine that facilitates thrombin generation, and they can adhere to collagen under 
flow. Acid-treatment of platelets to deplete HLA antigens may provide a means of providing 
platelets to refractory patients when no other platelets are available. 
 
In order to achieve regulatory approval and more widespread availability of these products, 
clinical trials of cold-stored and cryopreserved platelets are currently in progress. Pilot studies 
have shown that frozen and cold-stored platelets are effective in reducing bleeding in a number 
of settings, including cardiac surgery and chemotherapy-induced thrombocytopenia.  Similarly, 
phase I trials of lyophilised platelets suggest they may be safe and effective. 
 
In this presentation, the advantages and disadvantages of these novel platelet products, 
together with findings from in vitro and clinical studies will be reviewed. 
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The use of small volume blood sampling tubes in Intensive Care Units (ICUs) represents an 
essential strategy within the broader framework of Patient Blood Management (PBM). National 
and global guidelines strongly advocate for minimising phlebotomy-related blood loss, especially 
in vulnerable populations such as critically ill patients. Despite these recommendations, the 
adoption of small volume sampling tubes remains limited and inconsistent across healthcare 
settings. A systematic review highlighted the scarcity of high-quality trials in this area, 
underscoring the need for robust research. Notably, a recent multi-site trial demonstrated that 
implementing small volume blood sampling tubes led to a decrease in ICU-related haemoglobin 
reductions and a reduced risk of red blood cell (RBC) transfusion. However, the observed effect 
size was modest, indicating that the full potential of this intervention is yet to be realised. To 
optimise the impact of such interventions, it is crucial to incorporate the principles of 
implementation science in future research. This approach will ensure that promising strategies, 
like small volume blood sampling, are effectively translated into sustained improvements in 
patient care. This talk will explore the current evidence, barriers to adoption, and the critical role 
of implementation science in enhancing the uptake and effectiveness of responsible blood 
sampling practices in ICUs. 
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The implementation of advanced transfusion technologies can significantly improve the safety 
and efficiency of blood transfusion processes. Over the course of a 4-year program in Northern 
Ireland, we will be introducing a single  

π Laboratory IT system,  

π Electronic Health Record (EHR)  

π Blood Tracking system.  
These technologies will revolutionise how blood components are managed, ensuring accurate 
identification, real-time tracking, and seamless communication between laboratories and the 
blood transfusion service. The aim of integrating these systems, is to minimise the risk of 
transfusion errors, optimise the blood supply chain, and enhance patient safety. This 
presentation will outline the key phases of this transformative project, from planning to 
execution, and discuss the operational benefits it will deliver to the Northern Ireland healthcare 
system. 
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The treatment for paediatric venous thromboembolism has evolved significantly in the past 5 
years with the approval of direct oral anticoagulants and the large amounts of data they have 
offered from the various clinical trials. As such, treatment approaches have changed given the 
advantages of these oral agents over the much less well studied parenteral medications we 
relied upon for decades. The discussion will revolved around the modern approach for 
managing paediatric venous thromboembolism across the spectrum of paediatric age groups. 
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During this session, a review of what thrombin generation assays are and how they are 
conducted will be discussed. Following this, the use of thrombin generation in clinical research 
as well as it use in several clinical scenarios where clinical decisions were made using this 
assay will be described. 

  



[ƛǾŜǊ ǇŀǝŜƴǘǎ ƛƴ ǎǝŎƪȅ ǎƛǘǳŀǝƻƴǎ 

bƎ { 
 
Advanced liver disease is generally accompanied with cirrhosis-associated coagulopathy and 
an increased risk for bleeding events. Standard laboratory markers do not truly reflect the 
complexity of changes that take place in the coagulation system in patients with advanced liver 
disease. The parallel decrease of procoagulant and anticoagulant factors has resulted in the 
concept of ñrebalanced coagulationò with an increased risk of risk of bleeding episodes and 
thrombotic events, depending on the patientsô clinical context and underlying risk factors.  The 
safe administration of anticoagulation can be beneficial in patients with liver disease if the 
indication is present and bleeding prophylaxis has been established.  

 

 

  



wŜƳŜƳōŜǊ ōƭŜŜŘǎΚ ¢ƘŜ ƛƳǇƻǊǘŀƴŎŜ ƻŦ ƳŀƛƴǘŀƛƴƛƴƎ ǾƛƎƛƭŀƴŎŜ ƛƴ ŜǊŀ ƻŦ 
ŜȄŎŜƭƭŜƴǘ ǇǊƻǇƘȅƭŀȄƛǎ 

¸ƻǳƴƎ D 
 

The newer treatments for haemophilia including emicizumab, efanesoctocog alfa, and gene 
therapy have driven bleed rates to very low levels. This has resulted in situations where both 
patients, caregivers, and even physicians fail to recognize when serious bleeds occur resulting 
in delayed treatment. While bleed rates have decreased, a re-emphasis on the recognition of 
bleeding as well as the acknowledgement of subclinical is important for the clinician. 
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Microangiopathy is a major complication of SARS-CoV-2 infection and contributes to the acute 
(multi-organ dysfunction) and chronic (Long COVID) complications of the disease. 
Endotheliopathy and dysregulated blood coagulation are prominent in COVID-19 and are 
considered a major cause of microvascular obstruction. Here, we demonstrate extensive 
endothelial cell (EC) death in the microvasculature of COVID-19 organs. Surprisingly, EC death 
was not associated with extensive fibrin formation or platelet deposition but was linked to 
widespread microvascular red blood cell (RBC) hemolysis. This RBC microangiopathy was 
associated with ischemia-reperfusion (IR) injury and was prominent in the microvasculature of 
humans with myocardial infarction, gut ischemia and stroke. Mechanistically, IR injury induced 
MLKL-dependent EC necroptosis and complement C9-dependent RBC hemolysis. Deposition of 
hemolyzed RBC membranes at sites of EC death resulted in the development of a previously 
unrecognized hemostatic mechanism that prevented microvascular bleeding. Exaggeration of 
this RBC hemolytic response promoted RBC aggregation and microvascular obstruction. 
Genetic deletion of Mlkl from ECs reduced RBC hemolysis and microvascular obstruction, 
leading to reduced ischemic tissue injury. Our studies demonstrate the existence of a RBC 
hemostatic mechanism that is induced by dying ECs and functions independently of platelets 
and fibrin. Therapeutic targeting of this RBC hemolytic process may reduce microvascular 
obstruction in COVID-19 and other major cardiovascular diseases.  
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Introduction: Leukodepletion or Leukapheresis is used to rapidly and effectively reduce 
excessive numbers of circulating white blood cells in patients at risk of or with symptoms of 
leukostasis due to hyperleukocytosis. This retrospective includes 27 patients who received a 
total of 37 leukapheresis procedures due to with either newly diagnosed haematological 
malignancies or new hyperleukocytosis from July 2014 to June 2024 at the RBWH. 
 
Aim:  This retrospective examines the 27 patients who presented to the RBWH over a ten-year 
period with symptoms of leukostasis due to hyperleukocytosis, in the setting of either new or 
existing haematological cancer diagnosis.  Each patient received at least one leukapheresis 
apheresis procedure and all patients had already or shortly post procedure commenced 
adjuvant therapy. Patient outcomes and the role of leukapheresis will be discussed. 
 
Method: Between July 2014 to June 2024, a total of 37 leukapheresis procedures were 
performed on 27 patients at the RBWH. Included were 14 new diagnosis AML patients, 5 new 
diagnosis ALL patients, 7 CML patients with only 1 with existing diagnosis at time of 
leukapheresis and 1 new diagnosis non-Hodgkin lymphoma patient. Each patient was assessed 
by a haematology consultant and deemed in clinical need of leukapheresis to either reverse or 
prevent leukostasis. 
 
Results: Response to leukapheresis was varied and difficult to assess as the majority of 
patients who had leukapheresis presented with leukostasis, a clinical condition which often 
results in high mortality rates.  Of 27 patients who underwent leukapheresis in the last 10 years 
at the RBWH 10 patients have survived, 14 died (8 within the first 28 days, 6 within 5 years of 
leukapheresis). 3 patients have unknown outcome. 
 
Conclusion: Haematology patients who present requiring leukapheresis are associated with 
high early mortality and morbidity rate. Leukapheresis is generally well tolerated by patients 
despite their clinical condition and current research suggests the use of leukapheresis is 
favoured by clinicians for symptom management and comfort.  
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Aim: To describe, using a case study, the challenges that red cell exchange (RCE) presents to 
the patient and the health care professional focussing on vascular access. 
 
Method: This case study examines the transition of a 21 year old female patient with sickle cell 
disease (SCD) from paediatric to adult medical care. The monitoring and treatment of her sickle 
cell disease episodes and sickle cell crisis resulting in admissions to ED, the ward and ICU 
resulting in RCE will be discussed. Treatment, both manual and automated, in the acute and 
chronic setting and the need for credentialing for sickle cell disease (ASFA categories I ï III and 
grades 1A ï 2C) will be further explored.  
 
Results: Vascular access assessment and device selection is vitally important in apheresis and 
sickle cell patients possess unique challenges due to endothelial dysfunction caused by their 
condition and their preferences of device for a chronic red cell exchange program. This patient 
experienced a subarachnoid haemorrhage and subsequent ICU admission requiring emergency 
RCE. This admission  involved multiple attempts at vascular access, resulting in vascular injury 
and a reluctance from the patient to pursue further red cell exchange which is considered gold 
standard for the treatment of and prevention of stroke in SCD patients. Therefore a robust plan 
for vascular access was essential for this patient to minimise the risks posed by sickle cell 
disease. 
 
Conclusion: As apheresis operators we will see more SCD patients due to increasing 
immigration and displacement of people from regions where sickle cell disease is more 
prevalent.  Developing a deeper understanding and effective strategies to manage acute and 
chronic disease states such as this described will be of increasing importance. Credentialing of 
apheresis staff using internationally recognised standards in a tertiary hospital centre ensures 
best practice and continuity of care. 
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Background: Thrombotic thrombocytopenic purpura (TTP) is a rare microangiopathy, with 
clinical presentations characterised by haemolytic anaemia, thrombocytopenia, fever, and 
neurological and renal dysfunction. Deficiency of the von Willebrand factor-cleaving protease 
ADAMTS13 leads to microthrombi formation within organs causing ischaemia and end organ 
damage. Most TTP is immune mediated, however congenital TTP (cTTP) represents a minority 
of presentations. cTTP is an autosomal recessive disorder where events such as pregnancy 
precipitate the microangiopathic haemolytic anaemia (MAHA).  

Clinical Case: A 24-year-old indigenous female from regional Victoria presented at 23 weeks 
gestation with her first pregnancy. She had fragmentation of red cells on her film, 
thrombocytopenia, and biochemical features of haemolysis consistent with MAHA. Therapy for 
TTP was commenced including plasma exchange (PLEX). Subsequently ADAMTS13 activity of 
5.5% was reported in the absence of an inhibitor which raised suspicion of cTTP. Despite 
markers for haemolysis improving greatly, severe intrauterine growth restriction with fetal 
compromise was identified. After induction of labour, she delivered a non-viable baby boy. She 
improved with TTP therapy and was discharged home. cTTP was confirmed with genetic testing 
which demonstrated two compelling ADAMTS13 variants: Arg1060Trp and Cys242Tyr. The 
Arg1060Trp is a known pathogenic variant in the setting of cTTP, it is associated with later 
disease onset and often with first presentation during pregnancy.  The Cys242Tyr was a novel 
mutation not previously described.  Since discharge persistent manifestations of cTTP have 
been troublesome despite normal haemolytic markers. These include neurological symptoms, 
pain, headaches, and mental fog. Severe allergic reactions to fortnightly fresh frozen plasma 
required pursuing other options for treatment. Compassionate access to a recombinant 
ADAMTS13 product (ADZYNMA) has been instrumental in managing symptoms and restoring 
ADAMTS13 levels. 

Conclusion: cTTP is rare and therapy is often complicated. ADZYNMA has been instrumental 
in improving the quality of life of this patient.  
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Survivors of HCT and cellular therapy experience significant medical issues and psychosocial 
difficulties that can contribute to morbidity and mortality, and negatively impact quality of life. 
Prevention and detection of late effects, followed by appropriate intervention, are crucial to 
improving long-term outcomes in survivors. 
 
This lecture will provide an overview of late effects, an outline of the recently published 
International Recommendations for Screening and Preventative Practices for Long-Term 
Survivors of Transplantation and Cellular Therapy and present a late effects clinic model. 
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Aim: To describe the incidence of cytopenias following chimeric antigen receptor T-cell (CAR-T) therapy and to 
suggest an advanced practice nursing framework for monitoring and managing cytopenias at the Peter MacCallum 
Cancer Centre (PMCC) 

Method: Retrospective data analysis of patients with R/R Large B-Cell Lymphoma (LBCL) infused with axicabtagene 
ciloleucel or tisagenlecleucel CAR-T-cell products at PMCC between 2020-2024. The Common Terminology Criteria 
for Adverse Events (CTCAE) V51 was used to grade cytopenias. A narrative report was used to provide nursing 
framework for post CAR-T. 

Results: A total of 154 patients with LBCL underwent CAR-T between years 2020-2024 (101 axicabtagene , 53 
tisagenlecleucel). Table 1 details patient baseline characteristics. Incidence of cytopenias is detailed in Table 2. Table 
3 details transfusion requirements and growth factor support (filgrastim and eltrombopag). The advanced practice 
nurse role included monitoring post CAR-T patients in the nurse-led outpatient clinic at least twice weekly which 
included review of pathology for cytopenias, identification for intervention indications, and a comprehensive patient 
physical assessment. Transfusion indications were hemoglobin <80g/L or symptomatic anemia, platelets <20x109/L or 
bleeding, special cases outside these parameters included, cardiovascular comorbidities, gastrointestinal bleed, and 
neurological toxicities including seizure risk. Filgrastim was considered in patients with neutrophils <1.0 x109/L, in 
consultation with medical team. Further considerations for neutropenia included infection prevention, early detection 
of infection, indication for prophylactic antimicrobials and vaccinations.  

Table 1. Baseline patient characteristics 
Characteristic  Percentage of patients 

Ó3 prior therapies 29% 

Prior autologous transplant 32% 

History of primary refractory disease or relapsed within 12 months of completion of upfront therapy 66% 

Bone marrow involvement at apheresis 22% 

Table 2. Incidence of cytopenia pre and post CAR T-cell therapy  

 Pre-lymphodepletion n, (%)  Day 0 - Day +30 n, (%) Day +90 n, (%) Max n, (%) 

 All grades GÓ3 All grades GÓ3 All grades GÓ3 All grades GÓ3 

Anemia 110, (71%) 3, (2%) 121, (79%) 4, (3%) 62, (62%) 1, (1%) 149, (97%) 55, (36%) 

Thrombocytopenia 79, (51%) 8, (5%) 133, (86%) 55, (36%) 64, (64%) 14, (14%) 145, (94%) 78, (50%) 

Neutropenia  39, (25%) 6, (4%) 105, (68%) 58, (48%) 49, (49%) 18, (18%) 144, (94%) 138, (89%) 

Table 3. Transfusions and growth factor support  

 Pre-lymphodepletion n, (%) Day 0 - Day +30 n, (%) Day +90 n, (%) 

Red cells within 30days of timepoint 11, (7%) 44, (31%) 10, (13%) 

Platelets within 7 days of timepoint 4, (3%) 28, (19%) 5, (6%) 

Eltrombopag 2, (1%) 1, (0.7%) 0, (0%) 

GCSF within 7 days of timepoint 2, (1%) 56, (50%) 17, (25%) 

Conclusion: This single site retrospective descriptive analysis demonstrates that cytopenias post CAR-T are 
frequent, and the acuity of patients being managed post CAR-T. The advanced practice nurse role post CAR-T is a 
beneficial resource for monitoring and managing cytopenias in this complex patient group. Future research will 
identify risk factors for cytopenias to aid nurse-led management framework.  
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Background: Rockingham General Hospital (RGH) is a 229-bed outer metropolitan public 
hospital. The haematology department conducts outpatient clinics with the support of a 10-bed 
chemotherapy unit, with inpatient support from the medical team.  
Bi-specific antibodies, including epcoritamab, are a new treatment option for patients with 
relapsed/refractory lymphoma. They can cause potentially severe yet manageable toxicities, 
particularly cytokine release syndrome (CRS) and immune effector cell-associated neurologic 
syndrome (ICANS).  
 
Aim: This case series details the experience at RGH in overcoming the challenges for safe 
administration of epcoritamab in an outer metropolitan centre.  
 
Methods: The following has been put in place for safe delivery of epcoritamab: 
- Multidisciplinary team (MDT) formation: Members include haematologists, intensivists, 
inpatient medical team, clinicians, emergency physicians, pharmacists and nursing 
staffs.  

- Education: focusing on anticipating, identifying and managing adverse events, especially 
CRS and ICANS.  

- Development of local protocols: formulating site-specific materials for the recognition, 
grading, treatment and escalation pathways of CRS and ICANS. 

- Hospital administration involvement: stakeholder involvement to ensure appropriate 
inpatient bed availability. 

- Development of patient education program: to enhance patient understanding and 
education regarding early recognition of toxicities. 

-  
Results: To date, four patients with relapsed/refractory lymphoma have received Epcoritamab 
on the pre-approval access program at RGH. Treatment was delivered in the outpatient unit, 
with mandatory inpatient admission for the first full dose of epcoritamab under general medicine 
and ICU. This allowed 48-hour inpatient monitoring given the recognised risks of CRS and 
ICANS. 
 
Adverse events including tumour flare, grade 2 CRS and grade 3 ICANS have been 
successfully managed and resolved with timely identification and intervention. 
Conclusion: Our program has successfully navigated the challenges and safely delivered novel 
bispecific antibodies for patients with relapsed/refractory lymphoma. Allowing patients to have 
bispecific treatment closer to home has revolutionised therapy for patients in the regional/outer 
metropolitan areas. 
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Aim: To move the delivery of Venetoclax ramp up dosing from the inpatient setting to an 
outpatient pathway (for patientôs that meet the eligibility criteria).  

Method: Using the existing Eastern Health Leukaemia Database, a comprehensive data 
analysis was performed with the aim of establishing a new pathway for delivering Venetoclax in 
the outpatient setting.   

Results: Key findings highlighted the need for an Outpatient Venetoclax Ramp Up Pathway. 
These findings include that it will:    

¶ Reduce inpatient bed days  
¶ Improve patient experience of care   
¶ Improve level of symptom support offered to patients   
¶ Improve patient self-management and self-care strategies   
¶ Reduce Emergency Department presentations.  

 
Conclusion: An Outpatient Venetoclax Ramp Up Pathway is currently in development.  
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Aim: To develop an educational resource package for nurses aimed at improving their 
knowledge and understanding of glofitamab and epcoritamab, two novel bispecific antibodies 
used in the treatment of B-cell non-Hodgkin Lymphoma (B-NHL).  

Method: While there have been recommendations recently published discussing assessment 
and management of bispecific antibodies1, it has been demonstrated that there are currently no 
nursing resources available for glofitamab and epcoritamab. Therefore, guidelines and 
education packages are required to support safe delivery of these treatments to patients with B-
NHL. 

These guidelines will be developed by utilizing the Reporting Items for Practice Guidelines in 
HealThcare (RIGHT) checklist2. This tool will assist us to create guidelines that promote quality 
practice and are comprehensive, to be effectively adopted by nurses.  

Once the guidelines are drafted, we will employ the Delphi model3 to obtain a consensus among 
a panel of anonymous, diverse, and advanced experts from metropolitan and regional centres. 
The Delphi method uses a series of survey rounds to obtain recommendations or improvements 
until a consensus is widely accepted by the expert panel.  

The finalised guidelines will be implemented into the educational resource package. This 
package will include detailed information on glofitamab and epcoritamab, their mechanism of 
action, administration protocols, side effects and nursing considerations. We propose this to be 
available via eVIQ, as a user-friendly resource which is accessible to nurses worldwide.  

Results: This project is currently underway, and results will be available to be presented at the 
meeting. 

Conclusion: By using the RIGHT checklist and Delphi model, we propose that our guidelines 
will be evidence based and comprehensive, while also being endorsed by leading experts. This 
methodology also ensures a rigorous and collaborative approach to developing educational 
resources for nurses and to support safe delivery of glofitamab and epcoritamab to patients with 
B-NHL.  
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In 2024, the European Society of Blood and Marrow Transplantation (EBMT) marked their 50th 
year, while the EBMT Nurses group celebrated their 40th.  This longstanding collaboration 
between nurses and physicians and more recently encompassing the whole transplant 
community is a hallmark of EBMT. In this session, attendees will learn more about the EBMT 
Nurses Group, its structure and programme of education and research alongside global 
collaborations to benefit the transplant community and patient care.  
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Since 2009 Myeloma Australia (MA) and the Myeloma Research Laboratory (MRL, University of 
Adelaide) have conducted annual laboratory tours for people and their families affected by 
myeloma, aiming to increase understanding of local myeloma research, through a personalised 
experience.  
 
Over 15 years, the MA support nurse worked with MRL staff, coordinating groups of 10-20 
participants to tour facilities at the South Australian Health & Medical Research Institute 
(SAHMRI), hosted by PhD students and postdoctoral researchers. 
 
Tours aim to provide an immersive experience, with participants viewing laboratory techniques, 
engaging with scientists, and gaining insights into ongoing local cancer research projects. Tours 
include interactive presentations, hands-on demonstrations, Q&A sessions and informal 
discussions over morning tea between researchers and participants. To understand the toursô 
effectiveness, participants and researchers were each invited to complete a short qualitative 
survey using Survey Monkey, before and after a tour held in February 2024. 
 
100% of participants rated the tour as very good or excellent, meeting their expectations. They 
reported an increased understanding of cancer research and treatment development, and it 
provided hope for improved treatments. Meeting the disease under the microscope was 
reported as a powerful experience. 
 
Researchers reported the tours were very valuable in advancing their research (71%), 
increased their understanding of the patient experience (100%) and enhanced their 
communication skills from explaining complex science in simpler terms (88%). Postdoctoral 
researchers highlighted potential opportunities for consumer involvement in grant applications 
and clinical studies (83%) and has resulted in a high response from the MA SA myeloma 
community to study recruitment. PhD students reported positive impacts on their training and 
development (100%). 
 
Clearly the tours are valued by everyone involved. They are an important link between this 
myeloma specific support organisation, scientists working in the myeloma field and the people 
living with this chronic blood cancer.  
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Aim: Bortezomib-based regimens for patients with multiple myeloma (MM) are generally 
administered in cancer day units (CDU). Patients and carers in regional New South Wales, 
reported anxiety provoked by frequency of hospital visits, waiting times, travel and parking. This 
study examined the feasibility, safety and acceptability of a new model of care (MOC) enabling 
myeloma patients or their caregiver to self-administer subcutaneous bortezomib at home, 
supported by guidelines, educational resources, competency tools, telehealth tools, and safety 
protocols. 

Method: Twenty-three MM patients participated in the prospective mixed-methods study. 
Patients or caregiver underwent an education cycle and competency assessment before 
approval for home administration. Day one of subsequent cycles was delivered in the CDU, 
remaining injections of the cycle were self-administered at home with telehealth monitoring. 
Patient experiences were explored through patient reported experience measures, appointment 
and MOC survey and semi-structured interviews with a sub-set of patients.  Pre- and post- Self-
Injection Assessment Questionnaires (SIAQ) was administered at baseline, week 1 and week 4. 
Safety and efficacy were evaluated using pathology results, self-injection adverse event (AE), 
PRO-CTCAE neuropathy items and FACT-NTX-13. Cost was measured for bortezomib 
manufacture, chair time and staffing. 

Results: Patients ranged from 50 ï 87 years, with 81% male and 57% having first line therapy. 
Twenty-one patients completed the study. SIAQ satisfaction scores showed significant 
improvement over time (baseline vs T1, p = 0.0046; vs T4, p = 0.0139). One self-injection AE 
was recorded. The self-administration model required 30 minutes of the patientôs time weekly 
compared to 1-3 hours for CDU administration. Interviews revealed self-administration 
significantly improved patientsô daily lives, with time savings the most frequently reported 
benefit. Cost analysis indicated higher expenses for CDU-administered bortezomib ($308 per 
cycle) compared to self-administration ($216 per cycle). 

Conclusion: Self-administration of bortezomib is a safe and feasible option for patients with 
myeloma in a regional setting. There is a high level of satisfaction from patients and carers, 
reducing the time toxicity and treatment burden. The comprehensive design of the MOC is 
potentially transferable and adaptable to other drugs and tumour streams. 
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Background: Post-transplant cyclophosphamide-based (PTCy) graft-vs-host-disease (GvHD) prophylaxis 
results in favorable outcomes after HLA-matched and mismatched allogeneic hematopoietic stem cell 
transplantation (allo-HCT). Whether younger alternative donors are superior when an older-aged, 
matched sibling donor (MSD) is available remains unclear. We hypothesized that use of younger 
alternative donors, including HLA-matched unrelated donors (MUD, HLA-8/8), HLA-mismatched unrelated 
donors (MMUD, HLA-Ò7/8), or related/haploidentical donors (haplo), would result in improved outcomes 
compared to older-aged, MSDs using PTCy. 
 

Methods: This retrospective analysis accessed data from the CIBMTR database from allo-HCT recipients 
aged Ó50-years with acute myeloid leukemia (AML), acute lymphoblastic leukemia (ALL) or 
myelodysplastic syndromes (MDS) who underwent their first allo-HCT between 2014-2021 using an older-
aged MSD (donor age: Ó50-years) or young (donor age: Ò35-years) MUD, haplo, or MMUD. All recipients 
of allo-HCT received PTCy-based GvHD prophylaxis. The primary endpoint was overall survival (OS). 
Secondary endpoints were disease-free survival (DFS), relapse, non-relapse mortality (NRM), acute and 
chronic GvHD, and platelet/neutrophil engraftment. A Bonferroni stepdown model was used for multiple 
comparison adjustment. 
 
Results: Amongst 3,746 allo-HCT recipients (61% male; mean age, 63-years; 57% AML, 31% MDS, 12% 
ALL), 540 underwent allo-HCT with older-aged MSDs (mean donor age, 60-years), 1,221 with young 
MUDs (26-years), 1,518 with young haplo (28-years) and 467 with young MMUDs (26-years). Patient 
baseline characteristics were similar between donor groups. The estimated 5-year OS was 44% (95% CI 
38-49%) with older-aged MSDs versus 52% with younger MUD (48-56%; p=0.07), 45% with haplo (41-
48%; p=1.0) and 46% with MMUD (39-52%; p=1.0). On multivariable analysis, there was no significant 
difference in OS with older-aged MSDs versus haplo (HR 1.02, 95% CI 0.88-1.18, p=1.0) or MMUDs (HR 
1.00, 0.83-1.21, p=1.0), and the 8% difference in OS with young MUDs did not reach statistical 
significance (HR 1.20, 1.03-1.41, p=0.09). Compared to older-aged MSD recipients, DFS was improved 
after young MUD allo-HCT (HR 1.21, 1.05-1.40, p=0.048), and similar to haplo donor (HR 1.04, 0.90ï
1.19, p=1.0) and MMUD allo-HCT (HR 1.07, 0.90-1.28, p=1.0) ï Figure 1B. Allo-HCT with older-aged 
MSDs also associated with a significantly higher relapse compared to recipients of both MUDs (HR 1.29, 
1.08-1.53, p=0.02) and haplo donors (HR 1.30, 1.10-1.54, p=0.02). NRM was significantly lower with 
older-aged MSDs versus haplo donors (HR 0.68, 0.53ï0.88, p=0.01), but there was no significant 
difference with MUDs (HR 1.00, 0.77-1.30, p=1.0) ï Figure 1D. Regarding young MMUDs versus older-
aged MSDs, there was no significant difference in DFS, relapse or NRM. All groups had similar rates of 
acute and chronic GvHD, and platelet and neutrophil engraftment. Within the younger donors, haplo 
donors had a significantly lower OS compared to MUDs (HR 1.18, 1.05-1.33, p=0.04), which was driven 
by NRM. HLA-DPB1 matching status did not impact the primary or secondary outcomes.  
 
Conclusion: In allo-HCT recipients aged Ó 50-years receiving PTCy-based GvHD prophylaxis, use of a 
young MUD resulted in superior DFS, lower relapse and similar OS compared to an older-aged MSD, and 
improved OS compared to young haplo donors, suggesting a benefit of young MUDs in this setting. 
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The regulatory oversight for cellular therapy products is linked to the risks posed by product 
manufacture to its critical quality attributes (CQAs) of purity, identity, efficacy, and safety, and 
ultimately to patient safety. The level of risk varies with the cell source, their intended use, the 
type of manipulation, and whether processing occurs off-site, or international product exchange 
occurs. The regulatory infrastructure encompasses country-specific applicable laws and codes, 
the FACT and AABB voluntary accreditation standards, and the requirements of commercial 
manufacturers and trial sponsors for emerging therapies. Although quality management system 
(QMS) elements are shared between codes, minor differences exist. Therefore, an incremental 
approach to an existing QMS when transitioning to a new code may lead to QMS gaps and 
citations during regulatory inspections. Gap audits, however, effectively identify missing 
components in existing systems. A quality plan that follows the order of the most prescriptive 
standards provides a guide to procedures. Strategies to achieve compliance include the 
application of quality risk management principles, change management linked to risk analysis 
and validation, a quality-by-design life-cycle process for validation activities, and establishing a 
quality culture. Implementing lean thinking principles for documentation, such as template forms 
or electronic document record systems can improve efficiency. Master validation and inventory 
management plans can ensure the product consistently meets its CQAs. A risk management 
plan details risks and control measures, and a contingency plan guides responses to service 
interruptions or significant disasters. Audit plans designed to assess critical issues and code 
compliance support the maintenance of inspection readiness. The results of a site-specific panel 
of quality metrics can form the basis of quarterly and annual QMS and outcome data reviews. 
The benefits of this approach include a robust QMS, continuous improvement, and the ability to 
maintain inspection readiness and compliance with multiple codes. 
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Background: Watchful waiting (WW) in follicular lymphoma (FL) defers treatment and has been 
considered safe. An assessment of the risks and real-world practices during WW has not been 
undertaken.     
 

Aim: We examined the risks and outcomes for patients with FL managed with a WW approach in the 
rituximab era.    
 

Method: We conducted a retrospective analysis of patients with newly diagnosed grade 1-3A FL 
managed with a WW approach across eight academic centres within the Australasia Lymphoma 
Alliance.    
 

Results: 267 patients were included with a median follow-up of 5.5 years. The median age was 64 years, 
55% were male, 78.7% had advanced stage disease. 28 patients (10.5%) met Ó1 GELF criteria at 
diagnosis. Median time to treatment (TTT) was 4.88 years (95% confidence interval [CI] 4.1-5.6yrs), with 
29.6% continuing WW at 10 years. Treatment was commenced in 138 patients. Complications during the 
WW period occurred in 75 (28.1%) patients with the most common being transformation (n=34, 12.7%), 
pain/discomfort (12.4%) and B symptoms (5%). There was no mortality associated with WW. Imaging 
prior to treatment was surveillance imaging in 19.9% and prompted by clinical findings in 80.1%. 
Excluding patients with transformation, 68% (71/104) fulfilled GELF criteria at the time of treatment. GELF 
criteria at diagnosis was not associated with treatment initiation, complications or transformation during 
WW. OS was similar for patients treated vs ongoing WW (p=0.61). For GELF negative patients (n=230), 
>4 nodal stations and elevated LDH were independent prognostic factors for TTT that identified three 
groups (low score 0, intermediate score 1, high score 2).    
 

Conclusion: Current practices for patient selection and management are safe with few major 
complications during WW. LDH and number of nodal stations at diagnosis identified a low-risk group with 
prolonged TTT and a high-risk group predicted for early progression who may be candidates for 
immediate treatment.     
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We present five cases of myocarditis complicating the diagnosis and initial treatment of acute 
myeloid leukaemia (AML). Patient ages ranged from 26 to 68 years and four were male. 
Leukaemia diagnoses are listed in Table 1. Infective screening tests including COVID-19 PCR 
were negative in all patients.  
 
Cardiac findings are listed in Table 1. In all cases myocarditis was confirmed on cardiac MRI 
except in case 4, who died prior to MRI. Evidence of pericardial involvement was seen in cases 
1 to 4. Case 1 and 5 presented to hospital with severe cardiac chest pain and AML was 
incidentally diagnosed. The remaining three patients experienced minor chest pain, leading to 
myocarditis diagnosis, during early hospitalisation for AML. Other frequent clinical features 
included high fevers and markedly elevated C-reactive protein, the subsequent development of 
significant fluid overload and cardiac rhythm disturbances.  
 
Four patients received corticosteroids and two received colchicine. Case 4 suffered a rapid 
deterioration with hypotension and multi-organ failure, dying three days into the hospital 
admission. The remaining four cases received standard first-line AML treatment including an 
anthracycline (idarubicin dose reduced in one patient due to hepatic dysfunction). Follow-up 
echocardiography showed resolution of changes in the four surviving cases, and overall cardiac 
status remained stable.  
 
Potential mechanisms of myocarditis in AML include paraneoplastic, leukaemic infiltration and 
infection. Although myocardial pathology was common in historical leukaemia autopsy studies, 
myocarditis complicating early AML is today considered a rare diagnosis; only a small number of 
single case reports exist in the current literature. Our case series is therefore significant and 
highlights and importance of this diagnosis, given the cardio-toxicity risk of AML therapies. 
Fortunately, of the four surviving patients, all tolerated first-line AML therapy and maintained 
normal cardiac function.  
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¦ƴƛǾŜǊǎƛǘȅ ƻŦ {ȅŘƴŜȅΣ мм5ŜǇŀǊǘƳŜƴǘ ƻŦ IŀŜƳŀǘƻƭƻƎȅΣ {ǘ ±ƛƴŎŜƴǘϥǎ IƻǎǇƛǘŀƭΣ мн{ŎƘƻƻƭ ƻŦ /ƭƛƴƛŎŀƭ {ŎƛŜƴŎŜǎΣ aƻƴŀǎƘ 
¦ƴƛǾŜǊǎƛǘȅΣ мо5ŜǇŀǊǘƳŜƴǘ ƻŦ IŀŜƳŀǘƻƭƻƎȅΣ aƻƴŀǎƘ IŜŀƭǘƘΣ мп5ŜǇŀǊǘƳŜƴǘ ƻŦ IŀŜƳŀǘƻƭƻƎȅΣ DƻƭŘ /ƻŀǎǘ ¦ƴƛǾŜǊǎƛǘȅ 
IƻǎǇƛǘŀƭΣ мр5ŜǇŀǊǘƳŜƴǘ ƻŦ IŀŜƳŀǘƻƭƻƎȅΣ tǊƛƴŎŜǎǎ !ƭŜȄŀƴŘǊŀ IƻǎǇƛǘŀƭΣ мс{ŎƘƻƻƭ ƻŦ aŜŘƛŎƛƴŜΣ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ 
vǳŜŜƴǎƭŀƴŘΣ мт5ŜǇŀǊǘƳŜƴǘ ƻŦ IŀŜƳŀǘƻƭƻƎȅΣ CƭƛƴŘŜǊǎ IƻǎǇƛǘŀƭΣ му5ŜǇŀǊǘƳŜƴǘ ƻŦ aƻƭŜŎǳƭŀǊ IŀŜƳŀǘƻƭƻƎȅΣ !ǳǎǝƴ 
IŜŀƭǘƘΣ мф5ŜǇŀǊǘƳŜƴǘ ƻŦ tŀǘƘƻƭƻƎȅΣ !ǳǎǝƴ IŜŀƭǘƘΣ нл!ǳǎǘǊŀƭŀǎƛŀƴ [ŜǳƪŀŜƳƛŀ ŀƴŘ [ȅƳǇƘƻƳŀ DǊƻǳǇΣ нм5ŜǇŀǊǘƳŜƴǘ 
ƻŦ aŜŘƛŎŀƭ hƴŎƻƭƻƎȅΣ 9ŀǎǘŜǊƴ IŜŀƭǘƘΣ .ƻȄ Iƛƭƭ 

 
 
Aim: Here we report the primary endpoint (EP) from the phase 2 'WAMM' trial exploring a 
ósandwichô model of an acalabrutinib-rituximab (AR) ówindowô before RDHAOx +/- ASCT, 
followed by fixed-duration AR-maintenance to improve therapy response and minimise 
additional toxicity. 
 
Method: WAMM is a multicentre single-arm phase 2 trial. Key eligibility: age 18-70 years, 
untreated stage II-IV MCL, ECOG<2; no contraindications to ASCT or BTKi. Pts received 2 
cycles of AR, followed by RDHAOx x 4. Those with a response underwent a ASCT then AR 
maintenance (A; 1yr continuous & R; 3-monthly x 8 cycles). Co-primary EPs were safety; 
defined by lack of prohibitive toxicity causing treatment cessation AND PET-determined CR rate 
after AR+RDHAOx. Secondary EP: ORR, toxicity, OS & PFS and MRD negativity rates. 
Baseline whole exome sequencing was performed. MRD analysis was done by LymphoTrackÈ 
Dx IGH Assay platform (Invivoscribe, Inc). This study was the first Australian blood cancer trial 
to use telehealth transplant model. 
 
Results: 44 pts were enrolled from Sept 2020 to Apr 2022 (43 evaluable for 1ƺ EP). Baseline 
characteristics: median age 59 years, 77% male, ECOG 0-1 in 98%, 84% stage IV, Ki-67 >30% 
in 66%, blastoid/pleomorphic histology in 9% and 11% were TP53 mutated. CR rate post 
AR+RDHAOx induction was 88% with no prohibitive toxicity. AR window ORR was 93% (CR 
57%). MRD negativity was achieved in 18% post AR window, and 94% post RDHAOx. 35 pts 
(81%) experienced Ó1 G3+ adverse events, with no treatment related deaths. After a median 
follow up of 22 months, the 2-year OS was 89%.  
 
Conclusion: AR delivered in a sandwich approach is active and safe. An AR window yields a 
high ORR and compared to historical studies, improves post-chemo induction CR rates and 
MRD negativity. A telehealth model allowed rapid recruitment in a rare cancer. 



Ihллп 

{ƘƻǳƭŘ ƭŀǊƎŜ ŎŜƭƭ ǘǊŀƴǎŦƻǊƳŀǝƻƴ ƻŦ ƳȅŎƻǎƛǎ ŦǳƴƎƻƛŘŜǎ ōŜ ǊŜŎƻƎƴƛǎŜŘ ŀǎ 
ŀ ǎŜǇŀǊŀǘŜ ŜƴǝǘȅΚ  tŀǧŜǊƴǎ ƻŦ ŎŀǊŜ ŀƴŘ ǇŀǝŜƴǘ ƻǳǘŎƻƳŜǎ ŦǊƻƳ 
!ǳǎǘǊŀƭƛŀΩǎ ƻƴƭȅ ǉǳŀǘŜǊƴŀǊȅ ǎŜǊǾƛŎŜ ŦƻǊ ŎǳǘŀƴŜƻǳǎ ƭȅƳǇƘƻƳŀǎΦ 

/ŀƳǇōŜƭƭ .мΣнΣ WƻƘƴǎǘƻƴŜ tмΣ IƛƎƎƛƴǎ aмΣоΣ [ŀŘŜ {мΣ CŀƘŜȅ aмΣ aŎ/ƻǊƳŀŎƪ /мΣнΣ Ǿŀƴ ŘŜǊ ²ŜȅŘŜƴ /мΣнΣ 
.ƘŀōƘŀ CмΣ .ǳŜƭŜƴǎ hмΣ .ƭƻƳōŜǊȅ tмΣнΣ tǊƛƴŎŜ aмΣн 
мtŜǘŜǊ aŀŎ/ŀƭƭǳƳ /ŀƴŎŜǊ /ŜƴǘǊŜΣ н¢ƘŜ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ aŜƭōƻǳǊƴŜΣ о/ƻǊƪ ¦ƴƛǾŜǊǎƛǘȅ IƻǎǇƛǘŀƭ 

 
Aim: Large cell transformation of mycosis fungoides (LCTMF) is rare, and frequently associated with 
more aggressive clinical course and inferior survival than classical MF. Yet, LCTMF is not recognised 
as an independent entity in the World Health Organisation Classification, nor staging systems for 
MF.1,2 Reflecting the paucity of published data to guide management, LCTMF is frequently omitted 
from clinical guidelines. Herein, we describe patient characteristics, management and outcomes of 
LCTMF, from Australiaôs only quaternary service for the management of cutaneous lymphomas. 
 
Method: Eligibility for this retrospective study required clinico-pathological diagnosis of LCTMF from 
1/1/1990-01/10/2021 and treatment at Peter MacCallum Cancer Centre.  
 
Results: 83 patients with biopsy-proven LCTMF were eligible.  Median age was 67 years; 53 (64%) 
were male, 28% early-stage MF (IA-IIA).  63 (76%) had cutaneous-only LCTMF, of these 49% were 
uni-lesional. CD30 expression was positive (defined as >10% atypical lymphocytes) in 47 (57%) 
patients. Median time from diagnosis of MF to LCTMF was 2.1 (range, 0-27.2) years, median follow-
up thereafter was 8 years.  
 
Treatment for LCTMF was delivered concurrent to MF management. For LCTMF, 8 different 
therapeutic groups were used first-line: skin-directed therapies (radiotherapy (48%), phototherapy 
(2%)), systemic therapies (multi-agent chemotherapy (23%), single-agent chemotherapy (10%), 
interferon (8%), monoclonal antibody-based monotherapies (4%), histone deacetylase inhibitors 
(2%)) and best supportive care (2%). Median number of treatment lines for LCTMF was 3 (range, 0-
11).  
 
Median overall survival (OS) was 3.5 years (95%CI: 2.23-8.20), with 5- and 10-year OS of 41% 
(95%CI: 32-54) and 31% (95%CI: 21-46), respectively.  
 
In multivariate analyses, age (>55 years) and extracutaneous LCTMF were both independent 
adverse prognostic factors. 
 
Conclusion: Differences in pathology, behaviour, management and outcomes between LCTMF and 
MF, favour recognition of LCTMF as a distinct entity. Further research is required to identify patients 
at highest risk of LCTMF, and for development of risk-based treatment protocols. 

 
References: 
1. Alaggio, R., Amador, C., Anagnostopoulos, I. et al. The 5th edition of the World Health Organization Classification of 
Haematolymphoid Tumours: Lymphoid Neoplasms. Leukemia 36, 1720ï1748 (2022). https://doi.org/10.1038/s41375-022-
01620-2 
2. Olsen E, Vonderheid E, Pimpinelli N, et al. ISCL/EORTC. Revisions to the staging and classification of mycosis fungoides 
and Sezary syndrome: a proposal of the International Society for Cutaneous Lymphomas (ISCL) and the cutaneous 
lymphoma task force of the European Organization of Research and Treatment of Cancer (EORTC). Blood. 2007 Sep 
15;110(6):1713-22. 

 



Ihллр 

5ŜǾŜƭƻǇƛƴƎ ǇǊŜŎƛǎƛƻƴ /wL{twπ/ŀǎмоπōŀǎŜŘ wb! ǘƘŜǊŀǇŜǳǝŎǎ ŦƻǊ 
ƘŀŜƳŀǘƻƭƻƎƛŎŀƭ ƳŀƭƛƎƴŀƴŎƛŜǎ 

/ŀǎŀƴ WмΣнΣ {ƘŜƳōǊŜȅ /мΣнΣ Iǳ ²мΣнΣ .ƧŜƭƻǎŜǾƛŎ {оΣ WŀƎƧŜŜǘ {ƛƴƎƘ DмΣнΣ wŀǿŀǘ tмΣнΣпΣ !ƭƛ !нΣ /ŜǾŀŀƭ tнΣпΣ Yŀƴ 
{мΣнΣпΣ IƻƭȊ aнΣпΣ ¸ŀƴƎ wмΣнΣ /ƘŜƴ IмΣнΣ 9ƪŜǊǘ tмΣ {ƘƻǊǧ WрΣсΣ WƻƘƴǎǘƻƴŜ wмΣнΣ ¢ǊŀǇŀƴƛ WмΣнΣ CŀǊŜƘ aмΣн 
мtŜǘŜǊ aŀŎ/ŀƭƭǳƳ /ŀƴŎŜǊ /ŜƴǘǊŜΣ н¦ƴƛǾŜǊǎƛǘȅ ƻŦ aŜƭōƻǳǊƴŜΣ о5ŀƴŀ CŀǊōŜǊ /ŀƴŎŜǊ /ŜƴǘǊŜΣ IŀǊǾŀǊŘ 
¦ƴƛǾŜǊǎƛǘȅΣ пtŜǘŜǊ 5ƻƘŜǊǘȅ LƴǎǝǘǳŜ ŦƻǊ LƴŦŜŎǝƻƴ ŀƴŘ LƳƳǳƴƛǘȅΣ рaƻƴŀǎƘ IŜŀƭǘƘΣ сaƻƴŀǎƘ ¦ƴƛǾŜǊǎƛǘȅ 

Background: AML remains a clinical challenge due to the lack of targeted therapies for many 
driver mutations. CRISPR-Cas13 offers a novel approach by enabling precise RNA degradation 
without impacting genomic DNA. Accordingly, as a potential therapeutic, Cas13 is safer and 
more adaptable than DNA-targeting CRISPR-Cas9.  

Aim: 1. Pioneer a modular platform targeting various classes of AML mutations using CRISPR-
Cas13, including over-expressed transcripts (MCL-1), point-mutated oncogenes (NRAS-G12D), 
internal tandem duplications (FLT3-ITD), and chromosomal fusions (MLL-AF9). 2.To develop 
CRISPR-Cas13 tools as in vitro-transcribed (IVT) mRNA therapeutics that can be delivered to 
AML cells by lipid nanoparticles (LNPs). 

Method: We designed guide RNAs (crRNAs) targeting clinically relevant genes and assessed 
mRNA silencing using an in-house fluorescence reporter assay. A panel of AML cell lines (THP-
1, MV4-11, MOLM-13) were transduced with CRISPR effectors and top-performing crRNAs, and 
downstream phenotypic consequences of Cas13-mediated silencing were assessed. LNP 
candidates encapsulating CRISPR-Cas13 IVT-mRNA  were synthesised and screened in 
leukaemia cells for effective delivery. Anti-CD33 monoclonal antibodies were conjugated to 
LNPs using maleimide click chemistry. 

Results: CRISPR-Cas13 consistently silenced AML target transcripts with >90% efficiency, 
including MCL-1 and FLT3, but also undruggable targets such as MLL:AF9 transcripts, wild-type 
NRAS and NRASG12D. crRNA engineering achieved mutant-selective silencing, even for single 
nucleotide variants. Target silencing generated concordant phenotypes in AML cells including 
cell death and impaired proliferation. Iterative LNP design yielded a previously unreported 
formulation capable of delivering CRISPR-Cas13 IVT-mRNA to óuntransfectableô leukaemia cells 
with >90% efficiency (THP-1, MOLM-13). Conjugated anti-CD33 monoclonal antibodies 
enhanced LNP targeting specificity and efficiency in THP-1 cells.  

Conclusion: These data provide proof-of-concept justifying further development of LNP-
delivered, mRNA-based RNA-targeting with Cas13. CRISPR-Cas13 massively expands the 
range of druggable targets, achieving exquisite specificity in AML and conceivably any 
malignancy. This platform represents a 
potential paradigm shift and novel approach 
to personalised cancer medicine.  
  



Ihллс 

aƻǎǳƴŜǘǳȊǳƳŀō ŘŜƳƻƴǎǘǊŀǘŜǎ ŎƭƛƴƛŎŀƭƭȅ ƳŜŀƴƛƴƎŦǳƭ ƻǳǘŎƻƳŜǎ ƛƴ ƘƛƎƘπǊƛǎƪ 
ǇŀǝŜƴǘǎ ǿƛǘƘ ƘŜŀǾƛƭȅ ǇǊŜπǘǊŜŀǘŜŘ ǊŜƭŀǇǎŜŘκǊŜŦǊŀŎǘƻǊȅ όwκwύ ŦƻƭƭƛŎǳƭŀǊ 
ƭȅƳǇƘƻƳŀ όC[ύ ŀƊŜǊ җо ȅŜŀǊǎ ƻŦ ŦƻƭƭƻǿπǳǇΥ ǎǳōƎǊƻǳǇ ŀƴŀƭȅǎƛǎ ƻŦ ŀ ǇƛǾƻǘŀƭ 
ǇƘŀǎŜ LL ǎǘǳŘȅ 

/ƘŜŀƘ /мΣ !ǎǎƻǳƭƛƴŜ {нΣ .ŀǊǘƭŜǧ bоΣ aŀǘŀǎŀǊ aпΣ {ŎƘǳǎǘŜǊ {рΣ {ŜƘƴ [сΣ YǳǊǳǾƛƭƭŀ  WтΣ DƛǊƛ tуΣ {ƘŀŘƳŀƴ aфΣ 
5ƛŜǘǊƛŎƘ {млΣ Cŀȅ YммΣ Yǳ aмнΣ bŀǎǘƻǳǇƛƭ [моΣ ²Ŝƛ  aмпΣ ¸ƛƴ {мпΣ ¢ƻ LмпΣ ¢ǊŀŎȅ {мпΣ Yǿŀƴ !мпΣ tŜƴǳŜƭ 9мпΣ .ǳŘŘŜ 
9мр 
м{ƛǊ /ƘŀǊƭŜǎ DŀƛǊŘƴŜǊ IƻǎǇƛǘŀƭΣ нWŜǿƛǎƘ DŜƴŜǊŀƭ IƻǎǇƛǘŀƭ Σ о{ƛǘŜƳŀƴ /ŀƴŎŜǊ /ŜƴǘŜǊΣ ²ŀǎƘƛƴƎǘƻƴ ¦ƴƛǾŜǊǎƛǘȅ {ŎƘƻƻƭ ƻŦ aŜŘƛŎƛƴŜΣ Σ 
пaŜƳƻǊƛŀƭ {ƭƻŀƴ YŜǧŜǊƛƴƎ /ŀƴŎŜǊ /ŜƴǘŜǊΣ р[ȅƳǇƘƻƳŀ tǊƻƎǊŀƳΣ !ōǊŀƳǎƻƴ /ŀƴŎŜǊ /ŜƴǘŜǊΣ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ tŜƴƴǎȅƭǾŀƴƛŀΣ с./ /ŀƴŎŜǊ /ŜƴǘǊŜ 
ŦƻǊ [ȅƳǇƘƻƛŘ /ŀƴŎŜǊ ŀƴŘ ¢ƘŜ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ .ǊƛǝǎƘ /ƻƭǳƳōƛŀΣ тtǊƛƴŎŜǎǎ aŀǊƎŀǊŜǘ /ŀƴŎŜǊ /ŜƴǘǊŜΣ уwƻȅŀƭ !ŘŜƭŀƛŘŜ IƻǎǇƛǘŀƭΣ фCǊŜŘ 
IǳǘŎƘƛƴǎƻƴ /ŀƴŎŜǊ wŜǎŜŀǊŎƘ /ŜƴǘŜǊΣ мл¦ƴƛǾŜǊǎƛǘŅǘ IŜƛŘŜƭōŜǊƎΣ мм{ǘ ±ƛƴŎŜƴǘϥǎ IƻǎǇƛǘŀƭ ŀƴŘ wƻȅŀƭ bƻǊǘƘ {ƘƻǊŜ IƻǎǇƛǘŀƭΣ мн{ǘ ±ƛƴŎŜƴǘϥǎ 
IƻǎǇƛǘŀƭΣ моa5 !ƴŘŜǊǎƻƴ /ŀƴŎŜǊ /ŜƴǘŜǊΣ мпDŜƴŜƴǘŜŎƘΣ LƴŎΦΣ мр/ƛǘȅ ƻŦ IƻǇŜ bŀǝƻƴŀƭ aŜŘƛŎŀƭ /ŜƴǘŜǊ 

Aim: To present a subgroup analysis of a Phase II study in high-risk R/R FL patients treated 

with mosunetuzumab, after Ó3 years of follow-up. 

Method: Eligible patients had R/R FL Grade (Gr) 1ï3a and Ó2 prior therapies.Efficacy and 

safety were assessed in patients with a history of progression of disease within 24 months 

(POD24) from start of first-line therapy, patients receiving mosunetuzumab in 3L vs 4L+, and 

patients aged Ó65 years. 

Results: As of May 2023, 90 patients received mosunetuzumab; 52% had POD24, 61% had 

4L+ therapy, 33% aged Ó65 years. CR rates in patients with POD24 (60%), patients Ó65 years 

(67%) and 4L+ patients (55%) consistent with the overall population (60%). Numerically lower 

30-month DOCR rate observed in 4L+ (66%) vs 3L (77%) pts. 3-year PFS rate: 44% in patients 

with POD24, 47% in patients Ó65 years, consistent with overall population (43%). 3-year PFS 

rate was lower in 4L+ (36%) vs 3L (54%) patients.  

Safety across subgroups was consistent with the overall safety cohort (OSC). Incidence of CRS 

events: 51% in patients with POD24, 47% in 4L+ patients, 30% in patients Ó65 years, and 44% 

in the OSC. In the OSC, any-grade infections occurred in 51% of patients; after C8, 8 events 

were reported in 8 patients. GrÓ3 infections observed in 17% of patients. Most common Gr Ó3 

infections: pneumonia (3%), upper respiratory tract infection (2%), septic shock (2%) and 

COVID-19 (2%). Most serious infections (14/19 [74%]) occurred in the first 4 cycles; after C8, 3 

events reported in 3 pts. Serious infections concurrent with neutropenia were rare (1%). 

Hypogammaglobulinemia reported in 2% of pts. 

Conclusion:  

Fixed-duration mosunetuzumab monotherapy showed durable remissions and clinically 

meaningful survival outcomes in high-risk patients with heavily pre-treated R/R FL. Safety was 

manageable and consistent across subgroups supporting outpatient administration. 



 
 

Ihллт 

!ƴǝōƛƻǝŎπƛƴŘǳŎŜŘ ŀōƭŀǝƻƴ ƻŦ Ǝǳǘ ƳƛŎǊƻōƛƻǘŀ ƛƴ ƳǳǊƛƴŜ ƳƻŘŜƭǎ ƻŦ ŀŎǳǘŜ 
ƭȅƳǇƘƻōƭŀǎǝŎ ƭŜǳƪŀŜƳƛŀ ǊŜǎǳƭǘǎ ƛƴ ǾŀǊƛŀōƭŜ ǇŀǧŜǊƴǎ ƻŦ ƭŜǳƪŀŜƳƛŎ ŎŜƭƭ 
ŜƴƎǊŀƊƳŜƴǘΦ  

/ƘŜƴŜȅ /мΣнΣ tŀƎŜ 9мΣнΣ ²ƘƛǘŜ  5мΣнΣпΣрΣ ¸ŜǳƴƎ 5мΣнΣоΣп 
м/ŀƴŎŜǊ tǊƻƎǊŀƳΣ tǊŜŎƛǎƛƻƴ aŜŘƛŎƛƴŜ ¢ƘŜƳŜΣ {ƻǳǘƘ !ǳǎǘǊŀƭƛŀƴ IŜŀƭǘƘ ŀƴŘ aŜŘƛŎŀƭ wŜǎŜŀǊŎƘ LƴǎǝǘǳǘŜΣ нCŀŎǳƭǘȅ ƻŦ IŜŀƭǘƘ ŀƴŘ aŜŘƛŎŀƭ {ŎƛŜƴŎŜΣ 
¦ƴƛǾŜǊǎƛǘȅ ƻŦ !ŘŜƭŀƛŘŜΣ оwƻȅŀƭ !ŘŜƭŀƛŘŜ IƻǎǇƛǘŀƭΣ п!ǳǎǘǊŀƭƛŀƴ ŀƴŘ bŜǿ ½ŜŀƭŀƴŘ /ƘƛƭŘǊŜƴϥǎ hƴŎƻƭƻƎȅ DǊƻǳǇ ό!b½/IhDύΣ р!ǳǎǘǊŀƭƛŀƴ DŜƴƻƳƛŎǎ 
IŜŀƭǘƘ !ƭƭƛŀƴŎŜ ό!DI!ύΣ ¢ƘŜ aǳǊŘƻŎƘ /ƘƛƭŘǊŜƴϥǎ wŜǎŜŀǊŎƘ LƴǎǝǘǳǘŜ 

Aim: Dysbiosis of the gastrointestinal microbiome has been associated with disease pathophysiology in several 
contexts including; cancer, allergies and metabolic conditions. Emerging evidence postulates a role for gut 
microbiota dysbiosis in the development and treatment response of blood cancers. Here, we investigated the 
role of dysbiotic microbiota on the engraftment of ALL cells in a murine model.  

Method: Six-week-old Nod Scid Gamma mice were provided with drinking water with or without ampicillin and 
neomycin (n=20 in each group) to deplete the gut microbiota. Mice were injected with B-ALL patient cells via tail-
vein from one of the following subtypes; NUP214::ABL1, DUX4::IGH, KMT2A::AFF1, or P2RY8::CRLF2. Faecal 
samples were collected weekly, and gut microbiota changes were assessed by 16s rRNA bacterial load qPCR. 
Bone marrow, extramedullary organs, ileum and caecum were harvested for histological analysis. 
Immunophenotyping of tissues was conducted via flow cytometry and statistical significance was analysed via 
unpaired t-test and 2-Way ANOVA. 

Results: A significant increase in leukaemic engraftment was observed at day 42-43 post-injection in antibiotic-
treated mice compared to controls in  NUP214::ABL1 and P2RY8::CRLF2 groups (p=0.0113 and  p=0.0222 
respectively; Fig.1). There was also an increase in the spleen size (p=0.0087 and p=0.0087 respectively). 

Interestingly, antibiotic-treated mice harbouring KMT2A::AFF1 had significantly smaller spleens than controls 
(p=0.0003), an inverse observation to NUP214::ABL1 and P2RY8::CRLF2 cohorts. No significant changes were 
observed between organ weights, phenotypic profiles or survival (72 days) in the IGH::DUX4 cohort.  
 
Conclusion: A dysbiotic microbiota appears to provide an environment supporting leukaemic engraftment in 
mice harbouring blasts from patient cells harbouring NUP214::ABL1 and P2RY8::CRLF2 subtypes, with 
differences most pronounced in the spleen. Our observations require further exploration of the interaction using 
ALL cells from additional patients with the same and differing lesions. These preliminary results suggest gut 
microbiome dysbiosis may have an influence on certain ALL subtypes.  



Ihллу 

aŜƎŀƪŀǊȅƻŎȅǘŜ ŜƳǇŜǊƛǇƻƭŜǎƛǎ ƛƴ atbΥ bŜǳǘǊƻǇƘƛƭǎ CǊƛŜƴŘ ƻǊ CƻŜΚ 

/ƻƭƭƛƴǎƻƴ wмΣ  ²ƛƭǎƻƴ [мΣ .ƻŜȅ 5мΣ bƎ ½мΣнΣ aƛǊȊŀƛ .оΣ /ƘǳŀƘ IнΣоΣпΣ aŀƭƘŜǊōŜ  рΣ [ƛƴŘŜƴ aмΣ CǳƭƭŜǊ YмΣ Dǳƻ .мΣ 
9ǊōŜǊ ²м 
м¦ƴƛǾŜǊǎƛǘȅ ƻŦ ²ŜǎǘŜǊƴ !ǳǎǘǊŀƭƛŀΣ нwƻȅŀƭ tŜǊǘƘ IƻǎǇƛǘŀƭΣ оtŀǘƘ²Ŝǎǘ [ŀōƻǊŀǘƻǊȅ aŜŘƛŎƛƴŜΣ пwƻŎƪƛƴƎƘŀƳ 
DŜƴŜǊŀƭ IƻǎǇƛǘŀƭΣ рCƛƻƴŀ {ǘŀƴƭŜȅ IƻǎǇƛǘŀƭ 

Aim: Emperipolesis is a biological process in which a cell penetrates and exists as a viable 
intact cell within another. Megakaryocyte emperipolesis, primarily involving neutrophils, is a 
recognised morphological feature of myeloproliferative neoplasms (MPN). It is thought to be a 
passive process with the emperipolesed cells remaining intact. Our aim was to determine 
whether there has been any interchange of neutrophil protein or RNA within the megakaryocyte.  

Method: Blood and bone marrow samples were obtained from 222 consenting MPN patients 
and 45 controls (three tertiary public hospitals in WA). Marrow biopsies were assessed 
morphologically and following immunohistochemical staining (H&E, CD15, CD61, 
myeloperoxidase, lactoferrin). Platelets isolated from blood were assessed for protein 
expression using SWATH-MS (Sequential windowed acquisition of all theoretical fragment ion-
mass spectra) and subjected to an independent t-test. Platelet mRNA was examined using 
transcriptomic NGS and assessed using a Wald test, followed by a Benjamin-Hochberg p-value 
adjustment.  

Results: 84% of MPN patients had megakaryocyte emperipolesis, confirmed as neutrophils by 
CD15 positivity. Megakaryocytes in MPN, but not controls, showed positivity for azurophilic 
neutrophil granule protein myeloperoxidase (<1-30%) and specific granule protein lactoferrin 
(<1%-59%). Platelet protein analysis showed increased expression of neutrophil azurophilic, 
specific and gelatinase granules and secretory vesicle proteins. Examples include cathepsin-G 
(azurophilic) and lactoferrin (specific) with 1.8-fold and 1.4-fold protein increases, and CTSG 
5.1-fold and LTF 4.6-fold increase in mRNA, respectively. 

Conclusion: Megakaryocyte emperipolesis is common in MPN. The protein and mRNA data 
show evidence of neutrophil-unique granule proteins and mRNA within megakaryocytes and 
platelets. The mechanism by which this exchange occurs is unclear. It could be due to active 
release of neutrophilic constituents into megakaryocytes (and then to platelets) during 
emperipolesis. Alternatively, megakaryocytes could lead toxic damage to neutrophils resulting in 
loss of cellular material into the megakaryocyte.  
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/ƻǊŘ ōƭƻƻŘπŘŜǊƛǾŜŘ ƳƛŎǊƻǝǎǎǳŜǎ ŀǎ ŀ ǇǊŜŎƭƛƴƛŎŀƭ ǘŜǎǝƴƎ ǇƭŀǜƻǊƳ ŦƻǊ 
ǇŜŘƛŀǘǊƛŎ ǾŀǎŎǳƭŀǊ ƛƴƅŀƳƳŀǝƻƴ 

CǊŀƴŎƻ wмΣнΣ aǳǊǇƘȅ !мΣ .ƛǎƘǘ YоΣпΣ bŀǳǎŀ DŀƭŜŀƴƻ DмΣ /ƻǎǘŀ aŀƛŀ {мΣ /ƘƛŀǊŜǩ {мΣнΣ DǊƛŶǘƘǎ wмΣнΣ !ƭƭŜƴōȅ aм 
м¦ƴƛǾŜǊǎƛǘȅ hŦ vǳŜŜƴǎƭŀƴŘΣ {ŎƘƻƻƭ hŦ /ƘŜƳƛŎŀƭ 9ƴƎƛƴŜŜǊƛƴƎΣ н¢ƘŜ !ǳǎǘǊŀƭƛŀƴ wŜŘ /Ǌƻǎǎ [ƛŦŜōƭƻƻŘΣ wŜǎŜŀǊŎƘ ϧ 
5ŜǾŜƭƻǇƳŜƴǘ ¦ƴƛǘΣ оaŀǘŜǊ wŜǎŜŀǊŎƘ ς ¢ƘŜ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ vǳŜŜƴǎƭŀƴŘΣ п¢Ǌŀƴǎƭŀǝƻƴŀƭ wŜǎŜŀǊŎƘ LƴǎǝǘǳǘŜ 

 
Aim: There is a substantial absence of clinical trial data for drugs prescribed to children whereby 
data is mostly extrapolated from adults (1). Difficulty in recruiting pediatric volunteers due to 
ethical and safety issues (2) prompts us to reconsider how to ensure the safety of children during 
testing who have more complex physiological and developmental characteristics from adults (3).  
We have engineered a three-dimensional culture platform mimicking the bodyôs inflammatory 
response using cells derived from cord blood (CB) to represent pediatric haematopoietic-
endothelial crosstalk. This novel system is the first to combine endothelial colony forming cells 
(ECFCs) and mononuclear cells (MNCs) in a 3D cell culture. This 3D model does not aim to 
replace clinical trials but presents a translatable, economical, and physiologically relevant 
alternative to pre-clinical drug screening for pediatric populations. 
 
Method: ECFCs and MNCs were isolated from human CB units and cocultured in a fibrin 
hydrogel. Vascular-like networks self-assembled in culture and were characterized phenotypically 
by immunocytochemistry. Cultures were exposed to TNF-Ŭ (10ng/ mL) to induce inflammation. 
Detection of inflammatory cytokines and staining with ICAM-1 were evaluated thereafter. 
Coculture with adipose-derived mesenchymal cells (AD-MSCs) was conducted as control.   
 
Results: CB-MNCs can support vascular network formation of ECFCs (Figure 1A) with MNCs 
populating ECFC microvessel surfaces. Inducing inflammation by TNF-Ŭ exposure in ECFC:MNC 
cultures showed positivity for ICAM-1 that was not observed in ECFC:AD-MSCs (Figure 1B). 
Inflammatory markers (TNF-Ŭ, IFN-ɔ, IL-6) were also upregulated in ECFC:MNC cocultures more 
than ECFC:AD-MSCs. 
 
Conclusion: This novel 3D coculture platform highlights the capability of MNCs to support 
perivascular growth. As a preclinical testing model, coculturing with MNCs allowed for more 
sensitive detection of inflammatory cytokines compared with commercial cell lines.  

 
Figure 1. ECFC (CD31) and MNC (CD45) cocultures in 3D fibrin hydrogel (A). Positive ICAM-1 
staining in ECFC: MNC cultures after TNF-Ŭ stimulation (B).  
 
References: 
1. Joseph PD, Craig JC, Caldwell PH. Clinical trials in children. Br J Clin Pharmacol. 2015;79(3):357-69. 
2. Caldwell PH, Murphy SB, Butow PN, Craig JC. Clinical trials in children. Lancet. 2004;364(9436):803-
11. 
3. Rocchi F, Tomasi P. The development of medicines for children. Part of a series on Pediatric 
Pharmacology, guest edited by Gianvincenzo Zuccotti, Emilio Clementi, and Massimo Molteni. Pharmacol Res. 
2011;64(3):169-75. 
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LƳǇŀŎǘ ƻŦ ǎƻŎƛƻŜŎƻƴƻƳƛŎ ǎǘŀǘǳǎ ƻƴ ǳǝƭƛǎŀǝƻƴ ƻŦ !{/¢ ŀƴŘ ƻǾŜǊŀƭƭ ǎǳǊǾƛǾŀƭ ƛƴ 
ƳǳƭǝǇƭŜ ƳȅŜƭƻƳŀΥ ŀ ǊŜǇƻǊǘ ŦǊƻƳ ǘƘŜ !ǳǎǘǊŀƭƛŀƴ ŀƴŘ bŜǿ ½ŜŀƭŀƴŘ ό!b½ύ 
aȅŜƭƻƳŀ ŀƴŘ wŜƭŀǘŜŘ 5ƛǎŜŀǎŜǎ wŜƎƛǎǘǊȅ ό!b½ aw5wύ 

DǊŀǝƻƴ .мΣ ²ŜƭƭŀǊŘ /нΣ aƻƻǊŜ 9нΣ aƻƭƭŜŜ tоΣ {ǇŜƴŎŜǊ !пΣ {ƘŜǧȅ !рΣ .ŀƪŜǊ .сΣ CƻǊǎȅǘƘ /тΣ IŜŜƴŀƴ WуΣ YŜǊǊƛŘƎŜ LфΣ 

aŎvǳƛƭǘŜƴ ½нΣ ²ƻƻŘ 9нΣ aŎ/ŀǳƎƘŀƴ Dм 
м{ǘ ±ƛƴŎŜƴǘϥǎ IƻǎǇƛǘŀƭ {ȅŘƴŜȅΣ нaƻƴŀǎƘ ¦ƴƛǾŜǊǎƛǘȅΣ оtǊƛƴŎŜǎǎ !ƭŜȄŀƴŘǊŀ IƻǎǇƛǘŀƭΣ п¢ƘŜ !ƭŦǊŜŘ IƻǎǇƛǘŀƭΣ рbŀǇŜŀƴ IƻǎǇƛǘŀƭΣ 
сtŀƭƳŜǊǎǘƻƴ bƻǊǘƘ IƻǎǇƛǘŀƭΣ т/ŜƴǘǊŀƭ /ƻŀǎǘ IŀŜƳŀǘƻƭƻƎȅΣ уbƻǊǘƘŜǊƴ /ŀƴŎŜǊ {ŜǊǾƛŎŜǎΣ фwƻȅŀƭ bƻǊǘƘ {ƘƻǊŜ IƻǎǇƛǘŀƭ 

 
Aim: There has been a dramatic improvement in survival outcomes in multiple myeloma (MM) 
over the last 20 years.  However, these benefits have not been recognised equally among 
patient populations1. We aimed to assess the impact of non-biologic factors on treatment and 
survival outcomes. 

Method: We conducted a retrospective review of 3392 MRDR patients with MM from 44 sites 
across ANZ between June 2012-April 2024. Deciles of area-level socioeconomic status (SES) 
were generated by linking individual postcodes to data from the Australian Bureau of Statistics 
utilising the composite Index of Relative Socioeconomic Advantage and Disadvantage (IRSAD). 
Low SES was defined as IRSAD deciles 1-5 (n=1281) and high SES as deciles 6-10 (n=2111). 
Baseline characteristics were compared between high and low SES as well as between ASCT 
recipients and non-recipients. Kaplan-Meier methods were used to estimate overall survival 
from the date of diagnosis (OS). Multivariate analysis was undertaken for OS using cox 
regression. 

Results: The low SES group had a higher BMI (median 28.32 vs 26.64, p<0.001), increased 
rates of diabetes (14.6% vs 10.5%, p<0.001) and pulmonary disease (6.7% vs 4.4%, 
p=0.007%). There was no statistical difference between groups for age, gender, disease stage 
(ISS-3), ECOG Ó2, liver disease or peripheral neuropathy. Compared to the low SES group, 
those in the high SES group were more likely to have an ASCT (55% vs 48.2%, p<0.001) and 
had an improved median OS (89.3 vs 74.4 months, p=0.001). These findings retained statistical 
significance after adjustment for BMI, diabetes and pulmonary disease. 

Conclusion: These data demonstrate a disparity in OS and utilisation of ASCT favouring higher 
SES independent of biological factors in a universal healthcare model. Given ASCT has proven 
survival benefit2 and is recommended as upfront treatment for eligible patients3, this disparity 
warrants further research to address barriers and enhance equitable outcomes. 
 
References: 
1.Miranda-Galvis M, et al. Disparities in survival of hematologic malignancies in the context of social determinants of 
health: a systematic review. Blood Adv. 2023 14;7(21):6466-6491 
2. Paul G. Richardson et al. Triplet Therapy, Transplantation, and Maintenance until Progression in Myeloma. N Engl 
J Med 2022;387:132-147 
3. Dimopoulos MA, Moreau P et al. Multiple myeloma: EHA-ESMO Clinical Practice Guidelines for diagnosis, 
treatment and follow-up. Ann Oncol. 2021;32(3):309-322. 
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¢ǊŜŀǘƳŜƴǘ ƻŦ CƛǊǎǘ wŜƭŀǇǎŜ ƻŦ aǳƭǝǇƭŜ aȅŜƭƻƳŀ ƛƴ !ǳǎǘǊŀƭƛŀ ŀƴŘ bŜǿ 
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ŀƴŘ wŜƭŀǘŜŘ 5ƛǎŜŀǎŜǎ wŜƎƛǎǘǊȅ ό!b½ aw5wύ !ƴŀƭȅǎƛǎ 

DǊŀǝƻƴ .мΣ ²ŜƭƭŀǊŘ /нΣ aƻƻǊŜ 9нΣ ¢ŀƴ aоΣ wƻǿƭŀƴŘ WпΣ aǳǊǇƘȅ aрΣ [ƛƳ YсΣ IŀƳŀŘ bмΣ wŀƧŀƎƻǇŀƭ wоΣ 
aƻƭƭŜŜ tпΣ {ǇŜƴŎŜǊ !рΣ vǳŀŎƘ IсΣ aŎ/ŀǳƎƘŀƴ Dм 
м{ǘ ±ƛƴŎŜƴǘϥǎ IƻǎǇƛǘŀƭ {ȅŘƴŜȅΣ нaƻƴŀǎƘ ¦ƴƛǾŜǊǎƛǘȅΣ оaƛŘŘƭŜƳƻǊŜ IƻǎǇƛǘŀƭΣ пtǊƛƴŎŜǎǎ !ƭŜȄŀƴŘǊŀ IƻǎǇƛǘŀƭΣ 
р¢ƘŜ !ƭŦǊŜŘ IƻǎǇƛǘŀƭΣ с{ǘ ±ƛƴŎŜƴǘϥǎ IƻǎǇƛǘŀƭ aŜƭōƻǳǊƴŜ 

Aim: There remains lack of consensus regarding whether relapsed multiple myeloma  should 
be treated at clinical or biochemical progression (CP/BP), and the ensuing clinical outcome. We 
described practices in ANZ and the outcomes in these cohorts. 

Method: We conducted a retrospective review of MRDR patients across 5 sites in ANZ that had 
progressed following first line therapy. Additional information was sought regarding timing of 
treatment at myeloma relapse (BP or CP) and presence of end organ damage (EOD) at 3-6 
months. We determined PFS and OS in these cohorts. 

Results: Among 284 patients, 53% were treated at BP and 47% at CP.  There was no 
difference in age, gender, ECOG, ISS-3 or high-risk cytogenetics at diagnosis between groups.  
There was no difference in time to first progression (CP=21.1 months vs BP=21 months) or time 
between progression and initiation of therapy (CP=1.6 vs. BP=1.7 months). Patients treated at 
CP had a higher rate of persistent opioid requirement at 6 months (CP=33% vs BP=15.2%, 
p<0.001) and need for a mobility aid at 6 months (CP=14.4% vs. BP=6.6%, p=0.044), but there 
was no difference in fracture rates between the groups at 6 months.  68% of patients with renal 
EOD had no renal response as per IMWG at 3 months.  There was no difference in PFS 
between the two groups (CP=10.3 months vs. BP=12.2 months, p=0.203).  Those treated at BP 
had improved OS from initiation of second line therapy compared to treatment at CP (CP=23.5 
months vs. BP=34.4 months, p=0.046). 

Conclusion: Initial disease characteristics, time to first progression and from progression to 
initiation of second line therapy did not differ between groups.  Treatment at BP was associated 
with less persistent EOD and those treated at BP had significantly improved OS, but not PFS, 
compared to treatment at CP.  This inferior OS may be related to persistent EOD or more 
aggressive disease biology, and warrants further investigation. 
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tŜƳōǊƻƭƛȊǳƳŀō Ǉƭǳǎ ǘƘŜ ŀƴǝς[!Dπо ŀƴǝōƻŘȅ ŦŀǾŜȊŜƭƛƳŀō ƛƴ ǇŀǝŜƴǘǎ 
ǿƛǘƘ ŀƴǝςt5πмςƴŀƛǾŜ ǊŜƭŀǇǎŜŘ ƻǊ ǊŜŦǊŀŎǘƻǊȅ όwκwύ ŎƭŀǎǎƛŎŀƭ IƻŘƎƪƛƴ 
ƭȅƳǇƘƻƳŀ όŎI[ύΥ ǳǇŘŀǘŜŘ ŀƴŀƭȅǎƛǎ ƻŦ ŀ ǇƘŀǎŜ мκн ǎǘǳŘȅ 

WƻƘƴǎƻƴ bмΣ [ŀǾƛŜ 5нΣ .ƻǊŎƘƳŀƴƴ tоΣ DǊŜƎƻǊȅ DпΣ IŜǊǊŜǊŀ !рΣ aƛƴǳƪ [сΣ ±ǳŎƛƴƛŎ ±тΣ !ǊƳŀƴŘ tуΣ !ǾƛƎŘƻǊ !фΣ 
DŀǎƛƻǊƻǿǎƪƛ wмлΣ IŜǊƛǎƘŀƴǳ ¸ммΣ YŜŀƴŜ /мнΣ YǳǊǳǾƛƭƭŀ WмоΣ aŀǊŎŜŀǳ ²Ŝǎǘ wмпΣ tƛƭƭŀƛ tмпΣ ¸ǳǎǳŦ wмпΣ 
¢ƛƳƳŜǊƳŀƴ Wмр 
мWŜǿƛǎƘ DŜƴŜǊŀƭ IƻǎǇƛǘŀƭΣ нIŀŘŀǎǎŀƘ aŜŘƛŎŀƭ /ŜƴǘŜǊΣ о¦ƴƛǾŜǊǎƛǘȅ IƻǎǇƛǘŀƭ /ƻƭƻƎƴŜΣ п{ŎƘƻƻƭ ƻŦ /ƭƛƴƛŎŀƭ 
{ŎƛŜƴŎŜǎ ŀǘ aƻƴŀǎƘ IŜŀƭǘƘΣ aƻƴŀǎƘ ¦ƴƛǾŜǊǎƛǘȅΣ р/ƛǘȅ ƻŦ IƻǇŜΣ с/ŀƴŎŜǊ/ŀǊŜ aŀƴƛǘƻōŀ ŀƴŘ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ 
aŀƴƛǘƻōŀΣ т[ŜƛǇȊƛƎ ¦ƴƛǾŜǊǎƛǘȅ aŜŘƛŎŀƭ /ŜƴǘŜǊΣ /ƭƛƴƛŎ ŀƴŘ tƻƭȅŎƭƛƴƛŎ ŦƻǊ IŜƳŀǘƻƭƻƎȅΣ /Ŝƭƭ ¢ƘŜǊŀǇȅ ŀƴŘ 
IŜƳƻǎǘŀǎŜƻƭƻƎȅΣ у5ŀƴŀπCŀǊōŜǊ /ŀƴŎŜǊ LƴǎǝǘǳǘŜΣ ф{ƘŜōŀ aŜŘƛŎŀƭ /ŜƴǘŜǊΣ wŀƳŀǘ Dŀƴ ŀƴŘ {ŎƘƻƻƭ ƻŦ 
aŜŘƛŎƛƴŜΣ ¢Ŝƭ !ǾƛǾ ¦ƴƛǾŜǊǎƛǘȅΣ мл/ƻƴŎƻǊŘ IƻǎǇƛǘŀƭΣ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ {ȅŘƴŜȅΣ мм¢Ŝƭ !ǾƛǾ {ƻǳǊŀǎƪȅ aŜŘƛŎŀƭ 
/ŜƴǘŜǊΣ мнtǊƛƴŎŜǎǎ !ƭŜȄŀƴŘǊŀ IƻǎǇƛǘŀƭΣ моtǊƛƴŎŜǎǎ aŀǊƎŀǊŜǘ /ŀƴŎŜǊ /ŜƴǘǊŜΣ мпaŜǊŎƪ ϧ /ƻΦΣ LƴŎΦΣ мр¦/[! 
aŜŘƛŎŀƭ /ŜƴǘŜǊ 

Aim: Pembrolizumab plus favezelimab demonstrated acceptable safety and sustained 
antitumor activity in patients with antiïPD-1ïnaµve R/R cHL (cohort 1) in a phase 1/2 study 
(NCT03598608). We present updated results from cohort 1. 

Method: Patients were Ó18 years, had antiïPD-1ïnaµve R/R cHL, and were ineligible for ASCT, 
failed to respond to or progressed after ASCT, or did not respond to salvage chemotherapy. A 
safety lead-in to determine RP2D was followed by efficacy expansion. Patients in the safety 
lead-in received pembrolizumab 200 mg plus favezelimab 200 mg escalating to 800 mg IV 
Q3W. In efficacy expansion, patients received pembrolizumab 200 mg plus favezelimab 800 mg 
(RP2D) IV Q3W for Ò35 cycles. Safety was the primary end point. ORR per IWG 2007 criteria 
by investigator review was secondary. DOR, PFS, and OS were exploratory.  

Results: Cohort 1 included 30 patients. Median follow-up at data cutoff (February 22, 2024) 
was 43.2 months (range, 35.7-54.9). Any-grade treatment-related AEs occurred in 27 patients 
(90%) with grade 3 or 4 events in 7 (23%). Five patients (17%) discontinued treatment and no 
patients died because of treatment-related AEs. AEs of clinical interest occurred in 20 patients 
(67%); 3 (10%) had grade 3 events (colitis, pneumonitis, severe skin reaction) and 1 (3%) had a 
grade 4 event (hepatitis). ORR was 83% (95% CI, 65-94; CR 11/PR 14). Median DOR was 17.0 
months (range, 2.6 to 33.3+). Median PFS was 19.4 months (95% CI, 9.5-28.5). Median OS 
was not reached (95% CI, 46.9 months-NR).   

Conclusion: In this updated analysis, pembrolizumab plus favezelimab continued to 
demonstrate manageable safety and sustained antitumor activity in patients with antiïPD-1ï
naive R/R cHL.  
 
 
É 2024 American Society of Clinical Oncology, Inc. Reused with permission. This abstract was 
accepted and previously presented at the 2024 ASCO Annual Meeting. All rights reserved. 
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Aim: Relapsed/refractory (RR) Diffuse Large B-Cell (DLBCL) and Follicular Lymphoma (FL) are 
exquisitely radiosensitive, with limited effective therapies and poor outcomes.  Our study 
examined the safety of escalating doses of radiotherapy (RT) plus durvalumab, (PD-L1 inhibitor) 
in RRDLBCL and RRFL and the role of immune-cell subsets on response and survival. 

Method: RaDD (NCT03610061) was a multisite phase I study in adult transplantȤineligible 
RRDLBCL & FL. Patients (pts) received external-beam RT (2.5ï30Gy, 5 or 10 fractions) to 1-3 
target sites, plus Durvalumab 1500mg IV Q4W starting Day 2 RT until PD (RT+D). Primary 
endpoint was RT recommended phase two dose (RP2D). Secondary endpoints: response rate, 
toxicity, progressionȤfree- and overall survival (PFS & OS). Tissue markers were analysed 
(NanoString pan cancer immune and OLINK immune response panels). Novel immunePET was 
performed in a subset of patients examining biodistribution of 89ZrȤDurvalumab & CD8 minibody 
89Zr ȤDfȤcremirlimab.  

Results: 34 pts were enrolled; 5 FL, 29 DLBCL. Median age was 74y. Median prior lines was 2 
(range 1ï3). No DLTs occurred. RT RP2D was 20 Gy/5# to 3 sites in FL & 30 Gy/10# to 3 sites 
in DLBCL. Most common G3Ȥ4 adverse events were anaemia (9%, n=3), neutropenia (11%, 
n=4), LFT derangement (5%, n=2).  In evaluable pts, 66% achieved reduction in target lesions, 
in 33% shrinkage was >50%. ORR was 60% in FL (CMR 40%); 14% in DLBCL (CMR 10%). 
Median PFS & OS were 1.9m and 7m respectively.  Evidence of T-cell activation in tumour at 
baseline by PET was correlated with ORR (p<0.05). 
 
Conclusion: RT+D with RT doses up to 30Gy/10# to 3 disease sites is safe with minimal 
toxicity and offers promising responses in FL. Baseline T-cell activity on CD8-PET and tissue 
correlates with response to RT+D. 
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Aim: The Pharmaceutical Benefits Advisory Committee makes reimbursement decisions for 
new therapies based on economic models and clinical trial results submitted by sponsors. It is 
difficult to determine the downstream impact of listing a new therapy from such evidence. The 
aim of this study was to estimate the impact of listing bortezomib, lenalidomide and 
dexamethasone (VRd) for first-line stem cell transplant (SCT)-ineligible multiple myeloma (MM) 
using the novel EpiMAP Myeloma model developed using the Australia & New Zealand 
Myeloma and Related Diseases Registry. 

Methods: We assessed the impact of listing VRd in August 2019 using 5 years of published 
estimates of the incidence of MM in Australia. Results from the pivotal VRd clinical trial were 
used to estimate the distribution of responses to VRd that would be observed in routine clinical 
practice. Outcomes were median overall survival (OS), total lines of chemotherapy received, 
and total time on chemotherapy. 

Results: From 2020 to 2024 there were an estimated 12,314 new MM diagnoses in Australia. 
The EpiMAP Myeloma model estimated that the introduction of VRd improved the median OS 
for SCT-ineligible patients from 4.6 to 5.3 years. Based on an estimated 35% uptake, there were 
no significant changes in the total number of chemotherapy lines (No VRd 70,883, VRd 70,672) 
or total time on chemotherapy (No VRd 2,574 days, VRd 2,589 days). 

Conclusion: By improving the best clinical response to induction therapy, the model predicted 
that the introduction to VRd would marginally improve OS without a downstream impact in terms 
of subsequent chemotherapy lines or time on chemotherapy. These results demonstrate how 
the EpiMAP Myeloma model could inform future budget-impact analyses. 
  



Ihлмс 

±ƛǊǘǳŀƭ /ƘŜƳƻǘƘŜǊŀǇȅ 5ŀȅ ¦ƴƛǘ ό±/5¦ύΥ ŦǳƴŎǝƻƴŀƭƛǘȅΣ ǎŀŦŜǘȅ ŀƴŘ 
ŜȄǇŜǊƛŜƴŎŜ 

.ǳǧŜǊǿƻǊǘƘ YΣ 5ŀǊōȅ aΣ aŎtƘŜǊǎƻƴ WΣ hϥ/ƻƴƴƻǊ {Σ vǳŀŎƘ IΣ {ƛƳ {Σ ¢ŀȅƭƻǊ WΣ ¢ŀȅƭƻǊ aŀǊǎƘŀƭƭ wΣ WƻƴŜǎ [м 
м{ǘ ±ƛƴŎŜƴǘϥǎ IƻǎǇƛǘŀƭ aŜƭōƻǳǊƴŜ 
 
Aim: The VCDU aims to optimise the current self-delivery model of care for people with 
Myeloma at St Vincentôs Public Hospital Melbourne, specifically: 
Reduce gaps between nurse-administration and self-administration. 

Facilitate benefits of self-administration, without loss of expert nursing support.  

Decrease time and financial toxicity of eligible treatments. 

Improve assessment and safety with telehealth supervision. 

Recruit new patients though creation of a sustainable business model.  

Improve the capacity of the chemotherapy day unit (CDU). 

 
Method: The myeloma nurse team reviewed current model of care, specifically sustainability 
barriers and workflow differences, then benchmarked against other similar models of care. 
A quality improvement project was proposed and supported by haematology and nursing 
leadership. A Western and Central Melbourne Integrated Cancer Service grant and a successful 
business case funded the project lead and VCDU clinical nurse. 
 
Multidisciplinary steering committee and expert nursing group oversaw pre-pilot setup of model 
of care, inclusive of all patient facing material and organisational deliverables, the physical 
clinic, and full integration of hospital systems. 
 
Result: Results: Running each Friday since 16/2/24, the VCDU has transitioned 15 patients out 
of CDU with no adverse or clinical incidents noted over 3 months. 29 VCDU attendances 
created 44 hours of treatment capacity in the CDU. 
 
Eligible treatments include Bortezomib and subcutaneous immunoglobulin. Whilst initially 
myeloma focused, eligibility expanded as immunoglobulin therapy crosses haematology 
streams. 
 
Conclusion: The Virtual CDU uses a nurse-led clinic backbone to facilitate real time pre-
treatment assessment, positive identification, supervision of administration and disposal, as well 
as expert follow up education and support. Informal consumer feedback has been positive, with 
formal survey results planned for 6 and 9 months post implementation. 
 
Integration with hospital systems has created a sustainable and accessible model which 
facilitates smooth patient flow into and out of CDU. 
 
Early success of model of care has facilitated exploration of Daratumumab self-administration, 
an exciting future development in patient centred care for people with Myeloma.  
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Aim: Mutations in epigenetic regulator gene, ten eleven translocation 2 (TET2), are observed in age 
related clonal haematopoiesis, and prevalent in chronic myelomonocytic leukemia (CMML) [1], which 
is characterized by inflammatory monocytosis [2]. We aim to model and investigate the effect of 
TET2-mutations on differentiated human monocytes to develop personalized targeted strategies. 
 
Method: TET2 was knocked out (KO) in three different cord blood hematopoietic stem progenitor 
cells (CB HSPCs) using CRISPR. TET2-KO HSPCs and wild type (WT) were differentiated into 
monocytes over 21 days using human cytokines cocktail. The effect of TET2-KO in monocytes was 
investigated by immunophenotyping using flow cytometry, gene expression of inflammatory cytokine 
and inflammatory protein production after lipopolysaccharide (LPS) and ATP stimulation. The 
secretome of monocytes was also analysed before and after stimulation. Data was analysed using 
one-way ANOVA after normalization. 
 
Results: Using TIDE analysis, at least 89% of HSPCs had TET2-KO. Functional differentiated 
Mono/Mac were confirmed by the expression of CD14, CD11b, CD206, CD68, and CD80. Increased 
inflammasome NLRP3 protein was observed in TET2-KO monocytes, that also showed higher IL-1ɓ 
gene expression and active IL-1ɓ protein excretion after stimulation. Evaluation of secretome had 
shown differential protein expression between TET2-KO monocytes and WT with upregulation of 
pro-inflammatory cytokines in TET2-KO monocytes. 
 
Conclusion: We successfully engineered a human functional model of TET2-mutated monocytes 
differentiated from CB HSPCs to understand the biology of CMML. CMML is a disorder of profound 
innate immune activation, where TET2 mutations could contribute to more inflammatory features in 
monocytes. Our model phenocopies several features of TET2- mutated clonal hematopoiesis where 
TET2 mutations constitutively activate innate immune response in monocytes. Our model 
characterized differential protein secretion that would be investigated as novel targets. 

 
 
 
Figure 1: TET2- KO CB HSPCs were differentiated to monocytes. 
Heatmap shows differential protein expression between groups. 
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Aim: Autologous Haematopoietic Stem Cell Transplant (AHSCT) has demonstrated significant 
clinical benefits in people with Multiple Sclerosis (PwMS). To understand its outcome from 
patientôs perspective, a quality of life (QOL) instrument has been employed but the MS-specific 
QOL tool is lacking. This study aims to assess longitudinal QOL data in mental composite (MC) 
and physical composite (PC) using the validated and MS-specific 54-itemed QOL (MSQOL-54) 
instrument and assess changes between pre- and post-HSCT over the long-term in a large 
cohort. 

Method: This prospective longitudinal study, conducted at St. Vincentôs Hospital, Sydney 
(HREC/10/SVH/135) focuses on PwMS transplanted since 2010 using the BEAM-ATG 
(Carmustine, Etoposide, Cytarabine, Melphalan with Anti-thymocyte globulin-Horse) regimen. 
QOL was assessed with MSQOL-54 scores pre-HSCT and at intervals of 3, 6, 12 months, then 
yearly up to 10 years. MSQOL-54 data available up to December 2023 was included. Statistical 
analysis was conducted using the linear mixed model and Ġ²d§kôs multiple comparison test to 
control error rate and validate results. 

Results:  62 PwMS (22 males, 40 females) with median age 37 (22-55) had median follow-up 
of 5.9 years (range 1.9-11.7 years). 18% had a family history of MS, 21% had a family history of 
autoimmune disease and median time from the diagnosis to HSCT was 79 months (9-256). 
Overall, compared to baseline, there was improvement in PC by a minimum of 10 points up to 5 
years with greatest peak at 36 months post HSCT (p<0.0001, 95%CI 11-28). Similarly, 
improvement in MC occured at different time points excluding 24 months and 60 months with 
the highest improvement at 36 months (p<0.0001, 95%CI 7-27) ï (Figure 1). 

Conclusion: The results 

highlight a significant 

improvement in both 

physical and mental QOL 

in PwMS after HSCT. 

These results will help 

multidisciplinary team 

caring for PwMS with 

interventions that can be 

implemented to sustain 

QOL improvement post 

HSCT.  
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ƛƴǇŀǝŜƴǘ ŀŘƳƛǎǎƛƻƴΣ ŀƴŘ мπΣ оπΣ ŀƴŘ сπƳƻƴǘƘ ǝƳŜ ǇƻƛƴǘǎΦ ¢ǊŀƧŜŎǘƻǊȅ Ǉƭƻǘǎ ƻŦ L/9 ǎŎƻǊŜǎ ŀƴŘ /!w¢ŎƻƎ 
ǎŎƻǊŜǎ ŀŎǊƻǎǎ ǝƳŜ ǿŜǊŜ ŬǧŜŘ ǿƛǘƘ ƭƻŜǎǎ ǎƳƻƻǘƘƛƴƎ ŦǳƴŎǝƻƴǎΦ [ƛƴŜŀǊ ƳƛȄŜŘπŜũŜŎǘ ƳƻŘŜƭƭƛƴƎ ǿŀǎ 
ŎƻƴǎǘǊǳŎǘŜŘ ǘƻ ƛƴǾŜǎǝƎŀǘŜ ǘƘŜ ŀǎǎƻŎƛŀǝƻƴ ōŜǘǿŜŜƴ L/!b{ ǎǘŀǘǳǎ όǇǊŜŘƛŎǘƻǊύ ŀƴŘ /!w¢ŎƻƎ ǊŜǎǇƻƴǎŜ 
ƳŜŀǎǳǊŜǎ όƻǳǘŎƻƳŜύΦ wŜŎŜƛǾŜǊ ƻǇŜǊŀǘƻǊ ŎƘŀǊŀŎǘŜǊƛǎǝŎ ŎǳǊǾŜǎ ǿŜǊŜ ŎƻƴǎǘǊǳŎǘŜŘ ǘƻ ƛƴǾŜǎǝƎŀǘŜ ǘƘŜ 
ŘƛǎŎǊƛƳƛƴŀǝǾŜ ŀōƛƭƛǘȅ ƻŦ /!w¢ŎƻƎ ƳŜŀǎǳǊŜǎ ƛƴ ǇǊŜŘƛŎǝƴƎ L/9 ǎŎƻǊŜǎΦ  
  
wŜǎǳƭǘǎΥ ¢ǿŜƴǘȅπŜƛƎƘǘ ǇŀǊǝŎƛǇŀƴǘǎ όту҈ ƳŀƭŜΣ спΦлтҕмнΦпф ȅŜŀǊǎ ƻƭŘ ŀǘ ƛƴŦǳǎƛƻƴύ ŎƻƳǇƭŜǘŜŘ опр /!w¢ŎƻƎ 
ŀǎǎŜǎǎƳŜƴǘǎΦ 9ƛƎƘǘ όнф҈ύ ǇŀǝŜƴǘǎ ŘŜǾŜƭƻǇŜŘ L/!b{Φ ¢ǊŀƧŜŎǘƻǊȅ Ǉƭƻǘǎ ƛƭƭǳǎǘǊŀǘŜŘ ŀ ǘŜƳǇƻǊŀƭ ǊŜƭŀǝƻƴǎƘƛǇ 
ōŜǘǿŜŜƴ L/9 ǎŎƻǊŜǎ ŀƴŘ /!w¢ŎƻƎ ǎŎƻǊŜǎΤ ƛƴ ƎŜƴŜǊŀƭΣ /!w¢ŎƻƎ ǎŎƻǊŜǎ ǿƻǊǎŜƴ ǿƛǘƘ ŘŜŎǊŜŀǎŜǎ ƛƴ L/9 ǎŎƻǊŜǎ 
ŀƴŘ ǊŜŎƻǾŜǊ ǿƛǘƘ ǘƘŜ ƛƳǇǊƻǾŜƳŜƴǘ ƻŦ L/9 ǎŎƻǊŜǎ ό{ŜŜ CƛƎǳǊŜ мύΦ [ƛƴŜŀǊ ƳƛȄŜŘπŜũŜŎǘǎ ƳƻŘŜƭǎ ǊŜǾŜŀƭŜŘ ŀ 
ǎƛƎƴƛŬŎŀƴǘ ƛƴǘŜǊŀŎǝƻƴ ōŜǘǿŜŜƴ ǝƳŜ ŀƴŘ L/!b{ ƎǊƻǳǇǎ όǇғлΦлрύΣ ǎǳŎƘ ǘƘŀǘ ǘƘŜ ǇŀǝŜƴǘǎ ǿƘƻ ŘŜǾŜƭƻǇŜŘ 
L/!b{ ǇŜǊŦƻǊƳŜŘ ǿƻǊǎŜ ƻǾŜǊ ǝƳŜ ŎƻƳǇŀǊŜŘ ǘƻ ǘƘƻǎŜ ǿƘƻ ŘƛŘ ƴƻǘ ŘŜǾŜƭƻǇ L/!b{Φ /!w¢ŎƻƎ ǎŎƻǊŜǎ ǿŜǊŜ 
ŦƻǳƴŘ ǘƻ ŘƛǎǝƴƎǳƛǎƘ ōŜǘǿŜŜƴ ǇŀǝŜƴǘǎ ǿƛǘƘ L/!b{ όƛΦŜΦΣ L/9 ǎŎƻǊŜғмлύ ŀƴŘ ǘƘƻǎŜ ǿƛǘƘƻǳǘ L/!b{ όƛΦŜΦΣ L/9 
ǎŎƻǊŜҐмлύ ό!¦/ҔлΦфр ŀŎǊƻǎǎ ŘƛũŜǊŜƴǘ ǎŎƻǊŜǎύΦ   
  
/ƻƴŎƭǳǎƛƻƴΥ /!w¢ŎƻƎ Ƙŀǎ ǘƘŜ ǇƻǘŜƴǝŀƭ ǘƻ ōŜ ǳǎŜŘ ƛƴ ŎƻƴƧǳƴŎǝƻƴ ǿƛǘƘ L/9 ǎŎƻǊŜǎ ǘƻ ƛƳǇǊƻǾŜ ǘƘŜ 
ŘŜǘŜŎǝƻƴ ƻŦ L/!b{ ƛƴ ǇŀǝŜƴǘǎ ǿƘƻ ǊŜŎŜƛǾŜ /!wπ¢Φ 9ŀǊƭƛŜǊ ŘŜǘŜŎǝƻƴ ƻŦ L/!b{Σ ŀƴŘ ƘŜƴŎŜΣ ŜŀǊƭƛŜǊ 
ǘǊŜŀǘƳŜƴǘ ŀƴŘ ƳŀƴŀƎŜƳŜƴǘΣ Ŏŀƴ ƭŜŀŘ ǘƻ ƛƳǇǊƻǾŜŘ ǇŀǝŜƴǘ ƻǳǘŎƻƳŜǎΦ  
 
CƛƎǳǊŜ мΦ ¢ǊŀƧŜŎǘƻǊȅ Ǉƭƻǘǎ ǿƛǘƘ ƭƻŜǎǎ ǎƳƻƻǘƘƛƴƎ ŦǳƴŎǝƻƴǎ ƻŦ L/9 ǎŎƻǊŜǎ ŀƴŘ /!w¢ŎƻƎ ǎŎƻǊŜǎΥ ό!ύ ¢ŀǎƪ м 
ǎƛƳǇƭŜ ǘŀǎƪ ǊŜŀŎǝƻƴ ǝƳŜΤ ό.ύ ¢ŀǎƪ м ǎƛƳǇƭŜ ǘŀǎƪ ŀŎŎǳǊŀŎȅ ǎŎƻǊŜΤ ό/ύ ¢ŀǎƪ н ŎƘƻƛŎŜ ǊŜŀŎǝƻƴ ǝƳŜΤ ό5ύ ¢ŀǎƪ 
н ŎƘƻƛŎŜ ǘŀǎƪ ŀŎŎǳǊŀŎȅ ǎŎƻǊŜΤ ό9ύ ¢ŀǎƪ о ƻƴŜ ōŀŎƪ ǘŀǎƪ ǊŜŀŎǝƻƴ ǝƳŜΤ όCύ ¢ŀǎƪ о ƻƴŜ ōŀŎƪ ǘŀǎƪ ǊŜŀŎǝƻƴ 
ǝƳŜΦ  
bƻǘŜΦ [ƻŜǎǎ Ǉƭƻǘǎ Řƻ ƴƻǘ ǊŜǎǇŜŎǘ ǾŀǊƛŀōƭŜ ƭƛƳƛǘǎ όƛΦŜΦΣ L/9 ƳŀȄƛƳǳƳ ǎŎƻǊŜ ƛǎ млΣ ŀƴŘ /!w¢ŎƻƎ ŀŎŎǳǊŀŎȅ 
ƳŀȄƛƳǳƳ ǎŎƻǊŜ ƛǎ мΦлύΦ 
 



 
  



Ihлнл 

tŜƳōǊƻƭƛȊǳƳŀō Ǉƭǳǎ ǘƘŜ ŀƴǝς[!Dπо ŀƴǝōƻŘȅ ŦŀǾŜȊŜƭƛƳŀō ŦƻǊ ǇŀǝŜƴǘǎ 
ǿƛǘƘ ƘŜŀǾƛƭȅ ǇǊŜǘǊŜŀǘŜŘ ŀƴǝςt5πмςǊŜŦǊŀŎǘƻǊȅ ŎƭŀǎǎƛŎŀƭ IƻŘƎƪƛƴ 
ƭȅƳǇƘƻƳŀ όŎI[ύΥ ǳǇŘŀǘŜŘ ŀƴŀƭȅǎƛǎ ƻŦ ŀ ǇƘŀǎŜ мκн ǎǘǳŘȅ 

¢ƛƳƳŜǊƳŀƴ WмΣ [ŀǾƛŜ 5нΣ WƻƘƴǎƻƴ bоΣ !ǾƛƎŘƻǊ !пΣ .ƻǊŎƘƳŀƴƴ tрΣ !ƴŘǊŜŀŘƛǎ /сΣ .ŀȊŀǊƎŀƴ !тΣуΣ DǊŜƎƻǊȅ DфΣ 
YŜŀƴŜ /млΣ ¢ȊƻǊŀƴ LммΣ ±ǳŎƛƴƛŎ ±мнΣ ½ƛƴȊŀƴƛ tмоΣмпΣ aŀǊŎŜŀǳ ²Ŝǎǘ wмрΣ tƛƭƭŀƛ tмрΣ ¸ǳǎǳŦ wмрΣ IŜǊǊŜǊŀ !мс 
м¦/[! aŜŘƛŎŀƭ /ŜƴǘŜǊΣ нIŀŘŀǎǎŀƘ aŜŘƛŎŀƭ /ŜƴǘŜǊΣ оWŜǿƛǎƘ DŜƴŜǊŀƭ IƻǎǇƛǘŀƭΣ п{ƘŜōŀ aŜŘƛŎŀƭ /ŜƴǘŜǊΣ 
wŀƳŀǘ Dŀƴ ŀƴŘ {ŎƘƻƻƭ ƻŦ aŜŘƛŎƛƴŜΣ ¢Ŝƭ !ǾƛǾ ¦ƴƛǾŜǊǎƛǘȅΣ р¦ƴƛǾŜǊǎƛǘȅ IƻǎǇƛǘŀƭ /ƻƭƻƎƴŜΣ с¦/{CΣ т¦ƴƛǾŜǊǎƛǘȅ 
ƻŦ aŜƭōƻǳǊƴŜΣ у{ǘ ±ƛƴŎŜƴǘΩǎ IƻǎǇƛǘŀƭΣ ф{ŎƘƻƻƭ ƻŦ /ƭƛƴƛŎŀƭ {ŎƛŜƴŎŜǎ ŀǘ aƻƴŀǎƘ IŜŀƭǘƘΣ aƻƴŀǎƘ ¦ƴƛǾŜǊǎƛǘȅΣ 
млtǊƛƴŎŜǎǎ !ƭŜȄŀƴŘǊŀ IƻǎǇƛǘŀƭΣ ммwŀƳōŀƳ IŜŀƭǘƘ /ŀǊŜ /ŀƳǇǳǎΣ мн[ŜƛǇȊƛƎ ¦ƴƛǾŜǊǎƛǘȅ aŜŘƛŎŀƭ /ŜƴǘŜǊΣ /ƭƛƴƛŎ 
ŀƴŘ tƻƭȅŎƭƛƴƛŎ ŦƻǊ IŜƳŀǘƻƭƻƎȅΣ /Ŝƭƭ ¢ƘŜǊŀǇȅ ŀƴŘ IŜƳƻǎǘŀǎŜƻƭƻƎȅΣ моLw//{ !ȊƛŜƴŘŀ hǎǇŜŘŀƭƛŜǊƻπ 
¦ƴƛǾŜǊǎƛǘŀǊƛŀ Řƛ .ƻƭƻƎƴŀ Lǎǝǘǳǘƻ Řƛ 9ƳŀǘƻƭƻƎƛŀ ά{ŜǊŁƎƴƻƭƛϦΣ мп5ƛǇŀǊǝƳŜƴǘƻ Řƛ {ŎƛŜƴȊŜ aŜŘƛŎƘŜ Ŝ 
/ƘƛǊǳǊƎƛŎƘŜΣ ¦ƴƛǾŜǊǎƛǘŁ Řƛ .ƻƭƻƎƴŀΣ мрaŜǊŎƪ ϧ /ƻΦΣ LƴŎΦΣ мс/ƛǘȅ ƻŦ IƻǇŜ 

Aim: Pembrolizumab plus favezelimab demonstrated manageable safety and promising 
antitumor activity in patients with heavily pretreated antiïPD-1ïrefractory cHL (cohort 2) in a 
phase 1/2 study (NCT03598608). We present updated results from cohort 2. 

Method: Patients were Ó18 years, had antiïPD-1ïrefractory R/R cHL, and had no response to 
or progressed after ASCT, were ineligible for ASCT, or had no response to salvage 
chemotherapy. Safety lead-in was followed by efficacy expansion. In safety lead-in, patients 
received pembrolizumab 200 mg plus favezelimab 200 mg escalating to 800 mg IV Q3W. In 
efficacy expansion, patients received pembrolizumab 200 mg plus favezelimab 800 mg (RP2D) 
IV Q3W for Ò35 cycles. Primary end point was safety. ORR per IWG 2007 criteria by investigator 
review was secondary. DOR, PFS, and OS were exploratory.  

Results: Cohort 2 included 34 pts. Median follow-up at data cutoff (February 22, 2024) was 
47.0 months (range, 26.7-61.1). Treatment-related AEs occurred in 28 pts (82%); grade 3 or 4 in 
6 (18%). Six patients (18%) discontinued treatment and no patients died because of treatment-
related AEs. AEs of clinical interest occurred in 17 patients (50%); 2 (6%) grade 3 events 
(encephalitis, hepatitis) and 1 (3%) grade 4 event (type 1 diabetes mellitus) occurred. ORR was 
29% (95% CI, 15-48; CR 3/PR 7). Median DOR was 21.9 months (range, 0.0+ to 26.1+). 
Median PFS was 9.7 months (95% CI, 5.1-14.7). Median OS was not reached (95% CI, 27.9 
months-NR).    

Conclusion: In this updated analysis, pembrolizumab plus favezelimab continued to 
demonstrate manageable safety and sustained antitumor activity in patients with heavily 
pretreated antiïPD-1ïrefractory R/R cHL. Coformulated favezelimab and pembrolizumab is 
being evaluated (KEYFORM-008; NCT05508867).  
 
 
 
É2024 American Society of Clinical Oncology, Inc. Reused with permission. This abstract was 
accepted and previously presented at the 2024 ASCO Annual Meeting. All rights reserved. 
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!ǘŜȊƻƭƛȊǳƳŀō Ҍ ƻōƛƴǳǘǳȊǳƳŀō ό!Ҍhύ ǿƛǘƘ t9¢πŘƛǊŜŎǘŜŘ ǊŀŘƛƻǘƘŜǊŀǇȅ 
όw¢ύ ŦƻǊ ǘǊŜŀǘƳŜƴǘπƴŀƠǾŜ ŦƻƭƭƛŎǳƭŀǊ ƭȅƳǇƘƻƳŀ όC[ύΥ ¢ƘŜ ǇƘŀǎŜ LL C[¦hwh 
ǎǘǳŘȅΦ 

YŜŀƴŜ /мΣ /ƘƻƴƎ DнΣпΣ [ŜŜ 5оΣпΣ DǊƻōƭŜǊ !рΣ YƘƻǊ wпΣуΣ /ŀƳǇōŜƭƭ .фΣ ¢ƘŀŎƘƛƭ ¢нΣ aŀƴƻǎ YмлΣ aŀǊǘȅƴŎƘȅƪ !пΣ 
tŀƭƳŜǊ WсΣтΣ 5ƻǳƎƭŀǎ DпΣ IŀǿƪŜǎ 9пΣсΣт 
м¦ƴƛǾŜǊǎƛǘȅ hŦ vǳŜŜƴǎƭŀƴŘΣ нDǊŀƳǇƛŀƴǎ IŜŀƭǘƘΣ о9ŀǎǘŜǊƴ IŜŀƭǘƘΣ п!ǳǎǝƴ IŜŀƭǘƘΣ рaǳǊŘƻŎƘ /ƘƛƭŘǊŜƴΩǎ 
wŜǎŜŀǊŎƘ LƴǎǝǘǳǘŜΣ tŀǊƪǾƛƭƭŜΣ ±ƛŎΣ !ǳǎǘǊŀƭƛŀΣ Σ сhƭƛǾƛŀ bŜǿǘƻƴπWƻƘƴ /ŀƴŎŜǊ wŜǎŜŀǊŎƘ LƴǎǝǘǳǘŜ Σ т{ŎƘƻƻƭ ƻŦ 
/ŀƴŎŜǊ aŜŘƛŎƛƴŜΣ [ŀ ¢ǊƻōŜ ¦ƴƛǾŜǊǎƛǘȅΣ у{ŎƘƻƻƭ ƻŦ aƻƭŜŎǳƭŀǊ {ŎƛŜƴŎŜǎΣ [ŀ ¢ǊƻōŜ ¦ƴƛǾŜǊǎƛǘȅΣ фtŜǘŜǊ 
aŀŎ/ŀƭƭǳƳ /ŀƴŎŜǊ /ŜƴǘǊŜΣ млCƭƛƴŘŜǊǎ aŜŘƛŎŀƭ /ŜƴǘǊŜ 

Aim: PD1 or PDL1i plus antiCD20 antibodies offer responses of 90% in 1L FL with significantly 
less toxicity than immunochemotherapy (Hawkes et al. ICML 2021). Our study assessed the 
efficacy of A+O +/- RT in 1L FL patients with the aim of minimizing toxicity but maintaining 
efficacy. 

Method: FLUORO (NCT03245021) is a multi-centre, phase 2, study of A+O+/-RT (N = 15, 
stage II-IV grade 1-3A FL, ECOG Ò2; adequate organ function). All patients received 6 cycles 
(C) of A 1200mg + O 1000mg IV 3-weekly (plus O on C1,days 8 & 15) followed by 12 cycles of 
maintenance O. Patients with PET-assessed <Complete Response (CR) post-C2 underwent RT 
(4Gy) to residual PET-avid disease. Primary endpoint was CR rate. Secondary endpoints: 
Objective Response Rate (ORR), Progression-free survival, overall survival , and toxicities. 
Exploratory endpoints included biomarker studies and PET radiomics. 

Results: 16 patients were enrolled between 08/2021-10/2022, 1 patient was replaced due to 
Grade(G) 4 infusion reaction to O requiring cessation. Baseline characteristics included median 
age 53 years, stage IV disease in 81%, B symptoms in 12.5%, 44% had FLIPI >2. CR rate was 
87% (95% CI: 60%, 98%; ORR 100% [95% CI:75%, 100%]), with 80% receiving RT (median 
number of irradiated sites = 3 (95% CI: 2, 4)). 13% discontinued due to PD.  

Most frequent Adverse Events (AE): G1-2- fatigue 44%, constipation 31%, nausea 25%, fever 
25%, abdominal pain 18.6%. Serious AEs were reported in 7/16 (44%) patients, including grade 
3 infections: COVID19 12%, upper respiratory tract 12%, urinary 6.2%. Median follow-up is 27m 
(range 20-32) and ongoing, 20m PFS is 80% (95% CI: 52%, 96%) & OS 100%. 6 patients have 
completed all study treatment; survival follow up and biomarker analysis is ongoing.  
 
Conclusion: A+O +/- PET-adapted RT yielded high CR rate and low toxicity in treatment-naµve 
FL.  
 
  



Ihлнн 

IƛƎƘ ōǳǊŘŜƴ ƻŦ IŜŀƭǘƘŎŀǊŜ ǳǝƭƛǎŀǝƻƴ ƛƴ ƻƭŘŜǊ !a[ ǘǊŜŀǘŜŘ ǿƛǘƘ CƛǊǎǘ 
ƭƛƴŜ ±ŜƴŜǘƻŎƭŀȄπōŀǎŜŘ ¢ƘŜǊŀǇƛŜǎΥ ŀ ǊŜŀƭπǿƻǊƭŘ ŀƴŀƭȅǎƛǎ ōŀǎŜŘ ƻƴ ǘƘŜ {!π
ab ǊŜƎƛǎǘǊȅΦ 

YƘŀƴƴŀ {мΣнΣ IǳƴƎ YнΣ ²ƛǎŜƳŀƴ ¢мΣнΣ {Ŝƭōȅ tнΣ ¢ƻƻǇ /нΣ Yǳǘȅƴŀ aмΣнΣоΣ {ǇƻƻƴŜǊ aнΣоΣ {ƛƴƎƘŀƭ 5нΣ .ŜƭƛƎŀǎǿŀǧŜ !нΣ 

{ƘŀƴƳǳƎŀƴŀǘƘŀƴ bнΣ .ŀǊŘȅ tнΣ ¢ƘƻƳŀǎ 5мΣнΣоΣ IƛǿŀǎŜ 5мΣнΣо 
м¦ƴƛǾŜǊǎƛǘȅ ƻŦ !ŘŜƭŀƛŘŜΣ н/ŜƴǘǊŀƭ [ƻŎŀƭ !ŘŜƭŀƛŘŜ IŜŀƭǘƘ bŜǘǿƻǊƪΣ о{ƻǳǘƘ !ǳǎǘǊŀƭƛŀƴ IŜŀƭǘƘ ŀƴŘ aŜŘƛŎŀƭ wŜǎŜŀǊŎƘ LƴǎǝǘǳǘŜ 

  
Aim:Venetoclax with azacitidine (VEN/AZA) or low dose cytarabine (VEN/LDAC) is the standard of care for AML 

patients unfit for intensive chemotherapy. However, there is limited insight into the associated healthcare 

burden.  We evaluated the outcome, treatment schedules and healthcare utilisation in older AML patients treated 

with first line venetoclax-based therapy.   

 

Method: Hospitalisation and transfusion data of older AML patients treated with first line VEN/AZA or VEN/LDAC 

between January 2021 to September 2023 was assessed.   

 

Results:48 AML cases received first line VEN/AZA (n=42; 87.5%) or VEN/LDAC (n=6; 12.5%). Median age at 

diagnosis was 74.3 years (interquartile range, IQR 67.8, 79.3). Intermediate risk cytogenetics was most prevalent 

(n=29, 60.4%), followed by adverse risk (n=16, 33.3%).  

 

The median number of cycles completed was 5 (IQR 1,10) and ~60% patients experienced delay in starting 

subsequent cycles (Figure 1A). After the first cycle, 61.8% of the evaluable patients achieved CR/CRi (n=21), 

while 23.5% (n=8) and 14.7% (n=5) achieved partial remission or had refractory disease, respectively.  

 

At the time of last follow-up, 81.3% (n=39) patients discontinued therapy and 69.2% (n=27) died. The median 

OS of the whole cohort was 12.9 months (Figure 1B), with significantly longer OS in patients achieving CR/CRi 

(Figure 1C).  

 

All patients required RBC transfusions with mean 29.8 Ñ 30.2 units/patient. 81.3% and 58.3% of patients required 

RBCs during cycle 1 and 2 compared to 30-40% during subsequent cycles. 37.5% (n=3) of the 16 evaluable 

patients who received Ó1 phenotype-mismatched RBC unit developed RBC alloantibodies (anti-D, C, Jkb, Fya). 

81.3% (n=39) patients required platelet units with mean 23.3 Ñ 30.7 units/patient. All patients required 

hospitalisation with total 283 admissions for 2757 days and hospitalisation was higher during the first cycle.  

 

Conclusion:Venetoclax-based therapy was associated with high healthcare resource utilisation and only 41.4% 

of treatment cycles could be delivered on schedule. 
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Aim: Comprehensive Geriatric Assessment (CGA) can be beneficial in geriatric populations with 
haematological malignancies. Since 2021, our health service established a streamlined pathway involving 
frailty screening-CGA referral. This audit aims to determine its feasibility and potential challenges to its 
implementation.  
 
Method: We performed a retrospective audit from 1st September 2021 - 30th April 2024 on the following 
populations:

 
Patients unable to consent or enrolled in clinical trials were excluded. Frailty screening was performed primarily 
by haematologists and CCC co-screening commenced from September 2023. Dedicated E-referrals pathways 
were created and appointments offered within 4 weeks.  
 
Results: Of the 94 eligible patients, only 30 were screened for frailty (31.9%). This was due to inconsistent 
screening by clinicians. A third of all screening was performed by CCC.  
 
Table 1 Patient Demographics (n = 30) 

Age (years) - median 80 (range 65-88) 

Male (n) 16  

NESB (n) 8 

ECOG at diagnosis ï median 1 (range 0-3) 

CCI - median 4 (range 2-8) 

G8 score - median 10 (range 5-14) 

Malignancy ï categories (n) Aggressive lymphomas = 18; Indolent 
lymphomas = 9; Multiple myeloma= 3 

Stage ï median  Lymphomas: Stage IV  
Myeloma: RSS Stage III  

Of those 30 patients, 23 were referred for CGA (76.6%). Of the 7 patients not referred for CGA, the most 
common reasons were rapid clinical deterioration (n=3) and patient refusal (n= 2).17 out of 23 patients had full 
CGA completed. The most common reason for not attending CGA post referral was death prior to review (n=3). 
 
Conclusion:  
Frailty screening in older people with haematological cancer is feasible and use of G8 screening tool 
adequately captures those most at risk of poor clinical outcomes. However, its implementation is challenging 
due to screening inconsistencies, rapid disease progression and low health literacy. Utilisation of CCC to 
conduct screening improves screening rate significantly.  

 
Legend  
CTX ï Chemotherapy; RTX ï Radiotherapy; CCC ï Cancer Care Coordinator; ECOG - Eastern Cooperative Oncology Group 
CCI ï Charlson Comorbidity Index; NESB ï Non English-Speaking Background 
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Aim: RVd induction is a standard of care for NDMM. The pivotal SWOG07771 trial utilises twice weekly bortezomib 
which, although potent, is widely considered to confer unacceptable toxicity, particularly for TI patients2-3. For centres 
with centralised prescribing resources, divergence from published regimens poses issues of safety. To address this, 
following PBS listing in 2020, several NSW centres ñharmonisedò RVd with two pragmatic consensus regimens 
incorporating weekly bortezomib, based on RVd-Lite or SWOG0777. This multi-centre real-world study assessed 
outcomes in TI patients. 

Method: 76 patients were prospectively followed from 6 hospitals from June 2020 until September 2023. By 
physician discretion, patients received óModified SWOG1ô (28-day cycles of weekly bortezomib, lenalidomide 25mg 
D1-14 and dexamethasone 40mg weekly in split doses) or óModified RVd-Lite4ô(35-day cycles of weekly bortezomib, 
lenalidomide 15mg D1-21 and dexamethasone 40mg weekly in split doses). Response and toxicity were assessed 
post-induction and 6-monthly.  

Results: Median follow up time was 26.5 months. Amongst 76 patients, 35 received modified SWOG and 41 received 
modified RVd-Lite. Modified RVd-Lite patients were older (median 77 vs. 74 yrs) and more frail with greater proportion 
of ECOG 3 (9.8% vs. 0%) and IMWG score Ó2 (19.5% vs 5.7%). ORR 91.4% and ÓVGPR 71.4% achieved with 
Modified SWOG were similar to SWOG S07771 (ORR 90.2%, ÓVGPR 74.9%) with a comparable median PFS 40.2 
months (95% CI: 20.8-59.5). Patients receiving Modified RVd-Lite achieved ORR 92.7% and ÓVGPR 58.5% similar to 
RVd-Lite4 (ORR 86%, ÓVGPR 66%) with a median PFS of 24.4 months (95% CI 21.1-27.7) (Figure 1a). Median OS 
was not reached with either regimen (Figure 1b). Premature discontinuation due to toxicity occurred in 14 (18.4%) 
and peripheral neuropathy in 30 (39.5%) with rare grade Ó3 events (2/76, 2.6%). 

Conclusion: Harmonised RVd regimens with weekly bortezomib demonstrated comparable efficacy to trial data with 
improved tolerability in TI patients.  

 
Figure 1: (a) PFS and (b) OS by RVd Protocol 
References: 
1. Durie BGM, Hoering A, Abidi MH, et al. Bortezomib with lenalidomide and dexamethasone versus lenalidomide and 

dexamethasone alone in patients with newly diagnosed myeloma without intent for immediate autologous stem-cell transplant 
(SWOG S0777): a randomised, open-label, phase 3 trial. Lancet 2017;389(10068):519-527.  

2.  Banerjee, R., Wang, B., Anderson, L.D. et al. Once-weekly bortezomib as the standard of care in multiple myeloma: results from 
an international survey of physicians. Blood Cancer J. 13, 162 (2023). https://doi.org/10.1038/s41408-023-00937-0 

3. McCaughan GJ, Gandolfi S, Moore JJ, Richardson PG. Lenalidomide, bortezomib and dexamethasone induction therapy for the 
treatment of newly diagnosed multiple myeloma: a practical review. British Journal of Haematology. 2022;199(2):190-204.  

4. O'Donnell EK, Laubach JP, Yee AJ, et al. A phase 2 study of modified lenalidomide, bortezomib and dexamethasone in transplant-
ineligible multiple myeloma. British Journal of Haematology 2018;182(2):222-230.  



 

Ihлнр 

{ǳōŀŎǳǘŜ ŎƻƎƴƛǝǾŜ ŀƴŘ ǇǎȅŎƘƻƭƻƎƛŎŀƭ ǊŜŎƻǾŜǊȅ ŦǊƻƳ ǘƘŜ ƛƳƳǳƴŜ 
ŜũŜŎǘƻǊ ŎŜƭƭ ŀǎǎƻŎƛŀǘŜŘ ƴŜǳǊƻǘƻȄƛŎƛǘȅ ǎȅƴŘǊƻƳŜ ŦƻƭƭƻǿƛƴƎ ŎƘƛƳŜǊƛŎ 
ŀƴǝƎŜƴ ǊŜŎŜǇǘƻǊ ¢πŎŜƭƭ ό/!wπ¢ύ ǘƘŜǊŀǇȅΦ  

YǳȊƴŜǘǎƻǾŀ ±мΣнΣоΣ hȊŀ IнΣ wƻǎŜƴŦŜƭŘ IмΣнΣ {ŀƭŜǎ /нΣ Ǿŀƴ ŘŜǊ [ƛƴŘŜ {мΣ wƻƻǎ LнΣоΣ wƻōŜǊǘǎ {нΣоΣ 5Ω!ǇǊŀƴƻ CпΣ [ƻƛ 
{рΣсΣ 5ƻǿƭƛƴƎ aмΣтΣ 5ƛŎƪƛƴǎƻƴ aмΣтΣ YŀƭƛƴŎƛƪ ¢нΣоΣ IŀǊǊƛǎƻƴ {мΣтΣ aŀƭǇŀǎ /нΣоΣпΣ !ƴŘŜǊǎƻƴ aмΣтΣу 
м/ŜƴǘǊŜ ƻŦ 9ȄŎŜƭƭŜƴŎŜ ƛƴ /ŜƭƭǳƭŀǊ LƳƳǳƴƻǘƘŜǊŀǇȅ ŀƴŘ /ƭƛƴƛŎŀƭ IŀŜƳŀǘƻƭƻƎȅΣ tŜǘŜǊ aŀŎ/ŀƭƭǳƳ /ŀƴŎŜǊ 
/ŜƴǘǊŜ ŀƴŘ wƻȅŀƭ aŜƭōƻǳǊƴŜ IƻǎǇƛǘŀƭΣ нbŜǳǊƻƛƳƳǳƴƻƭƻƎȅ /ŜƴǘǊŜΣ 5ŜǇŀǊǘƳŜƴǘ ƻŦ bŜǳǊƻƭƻƎȅΣ wƻȅŀƭ 
aŜƭōƻǳǊƴŜ IƻǎǇƛǘŀƭΣ о/ƭƛƴƛŎŀƭ hǳǘŎƻƳŜǎ wŜǎŜŀǊŎƘ ό/hwŜύ ¦ƴƛǘΣ 5ŜǇŀǊǘƳŜƴǘ ƻŦ aŜŘƛŎƛƴŜ όwaIύΣ 
¦ƴƛǾŜǊǎƛǘȅ ƻŦ aŜƭōƻǳǊƴŜΣ пaŜƭōƻǳǊƴŜ {ŎƘƻƻƭ ƻŦ tǎȅŎƘƻƭƻƎƛŎŀƭ {ŎƛŜƴŎŜǎΣ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ aŜƭōƻǳǊƴŜΣ 
рbŜǳǊƻǇǎȅŎƘƛŀǘǊȅΣ wƻȅŀƭ aŜƭōƻǳǊƴŜ IƻǎǇƛǘŀƭΣ с5ŜǇŀǊǘƳŜƴǘ ƻŦ tǎȅŎƘƛŀǘǊȅΣ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ aŜƭōƻǳǊƴŜΣ т{ƛǊ 
tŜǘŜǊ aŀŎ/ŀƭƭǳƳ 5ŜǇŀǊǘƳŜƴǘ ƻŦ hƴŎƻƭƻƎȅΣ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ aŜƭōƻǳǊƴŜΣ у5ƛǾƛǎƛƻƴ ƻŦ .ƭƻƻŘ /Ŝƭƭǎ ŀƴŘ .ƭƻƻŘ 
/ŀƴŎŜǊΣ ²ŀƭǘŜǊ ŀƴŘ 9ƭƛȊŀ Iŀƭƭ LƴǎǝǘǳǘŜ 

Aim: The study aimed to investigate cognitive and psychological recovery from the immune 
effector cell associated neurotoxicity syndrome (ICANS) in haematology patients one-month 
after CAR-T therapy. 

Method: Seventy patients completed a comprehensive cognitive test battery and a self-report 
measure of psychopathology and cognitive concerns before and one-month after receiving 
commercial CAR-T for treatment of lymphoma (94%) or leukaemia (6%). Thirty-one (44%) 
patients experienced ICANS acutely. Bayesian repeated measures analysis of covariance 
examined the effect of interaction between ICANS group and time of the assessment on change 
in cognition and psychopathology. Models were adjusted for age, education, and sex. 

Results: ICANS patients had greater decline in executive function from baseline to follow-up, 
compared with non-ICANS patients (BF10=6.33). Of ICANS patients, five (16%) were impaired 
on the executive function domain one-month post-CAR-T, compared with only one patient (3%) 
in the non-ICANS group. There was no evidence for an effect of ICANS group over time in any 
other cognitive domain. Greater decline in executive function was associated with longer 
inpatient admission (BF10=2869.19), higher cumulative dose of dexamethasone (BF10=22.90), 
and baseline Eastern Cooperative Oncology Group performance status Ó1 (BF10=8.91). A test of 
verbal delayed recall was the only individual psychometric measure with evidence for an effect 
of ICANS group over time (BF10=99.01). We found an association of time with global 
psychopathology (BF10=19.50), which represented a reduction in aggression and alcohol issues 
at follow-up. 

Conclusion: There was a persisting reduction in executive function and verbal recall in the 
ICANS group a month post-CAR-T. There was no detectable effect of ICANS on other aspects 
of cognitive function, suggesting otherwise adequate subacute recovery. An improvement in 
self-reported symptoms of psychopathology indicates good psychological tolerance of CAR-T 
associated neurological toxicity. Cognitive monitoring, however, is indicated for ICANS patients 
beyond the subacute period. 
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Aim: Philadelphia-like Acute Lymphoblastic Leukaemia (Ph-like ALL) is a high-risk subtype with poor overall 
survival requiring novel treatment options. In addition to other gene fusions, it comprises ABL1 and ABL2 
gene rearrangements (ABL-r), often including the SH2/SH3 domains. ABL-r may be amenable to treatment 
with asciminib, a highly specific allosteric inhibitor. We explored the efficacy of asciminib against ABL-r and 
the impact of SH2/SH3 domains on asciminib sensitivity. 

Method: A computational model of ABL2 (Arg) was developed. Ba/F3 cells were transduced with ABL-r 
fusion genes (n=8) from patient cells (n=9) and site-directed mutagenesis was implemented for the 
construction of the ñisoformsò (deletion of SH2 and/or SH3 domain). The myristate pocket was conserved 
in all constructs. Asciminib efficacy was assessed by phospho-flow cytometry and annexin V/7-AAD cell 
death assays (LD50). PDX models were established with NUP214::ABL1 (n=3) and ZC3HAV1::ABL2 (n=1) 
patient cells and treatment (asciminib 30mg/kg or dasatinib 20 mg/kg) commenced at 5% hCD45+ cells in 
the peripheral blood. Statistical significance (P-value) was calculated by one-way ANOVA and Kaplan-Meier 
survival curves. 

Results: The computational model supported asciminib binding to Arg. Ba/F3 cells transduced with 
NUP214::ABL1, RANBP2::ABL1 and ZC3HAV1::ABL2 demonstrated sensitivity and kinase signalling 
inhibition by asciminib (p<0.0001 vs control). The remaining cell lines were resistant to asciminib. 
Generation of NUP214::ABL1 and ZC3HAV1::ABL2 "isoforms" indicated that the SH3 domain is critical for 
asciminib efficacy (Table 1). All cell lines were sensitive to other TKIs. Asciminib efficacy was demonstrated 
in pre-clinical in vivo NUP214::ABL1 and ZC3HAV1::ABL2 models. Asciminib significantly increased 
survival outcomes (p<0.001 vs control). 

Conclusion: This is the first time asciminib has been demonstrated to be effective against ABL-r cells in 
vitro and in vivo. The data supports the addition of asciminib to the treatment regimens of patients with 
specific ABL-r where the presence of the SH3 domain is critical for asciminib-mediated therapeutic effect.  

 
Table 1: Efficacy of asciminib against ABL-r of Ph-like ALL 
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Aim: Despite the potent activity of venetoclax (VEN) in several haematologic malignancies 
(HMs), disease relapse is common due to the persistence of resistant sub-populations. We 
sought to identify novel targets exhibiting synthetic lethality with VEN across multiple blood 
cancers.   

Method: We devised a novel genetic screen, ñCRISPR-deathò, where VEN-resistant lines were 
transduced with the GecKO whole genome knockout (KO) library and cultured to eliminate cells 
with KO of essential genes. After short exposure to VEN, the rare dying (sensitised) cells were 
sorted by Annexin-V positivity, enabling guide-RNA sequencing prior to apoptotic DNA 
degradation. Discovered hits were therefore enriched for synthetic lethality, and further 
evaluated using degron-dTag, mass spectrometry (MS) proteomics, and xenograft models.   

Results: KO of the ubiquitin enzymes MARCH5 and UBE2J2 recurrently emerged as top VEN-
sensitisers across multiple screens. Degron-dTag depletion of MARCH5 resulted in profound, 
rapid and dose-dependent VEN sensitisation, exhibiting synergy and synthetic lethality across 
MCL, AML, myeloma and DLBCL cell lines (Fig 1). These results were recapitulated in vivo, 
where synthetic lethality was again demonstrated against a MCL cell line NSG xenograft. 
Beyond VEN-sensitisation, MARCH5 loss also markedly enhanced dependence on BCL-XL. 
MARCH5 KO in two breast cancer lines did not result in VEN sensitisation, suggesting 
haematologic selectively. We next confirmed that UBE2J2 is the dominant E2-enzyme required 
for MARCH5-mediated VEN-protection. Genetic variants of MARCH5 that impair UBE2J2 
binding were unable to restore VEN-resistance to MARCH5 KO cells. Coupling the MARCH5 
literature with MS proteomics, we identified multiple substrates of MARCH5 and strongly 
implicate mitofusin-2 (MFN2) as critical to MARCH5-mediated VEN protection.  

Conclusion: ñCRISPR-deathò represents a novel method to identify synthetic lethal targets. 
Targeting MARCH5 and its interaction with UBE2J2 and MFN2 will likely sensitise many HMs to 
VEN.  
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Aim: Approximately 20% of all newly diagnosed MM (NDMM) patients experience early progression (PD) 
despite optimal first-line (1L) therapy, described as FHR disease, and an unacceptably short median overall 
survival of 20 months(1). We have now performed a retrospective analysis comparing patients with FHR 
disease, defined by early relapse within 18 months of commencement of front-line therapy (ER18), who 
received induction with VCD (VCD-IND) and more recently RVd (RVd-IND).  
 
Method: Patients were categorised as either FHR ï PD and/or died within 18 months of 1L or non-FHR, 
alive and without PD >18 months post 1L. Significance tests for categorical variables were calculated using 
the chi-squared tests. Survival analyses were performed using a Kaplan-Meier approach, and comparisons 
between groups, the log-rank tests. 
 
Results: A total of 2683 patients were categorised as either FHR or non-FHR. Following survival analysis, 
the estimated incidence of FHR disease was 28% (CI:26-30%) vs 23% (CI:20-27%) following VCD-IND and 
RVd-IND, respectively. Compared to patients without FHR, FHR patients were older, 69.2yrs (60.8-75.7) 
vs 64.3yrs (57.1-70.3, p<0.001), had poorer performance status, ECOG-PS 2-4, 23.7% vs 14.3%, p<0.001 
and had more advanced disease, ISS Stage III, 42.7% vs 21.9%, p<0.001. The median PFS was 9.9 (9.1-
10.8) vs 7.3 months (6.2-8.6), for FHR patients, VCD-IND and RVd-IND, respectively, compared to 46.2 
and not reached in non-FHR patients, VCD-IND and RVd-IND, respectively. For FHR patients, there was 
no statistically significant difference in median PFS2 (median 19.2 vs 18.4 months, P=0.975) or OS (median 
30.7 vs 40.0 months, P=0.305), VCD-IND versus RVd-IND, respectively (Figure 1).     
    
Conclusion: The shift in standard practice from VCD-IND to RVd-IND has potentially reduced the 
incidence of FHR-MM in Australia. However, this has not translated to an appreciable improvement in 
outcome for patients who exhibit FHR disease despite RVd-IND.    
Figure 1.  Overall survival by FHR status and induction regimen 
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Aim: In this study, we examined the clinical and molecular features and immunophenotype of 
newly diagnosed chronic myelomonocytic leukaemia (CMML) patients with CBL mutations 
enrolled in the Australian-based PREcision Approach to Chronic Myelomonocytic Leukaemia 
(PREACH-M; ACTRN12621000223831) trial. 

Method: 24 patients aged between 56-86 years in multiple centres across Australia diagnosed 
with CMML based on the WHO 2016 criteria and harbouring TET2, KRAS, NRAS or CBL 

mutation at a variant allele frequency (VAF) ²3% were included in this study. CBL mutation 
hotspots were identified. Blood mononuclear cells were immunophenotyped using anti-human 
CD45, CD14, CD16, CD34, CD114, CD115, CD116 and CD131 panel. RNA-Seq was performed 
on bone marrow samples.  

Results: CBL mutations were detected in 11/24 (45.9%) patients and associated with increased 
bone marrow blast percentage, white cell count and spleen length compared to CBL wildtype 
patients without other Ras pathway mutations. Of patients with CBL mutations, 10/11 (90.9%; 
P=0.03) presented with splenomegaly, 8/11 (72.7%) classified as myeloproliferative-CMML and 
4/11 (36.4%) as CMML-2. In 7/11 (63.6%) patients with CBL mutation, more than one CBL 
variant can be detected, with frequent TET2 mutation co-occurrence (r2=0.68, P=0.002). CMML, 

including those with CBL mutations, displayed an increased percentage (89.7 ° 1.6 vs. 50.3 ° 
2.7%; P= 0.000003) of CD116 (granulocyte-macrophage colony-stimulating factor receptor 
subunit alpha)-expressing CD34+ progenitors compared to healthy controls. In CMML, 
mutations concentrate within the RING domain contrary to JMML, where linker region mutations 
are most common (P<0.0001).  

Conclusion: The data underscores the association of CBL mutations with a proliferative 
phenotype and more advanced stages of the disease, and therefore, to increased risk of 
progression to acute myeloid leukaemia. The high proportion of CD116-expressing CD34+ 
progenitors indicate they may be targetable by anti-granulocyte-macrophage colony stimulating 
factor (anti-GM-CSF) neutralising antibody.  
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Aim: Despite allogeneic HCT in first remission, ~40% of patients with KMT2A-rearranged (KMT2Ar) AML 
relapse.1 KMT2Ar measurable residual disease (MRD) assessment using quantitative polymerase chain 
reaction (qPCR) is not standard practice.2 A barrier to MRD monitoring is breakpoint heterogeneity within 
KMT2A and diverse fusion partners. Despite >90 fusion partners identified, >70% involve either MLLT3, 
ELL, AFDN, or MLLT10.3 We analyse the prognostic impact of pre-HCT KMT2Ar MRD on post-HCT 
outcome in adult KMT2Ar AML. We also describe a novel reverse transcription droplet digital PCR (RT-
dPCR) assay that enables KMT2Ar MRD to be monitored using a simplified multiplexed assay. The 
relevance is enhanced by menin inhibitors showing promising efficacy in KMT2Ar AML and potential for 
pre-emptive KMT2Ar MRD targeting.4  

Method: Sixty-seven patients in Australia, UK and Taiwan were included. Archived pre-HCT RNA from 
bone marrow/peripheral blood were analysed by RT-qPCR in 58 patients or RT-dPCR in 9. Further assay 
details will be presented at the meeting. Relapse-free (RFS) and overall survival (OS) were estimated by 
Kaplan-Meier and Cox proportional hazards for variables impacting survival.  

Results: Pre-HCT, 42% were MRD-positive with median level 0.16% (range, 0.0056-35.0394) (Figure 1). 
Two-year cumulative incidence of relapse was significantly increased among patients MRD-positive vs 
negative (75% vs 25%, Grayôs test 0.0001), with corresponding inferior survival at median follow-up of 37 
months: 2-year RFS 17% vs 59%(p=0.0009; Figure 2) and 2-year OS 38% vs 66%(p=0.011). Pre-HCT 
MRD detection was the only determinant of inferior RFS (HR 2.8, p=0.011) and OS (HR 2.4, p=0.036) on 
multivariate analysis.  

Conclusion: This study, the largest that we know of, highlights the dismal prognosis associated with pre-
HCT KMT2Ar MRD. With RNA fusion panels increasingly performed at diagnosis, KMT2Ar detection and 
MRD tracking will become commonplace. Pre-emptive MRD relapse treatment with menin inhibitors is 
currently being assessed in the AMLM26 INTERCEPT trial.5  

                        Figure 1                                                                                                          Figure 2 
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Aim: Waldenstrºm Macroglobulinemia (WM) is a rare B-cell lymphoma with an incidence of 
around 3 cases per million people per year. In rare diseases, patient-reported outcomes play an 
essential role alongside clinical trials to improve our understanding.  WhiMSICAL (Waldenstrºm 
Macroglobulinemia Study Involving CArt-wheeL) is the only global WM patient-derived data 
registry. This study aimed to assess treatment outcomes and quality of life (QoL) data for 
Bendamustine-Rituximab (BR) compared to Bruton tyrosine kinase inhibitors (BTKi) in the first-
line setting.  
 
Method: Patients consent to the online rare cancer database, www.cart-wheel.org and then 
enter treatment and QoL information (EORTC-QLQ-C30). Recruitment is driven by the 
International Waldenstrºm Macroglobulinemia Foundation. We analysed the data entered up 
until 17th May 2024. Time to next treatment (TTNT) was assessed from start of therapy to start 
of next therapy. Patients without a documented next therapy were censored at the time of last 
edit. QoL scores were compared between both first-line treatments.  
 
Results: A total of 673 patients from 23 countries have entered data into the registry. Most were 
male (60%), with a median age at diagnosis of 62 years. There was no significant difference 
between the two treatment groups in terms of age, (median BR 62 years, mBTKI 65 years 
(p=0.18). The TTNT was not significantly different between first line BR versus mBTKI, median 
not reached vs 95 months, respectively (p=0.16) (Figure 1A). Patients on mBTKi had better 
reported EORTC QLQ-C30 global scale scores: mean 80.5Ñ16.5, BR-treated patients mean 
68.2Ñ19 (p=0.001) (Figure 1B).  
 
Conclusion: Patient-derived data from WhiMSICAL continues to accumulate data on important 
outcomes in WM with an increasing follow-up period. BR remains an excellent first-line option 
for patients with WM, however further longitudinal quality of life (QoL) studies are required to 
confirm the difference in QoL between BR and BTKi.   
 

http://www.cart-wheel.org/
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Aim: Haemophagocytic Lymphohistiocytosis (HLH) is a severe hyperinflammatory syndrome 
with historically poor overall survival (OS).(1ï4) South West Sydney Local Health District 
(SWSLHD) is one of the largest health districts in Australia, with several hospital centres and an 
ethnically diverse, aging population of >1 million residents. We report our outcomes in adult 
patients with HLH. 

Method: 37 patients with HLH aged Ó18 years diagnosed by a haematologist or immunologist 
2014-2024 were identified from the SWSLHD HLH database. Demographics, disease-specific 
biomarkers (HScore, HLH2004 criteria, D-dimer, LDH), diagnoses, treatment and Charlson 
Comorbidity Index (CCI) were extracted from the medical record. Rockwood Clinical Frailty 
Score (CFS) was estimated by a geriatrician retrospectively. Statistical analysis was performed 
using JASP and MedCalc. 

Results: Median age was 66 years (range 20-79 years) with 1.8:1 male/female ratio. Median 
HLH2004 criteria met was 5, with sensitivity of 61%. Median HScore was 215, with sensitivity of 
73% for cutoff of Ó169. Mean CFS was 2.4, mean CCI was 3.5. Causes of HLH were 
haematological malignancy (17/37), infection (9/37), autoimmune/autoinflammatory (6/37), 
idiopathic (3/37) and primary (2/37). 

Median OS was 17.0 months with 18/37 deaths. Median OS was 7.3 months in those Ó65 years 
vs not reached (NR) if <65 years (p=0.015), 2.8 months with CCI>3 vs NR if CCI Ò3 (p=0.005), 
2.9 months with CFSÓ4 vs NR and 2.9 months with presence of either CFSÓ4 or CCI>3 vs NR 
without (p=0.001). Malignant HLH, HScore Ó169, HLH2004 criteria Ó5 met were not prognostic 
factors. 

Conclusion: HLH patients in SWSLHD had favourable median OS compared with other 
retrospective studies. Frailty and comorbidity were highly significant prognostic factors 
associated with very poor OS, likely mediating the effect of age on OS. Patients with HLH 
should have baseline assessment of frailty and comorbidity. 
 
References: 
1. Parikh SA, Kapoor P, Letendre L, Kumar S, Wolanskyj AP. Prognostic Factors and Outcomes of Adults With 
Hemophagocytic Lymphohistiocytosis. Mayo Clinic Proceedings. 2014 Apr 1;89(4):484ï92.  

2. Otrock ZK, Eby CS. Clinical characteristics, prognostic factors, and outcomes of adult patients with 
hemophagocytic lymphohistiocytosis. American Journal of Hematology. 2015;90(3):220ï4.  

3. Hur JY, Lee KK, Jang JH, Kim K, Jung CW, Kim WS, et al. Clinical Relevance of Diagnostic Criteria for 
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Prospective Cohort Study. Blood. 2018 Nov 29;132:3718.  

4. Birndt S, Schenk T, Heinevetter B, Brunkhorst FM, Maschmeyer G, Rothmann F, et al. Hemophagocytic 
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Aim:  A subset of patients with relapsed and refractory (RR) chronic lymphocytic leukaemia 
(CLL) have a long-term response (>5 years) to continuous venetoclax. We aim to describe the 
frequency, characteristics and outcomes of these ñlong-term responders.ò  

Method:  Eighty-six patients with RR CLL commenced treatment with continuous venetoclax on 
four early phase clinical trials (M12-175, M13-982, M13-365, M15-889) at a single institution. 
Patients without progressive disease (PD) after 5 years of continuous venetoclax were defined 
as long-term responders. Progression free survival (PFS) and overall survival (OS) were 
analysed using Kaplan Meier methods. Next generation sequencing was performed on available 
samples for BCL2 and TP53 mutations. A land-mark analysis was undertaken at 2-years from 
start of venetoclax to assess impact of uMRD status (<10-4 Peripheral blood, PB) on PFS. 

Results: Twenty-nine (33%) patients were long term responders and have been followed for a 
median of another 50 months beyond 5-years. Table 1 compares their characteristics to those 
without long-term response. Amongst long-term responders, 18 (62%) subsequently ceased 
venetoclax because of PD (10/18), emergence of therapy-related myeloid neoplasm (3/18) or 
other reason (5/18). Median PFS post 5-years was 35.7 months and median OS has not been 
met. Of seven tested at PD, 3 (43%) had BCL2 mutations and two had acquired TP53 
mutations. Nine patients received subsequent therapy with an overall response rate of 50% (4/8 
with data available). In a land-mark analysis of all patients continuing venetoclax beyond 2 
years (n=43), PFS at 5 years from commencement was 87.0% (95% CI 64.8%-95.6%) if uMRD 
achieved and 45.1% (95% CI 22.1-65.7%) if not.  

Conclusion: Long term responses to continuous venetoclax occurs in approximately one third 
of patients and are more common in patients with favourable risk genomics who achieve uMRD 
at 2 years. Long term-responders show a continual pattern of relapse, frequent BCL2 mutations 
at time of PD and therapy-related myeloid neoplasms can emerge in these heavily pre-treated 
patients. 
 
Table 1: Characteristics of long-term responders and comparator cohort  

 Venetoclax >5 years (n=29) Venetoclax <5 years (n=57) number p 

Pre-treatment clinical variables: 
Average Age 

 
67.5 

 
67.3 

 
86 

 
0.93 

Median Prior Lines of Therapy 3 3 86 0.67 

Fludarabine refractory 20 (69%) 9 (57%) 86 0.32 

Bulk > 5cm 10 (34%) 26 (45%) 86 0.32 

IGHV-m 7 (43%) 5 (15%) 49 0.03 

TP53 abberant 12 (41%) 30 (52%) 76 0.50 

Complex Karyotype (>3 abnormalities) 3 (11%) 20 (35%) 59 0.04 

Treatment variable: 
With Rituximab 

 
4 (14%) 

 
12 (21%) 

 
86 

 
0.41 

Response Variable: 
Complete Response 

 
15 (52%) 

 
29 (25%) 

 
86 

 
0.02 
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Aim: Many patients with multiple myeloma (MM) stop therapy prematurely, often due to 
symptoms and impact on quality of life (QoL). Short duration on treatment (DoT) can reduce 
survival benefit. We hypothesise that making clinicians aware of emerging symptoms could 
optimise DoT, which would enhance treatment effectiveness and patient outcomes.  
In patients with relapsed refractory MM (RRMM), receiving standard of care (SoC) lenalidomide, 
carfilzomib or daratumumab-based therapies, we aim to determine whether routine real-time 
patient-reported outcome measure (PROM) feedback to clinicians at patient visits improves 
event-free survival (EFS: time from randomisation to permanent discontinuation of treatment, 
progression or death) compared to SoC alone. 

Methods: Parallel, non-blinded, multicentre Bayesian RCT using 1:1 allocation, stratified by 
SoC regimen and age.  
Intervention: PROM results summary sent to clinicians at monthly visits for 12 months. PROMs: 
Å MyPOS: MM-specific, 30 items - symptoms/ mood/ healthcare support  
Å further SOC regimen-specific questions (Ò5) for common side-effects 
ePROM system: REDCap-based for easy implementation. PROMs are emailed to intervention 
patients 1 week before visits. PROM summary is emailed to clinician, patient, and site staff. 
Questionnaires comparing health-related QoL (EORTC QLQ-C30) and treatment satisfaction 
(TSQM-9) are collected 3-monthly in both arms for 12 months. 
Novel statistical trial design: Once Ó60 events have been observed between the 2 arms, EFS 
assessment starts. If the intervention arm is inferior, the trial is stopped, if it is superior, proof 
of concept, or recommendation for trial expansion can be declared. 
 
Results: Recruitment is active at 7 sites with 14 participants recruited. Interviews for the 
qualitative sub-study have commenced. 
 
Conclusion: This is the first multicentre trial in RRMM to test the benefit of real-time PRO 
reporting. The widely-used REDCap platform helps translation into practice, and the pragmatic 
design suits rare diseases allowing a smaller sample to guide the decision to adopt PROM 
reporting.  
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Background: Cytomegalovirus (CMV) reactivation is one of the most clinically significant 
complications in allogeneic stem cell transplantation. Prophylaxis with letermovir is currently 
recommended but is not PBS-funded in Australia and therefore most Australian transplant 
centres use a pre-emptive approach. The Alfred Bone Marrow Transplantation Unit has adopted 
an alternate prophylaxis approach using oral valganciclovir.  
 
Aim: To determine the safety and efficacy of valganciclovir for preventing CMV reactivation.  
 
Methods: Valganciclovir 900 mg daily from the time of engraftment (neutrophils > 1.0 x 109/L 
and platelets > 20 x 109/L) until day 100 was used for all high-risk transplants, defined as any 
CMV IgG positive donor and/or recipient undergoing an allogeneic stem cell transplant receiving 
post-transplant cyclophosphamide (PTCy), ATG or Alemtuzumab for GVHD prophylaxis. 
Breakthrough CMV reactivation was defined as a rising CMV viral load requiring CMV 
treatment. Toxicity was defined where the clinician stopped prophylaxis due to cytopaenias. 
Successful prophylaxis was defined as the ability to continue Valganciclovir 900 mg until D+100 
without breakthrough CMV reactivation.  
 
Results: We reviewed the clinical notes of 85 consecutive high-risk allogenic transplants 
performed in 2021 and 2022. Results are summarized in Figure 1. Overall, prophylaxis could 
not be started in 23 of 85 patients (27%) due to early death, poor engraftment or early CMV 
reactivation. Forty-two of the 62 patients commencing prophylaxis (49% of the total cohort) had 
failure due to either breakthrough reactivation or early cessation due to cytopaenias. Only 20 
patients (24% of the total cohort) successfully received Valganciclovir prophylaxis although 4 of 
these 20 patients had reactivation after D+100. This rate of reactivation was as high as the 31 
patients where Valganciclovir had to be ceased due to cytopaenias. 
 
Conclusion: Valganciclovir 900 mg daily was poorly tolerated in the first 100 days post-
transplant and not an effective method for preventing CMV reactivation. 
 
Figure 1: CMV-related clinical outcomes of valganciclovir prophylaxis planned for the first 100 
days after high-risk allogeneic transplantation.  
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Aim: GATA2 haploinsufficiency syndrome is a germline disease which predisposes individuals 
to myeloid malignancy. The pre-malignant clonal haematopoietic (CH) landscape of individuals 
with GATA2 haploinsufficiency has not been extensively investigated to date. We aimed to 
characterise the clonal haematopoietic landscape of patients with GATA2 haploinsufficiency 
using ultra-sensitive molecular methodologies.  

Method:Thirteen individuals with GATA2 haploinsufficiency were assessed using an 80-gene 
haematological malignancy UMI-corrected NGS panel (sensitivity 0.5% VAF). To further explore 
somatic variants at an ultra-sensitive level, a subset of the cohort underwent Twinstrand Duplex 
sequencing to detect variants at very low frequency (<0.01% VAF).  

Results:CH was detectable in 9/13 patients by UMI-NGS, including in both the presence and 
absence of myeloid malignancy. STAG2 was the most frequently mutated gene with variants 
observed in 5/13 patients (38%) including those without overt haematological malignancy. 
Sensitive variant detection identified multiple STAG2 variants occurring together (range 1-10 per 
pt) consistent with oligoclonal clonal haematopoiesis. In one patient with longitudinal sampling, 
a single STAG2 clone was observed to emerge from an oligoclonal STAG2 mutated 
background. Notably, 3/13 patients harboured non-canonical MPL exon 12 variants. Finally, 
ultra-sensitive duplex sequencing and analysis using Twinstrand Duplex AML-29 App on the 
DNAnexus platform revealed marked further complexity, including multiple previously 
unrecognised STAG2 variants as well as variants in DNMT3A, ASXL1 and TET2.  

Conclusion:We have described the clonal haematopoietic landscape of GATA2 
haploinsufficiency at a sensitive level revealing (i) STAG2 as a dominant early molecular lesion 
(ii) an oligoclonal model of CH presence (iii) enrichment of previously unrecognised MPL exon 
12 variants and finally (iv) a high degree of clonal complexity at ultra-sensitive levels. Increasing 
understanding of the genomic landscape in GATA2 haploinsufficiency provides greater insights 
into disease progression and may ultimately inform clinical management.   
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Aim: Oral mucositis (OM) is a common complication in hematopoietic stem cell transplantation 
(HSCT). Polaprezinc, an anti-ulcer drug, has been shown to be effective to prevent OM in 
several retrospective studies and a few small prospective studies when it was topically applied 
then ingested. This study aimed to evaluate the effectiveness of topical polaprezinc in patients 
undergoing HSCT. 

Method: This was an open-label randomized clinical trial comparing polaprezinc (study drug) 
and sodium bicarbonate (control) mouthwashes for the prevention of severe OM in HSCT 
patients. Adult patients who underwent allogeneic or autologous HSCT after moderate to high 
risk conditioning regimens were included. Patients were randomized (1:1) to either the study 
arm or the control arm, and the randomization was stratified according to the conditioning 
regimens. The primary endpoint was the incidence of severe (WHO grade 3-4) OM. The 
secondary endpoints included duration of grade 3-4 OM, incidence and duration of Grade 2-4 
OM, and patient-reported pain and functional limitations measured by the modified Oral 
Mucositis Daily Questionnaire. Data was analysed using the Fisherôs Exact Test and the Mann-
Whitney U test. 

Results: In total, 108 patients (55 study arm, 53 control arm) were randomized and analysed. 
Baseline demographics, disease and treatment were similar between the arms. There were no 
differences in the incidence of severe OM (35% study arm vs 36% control arm). Duration of 
severe OM (median 6.5 days vs 5 days), patient-reported outcomes and other secondary 
endpoints were not significantly different. In both arms, patients reported more throat pain 
compared to mouth pain (P<0.01). 

Conclusion: Topical polaprezinc had no effect in prevention of OM in HSCT patients. Further 
research is required to evaluate the systemic effects of polaprezinc. This study also highlighted 
that throat mucositis is the primary issue in HSCT. 
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Aim: Blood transfusion, the most prevalent method of tissue transplantation worldwide, relies heavily on 
donations. Yet, only 3% of Australians donate blood, while 33% need it1. 
 
Ex vivo production of human blood cells offers a potential solution to donation shortages. However, 
significant technological challenges must be overcome before this becomes a cost-effective alternative. 
The cost to produce one unit of red blood cells (RBCs) using existing low-cell-density liquid suspension 
cell cultures is two orders of magnitude higher than a donor-based unit2.  
 
Biomaterial scaffolds show promise in supporting high-density cultures and consequently reducing costs, 
however, their impact on blood cell growth remains unclear. In this study, we established 3D cultures of 
peripheral blood mononuclear cells (PBMNCs) on 3D-printed fibrous scaffolds and demonstrated the 
expansion of hematopoietic progenitors and their early differentiation into RBCs. 
 
Method: PBMNCs isolated from healthy donors were cultured on melt electrowritten (MEW) 
polycaprolactone (PCL) scaffolds for 8 days, in a culture medium supplemented with reduced cytokines, 
promoting hematopoietic progenitor proliferation and differentiation towards RBCs. Four scaffold 
architectures with varying curvature, porosity and surface area were investigated to assess their impact 
on culture. Cell adhesion, proliferation, and early erythroid differentiation were evaluated through image 
analysis and phenotypic immunocytochemical staining. Statistical analysis was performed using paired 
comparisons. 
 
Results: We have successfully fabricated various architectures of marrow trabeculae-like MEW scaffolds. 
After 6 days, cultures with scaffolds exhibited a higher cell expansion compared to the liquid suspension 
(no scaffold) controls. Scaffolds fixed at day 8 of culture exhibited CD45, CD71, and CD235a erythroid 
markers. 
 
 

 
 
 

 
 
 
 
 

Conclusion: We have engineered a 3D ex vivo erythroid model, employing scaffolds of varying 
architectures, which serve as a platform for cell adhesion, proliferation, and early differentiation of 
erythroid progenitors, enabling high cell density blood expansion for efficient RBC production. 
 
References: 
1. Department of Health and Aged Care. (2020). Blood and blood products in Australia. 
https://www.health.gov.au/topics/blood-and-blood-products/blood-and-blood-products-in-australia 
2. Allenby, M. C., Panoskaltsis, N., Tahlawi, A., Dos Santos, S. B., & Mantalaris, A. (2019). Dynamic 
human erythropoiesis in a three-dimensional perfusion bone marrow biomimicry. Biomaterials, 188, 24ï
37. https://doi.org/10.1016/j.biomaterials.2018.08.020 

Figure 1. PBMNCs after 8 days of culture on PCL MEW scaffolds. DAPI F-actin. 

https://doi.org/10.1016/j.biomaterials.2018.08.020
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Aims: Current treatments for people with multiple myeloma (MM) improve survival, but also 
result in high symptom burden, functional disabilities, and impaired health-related quality of life 
(HRQoL). Exercise may improve the health of people with MM, however evidence in this 
understudied population is lacking. The aim of this randomised waitlist-controlled trial was to 
investigate the influence of a 12-week individualised exercise intervention on HRQoL, as well as 
MM symptoms, pain, cardiorespiratory fitness, fatigue, and neuromuscular strength in people 
with MM.  

Methods: People with a MM diagnosis were randomised to exercise (EX) or wait-list control 
(CON). The 12-week individualised program included twice-weekly sessions supervised one-on-
one by an accredited exercise physiologist, with one additional home-based session prescribed 
per week. Each 60-minute session consisted of high-intensity interval training, moderate-to-hard 
muscle strength training and bone loading exercises. Outcomes were assessed using validated 
surveys (EORTC QLQ-C30 with MY20 module, FACT-BP, FACIT-F), cardiopulmonary exercise 
testing, and dynamometry.  

Results: Participants with MM (n=60; mean age 65Ñ9 years; 78% male) presented with lytic 
lesions (78%) and other skeletal complications (13%; back pain, osteoporosis, osteoarthritis). 
Twelve participants (20%) withdrew from the study due to medical conditions unrelated to the 
intervention (n=7) or loss of interest (n=5).  

The EX group experienced improved HRQoL (EORTC QLQ-C30 summary score: +6.3, 95%CI 
0.8, 11.9, p=0.03), mediated through improved bone pain (FACT-BP: +4.4, 95%CI 0.5, 8.3, 
p=0.03), and cardiorespiratory fitness (V→O2peak: +3.1, 95%CI 1.4, 4.8, p=0.001), and MM 
symptoms (EORTC QLQ-MY20: -7.4, 95%CI -15.2, 0.5, p=0.07), compared to CON. No 
between-group differences (p>0.05) were observed in general pain, fatigue, or neuromuscular 
strength.  
 
Conclusion: A 12-week individualised exercise intervention was effective at improving HRQoL, 
bone pain, cardiorespiratory fitness, and MM symptoms. The findings support the inclusion of 
exercise as part of standard care to improve the quality of life and health of people with MM. 
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Aim:  Acute Lymphoblastic Leukaemia (ALL) is an aggressive and frequently fatal disease, particularly in 
neonates and young adults/adults. The composition and function of the gut microbiota has been 
demonstrated to play an essential role in cancer initiation, progression, and response to therapy in other 
cancers. Here, we aimed to investigate its role in ALL progression and treatment response. 
 
Method:  Immunocompromised NOD.Cg-PrkdcscidIl2rgtm1Wjl/SzJ (NSG) mice were engrafted with blasts 
from two high-risk ABL-rearranged ALL patients to establish patient-derived-xenograft (PDX) models. Half 
of the mice (n=20/PDX) received antibiotic (ABX) drinking water to deplete the gut microbiota, confirmed 
by 16S rRNA gene sequencing of faecal samples collected over the experimentsô course. Microbe diversity 
was assessed by Bray-Curtis Analysis. ALL progression was monitored via tail-vein bleeds and flow-
cytometric analysis for human (h)CD45+ cells. Chemotherapy, targeted therapy (dasatinib) or combination 
(n=5/group) commenced once 5% hCD45+ was detected in the peripheral blood (PB). At endpoint (50% 
hCD45+ in PB), bone marrow, spleen and liver were harvested and H&E staining was performed. A survival 
analysis was carried out post-treatment cessation. Statistical significance was determined by One-way 
ANOVA and t-test. 

Results:  In two high-risk PDX-ALL models, ABX-microbiota depletion accelerated leukaemic engraftment 
(Fig 1A;p<0.0001). ABX-treated mice had increased spleen (p=0.0114) and liver (p=0.0133) weights and 
decreased survival (p=0.0227) compared to control (eubiotic) mice. The efficacy of chemotherapy was 
similar in both ABX and control mice, however, dasatinib was less efficacious in ABX-mice, which 
encountered treatment resistance and relapsed with leukaemia significantly earlier compared to eubiotic 
mice (Fig 1B;p=0.011). 

Conclusion:  High-risk ALL-PDX models demonstrate a more aggressive leukaemic phenotype when their 
gut microbiota has been depleted. Studies utilising different patient subtypes and targeted-therapies are 
underway in a novel germ-free-NSG model. Validating these preliminary data may suggest a healthy donor 
faecal-microbiota-transplant as a viable adjunct therapy to improve patient responses to targeted therapies. 

 
 
 
 
 
 
 

 
 
 
 
 
 
Figure 1: Antibiotic (ABX) induced depletion of gut microbiota decreases response to dasatinib and in a PDX 
model of NUP214::ABL1 ALL. A) Leukaemic burden of NUP214::ABL1 PDX mice with healthy or dysbiotic gut 
microbiota on day 42 post-transplant. B) Treatment commenced once 5% hCD45+ was detected in the peripheral blood 
(5 days on/2 days off for three weeks).  
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Aim: CAR T-cell therapy has been available in Australia since February 2020 as a 
standard-of-care (SoC) publicly-funded treatment for fit patients with R/R LBCL after Ó2 
lines of therapy. We evaluated our experience with steroid administration for the 
management of toxicities related to the use of tisagenlecleucel (tisa-cel) and 
axicabtagene ciloleucel (axi-cel). 
 
Method: Data were collected in a prospective database for all patients with R/R LBCL 
who underwent SoC infusion with tisa-cel or axi-cel at the Peter MacCallum Cancer 
Centre / Royal Melbourne Hospital from February 2020 ï February 2024. 
 
Results: 145 patients received CAR-T cell therapy (52 tisa-cel, 93 axi-cel). Steroids 
were administered for the management of cytokine release syndrome (CRS) and 
immune effector cell-associated neurotoxicity syndrome (ICANS) to 17% (n=9) and 77% 
(n=72) of the tisa-cell and axi-cel cohorts respectively (Table 1). In the axi-cel cohort 
CRS severity at time of first steroid dose was grade 1 in 56% (n=40). Grade Ó3 CRS 
occurred in 4% of patients (6% tisa-cel, 2% axi-cel), and grade Ó3 ICANS occurred in 
11% of patients (2% tisa-cel, 17% axi-cel). In a one-month landmark analysis there was 
a trend towards longer duration of response (DOR) in those patients who received a 
cumulative dexamethasone equivalent dose greater than 0mg but less than 36mg 
compared to those who received no steroids or a cumulative dexamethasone equivalent 
dose Ó 36mg (Figure 1).  LDH > upper limit of normal pre-lymphodepletion was 
associated with higher cumulative steroid utilisation (Table 2). 
 
Conclusion: Our single-institution experience highlights the frequent use of steroids in 
the management of CAR T-cell toxicity. Early steroid administration for lower-grade 
toxicity and low-dose steroid exposure was not associated with a reduced DOR and 
may prevent progression to severe toxicity. Further research is required to elucidate the 
potential impacts of steroid use on therapeutic outcomes in this population.  



 
  
  

Table 1. Steroid utilisation. Table 2. Risk factors for steroid use. Figure 1. Axi-cel DOR by steroid 

utilisation.  
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Aim: To identify and prioritise AML supportive care research priorities to inform a bi-national trial program.  

Method: We employed a three-stage online modified Delphi process, inviting participants (clinicians and 
people with lived experience) from Australia and New Zealand through the Australasian Leukaemia and 
Lymphoma Group (ALLG), the Leukaemia Foundation and professional networks. Stage 1 called for 
supportive care research ideas, from which we developed research questions using content analysis. For 
stage 2, panellists rated each question's importance on a scale of 1 (most important) to 5 (least 
important). These data were analysed, and an a priori criteria were applied for a question to continue to 
stage 3, which was a mean score of <2 and Ó85% of respondents rating the question a 1 or 2. In the final 
round, participants ranked their top 10 research questions as well as the type of research needed to 
address the question (e.g. biological, RCT etc.).  

Results: A total of 31 panellists completed round 1, 22 in round 2 and 22 in the final round. People with 
lived experience made up 32% of panellists in round 1, 45% in round 2 and 27% in round 3. Round 1 
resulted in 66 research questions across 13 domains. In round 2, from the initial 66 questions, 16 (24%) 
met the criteria to progress to the next round. In the final round, panellists agreed on 10 priority research 
questions (table 1).  

Table 1. Ranked supportive care research priorities for AML 

Rank Research Question Research ótypeô 
needed 

1 What are the benefits and harms of prophylactic antibiotics in 
people with AML? 

RCT 

2 Which interventions are more effective to prevent bleeding in 
patients with severe thrombocytopenia? 

RCT 

3 Are long or short courses of antibiotics more effective in febrile 
neutropenia? 

RCT 

4 Can a frailty assessment guide risk stratification and decision 
making? (e.g. intensive vs non-intensive therapy) 

Intervention 
development 

5 How can nutrition support be optimised to support recovery from 
deconditioning? 

Exploratory 

6 What is the most effective regime to treat recurrent episodes of 
culture negative febrile neutropenia? 

Intervention 
development 

7 What is the effectiveness of an exercise intervention in improving 
survival, health and psychosocial outcomes for people with AML? 

Intervention 
development 

8 What is the optimal platelet count threshold for platelet 
transfusion? 

RCT 

9 What models of care are most effective at reducing infections? Exploratory 

10 How can criteria be established for better integration of palliative 
care at an earlier or optimal time point? 

Exploratory 

 
Conclusion: This Delphi process identified ten supportive care research priorities in AML across a range 
of domains, including infection prevention and treatment, bleeding prevention, nutrition, exercise and use 
of frailty assessments. This work, which incorporates the opinions of people with lived experience as well 
as clinicians, can be used to inform future clinical supportive care research.  



Ihлпо 

hǇǝŎŀƭ DŜƴƻƳŜ ƳŀǇǇƛƴƎ ŦƻǊ !ŎǳǘŜ aȅŜƭƻƛŘ [ŜǳƪŀŜƳƛŀ ŘƛŀƎƴƻǎǝŎǎ 

tŀȊƘŀƪƘ ±мΣ bƎǳȅŜƴ ¢мΣоΣ {Ƙƛ 9нΣ .ƻǿŜƴ wнΣ ¸ŀǇ ¸мΣ ²ǳ {мΣ IǳƴǘŜǊ {мΣ DǊƛƳƳƻƴŘ {пΣ 5ǳƴ YнΣ .ƭƻƳōŜǊȅ tмΣо 
мtŜǘŜǊ aŀŎŎŀƭƭǳƳ /ŀƴŎŜǊ /ŜƴǘǊŜΣ н{ǘΦ ±ƛƴŎŜƴǘϥǎ IƻǎǇƛǘŀƭ aŜƭōƻǳǊƴŜΣ о{ƛǊ tŜǘŜǊ aŀŎ/ŀƭƭǳƳ 5ŜǇŀǊǘƳŜƴǘ ƻŦ 
hƴŎƻƭƻƎȅΣ ¢ƘŜ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ aŜƭōƻǳǊƴŜΣ п¢ƘŜ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ aŜƭōƻǳǊƴŜ /ŜƴǘǊŜ ŦƻǊ /ŀƴŎŜǊ wŜǎŜŀǊŎƘ 
 
Aim: Accurate characterisation of tumour cytogenomic profile is  critical for the diagnosis and 
prognosis of patients with acute myeloid leukaemia (AML). The current standard-of-care (SOC) 
pathway involves multiple assays: chromosome banding analysis (CBA), fluorescent in situ 
hybridization (FISH), and chromosomal microarray analysis (CMA). Optical genome mapping 
(OGM) has been proposed as a genome-wide assay capable of detecting multiple classes of 
genomic abnormalities. This study evaluated OGM performance in a real-world cohort of patients 
diagnosed with AML.  
 
Method: OGM was performed on blood and bone marrow samples from 23 patients with AML 
who also underwent SOC diagnostic investigation. Whole genome sequencing (WGS) was also 
performed on 10/23 patients to orthogonally validate OGM findings.  
 
Results: Out of 23 patients, 10 had normal karyotype while 13 had a cytogenomic abnormality 
that was diagnosis or prognosis defining. 11/13 abnormalities were detected by both SOC 
CBA/FISH/CMA and OGM (83% concordance), including: t(15;17)/PML::RARA (n=3), 
inv(16)/CBFB::MYH11 (n=1), t(8;21)/RUNX1::RUNX1T1 (n=1), t(16;21)/RUNX1::RUNX1T3 
(n=1), t(9;11)/KMT2A::MLLT3 (n=1), MECOM rearrangement (n=3), and complex karyotype 
(n=2). Two notable discordances were observed. One was a del(7q) detected in 15% of cells by 
CMA below OGM sensitivity. The other was a small MECOM rearrangement cryptic to CBA but 
detected by OGM.   
 
Beyond established cytogenetic markers, OGM identified additional structural variants in all 
patients. In one patient, this included somatic variants (KMT2A partial tandem duplication, 
microdeletion on chr12), and germline variants of uncertain significance confirmed by WGS.  
 
Conclusion: In this cohort of patients with AML, OGM showed high concordance with SOC 
methods for established diagnosis-defining genomic abnormalities including detection of 
abnormalities not detectable by SOC analysis. Our orthogonal WGS data provides the opportunity 
for extensive analytical validation to determine the role of this technology in the diagnosis of 
patients with AML.  
 
 
 
  



Ihлпп 

¢ǊŀƴǎǇƭŀƴǘ ƛƴ tŀŜŘƛŀǘǊƛŎ IŀŜƳŀƎƭƻōƛƴƻǇŀǘƘȅΥ ¢ƘŜ w/I ŜȄǇŜǊƛŜƴŎŜ  

tǊƛƳŜ 9мΣ 5ǳƴŎŀƴ !мΣ DǊŜŜƴǿŀȅ !мΣнΣ IǳƎƘŜǎ 5м 
м¢ƘŜ wƻȅŀƭ /ƘƛƭŘǊŜƴϥǎ IƻǎǇƛǘŀƭΣ нaƻƴŀǎƘ aŜŘƛŎŀƭ /ŜƴǘǊŜ 

Introduction: Sickle cell disease and transfusion-dependent thalassemia are inherited 
conditions associated with significant morbidity and reduced life expectancy. Recent advances 
in supportive management have led to a decrease in complications from these conditions, 
however allogeneic haematopoietic stem cell transplant (HSCT) remains the only curative 
option1,2 The number of children in Australia with a major haemoglobinopathy is expected to 
continue to rise, with more families choosing to explore the option of HSCT, however limited 
information is currently available regarding outcomes of this procedure in Australia with no 
current national guidelines. 

Case Series: The Royal Childrenôs Hospital (RCH) has performed HSCT in seven children with 
sickle cell disease and seven children with transfusion-dependent beta thalassemia. Here we 
describe the RCH experience with transplant in major haemaglobinopathies, focusing on (1) 
pre-transplant management, (2) choice of conditioning regimes and (3) subsequent clinical 
outcomes. Pre-transplant factors to be considered include criteria for selection of transplant 
candidates (factoring in availability and type of transplant), and management of iron overload, 
hydroxyurea and blood products, with outcomes of interest including days to engraftment, length 
of hospitalisation, chimerism and overall morbidity/mortality. 

Discussion: HSCT has traditionally been performed relatively rarely in children with major 
haemaglobinopathies in Australia3. Transplants in these children present unique challenges 
compared to those for malignant indications, especially where chronic transfusions programs 
are safe and with adherence to iron chelation and complications screening there is the 
expectation of good quality-of-life with long life expectancy. Guidelines around appropriate 
indications, optimisation pre-transplant and conditioning regimens are continuing to evolve in 
the setting of non-malignant transplant1.    

The RCH has developed a site-specific guideline for management of bone marrow transplant in 
these patients based on evolving evidence and clinical experience. Our experience highlights 
the need for a multidisciplinary approach to planning for HSCT in a cohort that is expected to 
continue to expand. 

 
  



Ihлпр 

[ƻƴƎπǘŜǊƳ ǎǳǊǾƛǾŀƭ ŀƊŜǊ 9ƭǊŀƴŀǘŀƳŀō aƻƴƻǘƘŜǊŀǇȅ ƛƴ ǇŀǝŜƴǘǎ ǿƛǘƘ 
ǊŜƭŀǇǎŜŘ ƻǊ ǊŜŦǊŀŎǘƻǊȅ aǳƭǝǇƭŜ aȅŜƭƻƳŀ όwwaaύΥ aŀƎƴŜǝǎaaπо 

tǊƛƴŎŜ IмΣ aƻƘǘȅ aнΣ LƛŘŀ  {оΣ .ŀƘƭƛǎ  bпΣ {ǳƭƭƛǾŀƴ {рΣ /ƻƴǘŜ  ¦сΣ [ŜƛǇ  9рΣ ±ƛǉǳŜƛǊŀ !тΣ [ŜǎƻƪƘƛƴ  !у 
м9ǇǿƻǊǘƘ IŜŀƭǘƘŎŀǊŜΣ н{ƻǊōƻƴƴŜ ¦ƴƛǾŜǊǎƛǘȅΣ IƾǇƛǘŀƭ {ŀƛƴǘπ!ƴǘƻƛƴŜΣ ŀƴŘ Lb{9wa ¦aw{фоуΣ о5ŜǇŀǊǘƳŜƴǘ 
ƻŦ IŜƳŀǘƻƭƻƎȅ ŀƴŘ hƴŎƻƭƻƎȅΣ bŀƎƻȅŀ /ƛǘȅ ¦ƴƛǾŜǊǎƛǘȅ DǊŀŘǳŀǘŜ {ŎƘƻƻƭ ƻŦ aŜŘƛŎŀƭ {ŎƛŜƴŎŜǎΣ п!ǊƴƛŜ 
/ƘŀǊōƻƴƴŜŀǳ /ŀƴŎŜǊ LƴǎǝǘǳǘŜΣ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ /ŀƭƎŀǊȅΣ рtŬȊŜǊ LƴŎΦΣ сtŬȊŜǊ LƴŎΦΣ тtŬȊŜǊ {[¦Σ у5ƛǾƛǎƛƻƴ ƻŦ 
IŜƳŀǘƻƭƻƎȅ ŀƴŘ hƴŎƻƭƻƎȅΣ aŜƳƻǊƛŀƭ {ƭƻŀƴ YŜǧŜǊƛƴƎ /ŀƴŎŜǊ /ŜƴǘŜǊκ²Ŝƛƭƭ /ƻǊƴŜƭƭ aŜŘƛŎŀƭ /ƻƭƭŜƎŜ 

Aim: In MagnetisMM-3 (NCT04649359), elranatamab induced deep and durable responses in 
patients with BCMA-naive RRMM. After a median follow-up of 17.6 months, the median overall 
survival (OS) was not yet mature (Tomasson, et al. ASH 2023; Abs 3385). Here, we report OS 
>2 years after the last patientôs initial elranatamab dose. 

Method: Eligible patients had disease refractory to Ó1 PI, Ó1 IMiD, and Ó1 anti-CD38 antibody. 
Patients received subcutaneous elranatamab as 2 step-up priming doses then 76 mg once-
weekly (QW). Patients who received Ó6 months of QW dosing and achieved partial response or 
better for Ó2 months were transitioned to Q2W dosing and to Q4W dosing after Ó6 Q2W cycles. 
Data cutoff was 26MAR2024. 

Results: The median age of patients (N=123) was 68 years (19.5% were Ó75 years); 55.3% 
were male. The median number of prior lines of therapy was 5 (range, 2-22). At data cutoff, the 
overall response rate was 61.0% (37.4% complete response [CR] or better). Median duration of 
response (DOR), progression-free survival (PFS), and OS were not reached (95% CI, not 
estimable [NE]-NE), 17.2 (95% CI, 9.8-NE), and 24.6 (95% CI, 13.4-NE) months, respectively. 
The estimated rate for DOR at 2 years was 66.9% (95% CI, 54.4-76.7) among all responders 
and was 87.9% (95% CI, 73.1-94.8) in patients with CR or better. Since prior data cutoff (Sep 
2023), there were 4 new deaths (disease under study, n=2; unknown reason, n=1; septic shock, 
n=1). There were no new safety signals. Five (4.1%) patients had secondary primary 
malignancies (SPMs; all squamous cell carcinoma [SCC]); all received prior lenalidomide and 
stem cell transplant.  

Conclusion: After >2 years of follow-up, elranatamab demonstrated deep and durable 
responses and a median OS of 24.6 months in heavily pretreated, BCMA-naive patients with 
RRMM. SCC was the only reported SPM. No hematological SPMs were reported. 
 
  



Ihлпс 

{ƻƴǊƻǘƻŎƭŀȄ Ǉƭǳǎ 5ŜȄŀƳŜǘƘŀǎƻƴŜ ǿŀǎ ǘƻƭŜǊŀōƭŜ ŀƴŘ ŘŜƳƻƴǎǘǊŀǘŜŘ 
!ƴǝƳȅŜƭƻƳŀ ŀŎǝǾƛǘȅ ƛƴ ǇŀǝŜƴǘǎ ǿƛǘƘ wŜƭŀǇǎŜŘκwŜŦǊŀŎǘƻǊȅ όwκwύ aǳƭǝǇƭŜ 
aȅŜƭƻƳŀ όaaύ ƘŀǊōƻǊƛƴƎ ǘόммΤмпύ 

vǳŀŎƘ IмΣ IǳƭǘŎǊŀƴǘȊ aнΣ .ŀƭ {оΣ /ƘǳŀƘ IпΣ YŀǳŦƳŀƴ WрΣ YŀȊŀƴŘƧƛŀƴ 5сΣ bŀǘƘǿŀƴƛ bтΣ wƻȅƭŜ DуΣ {ōƻǊƻǾ 5фΣ 
±ŜƴƴŜǊ /млΣ /ƘŜƴƎ IммΣ LŘƻƛƴŜ !ммΣ !ƎŀǊǿŀƭ !ммΣ 5Ƙŀƪŀƭ .мн 
м{ǘ ±ƛƴŎŜƴǘϥǎ IŜŀƭǘƘ !ǳǎǘǊŀƭƛŀΣ ¦ƴƛǾŜǊǎƛǘȅ hŦ aŜƭōƻǳǊƴŜΣ нaŜƳƻǊƛŀƭ {ƭƻŀƴ YŜǧŜǊƛƴƎ /ŀƴŎŜǊ /ŜƴǘŜǊΣ о¦ƴƛǾŜǊǎƛǘȅ ƻŦ 
!ƭŀōŀƳŀ ŀǘ .ƛǊƳƛƴƎƘŀƳΣ пwƻȅŀƭ tŜǊǘƘ IƻǎǇƛǘŀƭΣ р9ƳƻǊȅ ¦ƴƛǾŜǊǎƛǘȅΣ с¦ƴƛǾŜǊǎƛǘȅ ƻŦ aƛŀƳƛΣ т/ƛǘȅ ƻŦ IƻǇŜΣ 
уaƛŘŘƭŜƳƻǊŜ IƻǎǇƛǘŀƭΣ фIǳƴǘǎƳŀƴ /ŀƴŎŜǊ LƴǎǝǘǳǘŜ ŀǘ ǘƘŜ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ ¦ǘŀƘΣ мл./ /ŀƴŎŜǊ ς ±ŀƴŎƻǳǾŜǊ /ŜƴǘǊŜΣ 
мм.ŜƛDŜƴŜ ¦{!Σ LƴŎΣ мнaŜŘƛŎŀƭ /ƻƭƭŜƎŜ ƻŦ ²ƛǎŎƻƴǎƛƴ 

Aim: BGB-11417-105 (NCT04973605), an ongoing phase 1b/2 trial, evaluated the BCL2 inhibitor 
sonrotoclax (BGB-11417) as monotherapy or combination therapy in patients with R/R MM harboring 
t(11;14). Updated data for sonrotoclax 640mg plus dexamethasone are presented. 

Method: Eligible patients had R/R MM, centrally confirmed t(11;14), and Ó3 (dose-finding) or Ó1 (dose-
expansion) prior therapy. Patients received sonrotoclax 640mg orally once daily and dexamethasone 
40mg weekly. AEs per CTCAE v5.0 and responses (IMWG criteria) were assessed. 

Results: As of January 8, 2024, 20 patients (median prior therapies, 4; range, 1-12) were enrolled 
(640mg dose-escalation, n=10; dose-expansion, n=10). Median follow-up was 6.2 months (range, 0.3-
16.6); 70% and 80% were refractory to anti-CD38 and immunomodulatory drugs, respectively. Thirteen 
patients (65%) remained on treatment (discontinuations: disease progression, n=3; AE, n=2 [hematuria, 
pancreatic cancer]; patient withdrawal, n=1; physician decision, n=1). The most common treatment-
emergent AEs (TEAEs) were insomnia (30%) and diarrhea, fatigue, and nausea (each 25%). Three 
patients had hematologic TEAEs (thrombocytopenia, n=2 [grades 1 and 3]; neutropenia, n=1 [grade 1]). 
Three (15%) had serious TEAEs and 4 (20%) had grade Ó3 AEs; none were sonrotoclax related. No 
dose-limiting toxicities occurred. Two patients died on study (TEAE, n=1 [metastatic pancreatic cancer]; 
non-TEAE, n=1 [hepatocellular carcinomaïassociated liver failure]; neither treatment related). Infections 
in >1 patient were COVID-19 and upper respiratory tract infection (n=2 each [10%]). In efficacy-evaluable 
patients, objective response rate was 80% (12/15; 95% CI, 51.9%-95.7%); very good partial response or 
better rate was 40% (6/15). Median time to response was 0.7 months. Median duration of response was 
8.3 months (95% CI, 4.4-NR) and maximum was 15.4 months (ongoing; Figure). 

Conclusion: With longer 
follow-up, sonrotoclax plus 
dexamethasone 
demonstrated a 
manageable safety profile, 
with low hematologic 
toxicity and infection rates. 
The combination provided 
deep and durable 
responses in this R/R 
population.  

 
  



Ihлпт 

Cƛƴŀƭ ǎǳǊǾƛǾŀƭ ŀƴŀƭȅǎƛǎ ƻŦ 5ŀǊŀǘǳƳǳƳŀō ό5!w!ύ Ǉƭǳǎ [ŜƴŀƭƛŘƻƳƛŘŜ ŀƴŘ 
5ŜȄŀƳŜǘƘŀǎƻƴŜ ό5πwŘύ Ǿǎ [ŜƴŀƭƛŘƻƳƛŘŜ ŀƴŘ 5ŜȄŀƳŜǘƘŀǎƻƴŜ όwŘύ ƛƴ 
ǘǊŀƴǎǇƭŀƴǘπƛƴŜƭƛƎƛōƭŜ ό¢L9ύ ǇŀǝŜƴǘǎ όǇǘǎύ ǿƛǘƘ ƴŜǿƭȅ ŘƛŀƎƴƻǎŜŘ ƳǳƭǝǇƭŜ 
ƳȅŜƭƻƳŀ όb5aaύΥ a!L! ǎǘǳŘȅ 

vǳŀŎƘ IмΣ CŀŎƻƴ ¢нΣ YǳƳŀǊ {оΣ hǊƭƻǿǎƪƛ wпΣ .ŀƘƭƛǎ bрΣ aƻǊŜŀǳ tсΣ DƻƭŘǎŎƘƳƛŘǘ IтΣ .ŀǎǳ {уΣ Iǳƭƛƴ /фΣ 
½ǿŜŜƎƳŀƴ {млΣ ²ŜƛǎŜƭ YммΣ tŜǊǊƻǘ !мнΣ WŀŎǉǳŜǘ /моΣ wŀƧŜ bмпΣ aŀƴƛŜǊ {мрΣ /ƘŀǊƛ !мсΣ Iŀƴǎǎƻƴ aмтΣ aƻƘǘȅ 
aмуΣ 5ŜƭŦƻǊƎŜ aмфΣ tƭŜǎƴŜǊ ¢нлΣ /ƻƻƪ DнмΣ [ŜƭŜǳ ·ннΣ ±ŜƴƴŜǊ /ноΣнпΣ ¢ƛŀō aнрΣ aŀŎǊƻ aнсΣ CǊŜƴȊŜƭ [нтΣ ²ŀƴƎ 
DнуΣ tŜƛ IнфΣ .ƻƭȅŀǊŘ YолΣ /ŀǊǎƻƴ wнуΣ .ƻǊƎǎǘŜƴ CолΣ ¦ǎƳŀƴƛ {ом 
м¦ƴƛǾŜǊǎƛǘȅ ƻŦ aŜƭōƻǳǊƴŜΣ {ǘ ±ƛƴŎŜƴǘΩǎ IƻǎǇƛǘŀƭ aŜƭōƻǳǊƴŜΣ н¦ƴƛǾŜǊǎƛǘȅ ƻŦ [ƛƭƭŜΣ /I¦ ŘŜ [ƛƭƭŜΣ {ŜǊǾƛŎŜ ŘŜǎ aŀƭŀŘƛŜǎ 
Řǳ {ŀƴƎΣ о5ŜǇŀǊǘƳŜƴǘ ƻŦ IŜƳŀǘƻƭƻƎȅΣ aŀȅƻ /ƭƛƴƛŎ wƻŎƘŜǎǘŜǊΣ п5ŜǇŀǊǘƳŜƴǘ ƻŦ [ȅƳǇƘƻƳŀ ϧ aȅŜƭƻƳŀΣ ¢ƘŜ 
¦ƴƛǾŜǊǎƛǘȅ ƻŦ ¢ŜȄŀǎ a5 !ƴŘŜǊǎƻƴ /ŀƴŎŜǊ /ŜƴǘŜǊΣ р!ǊƴƛŜ /ƘŀǊōƻƴƴŜŀǳ /ŀƴŎŜǊ wŜǎŜŀǊŎƘ LƴǎǝǘǳǘŜΣ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ 
/ŀƭƎŀǊȅΣ сIŜƳŀǘƻƭƻƎȅ 5ŜǇŀǊǘƳŜƴǘΣ ¦ƴƛǾŜǊǎƛǘȅ IƻǎǇƛǘŀƭ IƾǘŜƭπ5ƛŜǳΣ т¦ƴƛǾŜǊǎƛǘȅ IƻǎǇƛǘŀƭ IŜƛŘŜƭōŜǊƎΣ LƴǘŜǊƴŀƭ 
aŜŘƛŎƛƴŜ ± ŀƴŘ bŀǝƻƴŀƭ /ŜƴǘŜǊ ŦƻǊ ¢ǳƳƻǊ 5ƛǎŜŀǎŜǎΣ уwƻȅŀƭ ²ƻƭǾŜǊƘŀƳǇǘƻƴ bI{ ¢Ǌǳǎǘ ŀƴŘ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ 
²ƻƭǾŜǊƘŀƳǇǘƻƴΣ /wb ²Ŝǎǘ aƛŘƭŀƴŘǎΣ bLIwΣ ф5ŜǇŀǊǘƳŜƴǘ ƻŦ IŜƳŀǘƻƭƻƎȅΣ IƾǇƛǘŀƭ Iŀǳǘ [ŞǾşǉǳŜΣ ¦ƴƛǾŜǊǎƛǘȅ 
IƻǎǇƛǘŀƭΣ мл5ŜǇŀǊǘƳŜƴǘ ƻŦ IŜƳŀǘƻƭƻƎȅΣ !ƳǎǘŜǊŘŀƳ ¦ƴƛǾŜǊǎƛǘȅ aŜŘƛŎŀƭ /ŜƴǘŜǊΣ ±ǊƛƧŜ ¦ƴƛǾŜǊǎƛǘŜƛǘ !ƳǎǘŜǊŘŀƳΣ 
/ŀƴŎŜǊ /ŜƴǘŜǊ !ƳǎǘŜǊŘŀƳΣ мм5ŜǇŀǊǘƳŜƴǘ ƻŦ hƴŎƻƭƻƎȅΣ IŜƳŀǘƻƭƻƎȅ ŀƴŘ .ƻƴŜ aŀǊǊƻǿ ¢ǊŀƴǎǇƭŀƴǘŀǝƻƴ ǿƛǘƘ {ŜŎǝƻƴ 
ƻŦ tƴŜǳƳƻƭƻƎȅΣ ¦ƴƛǾŜǊǎƛǘȅ aŜŘƛŎŀƭ /ŜƴǘŜǊ IŀƳōǳǊƎπ9ǇǇŜƴŘƻǊŦΣ мн/I¦ ŘŜ ¢ƻǳƭƻǳǎŜΣ L¦/¢πhΣ ¦ƴƛǾŜǊǎƛǘŞ ŘŜ ¢ƻǳƭƻǳǎŜΣ 
¦t{Σ {ŜǊǾƛŎŜ ŘΩIŞƳŀǘƻƭƻƎƛŜΣ моIŜƳŀǘƻƭƻƎȅ 5ŜǇŀǊǘƳŜƴǘΣ bŀƴŎȅ ¦ƴƛǾŜǊǎƛǘȅ IƻǎǇƛǘŀƭΣ мп/ŜƴǘŜǊ ŦƻǊ aǳƭǝǇƭŜ aȅŜƭƻƳŀΣ 
aŀǎǎŀŎƘǳǎŜǧǎ DŜƴŜǊŀƭ IƻǎǇƛǘŀƭ /ŀƴŎŜǊ /ŜƴǘŜǊΣ мр¦ƴƛǾŜǊǎƛǘȅ ƻŦ [ƛƭƭŜΣ /I¦ ŘŜ [ƛƭƭŜΣ IƾǇƛǘŀƭ IǳǊƛŜȊΣ {ŜǊǾƛŎŜ 
ŘϥIŞƳŀǘƻƭƻƎƛŜΣ мс5ŜǇŀǊǘƳŜƴǘ ƻŦ aŜŘƛŎƛƴŜΣ IŜƳŀǘƻƭƻƎȅ ŀƴŘ aŜŘƛŎŀƭ hƴŎƻƭƻƎȅΣ LŎŀƘƴ {ŎƘƻƻƭ ƻŦ aŜŘƛŎƛƴŜ ŀǘ aƻǳƴǘ 
{ƛƴŀƛΣ мт5ŜǇŀǊǘƳŜƴǘ ƻŦ IŜƳŀǘƻƭƻƎȅΣ {ƪňƴŜ ¦ƴƛǾŜǊǎƛǘȅ IƻǎǇƛǘŀƭΣ му5ŜǇŀǊǘƳŜƴǘ ƻŦ /ƭƛƴƛŎŀƭ IŜƳŀǘƻƭƻƎȅ ŀƴŘ /ŜƭƭǳƭŀǊ 
¢ƘŜǊŀǇȅΣ {ŀƛƴǘπ!ƴǘƻƛƴŜ IƻǎǇƛǘŀƭΣ {ƻǊōƻƴƴŜ ¦ƴƛǾŜǊǎƛǘȅΣ мф¦ƴƛǾŜǊǎƛǘȅ IƻǎǇƛǘŀƭ [ŜǳǾŜƴΣ нл±ŜƧƭŜ IƻǎǇƛǘŀƭ ŀƴŘ ¦ƴƛǾŜǊǎƛǘȅ 
ƻŦ {ƻǳǘƘŜǊƴ 5ŜƴƳŀǊƪΣ нм/ŀƴŎŜǊ wŜǎŜŀǊŎƘ ¦Y /ƭƛƴƛŎŀƭ ¢Ǌƛŀƭǎ ¦ƴƛǘΣ [ŜŜŘǎ LƴǎǝǘǳǘŜ ƻŦ /ƭƛƴƛŎŀƭ ¢Ǌƛŀƭǎ wŜǎŜŀǊŎƘΣ ¦ƴƛǾŜǊǎƛǘȅ 
ƻŦ [ŜŜŘǎΣ нн/I¦ ŘŜ tƻƛǝŜǊǎΣ IƾǇƛǘŀƭ ƭŀ aƛƭŞǘǊƛŜΣ но5ŜǇŀǊǘƳŜƴǘ ƻŦ aŜŘƛŎŀƭ hƴŎƻƭƻƎȅΣ /Ǌƻǎǎ /ŀƴŎŜǊ LƴǎǝǘǳǘŜΣ 
¦ƴƛǾŜǊǎƛǘȅ ƻŦ !ƭōŜǊǘŀΣ нп./ /ŀƴŎŜǊ ς ±ŀƴŎƻǳǾŜǊ /ŜƴǘǊŜΣ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ .ǊƛǝǎƘ /ƻƭǳƳōƛŀΣ нр/I5 ±ŜƴŘŞŜΣ нс/I¦ ŘŜ 
/ŀŜƴΣ нтIƾǇƛǘŀƭ bŜŎƪŜǊπ9ƴŦŀƴǘǎ aŀƭŀŘŜǎΣ нуWŀƴǎǎŜƴ wŜǎŜŀǊŎƘ ϧ 5ŜǾŜƭƻǇƳŜƴǘΣ [[/Σ нфWŀƴǎǎŜƴ wŜǎŜŀǊŎƘ ϧ 
5ŜǾŜƭƻǇƳŜƴǘΣ [[/Σ олWŀƴǎǎŜƴ wŜǎŜŀǊŎƘ ϧ 5ŜǾŜƭƻǇƳŜƴǘΣ [[/Σ омaŜƳƻǊƛŀƭ {ƭƻŀƴ YŜǧŜǊƛƴƎ /ŀƴŎŜǊ /ŜƴǘŜǊ 

 
Aim: The phase 3 MAIA study demonstrated superior PFS (median 61.9 vs 34.4 months) and 
OS (median not reached vs 65.5 months) with D-Rd vs Rd in NDMM. Here we report updated 
OS results from the long-term analysis (median follow-up 7.5 years) and new subsequent 
antimyeloma therapy data. 
 
Method: TIE pts with NDMM were randomised 1:1 to receive D-Rd or Rd. All pts received 28-
day cycles of Rd (R: 25 mg orally once daily on Days 1ï21; d: 40 mg orally on Days 1, 8, 15, 
22) with or without DARA (16 kg/mg IV once weekly for Cycles 1ï2, once every 2 weeks for 
Cycles 3ï6, and every 4 weeks thereafter) until disease progression or unacceptable toxicity. 
The primary endpoint was PFS. OS was a key secondary endpoint. 
 
Results: 737 pts were randomised (D-Rd, n=368; Rd, n=369). After a median (range) follow-up 
of 89.3 (0ï102.2) months, a 33% reduction in risk of death was observed with D-Rd vs Rd. 
Median OS was 90.3 months with D-Rd vs 64.1 months with Rd (HR, 0.67; 95% CI, 0.55ï0.82; 
nominal P<0.0001; Figure). Among those treated, 140/364 (38.5%) D-Rd pts and 201/365 
(55.1%) Rd pts received Ó1 subsequent line of antimyeloma therapy. Median time to 
subsequent therapy was longer with D-Rd vs Rd (not reached vs 42.4 months; HR, 0.51; 95% 
CI, 0.41ï0.63; nominal P<0.0001). Overall, 285 (78.3%) and 345 (94.5%) D-Rd and Rd pts, 



respectively, discontinued study treatment, primarily due to progressive disease (119 [32.7%] 
and 141 [38.6%]). Additional data on subsequent therapies and causes of death will be 
presented. 
 
Conclusion: D-Rd continued to demonstrate a clinically significant survival benefit vs Rd in TIE 
pts with NDMM. Furthermore, 28.8% of Rd pts vs 6.3% D-Rd pts received subsequent DARA-
based antimyeloma therapy. These data support frontline D-Rd in TIE pts with NDMM. 
 

 
  



Ihлпу 

w¦b·м {¢htπƭƻǎǎ Ƴǳǘŀǝƻƴǎ ŘŜŬƴŜ ŀ ŘƛǎǝƴŎǘ ǇǊƻƎƴƻǎǝŎ ǎǳōǎŜǘ ǿƛǘƘƛƴ 
w¦b·мπƳǳǘŀǘŜŘ ŀŎǳǘŜ ƳȅŜƭƻƛŘ ƭŜǳƪŀŜƳƛŀΦ 

wŀƳŀƴŀƴ wмΣнΣ {ŀƭƳƻƴ WнΣ ±Ŝƭƭŀƭŀ YнΣ /Ƙŀƴ [нΣ [ŀƳ /нΣ LǾŜȅ !мΣ !ǎƘōȅ aмΣнΣ /ǳƳƳƛƴƎǎ bмΣ CƭŜƳƛƴƎ {мΣнΣ 
tŜǊƪƛƴǎ !мΣн 
м!ƭŦǊŜŘ IŜŀƭǘƘΣ н!ǳǎǘǊŀƭƛŀƴ /ŜƴǘǊŜ ŦƻǊ .ƭƻƻŘ 5ƛǎŜŀǎŜǎ 

Aim: The differential prognostic impact of types of RUNX1 mutations in acute myeloid 
leukaemia (AML) has not been analysed. We term RUNX1 STOP-loss (RUNX1-SL) mutations 
as those resulting in loss of the normal STOP codon from small insertion or deletions (INDELs) 
causing a frameshift (Figure 1a). We evaluated prognosis of RUNX1-SL mutations compared to 
RUNX1 mutations that were not STOP-loss (RUNX1-NSL) and wild-type RUNX1 (RUNX1wt). 

Method: We retrospectively analysed 1619 patients with AML from two cohorts [German Acute 
Myeloid Leukemia Study Group from the European Genome-Phenome Archive (n=1475) and 
the Alfred Health (AH) AML database (n=144)]. RNA from bone marrow of RUNX1-SL mutation 
patients was converted to cDNA and Sanger sequenced. Survival analyses performed using R. 

Results: Within the total combined population (n=1619), 30 patients harboured a RUNX1-SL 
mutation, 135 patients with a RUNX1-NSL mutation and 1454 RUNX1wt patients. RUNX1-SL 
mutations result in detectable mutant transcript (Figure 1b), suggesting the mutant mRNA is not 
degraded via nonstop decay surveillance pathways. ASXL1 mutations were less common in 
RUNX1-SL compared to RUNX1-NSL (3% vs 22%, p=0.018), while the inverse was true for 
MLL-PTD (30% vs 7%, p=0.003) (Figure 1c/d). Median overall survival (OS) for RUNX1wt 
patients (27.1 months, 95% CI 23.1-32.8) and those with RUNX1-SL mutations [25.2 months, 
95% CI 17.6 -not reached (NR)] was similar, and significantly longer than those with RUNX1-
NSL mutations (13.6 months, 95% CI 11.9-21.6, p<0.001). Within the RUNX1 mutated cohort, 
RUNX1-SL mutations were associated with improved survival compared to RUNX1-NSL 
mutations (HR 0.57, 95% CI 0.34-0.97, p = 0.04) (Figure 1e) and  tracked with intermediate ELN 
2022 risk, while patients with RUNX1-NSL tracked with adverse ELN 2022 risk (Figure 1f). 

Conclusion: These results highlight the unique prognostic impact of harbouring a RUNX1-SL 
mutation in AML. RUNX1-SL mutations warrant consideration as a distinct intermediate-risk 
lesion, separate to the adverse risk RUNX1-NSL mutations.  
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!ŎǉǳƛǊŜŘ ŎƻǇȅ ƴǳƳōŜǊ ǾŀǊƛŀƴǘǎ ŀǊŜ ƘƛƎƘƭȅ ŎƻǊǊŜƭŀǘŜŘ ǿƛǘƘ tƘҌ![[ 
ǎǳōƎǊƻǳǇǎ ƛŘŜƴǝŬŜŘ ōȅ ǘǊŀƴǎŎǊƛǇǘƻƳƛŎ ŀƴŀƭȅǎƛǎ 

wŜƘƴ WмΣнΣ IŜŀǘƭŜȅ {мΣнΣ 9ŀŘƛŜ [мΣнΣ tŀƎŜ 9мΣнΣ {ŎƘǳǘȊ /мΣ ¢ƘƻƳǎƻƴ !мΣнΣ hǎōƻǊƴ aмΣнΣпΣрΣсΣ DǊƛƎƎ !сΣтΣ ¸ŜǳƴƎ 
5мΣнΣрΣсΣ IǳƎƘŜǎ ¢мΣнΣрΣсΣ ²ƘƛǘŜ 5мΣнΣоΣс 
м.ƭƻƻŘ /ŀƴŎŜǊ tǊƻƎǊŀƳΣ {ƻǳǘƘ !ǳǎǘǊŀƭƛŀƴ IŜŀƭǘƘ !ƴŘ aŜŘƛŎŀƭ wŜǎŜŀǊŎƘ LƴǎǝǘǳǘŜΣ нCŀŎǳƭǘȅ ƻŦ IŜŀƭǘƘ ŀƴŘ aŜŘƛŎŀƭ 
wŜǎŜŀǊŎƘΣ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ !ŘŜƭŀƛŘŜΣ оCŀŎǳƭǘȅ ƻŦ {ŎƛŜƴŎŜǎΣ 9ƴƎƛƴŜŜǊƛƴƎ ŀƴŘ ¢ŜŎƘƴƻƭƻƎȅΦ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ !ŘŜƭŀƛŘŜΣ 
п²ƻƳŜƴϥǎ ŀƴŘ /ƘƛƭŘǊŜƴϥǎ IƻǎǇƛǘŀƭΣ р¢ƘŜ wƻȅŀƭ !ŘŜƭŀƛŘŜ IƻǎǇƛǘŀƭΣ с¢ƘŜ !ǳǎǘǊŀƭŀǎƛŀƴ [ŜǳƪŀŜƳƛŀ ϧ [ȅƳǇƘƻƳŀ DǊƻǳǇ 
ό![[DύΣ т5ŜǇŀǊǘƳŜƴǘ ƻŦ /ƭƛƴƛŎŀƭ IŀŜƳŀǘƻƭƻƎȅΣ !ǳǎǝƴ IƻǎǇƛǘŀƭ 

 
Aim: The ICC subclassifies Ph+ALL into BCR::ABL1 with lymphoid-only versus multilineage 
involvement (a.k.a CML-like disease). Standard diagnostic assays cannot distinguish these 
subgroups, and differences in prognosis or optimal treatment remain unknown. Here, we use 
gene expression analysis to identify subgroups of Ph+ALL and correlate this with copy number 
variants (CNV) and treatment outcomes. 
 
Method: mRNA sequencing (mRNA-seq) was performed on 115 Ph+ALL samples (n=12 children; 
n=26 adolescent young adults; n=77 adults). Gene deletions were detected by multiplex ligation-
dependent probe amplification (SALSA MLPA P202 and P335). Lineage subclassification was 
determined with the AllCatchR_bcrabl1 classifier. tSNE was utilised for gene expression 
clustering. Kaplan-Meier plots and log-rank (Mantel-Cox) tests were performed in R. 
 
Results: The e1a2 (p190) BCR::ABL1 fusion transcript was found more frequently (77%) than 
e13a2 (p210; 17%) or e14a2 (6%). Hyperdiploid karyotype was present in 11% of cases. MLPA 
(n=103/115) revealed frequent deletions of IKZF1 (78%), CDKN2A/B (53%), PAX5 (43%), BTG1 
(26%) and RB1 (17%); 47% of patients demonstrated an IKZF1plus profile. Gene expression 
analysis identified three patient clusters with distinct CNV patterns (Fig1a). Clusters A and B were 
classified as lymphoid-only, with enrichment of hyperdiploidy in cluster A and IKZF1plus (71%) in 
cluster B. Cluster C patients were classified multilineage, demonstrating frequent IKZF1 deletion 
(77%) but lacking PAX5, CDKN2A/B or RB1 deletions. Outcome data (n=50) showed decreased 
but not statistically significant relapse-free (RFS) and overall survival (OS) in lymphoid-only 
compared with multilineage Ph+ALL (RFS p=0.09; OS p=0.1, Fig1b). Patients 
with CDKN2A/B deletions had significantly lower RFS (p=0.024) and OS (p=0.026, Fig1c). 
 
Conclusion: Ph+ALL patients exhibit distinct gene expression profiles associated with cell 
lineage and acquired CNVs. Patients with multilineage Ph+ALL lacked PAX5 or CDKN2A/B 
deletions. Preliminary univariate survival analysis suggests CDKN2A/B deletions at diagnosis are 
associated with poorer outcomes. 



Ihлрл 

/ƻπƻŎŎǳǊǊŜƴŎŜ ƻŦ hōŜǎƛǘȅ ŀƴŘ 5ƛŀōŜǘŜǎ ŀŘǾŜǊǎŜƭȅ ƛƳǇŀŎǘǎ ƻǾŜǊŀƭƭ ǎǳǊǾƛǾŀƭ 
όh{ύ ƛƴ aǳƭǝǇƭŜ aȅŜƭƻƳŀ όaaύ ς ŀƴ ŀƴŀƭȅǎƛǎ ŦǊƻƳ ǘƘŜ !ǳǎǘǊŀƭƛŀƴ ŀƴŘ bŜǿ 
½ŜŀƭŀƴŘ aȅŜƭƻƳŀ ϧ wŜƭŀǘŜŘ 5ƛǎŜŀǎŜ wŜƎƛǎǘǊȅ ό!b½ aw5wύΦ  

wƛƴƎƪƻǿǎƪƛ {мΣнΣ ¸ƻƴƎ !пΣрΣ ²ƘŜŜƭŜǊ aсΣ [ƛƴƎ {мΣнΣмрΣ [ƻǿ  aтΣуΣ aŎvǳƛƭǘŜƴ ½тΣуΣ aƻƻǊŜ 9уΣ {ǇŜŀǊƛƴƎ wΣ ²ŜōŜǊ 
bфΣ ²ŜƭƭŀǊŘ /уΣ vǳŀŎƘ IмлΣммΣ {ǇŜƴŎŜǊ !уΣмнΣ {ǿŀǊŀƧ {моΣмпΣмрΣ ¢ǊƻǘƳŀƴ WмоΣмпΣ .Ǌȅŀƴǘ !мΣнΣо 
м[ƛǾŜǊǇƻƻƭ IƻǎǇƛǘŀƭΣ 5ŜǇŀǊǘƳŜƴǘ hŦ IŀŜƳŀǘƻƭƻƎȅΣ нLƴƎƘŀƳ LƴǎǝǘǳǘŜ ƻŦ !ǇǇƭƛŜŘ aŜŘƛŎŀƭ wŜǎŜŀǊŎƘΣ о¦b{² {ȅŘƴŜȅΣ 
пwƻȅŀƭ !ŘŜƭŀƛŘŜ IƻǎǇƛǘŀƭΣ р{!IawL ό{ƻǳǘƘ !ǳǎǘǊŀƭƛŀƴ IŜŀƭǘƘ ŀƴŘ aŜŘƛŎŀƭ wŜǎŜŀǊŎƘ LƴǎǝǘǳǘŜύΣ с¢Ŝ ²Ƙŀǘǳ hǊŀ IŜŀƭǘƘ 
bŜǿ ½ŜŀƭŀƴŘΣ тaƻƴŀǎƘ IŜŀƭǘƘΣ уaƻƴŀǎƘ ¦ƴƛǾŜǊǎƛǘȅΣ фwƻȅŀƭ .ǊƛǎōŀƴŜ ϧ ²ƻƳŜƴϥǎ IƻǎǇƛǘŀƭΣ мл{ǘ ±ƛƴŎŜƴǘϥǎ IƻǎǇƛǘŀƭ 
aŜƭōƻǳǊƴŜΣ мм¢ƘŜ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ aŜƭōƻǳǊƴŜΣ мн!ƭŦǊŜŘ IŜŀƭǘƘΣ мо/ƻƴŎƻǊŘ wŜǇŀǘǊƛŀǝƻƴ DŜƴŜǊŀƭ IƻǎǇƛǘŀƭΣ мп¢ƘŜ 
¦ƴƛǾŜǊǎƛǘȅ ƻŦ {ȅŘƴŜȅΣ мр²ŜǎǘŜǊƴ {ȅŘƴŜȅ ¦ƴƛǾŜǊǎƛǘȅ 

Aim: A key co-morbidity in MM is metabolic syndrome which comprises abdominal obesity, 
insulin resistance, dyslipidaemia and hypertension and increased risk of neoplasia related to 
insulin resistance and compensatory hyperinsulinaemia. These factors increase the complexity 
of management of myeloma including Dexamethasone use and may affect survival. This study 
aimed to map metabolic syndrome amongst MM patients in ANZ, to evaluate the impact of 
these factors on OS and progression free survival after first line treatment (PFS1) and ultimately 
to identify patient subpopulations who may benefit from targeted interventions.  
 
Method: Data was provided by the ANZ MRDR. Patients with MM who commenced at least one 
line of treatment and those with recorded weight and height were included. Descriptive statistics 
were used to for baseline characteristics. Kaplan-Meier analysis with log rank test was used to 
calculate OS and PFS1. Multivariate Cox Regression analysis was performed to estimate 
hazard ratios (HR) for DM and metabolic syndrome (DM and Body Mass Index (BMI)>30). 

Results:  3791 patients were included. 30.7% of patients had a BMI>30. Data on comorbidities 
was available in 90%. Of these, 12.1% had DM at diagnosis. DM was associated with worse OS 
(median 4.9 years [4.0-5.8] versus 6.7 years [6.2-7.2] in patients without DM, p<0.001) and 
worse PFS1 (median 26.8 months [21.6-32.0] versus 31.9 [30.1-33.6] without DM, p<0.01). Co-
occurrence of diabetes + BMI>30 was associated with worse OS (Figure 1, Table 1) and was 
more common in the Maori (16.4%) and Polynesian People (20.3%) compared to Asian and 
European (5.1% and 4.9%). Only 12 patients were Aboriginal and Torres Strait Islander. 

 
Conclusion:  
Our data show that obesity when associated with diabetes, has prognostic relevance in 
myeloma and this population may benefit from targeted interventions.  
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ǾŜǊǎǳǎ ǘǳƳƻǳǊ ŜũŜŎǘ ƛƴ IŀŜƳŀǘƻƭƻƎƛŎŀƭ aŀƭƛƎƴŀƴŎƛŜǎ ǇŜǊǎƛǎǝƴƎ ƻǊ 
ǇǊƻƎǊŜǎǎƛƴƎ ŀƊŜǊ !ƭƭƻƎŜƴŜƛŎ ǎǘŜƳ ŎŜƭƭ ǘǊŀƴǎǇƭŀƴǘŀǝƻƴΦ 

wƛǘŎƘƛŜ 5мΣнΣоΣ ²ƻƴƎ 9оΣпΣ DǊƛƎƎ !оΣпΣ YƻƭŘŜƧ wмΣо 
мwƻȅŀƭ aŜƭōƻǳǊƴŜ IƻǎǇƛǘŀƭΣ нtŜǘŜǊ aŀŎ/ŀƭƭǳƳ /ŀƴŎŜǊ /ŜƴǘǊŜΣ о¦ƴƛǾŜǊǎƛǘȅ ƻŦ aŜƭōƻǳǊƴŜΣ п!ǳǎǝƴ IŜŀƭǘƘ 

Aim: The efficacy of allogeneic stem cell transplantation (alloSCT) in haematological 
malignancies (HM) is due to the immunologically mediated graft versus tumour (GVT) effect. We 
examined the safety and efficacy of the PD-1 inhibitor nivolumab in HM persistence or relapse 
after alloSCT (NCT03146468 and ACTRN12617000473369). 

Method: Eligibility: HM persistence or relapse following alloSCT, immunosuppression cessation, 
absence of GVHD and donor CD3+ chimerism > 30%. Nivolumab was given in 2 weekly 
intervals for a maximum of 48 weeks. Primary endpoint was GVHD at 8, 24 and 48 weeks. 
Secondary endpoint was overall response rate (ORR). 

Results: 49 were potentially eligible.  33 did not participate due to rate of disease progression 
(26%), GVHD (30%), T-cell chimerism <30% donor (5%) or concurrent illness (5%) or physician 
preference. 16 were enrolled, 2 did not pass screening. 14 patients received nivolumab. The 
median age was 52 (24-67). All had CD3+ chimerism > 70%. Patient details are in table 1. 

Eleven patients relapsed from complete remission (CR) a median of 321 days (range 97-1500d) 
after alloSCT. Three (1 of Hodgkin lymphoma (HL) (155d), mantle cell lymphoma (MCL) (56d) 
and chronic lymphocytic leukaemia (CLL) (75d)) had progression of HM at first assessment 
post-alloSCT.  
54 adverse events occurred. 10 SAE occurred, 4 were dose limiting toxicities (2 each of acute 
GVHD and pneumonitis). 
Four achieved CR (2 HL, 1 T-ALL, 1 MCL) and 2 PR (1 HL, 1 NKT lymphoma) even after limited 
nivolumab exposure (1, 2 and 7 doses) in three patients with further dosing ceased due to 
GVHD (2), patient preference in 1 and pneumonitis in 1. All patients with AML ceased nivolumab 
due to progression. 
Conclusion:  
Nivolumab following alloSCT is feasible but limited by GVHD or pneumonitis. Promotion of GVT 
appears possible in lymphoid malignancy. Alternative strategies are required for AML relapse 
after alloSCT. 
 

Trial 
number 

Age Sex 
transplant 
indication 

lines of 
therapy prior 
to allo 

prior auto prior allo 
Status pre-
transplant 

Donor 
Conditioning 
regimen 

4 45 M AML 1 N N CR UD FluCy(HD) 



  

2 53 M AML 4 N Y CR UD BuCy 

11 24 F AML 1 N N CR UD BuCy 

12 47 F HL 5 Y N PR MSD FluCy(HD) 

7 38 M HL 7 Y N CR MSD FluMel 

1 26 M HL 4 Y N PR dUCB FluCyTBI 

9 66 M B-ALL 2 N N CR UD CyTBI 

10 52 M T-ALL 1 N N CR MSD CyTBI 

8 57 M MCL 5 Y N PR UD FluCy(LD) 

3 52 F CLL 2 N N CR UD CyTBI 

13 53 M CLL 8 Y N PR UD FluMel 

14 56 F MF 0 N N untreated MSD FluMel 

15 67 M MDS 0 N N untreated UD BuCy 

16 29 M 
NK/T cell 
lymphoma 

3 N N CR UD FluMel 
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п¢ƘŜ /ƘƛƭŘǊŜƴΩǎ IƻǎǇƛǘŀƭ ŀǘ ²ŜǎǘƳŜŀŘ 

Aim: To describe the in vivo kinetics of CAR-T cells in patients undergoing standard of care 
axicabtagene and tisagenlecleucel and correlate with CAR T toxicity (CRS and ICANS). 

Method: CAR-T cells in peripheral blood were enumerated by flow cytometry. Whole blood was 
red cell lysed and stained with lyophilised PE-labelled monoclonal Anti-FMC63 antibody, CD3, 
4, 8, 14, 20, and 7AAD. Spearman's rank correlation coefficient was used to assess the 
relationship of CAR-T numbers to CRS/ICANS grade. 

Results: 59 patients received CAR-T treatment (axi-cel n=33, tisa-cel =24, brexu-cel n=2) 
between June 2021 and December 2023 at Westmead Hospital. The most common indication 
was DLBCL (64%), followed by other HGBCL (17%), FL (9%), PMBCL (7%), and B-ALL (3%). 
83% of patients had CRS; with a median grade of 1, a mean of 2.4 days between infusion and 
onset, and a mean duration of 6.5 days. 34% of patients had ICANS; with a median grade of 0, 
a mean of 5.6 days between infusion and onset, and a mean duration of 9.1 days. The higher 
the grade of CRS and ICANS, the longer the duration and the longer the time to peak toxicity.  

We identified 245 enumeration values in the study period (median per patient 5, range 1 to 15). 
The mean time from infusion to peak CAR-T enumeration was 14 days (range 5-30). The 
median peak value was 21.6 CAR-T cells / uL (range not detected to 334). The median duration 
of detectability was 81 days (range 0 days to ongoing).  

There was a moderate correlation between the closest CAR-T enumeration to CRS peak and 
CRS grade (r 0.46, p = 0.002.) There was no correlation between the closest CAR-T 
enumeration to ICANS peak and ICANS grade (r 0.02, p=0.919.) 

Conclusion: Flow cytometric enumeration is a useful tool in understanding the in vivo kinetics 
of CAR-T, and may have clinical utility in tracking IEC toxicity. Regular and protocolised 
enumeration with prospective analysis is required.  
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Introduction: Chronic lymphocytic leukaemia (CLL) is the most common 
haematological malignancy. Outside of alloSCT it remains incurable. The mutational 
status of the immunoglobulin heavy chain variable (IGHV) region, part of the B-cell 
receptor (BCR), independently predicts outcomes in patients treated with 
chemoimmunotherapy. IGHV-mutated (M-CLL) has superior survival compared to 
IGHV-unmutated (U-CLL). Immune-mediated mechanism(s) behind this observation are 
yet to be explored. Neoantigens are immunogenic peptides, unique to malignant cells, 
that can arise from mutations. If harnessed, neoantigens have potential as novel 
immunotherapeutic strategies. CLL has a low tumour mutational burden (TMB), with few 
somatic-mutations/neoantigens. However, traditional TMB concepts exclude BCR-
mutations, which may create óBCR-neoantigensô.  
 
Aim: To compare the frequency of BCR and somatic neoantigen-specific T-cells (NST-
cells), and characterise NST-cell immunity, in U-CLL vs. M-CLL 

 
 

Methods: A discovery (Brisbane 24pts) / validation (Adelaide 21pts) approach was 
used (Table 1). Samples from both CLL cohorts underwent paired whole exome and 
tumour RNAseq. HLA-I/II neoantigens were called using pVACtools. Single-cell RNAseq 
(scRNAseq) was used to identify and characterise NST-T cells.  
 

 Discovery Validation p val 

N 24 21 ns 

Median age (range) 
69 (44-
90) 

68 (43-
89) 

ns 

Gender 
Male 18 12 ns 

Female 6 9 ns 

Subtype 
U-CLL 13 12 ns 

M-CLL 11 9 ns 

Chromosomal 
alterations 

del11q 5 3 ns 

del13q 14 10 ns 

del17p 1 3 ns 

tri12 0 1 ns 

Table 1: Patient characteristics 



Results: Within the discovery cohort, somatic-neoantigens were comparable between 
M-CLL and U-CLL (Figure 1). Driver-mutations and driver-neoantigens were also 
comparable. However, BCR-neoantigens were 4x more abundant in M-CLL (Figure 1A). 
Chromosomal alterations did not impact neoantigen burden. Similar results were 
observed in the validation cohort (Figure 1B). The majority of neoantigens were HLA-II. 
Bulk RNAseq (via CIBERSORT) was consistent with scRNAseq in showing antigen 
experienced memory T-cells were the dominant CD4+ T-cell subtype. NST-cells against 
driver (XPO1, SF3B1, TP53) and BCR-neoantigens in CLL were characterised.  
 
Conclusion: BCR-neoantigens are enriched in patients with M-CLL and likely influence 
its superior prognosis compared to U-CLL. The identification of BCR and driver-
neoantigens, in combination with the enrichment of antigen experienced T-cells, support 
the further investigation of neoantigen immunotherapies for the treatment of CLL and 
other haematological malignancies.  
 

 
Figure 1. Somatic and BCR neoantigens in CLL. 
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Introduction & aim: Outcomes in sepsis are stubbornly poor and need a new approach. The 
current treatments do not address the inflammatory cytokine storm and endothelial activation 
leading to microvascular thrombosis and coagulopathy, recognised as common underlying 
processes contributing to acute organ failure, including sepsis associated encephalopathy 
(SAE). We have developed a novel therapeutic óAnti-VCAM-CD39ô localising the potent anti-
inflammatory, vasodilatory and antithrombotic properties of the ectonucleotidase CD39 to the 
inflamed microvasculature by binding to the receptor vascular cell adhesion molecule-1 (VCAM-
1) expressed on activated endothelial cells (ECs). For this project we aimed at validating the 
effect of óAnti-VCAM-CD39ô in a sepsis murine model. 

Method: Sepsis was induced in C57BL/6 mice with intraperitoneal injection of LPS 
(lipopolysaccharide) at 5mg/kg. óAnti-VCAM-CD39ô (0.8 mg/kg, intravenous) was administered 
1h later. Tissues were collected and interrogated with qRT-PCR, immunoblotting and 
immunofluorescence. Plasma adenosine and pro-inflammatory cytokines quantification was 
performed by ELISA and flow cytometry (LEGENDplex) respectively.    

Results: Treatment with anti-VCAM-CD39 at 0.8mg/kg improved clinical outcomes and 
reversed core hypothermia. This coincided with significant reduction in plasma cytokines (IL1ɓ, 
IL-6 and TNF-Ŭ (p=0.025, 0.03 and 0.05 respectively, treated versus untreated) at 6h. Systemic 
adenosine levels increased at 24h (p=0.03). Within the lung anti-VCAM-CD39, treatment 
inhibited the development of Acute Respiratory Distress Syndrome (ARDS) verified by H&E 
staining of lung tissues, and decreased endothelial activation (ICAM, e-selectin), hypoxia 
(HIF1a), and local pro-inflammatory cytokines (IL-6, MCP1). Heart stress characterised   by 
upregulation of Atrial Natriuretic Peptide (Nppa) was alleviated at 24h.  In the kidneys, anti-
VCAM-CD39 significantly decreased the transcription of ICAM1, and pro-inflammatory cytokines 
IL-6, MCP1, while dropping the expression of Lcn2/NGAL, an early tubular kidney damage 
marker (p=0.04 treated versus untreated) at 6h. Similarly, it decreased the transcription of 
endothelial stimulation markers and pro-inflammatory cytokines in the brain at 6h.  
 
Conclusion: Collectively, our results show that óanti-VCAM-CD39ò could be a beneficial 
addition to antibiotics in the context of sepsis, alleviating the cytokine storm and the resulting 
tissue damage. 
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Aim: ñChemobrainò is commonly reported by patients treated for Acute Myeloid Leukaemia (AML), 
but objective detection by conventional imaging techniques is elusive. We aimed to detect 
ñchemobrainò in AML patients using a comprehensive neurocognitive assessment and imaging 
platform. 
 
Methods: We performed an observational, longitudinal cohort study in adults commencing 
chemotherapy for AML, powered to capture an expected 25% incidence of ñchemobrain.ò 
Participants underwent neurocognitive assessment (NCA) and brain MRI at three timepoints: pre-
treatment (T1), end of treatment (T2), and 6 months later (T3). MRI comprised anatomical 
assessment, functional MRI, and quantitative susceptibility mapping (QSM) to examine brain iron 
as a neuro-inflammation imaging biomarker. Longitudinal changes of minimum 2.0SD were 
considered significant. Analysis was performed using FSL, CONN and SPM2 software to perform 
first- and group-level analysis with non-parametric statistics.  
 
Results: 20 patients were enrolled during 2019-21; of these, 15 and 10 remained alive/enrolled 
for evaluation at T2 and T3 respectively. Overall NCA scores for the cohort between T1-T2 were 
similar; however, three participants (20% of those evaluable at T2) performed significantly worse 
(-2.0SD) at T2 in Language or Verbal Memory, returning to baseline at T3. Correlation analyses 
identified interesting potential associations between poor Language performance and volume loss 
in grey matter (p=0.021), frontal lobe (p=0.01), temporal lobe (p=0.02; including all subregions). 
ROI analysis of T1-T2 fMRI revealed significantly decreased functional connectivity between the 
ACC and the left language regions (IFG and pSTG; p=0.008). Diffusion analysis demonstrated 
decreased fibre density in the rostral corpus callosum (p=0.039), increased fibre density in the 
right Fornix tract (p=0.023), and increased fibre cross-section in the left ATR (p=0.007) and FPT 
(p=0.039). QSM of brain iron did not demonstrate any consistent correlations. 
 
Conclusions: Collectively, these pilot data identify a subset of AML patients who develop 
objective worsening of language performance during treatment, correlating with alterations in 
volume, fibre density and connectivity in key language regions. These data support further 
evaluation of fMRI and language-focused NCA in AML patients.  
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Aim: Autologous anti-CD19 CAR-T-cell therapy is an established standard-of-care (SOC) for 
relapsed/refractory (R/R) LBCL, but successful delivery requires disease control through the 
manufacturing period. The impact of bridging therapy (BT, defined as anti-lymphoma therapy 
given between apheresis and commencement of lymphodepleting (LD) chemotherapy) on 
outcome is incompletely understood and confounded by baseline risk factors (patient and disease 
status). We describe our institutional practice in choice of BT and evaluate the impact of BT on 
known risk factors, such as LDH and total metabolic tumour volume (TMTV), and subsequent 
progression free survival (PFS) following CAR T-cell infusion. 

Method: Data were collected retrospectively for all patients with R/R LBCL treated with SOC 
axicabtagene ciloleucel (axi-cel) or tisagenlecleucel (tisa-cel) in our Department between 2020-
2024.  We performed univariable and multivariable Cox proportional hazards (CoxPH) modelling 
of candidate risk factors for PFS at two time points: (1) apheresis, and (2) pre-LD chemotherapy. 

Results: 154 patients received CAR T-cell therapy (53 tisa-cel, 101 axi-cel), of which 136 (89%) 
received BT. Baseline characteristics are shown in Fig. 1A, divided according to whether 
radiotherapy (RT) was used as part of BT or not. The RT group included a higher proportion of 
patients with disease that was refractory to last therapy, stage 1-2, and that received axi-cel, but 
was not significantly different in LDH and TMTV. PFS at 12 months was 0.47 (95% CI: 0.39ï0.57) 
for all patients, 0.39 for tisa-cel (95% CI: 0.28ï0.55) and 0.52 for axi-cel (95% CI: 0.42ï0.64). We 
observed improved PFS in patients bridged with a radiotherapy-based regimen (defined as 
radiotherapy combined with no or steroids-only systemic BT), Fig. 1B. On univariable CoxPH 
modelling we found that high LDH and TMTV <80mL were negatively associated with PFS at the 
pre-LD time point but not apheresis (not shown), suggesting that the impact of these risk factors 
is modifiable with BT. On multivariable CoxPH modelling of PFS, inclusion of radiotherapy as part 
of BT was associated with a Hazard Ratio of 0.64 (95% CI: 0.37ï1.09, p=0.10) for all patients, 
Fig 1C, 0.41 (95% CI: 0.20ï0.83, p=0.01) for axi-cel patients, and 1.36 (95% CI: 0.57ï3.20, 
p=0.49) for tisa-cel patients. 

Conclusion: Radiotherapy BT prior to CAR T-cell therapy for R/R LBCL was associated with high 
rates of durable response in our cohort. Further data maturation and statistical modelling is 
required to isolate the impact of radiotherapy independent of other baseline variables.  
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Aim: CLL progression links to immune deficiency, but the mechanisms of immune cell 
dysfunction remain incompletely understood. Prior research highlighted TACI's role in IL-10 
control and autoimmunity. However, its role in anti-tumor immunity and CLL progression is 
unexplored. This study investigates TACI signaling in CLL cell regulation within the 
microenvironment and its impact on CLL progression. 

Method: We utilized the EÕ-TCL1 mouse model to generate CLL mice lacking TACI, exploring 
the effect of TACI loss on CLL cells in adoptive transfer models over 5 weeks. Microarray 
analysis and real-time PCR revealed TACI's influence on CLL transcriptomic signature. 
Additionally, we investigated TACI's direct role in CLL cell migration and its impact on T cells 
using patient-derived CLL cells in culture assays and in Patient-Derived Xenograph (PDX) 
mouse models. 

Results: Our results showed that loss of TACI signaling effectively halted CLL progression and 
boosted immune functions, preventing CLL development. Specifically, when TACI+/+ TCL1 or 
TACI-/- TCL1 CLL cells are transferred into wild-type recipient mice, we observed inhibited CLL 
progression and lower CLL incidence in mice engrafted with TACI-/- TCL1 CLL cells compared to 
mice receiving TACI+/+ TCL1 cells. Mechanistically, these mice displayed normalised levels of IL-
6 and IL-10, and restored T cell subsets proportions in the T-cell compartment compared with 
TACI+/+ TCL1-Tg mice. TACI-deficient CLL cells also expressed lower levels of inhibitory 
receptors PD-L1 and PD-L2, restored circulating immunoglobulin levels and responses to a T 
cell-dependent antigen. We further demonstrated that TACI promotes CLL cell migration and 
homing into the spleen, where these cells actively promote an immunosuppressive 
microenvironment which further supports CLL cell immune evasion and growth. The direct role 
of TACI in controlling CLL cell migration and homing, and compromising anti-tumor immunity, 
was confirmed studying patient-derived primary CLL cells in culture and PDX models. 

Conclusion: Disrupting TACI signaling offers, for the first time, an opportunity to control CLL 
progression while preserving vital immunity, in contrast to existing treatments that significantly 
impact immune function and cause infection-related complications. 
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ǇŀǝŜƴǘǎ ǿƛǘƘ CǳƴŎǝƻƴŀƭ ƘƛƎƘπǊƛǎƪ όCIwύ aǳƭǝǇƭŜ aȅŜƭƻƳŀ όaaύΥ 
/!w¢L¢¦59πп ǎǳōƎǊƻǳǇ ŀƴŀƭȅǎƛǎ 

{ƛŘƛǉƛ IмΣ /ƻǎǘŀ [нΣ ²ŜƛǎŜƭ YоΣ Ǿŀƴ ŘŜ 5ƻƴƪ bпΣ {ƛŘŀƴŀ {рΣ /ƻƘŜƴ ¸сΣ tǳǊǝƭƭ 5тΣ ¢ƻǳȊŜŀǳ /уΣ CŜǊƴłƴŘŜȊ ŘŜ 
[ŀǊǊŜŀ /фΣ aŀǊǝƴŜȊπ[ƻǇŜȊ WмлΣ [ŜƴŘǾŀƛ bммΣ {ƭŀǳƎƘǘŜǊ !мнΣ [ƻƴŀǊŘƛ /моΣ ½Ƙŀƻ aмпΣ [ƛ YмрΣ ±ƻƎŜƭ aмсΣ YƻƴŜǊǳ 
aмтΣ tŀǘŜƭ bмтΣ CƭƻǊŜƴŘƻ 9мтΣ CƛƭƘƻ hмтΣ aŀǘŜƻǎ aму 
м5ŜǇŀǊǘƳŜƴǘ hŦ IŜŀƭǘƘ Cƛƻƴŀ {ǘŀƴƭŜȅ IƻǎǇƛǘŀƭΣ н¦ƴƛǾŜǊǎƛǘȅ ƻŦ !ƭŀōŀƳŀ ŀǘ .ƛǊƳƛƴƎƘŀƳΣ о¦ƴƛǾŜǊǎƛǘȅ 
aŜŘƛŎŀƭ /ŜƴǘŜǊ IŀƳōǳǊƎπ9ǇǇŜƴŘƻǊŦΣ п!ƳǎǘŜǊŘŀƳ ¦ƴƛǾŜǊǎƛǘȅ aŜŘƛŎŀƭ /ŜƴǘŜǊΣ ±ǊƛƧŜ ¦ƴƛǾŜǊǎƛǘŜƛǘ 
!ƳǎǘŜǊŘŀƳΣ р{ǘŀƴŦƻǊŘ ¦ƴƛǾŜǊǎƛǘȅ {ŎƘƻƻƭ ƻŦ aŜŘƛŎƛƴŜΣ с¢Ŝƭ !ǾƛǾ {ƻǳǊŀǎƪȅ όLŎƘƛƭƻǾύ aŜŘƛŎŀƭ /ŜƴǘŜǊΣ ŀƴŘ 
{ŀŎƪƭŜǊ CŀŎǳƭǘȅ ƻŦ aŜŘƛŎƛƴŜΣ ¢Ŝƭ !ǾƛǾ ¦ƴƛǾŜǊǎƛǘȅΣ тCƛƻƴŀ {ǘŀƴƭŜȅ IƻǎǇƛǘŀƭΣ у/ŜƴǘǊŜ IƻǎǇƛǘŀƭƛŜǊ ¦ƴƛǾŜǊǎƛǘŀƛǊŜ 
ŘŜ bŀƴǘŜǎΣ ф!ƳȅƭƻƛŘƻǎƛǎ ŀƴŘ aȅŜƭƻƳŀ ¦ƴƛǘΣ 5ŜǇŀǊǘƳŜƴǘ ƻŦ IŜƳŀǘƻƭƻƎȅΣ IƻǎǇƛǘŀƭ /ƭƝƴƛŎ ƻŦ .ŀǊŎŜƭƻƴŀΣ 
Lƴǎǝǘǳǘ ŘϥLƴǾŜǎǝƎŀŎƛƻƴǎ .ƛƻƳŝŘƛǉǳŜǎ !ǳƎǳǎǘ tƛ ƛ {ǳƴȅŜǊ όL5L.!t{ύΣ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ .ŀǊŎŜƭƻƴŀΣ 
млIŜƳŀǘƻƭƻƎƛŎŀƭ aŀƭƛƎƴŀƴŎƛŜǎ /ƭƛƴƛŎŀƭ wŜǎŜŀǊŎƘ ¦ƴƛǘΣ IƻǎǇƛǘŀƭ мн ŘŜ hŎǘǳōǊŜΣ ¦ƴƛǾŜǊǎƛŘŀŘ /ƻƳǇƭǳǘŜƴǎŜΣ 
/ŜƴǘǊƻ bŀŎƛƻƴŀƭ ŘŜ LƴǾŜǎǝƎŀŎƛƻƴŜǎ hƴŎƻƭƽƎƛŎŀǎΣ /L.9whb/Σ ммWƻƘƴǎƻƴ ϧ WƻƘƴǎƻƴ LƴƴƻǾŀǝǾŜ aŜŘƛŎƛƴŜΣ 
мн/ƛƭŀƎ DƳōI LƴǘŜǊƴŀǝƻƴŀƭΣ моWƻƘƴǎƻƴ ϧ WƻƘƴǎƻƴ LƴƴƻǾŀǝǾŜ aŜŘƛŎƛƴŜΣ мпLv±L!Σ мрWƻƘƴǎƻƴ ϧ WƻƘƴǎƻƴ 
LƴƴƻǾŀǝǾŜ aŜŘƛŎƛƴŜΣ мсWƻƘƴǎƻƴ ϧ WƻƘƴǎƻƴ LƴƴƻǾŀǝǾŜ aŜŘƛŎƛƴŜΣ мт[ŜƎŜƴŘ .ƛƻǘŜŎƘ ¦{! LƴŎΦΣ муIƻǎǇƛǘŀƭ 
¦ƴƛǾŜǊǎƛǘŀǊƛƻ ŘŜ {ŀƭŀƳŀƴŎŀΣ Lƴǎǝǘǳǘƻ ŘŜ LƴǾŜǎǝƎŀŎƛƽƴ .ƛƻƳŞŘƛŎŀ ŘŜ {ŀƭŀƳŀƴŎŀ όL.{![ύΣ /ŜƴǘǊƻ ŘŜ 
LƴǾŜǎǝƎŀŎƛƽƴ ŘŜƭ /łƴŎŜǊ όL.a//π¦{![Σ /{L/ύ 
 
Aim: In CARTITUDE-4, a single cilta-cel infusion significantly improved PFS vs SoC (hazard 
ratio [HR], 0.26 [95% CI, 0.18ï0.38]; P<0.0001) in patients with lenalidomide (len)-refractory 
MM after 1ï3 prior lines of treatment (LOT). This post-hoc subgroup analysis of CARTITUDE-4 
reports outcomes with second-line cilta-cel vs SoC, including patients with FHR MM. 
 
Method: Patients were randomised to cilta-cel (apheresis, PVd or DPd bridging therapy, and 
then cilta-cel infusion [target dose, 0.75Ĭ106 CAR+ viable T cells/kg] 5ï7 d after the start of 
lymphodepletion) or SoC (PVd or DPd until progressive disease [PD]). FHR was defined as PD 
within 18 months after receiving autologous SCT or the start of frontline therapy. Efficacy was 
assessed in randomised patients (intent-to-treat) and safety in patients who received any part of 
study treatment. 
 
Results: 136 patients received cilta-cel (n=68) or SoC (n=68) as second-line treatment. Of 
these, 79 had FHR MM (cilta-cel, n=40; SoC, n=39). Median PFS was longer with second-line 
cilta-cel vs SoC, including in patients with FHR MM (Table). Overall survival was immature at 
the time of analysis. A greater proportion of patients who received cilta-cel vs SoC as second-
line treatment had an overall response, ÓCR, MRD negativity, and longer median DOR, with 
similar observations among the FHR subset. Similar proportions of patients experienced grade 
Ó3 TEAEs with cilta-cel vs SoC as second-line treatment (96% vs 96%), including the subset 
with FHR MM (100% vs 97%). Among patients who received second-line treatment, 22 died 
(cilta-cel, n=11; SoC, n=11), 16 of whom had FHR MM (n=7; n=9). 
 
 
 
 
 



 

Cilta-cel as 
2L treatment  
ï all patients 
(n=68) 

SoC as 2L 
treatment    ï 
all patients 
(n=68) 

Cilta-cel as 
2L treatment  
ï FHR MM 
(n=40) 

SoC as 2L 
treatment  ï 
FHR MM 
(n=39) 

Median PFS, 
mo (95% CI) 

NR (NEïNE) 17 (11ïNE) NR (18ïNE) 12 (8ïNE) 
HR=0.35 (95% CI 0.2ï0.7) 

P=0.0007 
HR=0.27 (95% CI 0.1ï0.6) 

P=0.0006 

12-mo PFS, % 
(95% CI) 

78 (66ï86) 59 (46ï69) 77 (60ï87) 49 (32ï64) 

ORR, n (%) 
 

61 (90) 54 (79) 35 (88) 31 (80) 
OR=2.3 (95% CI 0.8ï6.0) 

P=0.0979 
OR=1.8 (95% CI 0.5ï6.1) 

P=0.3400 

ÓCR, n (%) 
 

48 (71) 24 (35) 27 (68) 15 (39) 
OR=4.4 (95% CI 2.1ï9.0) 

P<.0001 
OR=3.3 (95% CI 1.3ï8.4) 

P=0.0102 

MRD negativity 
(10ï5), n (%) 
 

43 (63) 13 (19) 26 (65) 4 (10) 
OR=7.3 (95% CI 3.3ï15.9) 

P<0.0001 
OR=16.3 (95% CI 4.8ï55.1) 

P<0.0001 

Median DOR, 
mo (95% CI) 

NR (NEïNE) 20 (14ïNE) NR (16ïNE) 16 (8ïNE) 

CR, complete response; DOR, duration of response; MRD, minimal residual 
disease; NE, not estimable; NR, not reached; OR, odds ratio; ORR, overall 
response rate; PFS, progression free survival. 

 
Conclusion: In patients with len-refractory FHR MM after 1 prior LOT, cilta-cel improved 
outcomes vs SoC and had a safety profile consistent with the known mechanism of action of 
CAR-T treatment , suggesting cilta-cel may overcome the poor prognosis associated with 
FHR MM. 
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/ƭƻƴŀƭ ƘŀŜƳŀǘƻǇƻƛŜǎƛǎ ƻŦ ƛƴŘŜǘŜǊƳƛƴŀǘŜ ǇƻǘŜƴǝŀƭ ό/ILtύ ƛǎ ƴƻǘ 
ŀǎǎƻŎƛŀǘŜŘ ǿƛǘƘ ŘŜŎƭƛƴŜ ƛƴ ƪƛŘƴŜȅ ŦǳƴŎǝƻƴ ƛƴ ƘŜŀƭǘƘȅ ƻƭŘŜǊ ŀŘǳƭǘǎΦ 

{ƛƴƎƘ WмΣнΣоΣ tƻƭƪƛƴƎƘƻǊƴŜ YмΣпΣ ²ƻƭŦŜ wмΣ ²ƻƴƎ bнΣ .ȅŀǊǎ {нΣ [ŜƛŎƘǘŜǊ !нΣ [ŀŎŀȊŜ tмΣ aŎbŜƛƭ WмΣ hǊŎƘŀǊŘ {мΣ 
tƘǳƴƎ WмΣ wŀƳǎƘŀǿ IрΣ ¢Ƙŀƻ [мΣ ²ƻƻŘ 9мΣпΣ ²ƻƻŘǎ wмΣ /ǳǊǝǎ 5мΣнΣсΣ aŎvǳƛƭǘŜƴ ½мΣпΣс 
мaƻƴŀǎƘ ¦ƴƛǾŜǊǎƛǘȅΣ н!ǳǎǘǊŀƭƛŀƴ /ŜƴǘǊŜ ŦƻǊ .ƭƻƻŘ 5ƛǎŜŀǎŜǎΣ оCƛƻƴŀ {ǘŀƴƭŜȅ IƻǎǇƛǘŀƭ Σ пaƻƴŀǎƘ IŜŀƭǘƘ Σ 
рaƻƴŀǎƘ !ƴǝōƻŘȅ 5ƛǎŎƻǾŜǊȅ tƭŀǜƻǊƳ ŀƴŘ wƻōƻŎƻǊŜΣ aƻƴŀǎƘ ¦ƴƛǾŜǊǎƛǘȅΣ с!ƭŦǊŜŘ IŜŀƭǘƘ  

Background: Studies on the impact of CHIP on kidney function have been inconsistent.  

Aim:  To investigate the association between CHIP and kidney function over time.  

Method: The ASPREE project enrolled healthy Australians Ó70 years without cardiovascular 
disease, dementia, independence-limiting physical disability, 5-year life-limiting illness, or 
contraindication to aspirin. Targeted sequencing for CHIP was performed on peripheral blood as 
part of the ASPREE-CHIP sub-study. Participants were followed for a median of 8.4 years with 
yearly serum creatinine and urine albumin:creatinine ratio (ACR). We assessed the association 
between CHIP and longitudinal eGFR (CKD-EPI 2021 creatinine equation) or log(ACR) with 
linear mixed effects models allowing for a random intercept and slope for participants. Fixed 
covariates included baseline age, sex, diabetes, hypertension, prior history of cancer, smoking 
and frailty. CHIP status was included as a fixed covariate to assess impact on baseline kidney 
function, and as an interaction term with time to assess impact on longitudinal change.  

Results: Our analysis included 9434 people with known CHIP status, of whom 2124 (22.5%) 
had CHIP. Median eGFR at baseline was 79ml/min/1.73m2  (IQR 68-90), and ACR was 
0.8mg/mmol (IQR 0.5-1.4). Participants had a median of eight eGFR and seven ACR 
measurements over time. In the multivariable model, neither baseline eGFR nor log(ACR) 
differed between people with and without CHIP. Per year, eGFR declined by 1.04ml/min/1.73m2 
and logACR increased by 0.07 units. Neither of these was significantly different in individuals 
with CHIP (Figure 1), including those with large clones (variant allele fraction (VAF) >10%; 
n=532) or non-DNMT3A mutations (n=974).  

Conclusion:  In a cohort of healthy older adults there was minimal decline in kidney function 
over time, and no difference between those with and without CHIP after adjusting for age and 
other covariates. Discrepancies between studies may relate to differences in population 
characteristics and outcome measures.  
  
  
Figure 1: eGFR over time  
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/ƻƳōƛƴŀǝƻƴ ǘǊŜŀǘƳŜƴǘ ǿƛǘƘ ƴƻǾŜƭ ./[н ƛƴƘƛōƛǘƻǊ ǎƻƴǊƻǘƻŎƭŀȄ ό.D.π
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¢ŀƳ /мΣ hǇŀǘ {нΣ IƻũƳŀƴƴ aоΣ {ƻǳƳŜǊŀƛ WпΣ [ŀǎƛŎŀ aрΣ 9ǇǇŜǊƭŀ bсΣ Iƻǳ WтΣ DŀǊŎƝŀπ{ŀƴȊ wуΣ {ŎƘŜǘŜƭƛƎ WфΣ 
²ŜƛƴƪƻǾŜ wмлΣммΣ CŀƴƎ ¸мнΣ tŀǘŜƭ {моΣ 5ƛƴƎ ²моΣ Dǳƻ IмпΣ /ƻǊŘƻōŀ wмр 
м!ƭŦǊŜŘ IƻǎǇƛǘŀƭ !ƴŘ aƻƴŀǎƘ ¦ƴƛǾŜǊǎƛǘȅΣ н[ȅƳǇƘƻƳŀ wŜǎŜŀǊŎƘ DǊƻǳǇΣ {ŎƘƻƻƭ ƻŦ /ƭƛƴƛŎŀƭ {ŎƛŜƴŎŜǎ ŀǘ 
aƻƴŀǎƘ IŜŀƭǘƘΣ aƻƴŀǎƘ ¦ƴƛǾŜǊǎƛǘȅΣ о¦ƴƛǾŜǊǎƛǘȅ ƻŦ Yŀƴǎŀǎ aŜŘƛŎŀƭ /ŜƴǘŜǊΣ пaŀǎǎŀŎƘǳǎŜǧǎ DŜƴŜǊŀƭ 
IƻǎǇƛǘŀƭ /ŀƴŎŜǊ /ŜƴǘŜǊ ŀƴŘ IŀǊǾŀǊŘ aŜŘƛŎŀƭ {ŎƘƻƻƭΣ р{ǘ ±ƛƴŎŜƴǘϥǎ IƻǎǇƛǘŀƭ aŜƭōƻǳǊƴŜΣ с¢ƘŜ WŀƳŜǎ 
/ŀƴŎŜǊ IƻǎǇƛǘŀƭ ŀƴŘ {ƻƭƻǾŜ wŜǎŜŀǊŎƘ LƴǎǝǘǳǘŜ ŀǘ hƘƛƻ {ǘŀǘŜ ¦ƴƛǾŜǊǎƛǘȅΣ т¦ƴƛǾŜǊǎƛǘȅ ƻŦ tƛǧǎōǳǊƎƘ aŜŘƛŎŀƭ 
/ŜƴǘŜǊΣ уIƻǎǇƛǘŀƭ ¦ƴƛǾŜǊǎƛǘŀǊƛƻ ŘŜ {ŀƭŀƳŀƴŎŀΣ ф¦ƴƛǾŜǊǎƛǘŀǘǎƪƭƛƴƛƪǳƳ /ŀǊƭ DǳǎǘŀǾ /ŀǊǳǎ !ƴ 5ŜǊ 
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wŜǎŜŀǊŎƘΣ мн.ŜƛDŜƴŜ ό.ŜƛƧƛƴƎύ /ƻΣ [ǘŘΣ мо.ŜƛDŜƴŜ ¦{!Σ LƴŎΣ мп.ŜƛDŜƴŜ ό{ƘŀƴƎƘŀƛύ /ƻΣ [ǘŘΣ мрIƻǎǇƛǘŀƭ 
¦ƴƛǾŜǊǎƛǘŀǊƛƻ CǳƴŘŀŎƛƽƴ WƛƳŞƴŜȊ 5ƝŀȊ 

Aim: Sonrotoclax is a more selective and pharmacologically potent BCL2 inhibitor than 
venetoclax in biochemical assays. Zanubrutinib, a next-generation BTK inhibitor (BTKi), is 
approved for R/R MCL and improved PFS and OS vs ibrutinib. Data for sonrotoclax + 
zanubrutinib in R/R MCL from the ongoing BGB-11417-101 (NCT04277637) study are 
presented. 

Method: Patients with Ó1 prior treatment received zanubrutinib (320mg QD/160mg BID) 8-12 
weeks before sonrotoclax ramp-up (80/160/320/640mg QD); expansion cohorts followed. 
Endpoints included safety (CTCAE v5.0) and ORR (Lugano 2014 criteria). TLS was assessed 
per Howard 2011 criteria. 

Results: As of 31Oct2023, 35 patients were enrolled (80mg, n=6; 160mg, n=12; 320mg, n=14; 
640mg, n=3). Three patients were in zanubrutinib lead-in; 29 had started sonrotoclax. Overall, 
patients had a median of 1 prior treatment; 11 had prior autologous stem cell transplant and 3 
had prior BTKi. Dose escalation occurred per protocol at all defined doses. No DLTs occurred; 
MTD was not reached up to 640mg. Sonrotoclax 160 and 320mg were chosen for expansion. Of 
9 patients who discontinued treatment, 6 discontinued both drugs and 3 did not complete 
zanubrutinib lead-in due to early PD. Five patients died from PD (3 during zanubrutinib lead-in). 
TEAEs in Ó20% were neutropenia (31%), contusion (29%), thrombocytopenia (23%), and 
diarrhea (23%). Neutropenia was the most common grade Ó3 TEAE (20%). No TLS or 
atrial/ventricular fibrillation occurred. In 27 response-evaluable patients, ORR was 85% (18 CR; 
[67%]). In the dose-expansion, ORRs were 91% (320mg: 10/11; 10 CR) and 88% (160mg: 8/9; 
4 CR [44%]) (Figure). Median time to CR was 6.4 months. In 2 patients with progression on 
prior BTKi, 1 CR and 1 PD were observed. 

Conclusion: Sonrotoclax + zanubrutinib was well tolerated and showed promising efficacy in 
R/R MCL, including deep and durable responses. Expansion of the 320mg cohort is ongoing. 
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Aim: BGB-16673, a heterobifunctional small molecule, induces BTK degradation via 
ubiquitination. In preclinical models, BGB-16673 degraded wild-type and mutant BTK proteins 
resistant to covalent (cBTKi) and noncovalent BTK inhibitors (ncBTKi). Updated data for 
CLL/SLL from the first-in-human study, BGB-16673-101 (NCT05006716), are presented. 

Method: Patients had CLL/SLL and Ó2 prior therapies, including cBTKi (US/EU/Australia). BGB-
16673 was dosed orally QD in 28-day cycles. Planned dose escalation had 6 levels (50-600mg 
QD). Primary endpoints included safety (CTCAE v5.0 and iwCLL hematologic toxicity criteria) 
and maximum tolerated dose (MTD). Dose-limiting toxicity (DLT) was assessed in cycle 1. 
Response was assessed per iwCLL 2018 criteria (SLL: Cheson 2014). 

Results: As of 9Nov2023, 42 patients were enrolled and 39 were treated. Patients had a 
median of 4 (range, 2-8) prior therapies, including cBTKis (n=37), BCL2 inhibitors (n=34), and 
ncBTKis (n=10). Of tested patients, 54% (20/37) had del(17p) and/or TP53 mutation, 87% 
(27/31) had unmutated IGHV, and 43% (12/28) had Ó3 karyotypic abnormalities. Median follow-
up was 3.3 months (range, 0.1-16.7). One DLT occurred (200mg; grade 3 maculopapular rash). 
MTD was not reached. The most common treatment-emergent AEs (TEAEs) were contusion 
(31%; no grade Ó3), fatigue (31%; no grade Ó3), diarrhea (26%; no grade Ó3), and neutropenia 
(23%; grade Ó3, 18%). One patient (500mg) had grade 3 hypertension. No atrial fibrillation was 
observed. TEAEs led to 2 deaths (septic shock, pneumonia; each unrelated to treatment), 2 
discontinuations (subdural hemorrhage, thyroid cancer), and 1 dose reduction (grade 2 
arthralgia). Thirty-five patients (90%) remain on therapy (discontinuations: 1 progressive 
disease; 3 AE). In 24 response-evaluable patients, ORR was 67%, with 23/24 responses 
ongoing, including in patients with prior cBTKi (n=16) and ncBTKi (n=2), and with and without 
BTK mutation (Figure). 

 

Conclusion: BGB-16673 demonstrated preliminary tolerability and antitumor activity in heavily 
pretreated patients with CLL/SLL, including those with BTK inhibitor-resistant mutations. 
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Aim: The Mount Sinai Acute GVHD International Consortium (MAGIC) Algorithm Probability 
(MAP), which combines serum levels of Stimulation-2 (ST2) and Regenerating Family Member 3 
Alpha (REG3a), predicts lethal acute GVHD (aGVHD) in allogeneic transplant (alloSCT) patients 
via a Day 7 post-transplant blood test. (1,2). This study examines the kinetics of these biomarkers 
and MAP score within the first three weeks post-alloSCT in patients who develop aGVHD and 6-
month NRM. 

Method: We conducted a single-center prospective study of consecutive alloSCT patients at the 
Alfred Hospital from February 2022-2024. Serum samples were collected at baseline (D0), D7, 
D14, and D21 post-transplant. ST2 and REG3a concentrations were measured using enzyme-
linked immunosorbent assays (ST2/IL-33R Quantikine ELISA Kit/Human Reg3A DuoSet ELISA 
DY5940-05; R&D systems). Patients were reviewed weekly for aGVHD occurrence until D120, 
then at least monthly. The MAP score was calculated using the established formula provided in 
previous publications (1). 

Results: Eighty-seven alloSCT patients completed serum ST2 and REG3a analysis and follow 
up. The median age was 60.5 years (range 18-74). Donor types included sibling (28.7%), matched 
unrelated (42.5%), and haploidentical (27.5%). Post-transplant cyclophosphamide was the main 
GVHD prophylaxis method (79.3%). The 6m NRM was 13.8%.  Increases in ST2, REG3a and 
MAP score significantly correlated with 6m NRM (ST2 relative risk (RR) 5.5 (95% CI 1.5-21.6), 
p=0.011; REG3a RR 11.5 (95% CI 1.9-62.0), p=0.004; and MAP RR >20 (95% CI 2.0ïNA, 
p=0.0002). No patients with a decreasing MAP score experienced 6m NRM (Figure 1a). The most 
common cause of NRM was infection without prior aGVHD (66.7%). One patient died from 
steroid-refractory aGVHD. Increases in ST2, REG3a or MAP scores were not associated with 
MAGIC grade 2-4 or gastrointestinal aGVHD.  An increase in MAP score was significantly 
associated with worse overall survival (p<0.0001; Figure 1b), with no significant difference in 
relapse rates (p=0.5).  

Conclusion: Our study demonstrates that increases in ST2, REG3a levels and MAP score early 
post-alloSCT predict 6m NRM and worse overall survival, independent of aGVHD occurrence. 
The kinetics of the MAP score have potential utility in prognosticating transplant-related outcomes 
to guide the clinical management of alloSCT patients. 
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Aim: In an attempt to overcome the poor prognosis experienced by patients with relapsed or 
refractory haematologic malignancies, we have developed an Australian clinical platform trial, 
the Molecular Screening and Therapeutics in Leukaemia and Lymphoma (MoST-LLy), 
ACTRN12616000908437. This protocol links broad genomic sequencing with a suite of 
innovative molecularly targeted clinical trials in advanced myeloid and lymphoid malignancies. 
This program aims to improve access to molecular sequencing, accelerate drug development 
and improve clinical outcomes. 

Method: MoST-LLy aims to recruit 480 high-risk blood cancer patients who have failed standard 
of care therapies, or where no standard of care exists.  Genomic screening used the 523-gene 
TSO500 panel with expedited turnaround, paired with reporting through a haematology-specific 
Molecular Tumour Board (MTB). Recruitment is ongoing to two investigator-initiated phase 2 
trials (MoST15, combined durvalumab and acalabrutinib in DLBCL; ACTRN12621000507886 
and MoST16, pamiparib in high-risk myeloid malignancies, ACTRN12621001183875) and two 
additional linked studies (IMpress in high-risk MDS/AML, NCT05583552 and PREACH-M in 
CMML, ACTRN12621000223831). 

Results: At data censor May 31 2024, 5 recruiting sites were open: Brisbane, Adelaide, Perth, 
Hobart and a national teletrials remote consenting hub to facilitate enrolment at rural and 
regional locations. Molecular profiling has been completed on 139/155 consented patients (63 
lymphoma and 76 leukaemia). Clinical trial recommendations were shortlisted by actionable 
variants in the TOPOGRAPH knowledgebase. Ninety-three of 139 patients profiled (67%) 
received a clinical trial recommendation, resulting in 39 people (28%) receiving further therapy 
on a biomarker-linked or histology-based trial as above. The turnaround time from consent of 
patient to MTB recommendation was 21 days for lymphoma patients and 33 days for leukaemia 
patients. Molecular findings revealed a high rate of deleterious TP53 mutations in DLBCL (33% 
of cases) and leukaemia (11%). Tumour mutational burden was significantly higher in lymphoma 
patients compared to myeloid malignancies.  

Conclusion: The MoST-LLy platform has implemented a national research infrastructure, 
providing real-time access to broad genomic screening and efficient linkage of patients to 
biomarker-linked studies and accelerated access to novel treatments. 
  



Figure 1 Therapy received in refractory-relapsed setting by age 
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Aim: Access to DLBCL treatment is inequitable in outer metropolitan and regional Australia1 2. We 
aim to describe treatment outcomes for DLBCL at RGH, an outer metropolitan hospital with limited 
access to novel therapies. 
 
Method: This is a single centre, retrospective, observational study of 55 patients treated at RGH 
between 2012 to 2024. Survival analysis was conducted via Kaplan-Meier estimate. 
 
Results: At time of diagnosis, median age was 75.1 years and 30.9% had ECOG>1. 52.7% of 
patients were male. 55.6% had bulky disease, 58.2% GCB subtype and 12.7% MYC and BCL2 
and/or BCL6 rearrangements. With a median follow-up of 3 years (range 0.1-11.4), 3-year PFS 
and OS was 73.5% and 76% respectively. Forty-five patients (81.8%) achieved CR with 1L 
therapy. Ten patients (18%) were refractory, six patients (11%) subsequently relapsed. Fourteen 
patients received 2L therapy with a median PFS and OS after 2L of 161 days and 281 days 
respectively. Of those who received 2L therapy, six patients (42.9%) patients remain in remission. 
Three patients were referred for autoSCT; one died from disease progression prior to transplant 
and two patients remain in remission. Two patients were referred for clinical trials and died from 
disease progression. Four patients with inadequate response to 2L therapy subsequently 
received epcoritamab in RGH; three remain in remission, one of whom previously progressed 
through tisagenlecleucel (CAR T-cell therapy) at three months.  
 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Conclusion: Despite an older comorbid population3 with higher likelihood of bulky disease at 
presentation4, patients who received treatment in our hospital had similar outcomes compared to 
historical outcomes5 6. Survival of transplant-ineligible patients at relapse is poor with limited 

Figure 2 PFS by International Prognostic Index (IPI) score; log-rank p-
value 0.0000 



access to clinical trials and novel therapies. Novel treatments like off-the-shelf bispecific 
antibodies could revolutionise therapy for patients in regional and outer metropolitan areas, with 
four patients having safely received treatment at time of analysis. 
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Aim: Mutations within calreticulin (CALR) are the second most common genetic aberration in 
myelofibrosis (MF). Patients with CALR mutations respond poorly to JAK-inhibitors and currently 
no mutation-specific approach exists. We engineered neoepitope-specific monoclonal antibodies 
(mAb, 4D7 and 9H11) that have striking biological activity.  

Method: Rats immunised with CALR-mutant peptide were screened by ELISA. Engineered TF-1 
cells expressing TpoR and CALRmut were cultured with mAbs, and downstream signalling was 
assessed. Primary MF CD34+ cells were differentiated into megakaryocytes in the presence of 
mAbs. CALR-dependent in vivo models were established in NSG mice. 

Results: We engineered mAbs with the mutant-CALR neoepitope peptide and clones 4D7 and 
9H11 showed superior activity, in addition to binding different epitopes. These mAbs inhibited cell 
proliferation of TF-1 TpoR CALRmut cells. Interestingly, a synergistic effect of 4D7 and 9H11 was 
observed when used in combination, with a greater reduction in proliferation at a lower dose. 
Additionally, mAbs blocked constitutive phospho-STAT5 and phospho-ERK signalling and 
induced an apoptotic response. We evaluated activity in primary CALRmut CD34+ cells through 
megakaryocyte differentiation and showed inhibition of megakaryocyte progenitors by at least 
85% when mAbs were used in combination (P<0.0001). Bone marrow engraftment in NSG mice 
showed significantly reduced tumour burden (P=0.005), prolonged survival, reduction of hCD33+ 
in peripheral blood and reduction of splenomegaly in treated mice compared to controls. 
Moreover, the combination of mAbs showed a significantly prolonged survival compared to 
monotherapy, with some indicating no signs of disease at end of study. Both antibodies were 
humanised with no loss of efficacy or toxicity. Notably, h9H11 showed a significant survival 
advantage over conventional therapy, ruxolitinib, and when combined with ruxolitinib, 
demonstrated prolonged survival in vivo.  

Conclusion: These results suggest an advanced immunotherapeutic approach to eliminate 
CALR-driven clones by simultaneously targeting distinct epitopes and demonstrates a clinical 
utility in CALR-mutant patients that develop ruxolitinib-resistance. 
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Aim: RBC-TD predicts poor survival and dynamic assessment of RBC-TD improves the Revised 
-International Prognostic Scoring System (IPSS-R) (Hiwase et al Am J Hematol 2017). Integrating 
genomic profiling with haematologic and cytogenetic parameters, the IPSS-M improves the risk 
stratification of MDS; however, it does not include RBC-TD. This study evaluates the prognostic 
value of RBC-TD along with IPSS-M in an independent cohort of MDS in the South Australian-
Myeloid Neoplasm (SA-MN) Registry.  

Method: IPSS-M categories were estimated, and mean values were assigned to the missing 
18.6% of genetic mutation data (Bernard et al NEJM Evidence 2022). RBC-TD was defined as Ó8 
RBC units within sixteen weeks. Overall survival (OS) was estimated with the Kaplan-Meier (KM) 
method. Cox proportional-hazards modelling was used to assess the effect of RBC-TD with 
covariates IPSS-M, age and sex. 

Results: Of 398 patients, there were 342 (85.9%) with MDS and 56 (14.1%) with MDS/MPN. The 
median age at diagnosis was 70.2 (IQR 65-78) and 64.8% were male. The median OS was 33.1 
months (95% CI 28.4-43.3). According to IPSS-M, 10.6%, 29.9%, 13.6%, 10.1%, 17.6% and 
18.3% were classified as Very Low (n=42), Low (n=119), Moderate Low (n=54), Moderate High 
(n=40), High (n=70), and Very High (n=73), respectively, with significant survival difference 
between the groups (Figure 1A). At diagnosis, 23.4% were classified as RBC-TD, which was 
associated with inferior OS, particularly in high-risk IPSS-M categories (Figure 1B). Importantly, 
RBC-TD was associated with poor survival independent of IPSS-M categorisation and age at 
diagnosis (Figure 1C).  

Conclusion: The RBC-TD provides dynamic risk information independent of IPSS-M and, should 
be considered for guiding treatment including potentially curative allogenic stem cell 
transplantation.  
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Aim: UBA1 variants, typically missense Met41 variants, are implicated in the pathogenesis of 
VEXAS syndrome. Recently, potential causative variants have been identified in other domains 
of UBA1 in VEXAS syndrome, however, the spectrum across haematological malignancy is 
relatively unknown. We describe the unbiased assessment of UBA1 across a large cohort of 
patients with haematological malignancy.  

Method:  All UBA1 coding exons by unique molecular index-corrected NGS (along with 79 other 
genes recurrently mutated in haematological malignancy) were assessed in consecutive 
samples referred for diagnostic testing over a 6 month period and correlated with 
clinicopathological features.  

Results: UBA1 variants passing filters for somatic origin were detected in 31/4298 patients 
(0.7%), at variant allele frequency 2-85% (median 51%), including 2 females with variants at 2% 
and 22%. Recurrent variants included Met41 missense variants (n=18), Ser621Cys (n=2) and 
Lys746Glu (n=2). Samples with UBA1 variants included bone marrow aspirate (n=20), 
peripheral blood (n=10) and cerebrospinal fluid (n=1). Correlative bone marrow morphology 
described vacuolated precursors in 9/20 samples, all with Met41 variants.  

UBA1 variants were detected in 8/46 patients (17%) with suspected VEXAS syndrome, 
including 7 Met41 variants and an Ala478Ser variant. 5 Met41 variants were detected in patients 
with known VEXAS syndrome. Other primary indications with UBA1 variants included 
myelodysplastic syndrome (5 Met41 and 5 non-Met41 variants), myeloproliferative neoplasms 
(3 non-Met41 variants), lymphoproliferative disorders (3 non-Met41 variants), acute myeloid 
leukaemia (non-Met41 variant) and cytopenias (Met41 variant). Additional gene variants were 
detected in 19 patients, recurrently in DNMT3A, TET2, ASXL1, STAG2, SRSF2, TP53, JAK2 
and ZRSR2. 

Conclusion: UBA1 Met41 variants are most typical in VEXAS syndrome, however other UBA1 
variants are more frequent in other haematological malignancies. UBA1 variants co-segregate 
with mutations in genes associated with clonal haematopoiesis and myeloid neoplasms. Further 
study is needed to understand the pathogenicity and clonal evolution of UBA1-mutated 
haematological malignancies. 
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Aim: VRD is the Australian standard induction for ASCT-eligible MM patients. 
Scheduling/dosing of VRD and PBSC mobilisation regimens vary between centres and patients. 
We aimed to describe PBSC mobilisation kinetics and engraftment outcomes following VRD 
using different mobilisation regimens.      

Method: We conducted a retrospective analysis of 92 patients undergoing VRD induction, 
PBSC mobilisation and ASCT at RNSH from 2020-23. All patients received 3 or 4 cycles of VRD 
induction. Patients aged <70 were mobilised with Cyclophosphamide 2g/m^2 plus GCSF 5ug/kg 
bd to achieve sufficient PBSC for 1 or 2 ASCT. Patients aged >70 were mobilised with G-CSF 
5ug/kg bd as a single agent to achieve sufficient PBSC for 1 ASCT. Plerixafor 0.24mg/kg was 
used if PB CD34 was <10/uL and WCC >5x109/L after finishing Cyclo+G or G-alone cycles.  

Results: Median age 66 (40-78) yrs. 53.3% (49/92) were male. Median follow up 527(80-1328) 
days. 80/92 (87%) patients received Cyclo+G, 12/92 (13%) received G-alone. Age Ó65 yrs had 
lower CD34 mobilization/collection than <65 yrs (PB CD34 69 vs 112/uL, p=0.032 harvested 
5.57 vs 8.43 x10^6/kg, p=0.017). 76/80 (95%) of Cyclo+G patients mobilised sufficient CD34 for 
1 or 2 ASCT. 9/12 (75%) G-alone group were mobilised successfully for 1 ASCT. In comparison 
to Cyclo+G group, G-alone collected fewer CD34 (3.70 vs 6.83 x10^6/kg, p <0.001) and had 
slower platelet engraftment, platelet reached 50 and 100x10^6/mL needed 23 vs 20 days 
(p=0.024 and <0.01) and had higher rate of mobilisation failure vs Cyclo+G group, 25% (3/12) 
vs 5% (4/80), p=0.015.  

Conclusion: Patients aged Ó65 yrs using G-alone mobilised fewer CD34, less often proceeded 
to ASCT, had longer time to platelet recovery and higher rates of mobilisation failure and longer 
time to platelet engraftment post ASCT. Alternative mobilisation strategies in elderly could be 
explored. 
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Background: Essential thrombocythaemia (ET) is associated with increased risk of arterial and 
venous thrombosis. Thrombotic risk does not directly correlate with platelet count but can be 
reduced by cytoreductive treatment such as hydroxyurea in high-risk patients (1). The 
procoagulant platelet subset facilitates rapid thrombin generation after activation. We have 
previously shown increased thrombin induced procoagulant platelet in ET, especially in 
JAK2V617F mutated patients (2).  We hypothesised procoagulant platelet as a promising 
biomarker for thrombosis in ET.  

Aim: This study aimed to assess influence of cytoreductive therapy on platelet procoagulant 
response in ET.  

Method: Patients were recruited at Concord Hospital (n=119) with median follow up of 63.2 
months since recruitment. Whole blood flow cytometry procoagulant platelet (defined as cell-
death marker GSAO+ and P-selectin+) assays were performed, with prospective clinical and 
laboratory data collection. 

Results: In May 2024, 88% of patients are alive. 81% were JAK2 V617F positive with mean 
allelic burden of 16.4%. Compared with healthy controls, JAK2V617Fmut  patients had 
significantly higher procoagulant response to strong dual agonist (thrombin 5 U/mL, collagen 10 
Õg/mL) (p=0.0025). 

15 treatment naµve patients had procoagulant platelet measurement before and after 
commencing cytoreduction. All were on aspirin (100-200mg/d). 12 were treated with 
hydroxyurea. Percentage of procoagulant platelets formed in response to dual agonists reduced 
by mean 6.9% (Ñ12.2, p=0.044) after commencing cytoreduction. Persistently reduced 
procoagulant response was observed in 12 out of 15 subjects at the most recent timepoint, with 
average treatment duration of 448 days. 3 patients had recurrent or new thrombotic events. 2 of 
the 3 occurred in patients whose procoagulant response did not show a downward trend with 
cytoreduction.  

Conclusion: Procoagulant platelet response is elevated in ET patients and reduces with 
cytoreductive treatment, suggesting a potential pathophysiological role in treatment response. 
Further study is required to understand the underlying mechanisms.  

References: 
1. Tefferi A, Vannucchi AM, Barbui T. Essential thrombocythemia treatment algorithm 2018. 
Blood Cancer J. 2018 Jan 10;8(1):2.  
2. TohidiȤEsfahani I, Lee CSM, Liang HPH, Chen VMY. Procoagulant platelets: Laboratory 
detection and clinical significance. Int J Lab Hematol. 2020 Jun 15;42(S1):59ï67Φ 
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Aim: Acute myeloid leukaemia (AML) continues to have poor prognosis, especially if TP53 is 
mutated (TP53m). Activation of the stimulator of interferon genes (STING) pathway canonically 
induces type 1 interferon production but in certain cellular contexts can also drive apoptosis. We 
aimed to investigate the cell-intrinsic effects of STING agonists in AML and to determine its 
efficacy against TP53m AML. 

Method: We tested the small molecule STING agonist diABZI (SYNthesis Med Chem). Drug 
sensitivity assays were performed using human AML derived cell lines and primary patient 
samples. Intracellular flow cytometry was used to measure STING expression. In vivo testing 
was conducted using cell line and patient-derived xenografts (PDX). Mice received no treatment 
(control), venetoclax (50mg/kg orally 5-days/week), diABZI (1.5mg/kg IV biweekly), or 
combination venetoclax/diABZI for 2-4 weeks (n=5-6 per group). Survival analysis was 
performed using the log-rank test with Bonferroni correction. 

Results: In primary samples, gated leukaemic blasts from 26 patients demonstrated 
significantly higher levels of STING protein than normal B, T and NK cell populations. 70% of 
AML blasts were highly sensitive to 100nM diABZI, compared to normal T or B lymphoid cells 
exposed to the same conditions (Figure 1A). CRISPR-based modifications in AML cell lines 
confirmed that diABZI-induced cell death was STING dependent, but independent of TP53. In 
vivo, diABZI prolonged survival in MOLM-13 TP53 wildtype and knock-out cell line models, with 
significantly enhanced survival when combined with venetoclax. In a PDX model of TP53m 
AML, diABZI-based therapy improved survival and induced marked and rapid reduction in bone 
marrow leukemic burden (Figure 1B).

-
Conclusion: STING agonists exert tumour intrinsic, potent, and TP53 independent activity 
against primary AML, with efficacy enhanced when combined with venetoclax. Our data 
demonstrates the potential of STING agonists as a novel therapeutic strategy for AML, 
especially against TP53m disease, supporting further clinical trial investigation. 
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Aim: Blood-derived cell and gene therapies (CGTs) are widely anticipated to be the next step-
change in medicine, curing previously incurable diseases, with a predicted 2027 valuation of 
$120m1 due to their 70 clinical indications.2 But CGTôs promising future is impeded by (1) high 
costs associated with CGT manufacturing in cell cultures3 and (2) the slow translation of allo-
CGTs for off-the-shelf treatments. Currently, cultured CGTs can cost upwards of $300,000 per 
dose and no consensus management guidelines exist for allo-CGT rejection management.4 

Methods and Results: By recreating ex vivo hematopoietic microenvironments in laboratory cell 
cultures, our new research group at UQ engineers 3D culture platforms to optimise cost-efficient 
manufacturing processes for CGTs and to screen patient reactivity to donor CGTs to optimise 
transplant management. This work began in the UK by engineering (Fig 1a) hollow fibre 
bioreactors for umbilical cord blood mononuclear cell (CB MNC) expansion to 109/mL densities 
with red cell (RBC) differentiation and harvest,5ï9 and continues in Brisbane with: (b) CB 
hematopoietic stem cell (HSC) microbioreactors to screen high density expansion in hydrogels, 
(c) 3D printed scaffolds as an inexpensive cell culture insert to enhance peripheral blood (PB) 
and CB MNC production of RBCs, and (d) hydrogel cocultures of blood outgrowth endothelial 
cells (BOECs) with MNCs from matched or mismatched donors as a model of transplant-
associated endothelial activation and thrombotic microangiopathy.10 

Conclusions: Our lab engineers 3D cultures which mimic physiological haematopoiesis to 
enhance blood CGT manufacturing and provide realistic models of haematopoietic disease. 

Fig. 1: Overview of Culture Technology. (a) Hollow fibre bioreactors (HF-BRs) enabled the 
highest-density human blood culture to date (>109 CB-MNCs/mL).5ï9 (b) Our microbioreactors (Õ-
BRs) screen optimal conditions for high-density CB-HSC expansion in hydrogels. (c) Our 3D 
printed inserts support high-density RBC production. (d) Our BOEC-MNC hydrogels recreate 
hematopoietic-endothelial interactions to predict transplant response. 
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Background: Western New South Wales Local Health District (WNSWLHD) provides 
subcutaneous immunoglobulin (SCIg) to 78 patients across 250,000 square kilometres. 
WNSWLHD successfully implemented a SCIg home injection program across 10 facilities, 
epitomized by the initiative dubbed 'SCIg in the scrub. óSCIg in the scrubô aligns with the 
WNSWLHD strategic goal of delivering world class health care to rural NSW. 

Aim: To evaluate the experiences of rural and remote patients receiving SCIg treatment under 
the WNSWLHD model of care. 

Method: A retrospective study was conducted in October 2023 using a modified 2013 IDF 
National Immunoglobulin Treatment Survey, distributed electronically and via paper to all 78 
participants. The survey achieved a response rate of 62% (n=48). 

Result: Key findings include: 

¶ 94% (n=45) stated they were satisfied with the program 

¶ 85% (n=41) respondents reported SCIg was easy to fit into their life 

¶ 81% (n=39) reported SCIg as an effective treatment for their condition. 

¶ Rich qualitative data was themed indicating significant QoL improvements. Although 
not formally measured, it aligns with known QoL data. 

These results confirm the sustainability and preference for SCIg among rural and remote 
populations in New South Wales. 

Conclusion: This study confirms SCIg as a viable option for managing lifelong medical 
conditions among rural and remote patients, affording them a measure of autonomy in 
managing conditions beyond their control. Of the participants, 65% transitioned from 
Intravenous Immunoglobulin (IVIg). As consultants became more confident in the model, they 
initiated immunoglobulin-naµve individuals directly onto SCIg, comprising 35% (n=17) of the 
participants. Engaging participants and seeking feedback are integral to effective model 
implementation. Survey responses, alongside participant quotes and opportunities for 
improvement, have been shared with facility leads and trainers. The 'SCIg in scrub' framework 
fosters inclusivity, ensuring equitable access to evidence-based treatment options across 
diverse healthcare landscapes. 

 

Reference: 2013 IDF National Immunoglobulin Treatment Survey: Immune Deficiency 
Foundation 

  

https://primaryimmune.org/sites/default/files/2013_IDF_National_Immunoglobulin_Treatment_Survey.pdf
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Aim: To describe early experience from the National Transfusion Dataset (NTD) project in 
developing a model to predict RBC transfusion in haematology-oncology in-patients. 

Method: Structured data were extracted from electronic medical records of haematology-
oncology patients at The Alfred, and combined with unstructured data, extracted using the 
CogStack tool, to inform development of a model to predict RBC transfusion. CogStack utilises 
natural language processing and AI to extract information. 

From 10,286 in-patient episodes with clinical notes, FBE results and ICD code data were 
classified by transfusion status: 1) Not transfused at all (6,936); 2) Transfused with product other 
than RBC (1,170); 3) Transfused RBC only (1,158) or 4) Transfused RBC and other product(s) 
(1,022). Discharge summaries and clinical notes captured after transfusion were excluded.  

The K-Best algorithm was used to identify which data fields best distinguished between 
classifications. A random 5% of episodes were withheld during model training and testing to 
validate the model later. Stratified five-fold cross-validation was used for training and testing, 
and Synthetic Minority Over-Sampling Technique (SMOTE) applied to each fold during training 
to handle group size imbalance. Several classification algorithms were assessed to see which 
worked best. 

Results: With K-Best set at 150 data fields the CatBoost classification algorithm performed 
best. During testing, it achieved accuracy: 95.37%, precision: 88.9%, recall: 89.5%, F1-Score: 
89.2%. During validation on the set-aside data, its results were accuracy: 95.3%, precision: 
86.6%, recall: 92.5%, F1-Score: 89.5%.  

Conclusion: The results indicate the model was able to learn patterns to discern between 
patients who required RBC transfusion from those who did not. The consistency between the 
testing and validation results indicate the model generalised well on unseen data. Further 
refinement is underway. Future work will explore the potential to deliver real-time alerts, based 
on the model, on a platform designed in conjunction with hospital staff. 
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Aim: Transfusion-associated graft-versus-host disease (TA-GVHD) is a rare iatrogenic complication of 
transfusion with a high mortality rate that can be prevented by irradiation of cellular blood products. A 
previous audit (1) at our institution showed a high number of at risk patients receiving non-irradiated red 
cells. Repeat audits were performed to assess the effectiveness of the preventative strategies introduced. 

Method: Transfusion management plans were introduced for Haematology/Oncology patients. A warning 
flag was entered into in the Laboratory Information System (LIS) on the basis of this plan. In addition, 
education was provided to the clinical and laboratory staff about irradiation requirements. Pharmacy 
dispensing records were used to identify patients receiving purine nucleoside analogues for two time 
periods: October 2020 to September 2021 and October 2021 to September 2022. Diagnosis, treatment 
dates and red blood cell (RBC) transfusions were retrieved from the LIS and electronic medical record. 

Results: The audit results in Table 1 show that the preventative strategies introduced to reduce the 
transfusion of inappropriate blood products have been partially effective. 

Time Period Jan 2008 to Oct 
2018 

Oct 2020 to Sept 
2021 

Oct 2021 to Sept 
2022 

Number of Patients receiving implicated medications 310 50 43 

Alemtuzumab 48 (15%) 0 (0%) 0 (0%) 

Bendamustine 29 (9%) 9 (18%) 3 (7%) 

Cladrabine 17 (5%) 2 (4%) 3 (7%) 

Dacarbazine 164 (52%) 34 (68%) 31 (72%) 

Fludarabine 52 (17%) 5 (10%) 6 (14%) 

Patients with Transfusion Management Plans N/A 18 (36%) 16 (37%) 

Number of patients receiving RBC transfusions 42 (14%) 15 (30%) 11(26%) 

Number of transfused patients receiving some non-irradiated 
RBCs 

28 (67%) 5 (33%) 1 (9%) 

Table 1. Summary of Audit Results 
 
Totally six patients transfused inappropriate products between October 2020 and September 2022. Four 
were incorrectly prescribed by the clinician, and two were due to the wrong product being selected by the 
Laboratory staff and the incorrect product specifications not being detected at administration. All patients 
with transfusion management plans were issued with suitable RBCs. 

Conclusion: Education and the introduction of transfusion management plans has decreased the 
number of incorrect blood products transfused, but errors still occur. 
 
 
 
Reference: 1. Yuen H, Rushford K, Dunstan T et al. Irradiated blood product use in patients at risk for 
Transfusion-Associated Graft-Versus-Host Disease. Vox Sanguinis (2019) 114 (Suppl 1) 68. 

  



!hллр 

¢ƻǿŀǊŘǎ ǎŀŦŜǊ ƴŜƻƴŀǘŀƭ ǘǊŀƴǎŦǳǎƛƻƴ ǿƛǘƘ ŎƻǊŘ ōƭƻƻŘπŘŜǊƛǾŜŘ ŎǳƭǘǳǊŜŘ 
ǊŜŘ ōƭƻƻŘ ŎŜƭƭǎΦ 

/ƘƛŀǊŜǩ {мΣ /ƘƻƴƎ CмΣ ±ŜƴƛŘŀ /мΣ DǊƛŶǘƘǎ wм 
м!ǳǎǘǊŀƭƛŀƴ wŜŘ /Ǌƻǎǎ [ƛŦŜōƭƻƻŘ 

Aim: Transfusion of red blood cells (RBCs) to low-birth-weight neonates can be lifesaving but 
presents risks of severe side effects. RBCs are donated by adults - which differ from neonatal 
RBCs in size and haemoglobin content, yet comparative data are incomplete. RBCs cultured from 
cord blood stem cells (CB-derived cRBCs) may be more similar to native cord blood which could 
be a safer blood product for neonatal transfusion. This study compares cord-derived cRBCs to 
native RBCs from adult (PB) and cord (CB) blood to develop our understanding of neonatal RBCs. 

Method: CD34+ stem cells were isolated from CB and PB and cultured for 21 days (n=6). Growth 
was assessed daily, and enucleation rate was assessed at day (D)7, 10, 14, 17 and 21. The 
expression of RBC surface markers was investigated by flow cytometry. Data were analysed by 
two-way ANOVA or studentôs t-test. P<0.05 was considered significant. 

Results: Expansion of CB-derived cRBCs was significantly higher than PB-derived cRBCs 
(p=0.04) while enucleation rate was lower (p=0.036). Flow cytometric analyses revealed that 
membrane structural proteins were expressed in high percentage of cells (above 85%) by all 
groups. Higher percentage of CB-derived cRBC expressed maturation proteins, CD71 and CD98 
compared to RBCs from CB and PB. Only 1.1% and 0.9% of RBC from CB and PB respectively, 
were nucleated compared to the 9.1%Ñ8.3 of the CB-derived cRBCs.  

Conclusion: Our findings indicate that, although cultured RBCs from CB and PB show different 
enucleation rates, they are phenotypically similar immature RBCs, while 98% of RBCs from cord 
blood are mature red cells. These data provide the basis for further functional investigations to 
assess the feasibility of cultured RBCs from cord blood as a new blood product for neonatal 
transfusion.  
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Aim: Australian Red Cross Lifeblood is in the final stages of assessing and validating a new 
high-throughput blood donor genotyping array, which has been developed by the Blood 
transfusion Genomics Consortium1. This innovative research array enables comprehensive 
typing of human erythrocyte (HEA), platelet (HPA), leukocyte (HLA), and neutrophil antigens 
(HNA), as well as donor health information. We aim to highlight our initial results from screening 
of Australian first-time blood donors.  
 
Method: Genomic DNA was extracted from 380 first time donor samples using the 
QIAsymphony SP instrument (QIAGEN Pty Ltd) and processed utilising the Applied 
BiosystemsÊ AxiomÊ Propel XPRES 2x384HT workflow (Thermo Fisher Scientific Inc). Target 
DNA was hybridised to the Applied BiosystemsÊ AxiomÊ BloodGenomiXÊ Array, washed, 
probes ligated and features stained, and imaged by the automated GeneTitan multichannel 
instrument. Samples were analysed and those which met quality control metrics were reported 
using the AxiomÊ BloodGenomiXÊ Reporter Software. This predicts 261 HEA antigens across 
38 blood group systems divided into core and research screen variants, in addition to multiple 
HLA Class I, HPA and HNA types. Frequency analysis was performed using the R language and 
environment for statistical computing (R Studio, Version 2032.6.0.421, MA, USA). 
 
Results: Preliminary data for 376 donors identified 10 donors who were antigen negative for 
clinically significant high frequency red cell or platelet antigens. Additionally, one donor was 
predicted Fy(aïbï) (FY*02N.01/*02N.01). Several donors were also identified with low 
frequency antigens that are not currently routinely screened for.  
Data from a further 8000 blood donors (both new and repeat) is expected and will result in 
comprehensive typing for this donor population.  
 
Conclusion: Beyond enhancing blood transfusion safety, inventory management, and meeting 
the growing demand for precision-matched blood products, this array will identify blood donors 
with rare phenotypesða crucial factor in optimizing the blood supply chain.  
 
References  

1. Data sheet Axiom BloodGenomiX Array: A complete blood typing research solution to 
enable  improved and expanded blood matching. ThermoFisher Scientific; 2024.  
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Aim: Performing a Life Cycle Assessment (LCA) of blood bag can provide a quantitative 
overview of the environmental impact. The aim of this study was to assess the environmental 
impact of PVC-based blood bags, and determine if implementation of PBM can significantly 
contribute to the wellbeing of environment. 
 
Method: This retrospective observational study included all blood bags issued for transfusion 
for one year. The number of avoidable transfusion events were evaluated based on relevant 
guidelines. Data related to LCA, from cradle to grave was obtained for PVC-based blood bags 
using relevant LCA model. Based on LCA studies, different environmental impact categories 
were quantified. USEPA tool was used to analyse the results of the study. The primary outcome 
variable was measured in carbon dioxide equivalent (CO2) emissions. 
 
Results: Based on LCA data obtained for a single blood bag, the overall prediction was made 
for x & y as in Table 1. 
 
Table 1- Evaluation of LCA based parameters for total transfused 48406 blood bags (x) 
and avoidable transfusion related 10849 blood bags (y) 

An average blood bag generated 277 kg of CO2 equivalent. 2853 metric tonne of CO2 emission 
could have been avoidable. Coal was the chief source of energy (85.1%). 163 metric tonnes of 
CO2 equivalent of greenhouse gas emission were avoidable. 

Conclusion:  
It is significant that blood bags are associated with both resource depletion as well as 
contributes to climate change. Based on our calculations, it can be deduced that transfusion 
practitioners can reduce carbon emissions and maximise resource efficiency by improving blood 
ordering practices, one of the many advantages of PBM practices.  

Environmental 

Parameters 

Emission 

per bag (n) 

Total emission (n*x) Avoidable emission (n*y) 

CO2 emission (kg) 2.02* 97,780 21914 

Methane emission (kg) 0.451  21,831 4892 

Oil fuel usage (kg) 10.3 4,98,581.8 111744 

Coal usage (kg) 92.5 44,77,555 10,03,532.5 

Natural gas usage (m3) 9.63  4,66,149.78 104475 
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Aim: Blood transfusions in intensive care units (ICU) are common. However, for many areas, 
insufficient evidence has meant guidelines have been unable to make evidence-based 
recommendations. Our aim was to report current ICU blood transfusion practice, how it 
compares with transfusion guidelines, and how it has changed since the publication of the 2011-
12 guidelines. 

Method: A bi-national, multicentre, prospective cohort study of all adult patients admitted to 
participating Australian and New Zealand (ANZ) ICUs over a one week period in 2021-22 
followed until ICU discharge. We investigated transfusion types, triggers, consistency with 
guidelines, variation, transfusion costs, and compared current practice with prior published 
practice. Univariable and multivariable linear and logistic regression analyses were performed.   

Results: Of 927 patients admitted to 40 ANZ ICUs, 217 (23.4%) received a transfusion during 
their ICU admission: 192 (20.7%) received red blood cells (RBC), 63 (6.8%) received platelets, 
49 (5.3%) received fresh frozen plasma (FFP), and 29 (3.1%) received cryoprecipitate. Massive 
transfusion protocols were implemented nine times for six (0.7%) patients. Compared to 
national transfusion guidelines, 89.0% of RBC, 30.3% of platelet, 27.4% of FFP, and 20.0% of 
cryoprecipitate transfusions were consistent. After adjusting for confounding variables, variation 
in transfusion practice between sites was found. Compared to ICU transfusion practices in 
2008, after adjusting for confounding variables, ICU patients who received RBC and FFP were 
transfused more units each, and variation in total transfusions increased for RBC, platelets and 
FFP. 

Conclusion: Blood transfusions are common in ICU, but practice is heterogenous and 
frequently inconsistent with national guidelines, and the number of units transfused per patient 
has increased since prior to the publication of the guidelines. 
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Aim: Cryopreservation of platelets is an attractive storage option as it facilitates an extension of 
the shelf-life from 7 days to at least 2 years. Cryopreserved platelets display greater 
procoagulant potential than platelets stored at RT. However, the phenotypic changes induced by 
cryopreservation may distort the delicate balance between coagulation and fibrinolysis. The aim 
of this study was to determine the fibrinolytic potential of cryopreserved platelets. 

Method: Platelets were frozen at -80ÁC according to standard methods using 5.5% DMSO, then 
thawed and resuspended in fresh plasma before testing (n=10). Fresh components (day 1) were 
tested in parallel. The abundance of surface bound fibrinolytic mediators was assessed by flow 
cytometry. Soluble proteins were measured by ELISA or a coagulation analyser. Clot formation 
was induced with thrombin and calcium, and retraction was measured after 2 hours by weighing. 
Clot lysis was assessed by thromboelastography (TEG) in the presence of exogenous tPA.  

Results: The supernatant of thawed platelets contained a higher concentration of soluble 
fibrinolytic mediators: fibrinogen, plasminogen, TAFI, FXIII, PAI-1, and tPA, compared to fresh 
platelets. This was primarily due to thawed platelets being resuspended in fresh plasma. Thawed 
platelets also displayed a higher surface abundance of PAI-1 and FXIII, compared to fresh 
platelets. The clots formed by thawed platelets underwent retraction. However, the extent of 
retraction was strongly associated with the platelet concentration (r=-0.6825; p<0.0001) and was 
augmented by the presence of fresh platelets. tPA-induced fibrinolysis, measured by LY60, was 
not statistically different between fresh (4Ñ3%) and thawed (13Ñ12%; p=0.056) platelets.  

Conclusion: The ability of platelets to modulate fibrinolysis is multifaceted, and although 
differences in the abundance of fibrinolytic mediators were observed in thawed platelets, this did 
not translate to a deficit in fibrinolytic capacity. This work provides a more complete understanding 
of the overall haemostatic capacity of cryopreserved platelets. 
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Aim: The resuscitation of major trauma patients with critical bleeding may follow a formulaic 
approach using high ratios of blood components or a viscoelastic haemostatic assay (VHA) 
guided approach. Data from randomised controlled trials suggest equipoise among the two 
strategies. The aim of this study was to compare the two strategies for resuscitation of shocked 
trauma patients. 

Method: This was a registry-based cohort study including patients from two level I trauma 
centres in Australia- one where a formulaic approach is used, with no use of VHA during trauma 
resuscitation and the other that practices a VHA-guided resuscitation strategy. The primary 
outcome was the total volume of blood components transfused in the first 24 hours, adjusted for 
differences in baseline characteristics and time to death. Secondary outcomes were volumes of 
each blood component and in-hospital mortality. 

Results: During the study period between 01 Jan 2020 and 31 Dec 2022, there were 152 
eligible patients categorised to the formulaic group and 40 categorised to the VHA group. 
Prehospital times were longer in the formulaic group (2.0 vs 1.4 hrs), and more patients in the 
VHA group (38% vs 17%) were transfused prehospital blood components. All other baseline 
characteristics were similar. Formulaic resuscitation was associated with significantly more 
blood components transfused (adjusted incidence rate ratio 1.5; 95%CI: 1.4-1.7, p<0.001). 
Using a formulaic approach, patients were administered more red blood cells, plasma and 
platelets, but fewer cryoprecipitate. There was no significant association with the formulaic 
approach and in-hospital mortality (adjusted odds ratio 2.3; 95%CI: 0.7-7.1, p=0.15). 

Conclusion: Given the cost and potential adverse effects of blood component transfusions, a 
VHA-guided transfusion strategy presents an attractive option, particularly among centres 
receiving high volumes of shocked trauma patients. Further trials, enrolling the population most 
likely to benefit from precision transfusion strategies, is indicated. 
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Aim: MDS patients often need transfusion. Safe transfusion depends on a complex interplay of 
processes, but data is lacking on the individual steps, decision pathways, resources and costs 
involved. We aimed to identify and quantify all healthcare resources used in each step of the 
pathway for MDS patients receiving inpatient (IP) and outpatient (OP) RBC transfusions.  
 
Method: In this prospective study from May-October 2022 involving MDS-related transfusion, 
we observed multiple patients and processes including: pre-transfusion phlebotomy, laboratory 
processes, transfusion in one IP and two OP wards. Each step was process-mapped, timed and 
all consumables, equipment and staffing recorded.  
 
Results: 79 MDS patients were transfused 256 RBC units, during 169 transfusion episodes (77 
OP;92 IP). 32 process maps (22 laboratory, 10 clinical including phlebotomy and pharmacy) 
were developed, describing >600 activities.  
 
Table 1 shows the processes, steps, decision points, time and resources for transfusing 1 RBC 
unit. For a routine uncomplicated patient (no alloantibodies/special requirements, automated 
group & screen, computer crossmatch), the entire process took, on average, 440 minutes for 
OP (ward A:478 minutes, ward B:401 minutes) and 303 minutes for IP (Table 2). For complex 
patients (alloantibodies/special requirements), total time is up to 918 minutes for OP and 743 
minutes for IP (Table 2). Laboratory processes are the most complex, taking 87% of total time 
(647/743minutes) for complex IP, 77% (647/841minutes) for complex OP. For routine patients, 



laboratory processes take 68% (207/303minutes) total time for IP and up to 52% (207/401 
minutes) total time for OP. 
 
 

 
 
Conclusion: This is the first detailed study of the complex processes required for RBC 
transfusion in MDS patients. Health economics analysis is currently underway and will help in 
future resource planning. Detailing the many steps and decision points also identifies potential 
óweak links in the chainô, which can improve transfusion procedural safety and efficiency. 
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Aim: In Australia, immunoglobulin (Ig) is available to eligible patients under the national blood 
arrangements funded by all Australian governments and administered by the National Blood 
Authority (NBA). Ig can be infused intravenously (IVIg) in the hospital setting, or subcutaneously 
(SCIg) by patients in their own home.  
 
Evidence shows that SCIg treatment offers better patient-centred quality of life, reduced 
adverse effects from more frequent administration at lower doses resulting in more consistent Ig 
levels in blood, and improved cost-effectiveness thus reducing costs for health systems. 
However, only 16% of eligible patients access SCIg treatment and SCIg patients comprise 28% 
of patients being treated publicly, compared to 3.4% being treated privately. Why is this?  
 
Method: A review was undertaken to better understand the barriers to patients accessing SCIg. 
Consultations occurred with a broad range of stakeholders including governments, clinicians, 
blood bank, and pharmacy staff, suppliers and patients.  
 
A stakeholder panel subsequently considered strategies to address identified barriers and 
understand the limitations and feasibility. Potential strategies were evaluated against agreed 
criteria to identify preferred options.  
 
Results: Barriers identified include funding and resourcing for equipment and SCIg specific 
health-care services, clinician and hospital preferences for IVIg, low awareness of SCIg 
benefits, and supply and access issues.  
 
Conclusion: The strategies recommended to overcome barriers and support patients to access 
SCIg in Australia include:  

¶ ensuring appropriate funding and resourcing is available to support SCIg programs;  

¶ improving awareness of the benefits of SCIg treatment;  

¶ updating guidelines and policies to provide clearer guidance on when SCIg should be 
offered to patients; and  

¶ improving reporting to track uptake and better understand SCIg usage trends.   
 
Implementation of these recommendations is in progress, noting the importance of the shared 
responsibility with stakeholders for success.  
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Aim: The accepted wisdom is that preterm infants have a higher blood volume than at term; this 
is reflected in the Australian transfusion guidelines (100 vs 80 mL/kg). However, these estimates 
are based on early studies with methodological flaws that overestimated blood volume, 
particularly in preterm infants. Limited studies report blood volume in very preterm infants on the 
first day after birth, when substantial fluid shifts occur. We aimed to determine if current 
Australian transfusion guidelines accurately reflect blood volume in a modern cohort of preterm 
infants less than 24 hours old.  

Method: The inclusion criteria were 1) preterm infants born <32 weeks gestation, 2) admitted to 
The Womenôs and Childrenôs Hospital Adelaide and 3) receiving packed red cell transfusion at 
<24 h old (n=10). Blood volume was measured using haemoglobin subtype analysis. A one 
sample t test was used to compare blood volume against transfusion guidelines. 

Results: Preterm infants were 25+1 (SD 1+4) weeks gestational age (30 % male), birth weight 
755 (SD 141) g. Postnatal age at measurement ranged from 1-7 h, averaging 4 (SD 2) h after 
birth. Blood volume was significantly lower than clinical guidelines, averaging 58 (SD 19) mL/kg 
(p<0.0001). All values were lower than guideline estimates for preterm infants, (maximum value 
86 mL/kg). Red cell volume averaged 20 (SD 6) mL/kg, and plasma volume averaged 38 (SD 
13) mL/kg.  

Conclusion: Blood volume of preterm infants is 42% lower than estimates in the Australian 
Transfusion guidelines. This finding highlights the urgent need for a comprehensive study of 
changes in blood volume in sick and stable preterm infants across the first days of life and how 
this compares to infants born at term. An understanding of blood volume changes after birth is 
critical to providing effective support while in intensive care and hence improving outcomes for 
preterm infants.  
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Aim: First Nations hospitalised patients in the Northern Territory (NT) have a higher prevalence of red cell 
(RC) alloantibodies, with RC transfusion an independent predictor of risk.1,2 We investigated the 
consequences of these alloantibodies for rural, remote and First Nations pregnant women and babies 
across the NT. 

Method: Five-year retrospective (2015-2020) cohort study of all births to mothers Ó16 years admitted to 
NT public hospitals. Outcomes of interest included alloantibody prevalence/specificity, hospital of delivery, 
and prevalence of (non-ABO) haemolytic disease of the foetus/newborn (HDFN). 

Results: 9327 mothers were included. First Nations mothers had a significantly higher prevalence of RC 
alloantibodies (7.9% (262/3337) vs 1.2% (70/5990), (Chi2 p<0.001), and clinically significant 
alloantibodies (predominantly Rh system, Fig.1): 1.2% (40/3337) vs 0.3% (17/5990) (p<0.001). In the 262 
alloimmunised First Nations women, 374 alloantibodies were detected, with 317 (84.8%) non-clinically 
significant (eg. Lewis) (Fig.1). Of 11727 total birth episodes, prevalence of clinically significant RC 
alloantibodies was 1.12% (48/4285) vs 0.24% (18/7442) for First Nations vs non-First Nations births 
(p<0.001), and 1.09% (41/3775) vs 0.31% (25/7952) for birth episodes where the mothersô primary place 
of residence was remote versus regional. Women in remote NT with clinically significant alloantibodies 
were more likely to deliver in Darwin or Alice Springs rather than the remote hospital nearest to Country 
(89% vs 37%). In 66 births to women with clinically significant alloantibodies, for First Nations versus non-
First Nations babies, 11 (0.26% births) vs 5 (0.07% births) were DAT positive with RC elution positive for 
the corresponding maternal RC alloantibody, 8/4285 (0.19%) vs 4/7442 (0.05%) developed (non-ABO) 
HDFN (Fisherôs exact p=0.038), and 8/4285 (0.19%) vs 2/7442 (0.03%) required treatment 
(phototherapy/IVIG/exchange transfusion). 

Conclusion: RC alloimmunisation and non-ABO HDFN disproportionately affect First Nations mothers 
and babies in remote NT and are associated with increased need for tertiary care further away from 
Country. 

 
Fig 1. Alloantibody specificities in NT pregnant women. NSA: non-specific antigen 
1. Noutsos T. J Clin Med. 2023;12(4) doi:10.3390/jcm12041606 
2. Roxby DJ. Transfusion Medicine. 2022;32(Suppl.3):13-14. doi:10.1111/tme.12933 
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Aim: Accurately determining RhD status in pregnant women is a critical service provided by 
pathology laboratories, fundamental to effective management and the prevention of 
alloimmunisation-related complications. The RHD gene is highly polymorphic, with over 300 
variants identified across different population groups. These variants can display variable 
reactivity with monoclonal anti-D reagents, highlighting the limitations of serological detection 
methods. The ANZSBT guidelines recommend molecular qualification for serologically weaker D 
expressions (Ò1-2+). However, partial D variants, which can form allo-anti-D, sometimes exhibit 
strong (3+) reactivity. Observational data from our study suggest that patients of African ethnicity 
often exhibit 3+ reactivity. This raises questions about the suitability of existing guidelines as a 
ñone-size-fits-allò approach. 

Method: Red cells were phenotyped using Grifols CAT methodology. Between 2022 and 2023, 
Healius transfusion laboratories referred 328 samples, serologically RhD-positive (3+), to the 
Australian Red Cross Lifeblood for molecular typing (RHD BeadChip, Immucor), deviating from 
the current guidelines. This decision was based on observational evidence of 3+ 
alloimmunisation and reports from Lifeblood that identified 3+ patients from African ethnicity as 
DAR variants. 

Results: Of the 328 RhD-positive patients, 216 (65.85%) were weak D type 1-3 and were 
managed as RhD-positive. The remaining 112 (34.15%) revealed 24 different RHD variants or 
ñPossible Dò types, resulting in a change in clinical management from RhD-positive to RhD-
negative. Among these 112 patients, DAR (n=30) was the most prevalent D variant. 

Conclusion: Serologically RhD-positive (3+) samples are currently not included in the 
guidelines for RHD genotyping. However, this study identified 112 non-weak D type 1-3 
samples, prompting a change in management for these patients. Depending on the typing 
reagent and/or method used, the RhD phenotype profile can vary significantly. These findings 
may support a review of the ANZSBT guidelines for weak D molecular testing, emphasizing the 
need for tailored approaches to diagnostic testing with consideration given to population 
makeup, the diversity of various RhD phenotypes, their variants, and the risk of 
alloimmunisation. 
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Victorian Heart Hospital (VHH) is Australiaôs first cardiac hospital, opened on the 8th of March 
2023. VHH is a 200 bed hospital with an Emergency Department, 7 Catheterisation laboratories, 
Intensive Care Unit, 3 Theatres, a helicopter pad for transport from country Victoria regions, with 
a large volume of complex patients with significant Blood Banking needs   
VHH Blood Bank is a category B laboratory and is part of the Monash Health Pathology network  
Apart from the standard new laboratory set up processes, there were additional considerations 
and processes related to our specific patient cohort.  
  
This is what we did:  
¶ We worked closely with the Clinical Haematology team, Theatre, ICU and ED stakeholders 
to cater for the specific cardiac patient demographic including anticoagulant reversal products 
(andexanet)   
¶ Optimisation of our massive transfusion protocol (MTP) noting large number of MTP 
activations (83 in 12 months)  
¶ Implementation of a post cardiac bypass specific óemergency coagulation packô (65 in 12 
months)   
¶ Validation and introduction of the pneumatic tube system for transporting fresh products 
to Theatre  
¶ Introduction of new process for albumin storage in Theatre and ICU  
¶ Participation in the CLIP II study-use of cryopreserved platelets in cardiac patients  
¶ Evaluation of group and screen testing on intraosseous specimens, noting large number 
of cardiac arrest patients with decreased peripheral venous access  

  
Other challenges included:  
¶ Maintaining staff training and competency and relevant inventory for paediatric Blood 
Banking in a predominantly adult hospital environment, eg birth of baby to a mother in VHH 
Theatre  
¶ A small team that is core trained and required to work on a 24/7 rotational roster and on 
call  
¶ Inventory considerations related to being a satellite laboratory servicing complex patient 
cohort   
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Aim: Biological response modifiers (BRMs) thought to be associated with non-antibody-
mediated TRALI accumulate during blood product storage. Evidence surrounding the effect of 
leucoreduction of PRBCs on risk of TRALI development risk has been conflicting. This study 
aimed to evaluate which pathways were relevant to risk of PRBC-supernatant mediated TRALI 
whether storage duration and leucoreduction in PRBCs modified PRBC supernatants (SN) risk 
of TRALI.  

Method: Leucodepleted and non-leucodepleted PRBC units were processed on day 2 (D2) or 
day 42 (D42). Supernatants were obtained by dual centrifugation, heat-treated (56oC for 
30mins) and then pooled, aliquoted and frozen. Human lung microvascular endothelial cells 
(HLMVECs) were grown to confluence and then treated with lipopolysaccharide (LPS). After 6 
hours, freshly isolated neutrophils were added and allowed to settle for 30 mins. PRBC SN 
pools from D2 and D42 (with or without leucoreduction) were added to the wells (10% v/v) and 
incubated for a further 30 mins. Microscopic counting was performed using Trypan blue staining 
to identify dead cells. Significance was determined using a one-way ANOVA (p<0.05), followed 
by Dunnettôs post-hoc test. 

Results: No significant reduction in HLMVEC viability was observed following PRBC SN 
treatment of HLMVEC without LPS and neutrophils. In the presence of neutrophils, a significant 
decrease in viability was seen in LPS treated cultures exposed to day 42 PRBC SN with (62.14 
Ñ 3.57% viability vs. 75.24 Ñ 6.94 viability, p=0.0238) and without leukoreduction (58.56 Ñ 9.10% 
viability vs. 73.43 Ñ 5.04% viability, p=0.0128) in comparison to cultures exposed to D2 PRBC 
SN. No significant difference was seen between cultures exposed to supernatants from stored 
leucoreduced or non-leucoreduced cells.  

Conclusion: In this model, evidence of a two-hit neutrophil activation pathway for HLMVEC 
death following exposure to the stored PRBC SN was observed. Storage duration of PRBC 
increased the risk of BRM mediated TRALI development, but leucoreduction did not.  
 
  



!hлму 

wI ōƭƻƻŘ ƎǊƻǳǇ ƎŜƴŜǝŎ ŘƛǾŜǊǎƛǘȅ ƛƴ ŀ YŜƴȅŀƴ ŘƻƴƻǊ ǇƻǇǳƭŀǝƻƴΥ 
LƳǇƭƛŎŀǝƻƴǎ ŦƻǊ ŎƘǊƻƴƛŎŀƭƭȅ ǘǊŀƴǎŦǳǎŜŘ ǇŀǝŜƴǘǎ ƛƴ YŜƴȅŀΦ 

{ƻǿŀƘ {мΣ tŜǊǊƻǎ !мΣ DƛǘƘƛƻƳƛ wнΣоΣ wƻǳƭƛǎ 9мΣпΣ CƭƻǿŜǊ wмΣпΣ IȅƭŀƴŘ /мΣп 
мwŜǎŜŀǊŎƘ ϧ 5ŜǾŜƭƻǇƳŜƴǘΣ !ǳǎǘǊŀƭƛŀƴ wŜŘ /Ǌƻǎǎ [ƛŦŜōƭƻƻŘΣ н5ŜǇŀǊǘƳŜƴǘ ƻŦ IŜŀƭǘƘ tƻƭƛŎȅ ŀƴŘ wŜǎŜŀǊŎƘΣ 
aƛƴƛǎǘǊȅ ƻŦ IŜŀƭǘƘΣ о5ŜǇŀǊǘƳŜƴǘ ƻŦ aŜŘƛŎŀƭ [ŀōƻǊŀǘƻǊȅ {ŎƛŜƴŎŜǎΣ aŜŘƛŎŀƭ {ŎƘƻƻƭΣ aƻǳƴǘ YŜƴȅŀ 
¦ƴƛǾŜǊǎƛǘȅΣ пCŀŎǳƭǘȅ ƻŦ IŜŀƭǘƘΣ vǳŜŜƴǎƭŀƴŘ ¦ƴƛǾŜǊǎƛǘȅ ƻŦ ¢ŜŎƘƴƻƭƻƎȅ 
 
Aim: Serologic typing for ABO and D is standard practice in transfusion services. Extended 

serology and genotyping for antigens including those from the RH, Kell, Duffy, Kidd and MNS 

blood group systems is also recommended to reduce risk of red cell alloimmunisation. In some 

jurisdictions Rh serology typing is limited to D and genotyping is not available. This study, for a 

Kenyan blood donor population, was to determine the RHD/CE blood group genotype profile, 

predict phenotype profiles and compare to RhD serological results.  

 

Method: Whole blood samples (n=191) comprising 114 D-negative, 74 D-positive and 3 weak D 

from volunteer donors from the Kenyan National Blood Transfusion Service (KNBTS) were 

investigated. Genomic DNA was extracted and next generation sequencing was performed using 

a targeted custom blood group sequencing panel on the Illumina MiSeq1. Variant Calling Format 

(VCF) files were annotated using wANNOVAR2. Two scientists independently interpreted 

genotypes and predicted phenotypes by matching VCF file variants to variants in the ISBT Blood 

Group Allele Tables. 

 

Results: For D-negative (n=114) phenotyped samples, MPS-based genotyping showed 109/114 

comprised only alleles predicting the D-negative phenotype. The remaining 5/114 had alleles 

predicted as D-positive (partial D). For D-positive (n=74) phenotyped donors, MPS predicted 

61/74 D-positive. In contrast, 13/74 had alleles predicting D-negative (n=2), weak D (n=2) and 

partial D positive (n=9) phenotypes. Samples (n=112) predicted to be D-negative exhibited four 

alleles: RHD*01N.01, RHD*08N.01 (RHDɊ) and the RHD-CE-D hybrid allele [(RHD*03N.01). Ten 

different RHD alleles predicted a conventional D-positive phenotype. Sequences for 18/191 

samples were predominantly homozygous for the RHCE reference alleles while the remaining 

173/191 were RHCE variant alleles. 

 

Conclusion: RH variant alleles in the selected Kenyan donor population are diverse, indicating 

the need for extended serology and genotype matching of red blood cells, especially for 

chronically transfused patients.  
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Introduction : Andexanet alfa administration has been associated with rapid reduction in both 
anti-Xa activity and free Factor Xa (FXa) inhibitor levels. Recent evidence has shown its efficacy 
in achieving haemostatic stability during acute bleeding but with increased thrombotic events. 
Andexanet received provisional approval by the Therapeutic Goods Administration in July 2023.  

Aim: To audit the outcomes in patients with critical bleeding on apixaban or rivaroxaban in 
whom a decision to administer andexanet was made.  

Method: A retrospective review of clinical outcomes in patients administered andexanet for the 
management of critical bleeding on apixaban or rivaroxaban was conducted. Cases were 
identified by reviewing andexanet dispensing records at our institution, a tertiary teaching 
hospital in Melbourne, between 1 January and 1 May 2024. For each case, electronic medical 
records were reviewed. Primary endpoints included haemostatic efficacy using the rating 
system from the andexanet registration trials, and arterial/venous thrombosis or death at 30 
days. Secondary endpoints were the time from presentation to the availability of drug level and 
andexanet administration.  

Results: Four cases of Intra-Cerebral Haemorrhage (ICH) were included (Table 1), comprising 
three primary and one secondary traumatic ICH. All cases had anti-Xa >75ng/ml at presentation 
and were administered low-dose andexanet. Two cases showed haematoma expansion by 
>35% within the first 12 hours post andexanet (i.e. poor haemostatic efficacy) while the other 
two demonstrated excellent haemostatic efficacy. At the 30-day follow-up, no thrombotic events 
were observed, but one patient had died. Regarding functional recovery, two had significant 
functional impairment while one patient had near complete functional recovery, as assessed by 
the modified Rankin Scale.  

Conclusion: Monash Health used andexanet to treat apixaban or rivaroxaban-related bleeding 
in four cases over a four-month period. All cases had life-threatening intracranial bleeding. Poor 
haemostatic efficacy was observed in 50% (2/4) with a 30-day mortality of 25% (1/4) and no 
thrombotic complications. Only one patient achieved significant functional recovery at 30 days. 

 



 




































































































































































































































































































































































































































































































































































































































































































































































































