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Welcome from ALLG
Chief Executive Officer

Welcome to Edition 5 of ALLG News where you can
read about encouraging clinical trial results of some
of our recent studies and learn of the many successes
from our group’s trials over the past five decades
that have changed the way many blood cancers are

treated.
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Today many patients are living longer,
better lives, thanks to our clinical trials.
Through ALLG’s national trials and
international collaborations we have
had five decades of enormous impact,
more than tripling the survival rates
for patients with the Hodgkin and
Non-Hodgkin lymphomas.

Patients’ lives are at the centre of what
we do. We are dedicated to identifying
ways to ensure the best treatments
possible. We remain resolute in our
primary focus “better treatments...
better lives. We greatly appreciate

and thank the patients who have
participated on our trials to help
shape, and shift the dial, on blood
cancer treatments in Australia and
New Zealand.

You can read Emma’s story, who is
back to her dancing and work as a
nurse after being on the ALLG HD10
trial for her aggressive Hodgkin-
lymphoma. Clinical trials like Emma’s
not only help the patients who
participate on the trial to have better
treatments and better lives but help
change standard clinical practice so
that thousands more patients with
blood cancer like Emma’s may go onto
having longer, better, quality lives.

You can also read Bianca’s story, who
was only 25 when diagnosed with
Acute Lymphoblastic Leukaemia
(ALL). Bianca is in remission and back
to living her life and working again
after participating on the ALLO9
SUBLIME trial.

Patients with hard to treat blood
cancet, like Bianca’s ALL, have no
other way to gain access to innovative,
potentially life-saving, new treatments
other than through clinical trials.
ALLG’s clinical trial research program
includes areas of unmet need in

rarer blood cancers, where patients
urgently require new and better
treatment options.

We are inspired by the patients we
have helped treat successfully over
the past five decades. There are
however still too many blood cancers
that present significant challenges for
doctors and their patients.

We are tackling the toughest blood
cancers where patients still need
better treatment options for a chance
to live a longer and better quality of
life. Our members - over 1000 blood
cancer experts and support staff
across 84 clinical trial sites in Australia
and 10 in New Zealand - are driven

to continue to improve treatments,
particularly in areas where results have
not been dramatically improved over
the past few decades.

Rare cancers make up 25% of

cancers in total, yet 40% of deaths.
This matters because many blood
cancers are rare. In Australia a rare
cancer means they affect fewer than 6
diagnoses per 100,000 people in the
population each year.

With about 1in 5 rare cancers
affecting the blood and lymphatic
system, clinical trial research is
the only way forward to progress
treatments for people with blood
cancer; particularly for uncommon
and rare blood cancers such as
Acute Myeloid Leukaemia, Acute
Lymphoblastic Leukaemia and
Myelodysplasia Syndrome, and
Multiple Myeloma including AL
Amyloidosis.

That’s what we do every day at the
ALLG, clinical trials in blood cancer
for better treatments, better lives,
aiming for a cure.

One of the programs we are proud

to have established this year to
accelerate research progress is a
Fellowship program in partnership
with the Haematology Society of
Australia and New Zealand (HSANZ).
The ALLG and HSANZ Clinical Trials
Fellowship will support talented
researchers to help find better

blood cancer treatments; aiming for
cure. You can learn more about the
Fellowship in this newsletter, and visit
https://www.allg.org.au/support-us/
our-campaigns/

Ms Delaine Smith,
Chief Executive Officer
www.allg.org.au

To keep up to date on ALLG's trials, initiatives, and share our news;
particularly during Blood Cancer Awareness Month each September,
you can follow us on Twitter, Linkedin and Facebook.
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Improving outcomes for patients

with Multiple Myeloma

Multiple Myeloma is a relatively rare, and
currently incurable, type of blood cancer
that develops from plasma cells in the
bone marrow. Around 18,000 Australians
are living with this blood cancer today.

ALLG’s Myeloma Scientific Working
Party (SWP) trials new promising drugs
to improve treatment strategies for
patients with myeloma.

After the success of a previous ALLG
clinical trial, MM18, the MM26 NORM trial
will be another collaboration with the
Asian Myeloma Network. MM26 will be
a platform# study designed to evaluate
novel clinical trial regimens in patients
frequently excluded from trials; patients
with non-measurable disease, impaired
renal function, extramedullary relapse,
or CNS myeloma. The trial’s lead doctor,
Professor Hang Quach said, “The trial
looks at these groups of patients who
have previously had no prospect of
enrolment in clinical trials and in groups
of patients who have not been explored
before.”

Myeloma SWP co-Chair, A/Prof Peter
Mollee explained: “Treatment of patients
with multiple myeloma has changed
dramatically over the last 10 years,

in particular, with an unprecedented
improvement in the survival of patients
due to increased treatment options.

“Building on this research and with
the eventual shift of novel therapeutic
agents to earlier lines of therapy, we
anticipate that the control of multiple
myeloma will continue to improve. For
the first time, the term ‘cure’ is being
discussed in myeloma circles.”

Photo: Prof Hang Quach,
Chair of ALLG Myeloma
Scientific Working Party.

Did you know

that clinical trials provide evidence
needed to change and improve
practice?

Results of important trials are
published in prestigious peer-
reviewed journals. This is important

because clinical trial publications
provide the basis for systemic
reviews, analyses, and eventual
clinical guidelines, which is the way
to change and improve standard
practice so that more patients
receive better treatments.

#Explainer: Platform trials are open ended trials where new therapies/ interventions
can be added, assessed, and removed as time goes on. As well as being able to add
new interventions as time goes on, platform trials also have the flexibility to update
the control, or ‘usual care’ group as the study progresses. This is useful for when,
for example, the platform trial shows a drug it’s testing to be much more effective
than ‘usual care’, then that drug can be rolled out to benefit patients right away
and become the new ‘usual care’ against which all new drugs are tested in the trial,

creating a potential cycle of improvement.
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Clinical trial for Advanced-stage
Hodgkin lymphoma

“..best results we have ever seen in young patients from 18 to 60 years”

Advanced-stage Hodgkin Lymphoma,
or Hodgkin Disease (HD) often
shortens life expectancy and involves
very intensive toxic therapies that
can incur major side-effects. The
ALLG HD10 clinical trial, part of the
global German Hodgkin Study Group
(GHSG) HD21 trial, identified effective
first-line treatments for the disease
and prevented toxic side effects but
maintained the effect in eliminating
cancer cells.

Patient outcomes from this
international cooperative clinical trial
showed “the best results we have

ever seen in young patients from 18

to 60 years”, according to the trial’s
Australian lead researcher, Australasian
Leukaemia and Lymphoma (ALLG)
Member Professor Mark Hertzberg AM.

Professor Hertzberg is a haematologist
from the Prince of Wales Hospital
(NSW) and long-time ALLG clinical
trial leader, and the Chief Investigator
of the Australian and New Zealand arm
(ALLG HD10) of this international trial
established by the German Hodgkin
Study Group.

With superior survival results, minimal
side-effects and no known impact on
fertility, the HD10 trial demonstrates
that individualised treatment with
PET2-guided BrECADD is the most
effective therapy currently available for
Advanced-stage Hodgkin lymphoma
and sets a new benchmark for the
primary cure rate in this disease.

“The analysis of this study, at just under
three and a half years, confirmed that
95 percent of patients remain free of
disease recurrence,” Prof Hertzberg
said. The trial’s superior outcomes for
patients will change how the disease is
treated world-wide.

Leukaemia Foundation of Australia
Trials Enabling Program provided some
funding to the ALLG that assisted in
opening 16 clinical trial sites across
Australia for ALLG HD10.

The trial compared a standard intensive
treatment regimen called BEACOPP-
escalated with a novel modification

of that regimen called BrECADD. This
effectively attacked the cancer cells
yet minimised both the short and long-
term toxicities of the standard intensive
“BEACOPP” chemotherapy regimen.
Furthermore, a majority of patients
completed all their planned therapy
within a relatively brief 12-week
period, essentially half the time of the
other standard regimen used to treat
this disease.

BrECADD regimen includes a novel
targeted therapy called Brentuximab
vedotin [a non-chemotherapy
treatment], plus modifications of

the standard treatment BEACOPP
backbone to make it less toxic.
Brentuximab vedotin contains an
antibody that binds to a protein found
on some lymphoma cells and causes
cancer cells to die [apoptosis].

Prof Hertzberg explained “For the 60
percent or so of patients whose PET
scan after only two cycles of BrECADD
therapy showed a complete response,
their likelihood of remaining free of
disease rose to 98 percent, meaning
that only 2 percent of these patients
showed recurrent or refractory disease
within the first three years. Indeed,
this is likely to translate into very few
relapses over time.”

“The BrECADD regimen also overcomes
concerns around side effects and
toxicity of BEACOPP by demonstrating
that fewer patients require red blood
and platelet transfusions and, most
importantly, it appears to have no
adverse effect on fertility,” Prof
Hertzberg said. “The excellent risk-
benefit ratio observed for this new
treatment regimen defines a new
standard of care in Germany, which will
hopefully be adopted elsewhere in the
world including Australia.”

Pictured: ALLG HDIO clinical
trial Chief Investigator Professor
Mark Hertzberg

Dld yOI.I kI'IOW that about one third of ALLG’s clinical trial program involves collaborations with international
cooperative trial groups, which are expanding the range of international trials we can bring to Australia?

We are indebted to the support of the Leukaemia Foundation, which has been critical to bringing many of these trials to
fruition, such as ALLG HD10, through their Trials Enabling Program.
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a’s story

ALLG HD10 trial participant,
Emma shares her story

The ALLG HD10 trial’s success was
important for patients such as Emma
who was only 38 years old when
diagnosed in May 2019 with an
aggressive Hodgkin lymphoma that had
grown an 11 centimetre mass [tumour]
around her aorta and oesophagus.

Emma is a nurse at St Vincent’s Hospital
Melbourne. She had generally been
healthy with no past medical issues
other than the occasional cold, so she
never suspected having blood cancer
despite some body aches, night sweats,
a cough and then a fever. “l thought it
must be a flu or virus,” she said.

After some blood tests and chest X-rays,
her GP called her with results and said
her lymph nodes were up and to go in
that day to the emergency department.
“The warning bells went off at this point
and | was in a spin,” Emma explained. “I
never thought it was cancer. | thought
maybe | needed to see an infectious
diseases doctor.”

Emma ended up staying in hospital for
nine days with tests every weekday to
confirm her diagnosis that she had a
fast-growing Hodgkin lymphoma.

“I went into denial when they first told
me what | had, as | thought ‘I'm a healthy
person this doesn’t make sense, | don’t
feel sick. And I’'m a nurse. | stand on

the other side of the bed’. But the care

| received from my own workplace [St
Vincent’s Hospital, Melbourne] was ‘gold
stars’. | had the most wonderful and
compassionate care. They made the
whole experience a positive one.”

ALLG clinical trial researcher,
haematologist Associate Professor
Matthew Ku from St Vincent’s Hospital
met with Emma and suggested the
ALLG HDI1O0 trial. Emma explained, “As
it was a randomised trial. | had a 50
percent chance of just being under
standard treatment or a 50 percent
chance of going on a treatment with a
variation of standard therapy and one
[therapy] that had less side effects. |
thought it was a ‘no-brainer’ to sign up.
| ended up receiving the new variation
of treatment.”

“Being on this trial gave me an
opportunity to receive treatment

that offered the same success rate

as standard treatment but with less
side effects,” Emma said. “And | had

a dedicated care team, was reviewed
more frequently and more in depth,
and | had a point of contact available
for any questions or concerns. | also
think that research is so important to
continue to improve treatments for
diseases and conditions so that we can
either eradicate them or manage them
effectively for improved quality of life.”

At 38 years old with no children, Emma
underwent fertility preservation to freeze
some eggs before starting treatment in
June 2019. She ended up on the arm of
the trial where patients receive escalated
therapy with a novel modification of that
regimen called BrECADD, and some of
the standard treatment. She finished
treatment in August 2019.

“l had two cycles of very aggressive
chemo that included seven agents,”

Photo: Emma today, a picture of health

=2 . - —

Photo: Emma and her
doctor, A/Prof Matthew
Ku, outside St Vincent’s
Hospital Melbourne in
August 2023.

Emma said. “l only got nauseous once
though. | slept well, | ate well. | got
some neuropathy, with tingling in the
tips of fingers, but by the third week
of recovery | was back to baseline
[normal].”

“l was then re-scanned to see how | was
going. The haematologist consultant
came in with my results after my PET
scan and said, with a big smile, ‘you are
in complete metabolic remission’. | said
‘show me the scan!” Nothing had lit up
on the scan. | did a happy little dance
with this great news.

Emma had two last cycles of
chemotherapy to “mop up any little cells
that may have been left over” and was
able to go back to work a couple months
after finishing treatment. She also
resumed her passion of dancing with a
trip to Bali the following February for a
dance competition.

We are delighted with Emma’s outcome
and greatly appreciate Emma sharing
her story with the ALLG.

If you are interested in participating
in a clinical trial, speak with your
doctor and visit ALLG’s website to
read about ‘Participating in a Clinical
Trial’, https:/www.allg.org.au/clinical-

trials-research/current-clinical-trials/
participate-in-a-clinical-trial/ and read
‘Frequently Asked Questions’ for more
information. https:/www.allg.org.au/
clinical-trials-research/current-clinical-
trials/faqs/
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Life-saving clinical trial for Acute

Lymphoblastic Leukaemia

A rare blood cancer, Acute
Lymphoblastic Leukaemia (ALL) is

a cancer of the bone marrow and
blood that progresses rapidly without
treatment, which is why it is important
to start treatment soon after diagnosis
because these patients are extremely
vulnerable to life-threatening infections
as they do not have enough healthy
white blood cells to fight infections.
They are also prone to uncontrolled and
serious bleeding because there are not
enough platelets in their blood.

Most children with ALL are cured of
their disease after treatment. Young
adults and older adults’ outcomes have
not always been as successful. The
protocol for their standard treatment
was based on children, so there was a
“big grey area” for people aged in their
20s, 30s or 40s, which is why clinical
trials to find better treatments options
were needed.

One of the ALLG’s clinical trials,
ALLO9 SUBLIME incorporated novel
immunotherapy into the standard
chemotherapy backbone to try and
improve outcomes. This was a ‘Phase
Il Study of Blinatumomab [a type of
immunotherapy] as Induction Therapy
[the first phase of treatment] in
Adolescent and Young Adult Acute
Lymphoblastic Leukaemia, to improve
minimal residual disease eradication’.

The trial’s lead doctor, Chief Investigator
Associate Professor Matthew
Greenwood explained: “ALLO9 was a
follow-on study from an original study
ALLG designed to try and improve
cure rates in young people with Acute
lymphoblastic leukaemia. It was based
around a children’s study and it was
designed to show that more intensive
chemotherapy in young people could
lead to improved survival.”

Pictured: ALLO9
SUBLIME clinical trial
Chief Investigator, A/Prof
Matthew Greenwood

This has been the most successful trial
the ALLG has run in adolescent and
young adult ALL and was conducted
in relatively short timeframe thanks
to the support of colleagues and
participants. ALLG sponsored the
ALLO9 SUBLIME trial and coordinated
the national roll-out of the study
throughout Australia. The trial was
made possible thanks to the support
ALLG received from Amgen and the
Australian Government via a Medical
Research Future Fund grant awarded
via Canteen.
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lanca’s story

ALLO9 SUBLIME trial participant,

Bianca shares her story.

Pictured: Bianca
during treatment

“In July 2020 | was diagnosed with
Acute lymphoblastic leukaemia (ALL)
feeling no side effects other than some
weight loss and being a little tired,”
explained dental nurse Bianca, who
was only 25 at the time.

“This news came as a big shock,”
Bianca said. “It was only through a
routine blood test for another unrelated
health condition when | had to go into
the emergency department that they
picked up that | had ALL. It then all
happened so quickly. Because of the
nature of this type of blood disease, |
had to start my treatment within three
days of being diagnosed.

“They did discuss fertility concerns, but
because of the need to have treatment
straight away | didn’t have the option to
freeze eggs at the time as that would be
about three to four weeks preparation.
They put me on a medication called
Zoladex to preserve my ovaries during
treatment.”

“l was about to start the standard
treatment of chemotherapy when the
doctor walked in and said ‘wait, there
is another option!” and told me about
the trial [ALLO9 SUBLIME]. | did have
the option of doing conventional
treatment, but | read through the
clinical trial documents and it seemed
a better option for me.

“The word ‘trial’ did freak me out at
the beginning, however learning that it
wasn’t a new drug, and it was just the
way that they were using it that was
different to conventional treatment,
and there was less chemotherapy

Pictured:
Bianca today

involved and the treatment included
immunotherapy and less side effects,
made me more confident to go on the
trial.”

Bianca was sent to Royal North Shore
Hospital NSW to start on the clinical
trial ALLO9 SUBLIME. There she met
chief investigator of the trial, Associate
Professor Matthew Greenwood and the
trial team.

“The trial team were the best,” Bianca
exclaimed. “l was so confident in them.
| felt like their golden patient because
so many were looking very closely
over my treatment. They wouldn’t
miss anything. They double checked
everything. There’s a lot of people
looking at you and your treatment
results.”

Bianca was in hospital for 10 weeks for
her first block of treatment. The rest of
the treatment was across nine months
as an outpatient.

“| was taking it one day at a time,”
Bianca said. “I didn’t like to look too far
ahead but, actually, I felt quite good on
the immunotherapy.

“It took me a while to get back to work.
You still don’t know what the future will
hold. You do worry it can still relapse,
but I feel so lucky | was able to go on
that trial.

“Patients shouldn’t disregard clinical
trials. If you have been asked to
consider one, chat with your family and
ask your doctor and the trial staff as
many questions as you like.”

Did you know?

e There are no preventative
tests for blood cancer, unlike
many other cancers. A routine
blood test for an unrelated
health condition was the only
way doctors were alerted that
Bianca had a serious condition
that turned out to be Acute
lymphoblastic leukaemia (ALL).

Blood cancer ALL starts with a
change to a single stem cell in
the bone marrow. This means:

A normal stem cell mutates
(changes into an ALL cell), and
the mutated cell multiplies into
many ALL cells. (Stem cells form
blood cells: white cells, red cells
and platelets).

Although ALL starts in a stem
cell in the bone marrow, it can
spread to other areas such as
the central nervous system, the
lymph nodes.

Fertility and cancer treatment.
Some cancer treatments can
affect fertility (the ability to have
children in the future). Changes
to fertility, which can happen to
both men and women, may be
temporary or permanent. Before
patients begin with cancer
treatment, it is important to talk
with the doctor about whether
the treatment could affect
fertility and the options open to
preserve fertility.

You can help spread awareness
about blood cancer and ALLG’s
mission for better treatments,
better lives. Follow us on
Twitter, Linkedin and Facebook
to read about and share our
news so that more people may
learn about blood cancer, clinical
trials and progress in better
treatments; aiming for cure.

We are delighted with Bianca’s
outcome and greatly appreciate Bianca
sharing her story with the ALLG.
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Global Leaders, Global Impact:
Collaboration; Innovation; Future Focus.

COLLABORATION
The beginning

Established 50 years ago in May 1973 with a meeting of nine
prominent members of the haematology community, the group,
initially known as the Australian and New Zealand Lymphoma
Group (ANZLG), the forebearer of the ALLG, became the

first and only not-for-profit organisation in Australasia for
conducting investigator-initiated clinical trials across Australia
and New Zealand.

We are the oldest collaborative, not-for-profit cancer clinical
trial research group in Australia!
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Prof Ray Lowenthal was a Chief Investigator and author on most
of the early acute myeloid leukaemia trials. He is pictured on the

I N N ov ATI o N left with his trial team, in 1985.

ALLG Trials shifting the ACUTE LEUKAEMIAS * In 1989, only 35% (one third) of
dial, fOI’ better blOOd adults in their 20s diagnosed with

. ALL survived 5 years after diagnosis
cancer treatments... Acute Lymphoblastic

Leukemia (ALL) « Today, 80% of these young adults
ALLG trials have contributed to what _ with ALL are alive 5 years after
are now the best standard treatments ALLG Members have contributed diagnosis
in Australia and New Zealand in blood widely to understanding the science
cancers. of acute leukaemias such as acute Source: AIHW

lymphocytic leukaemia (ALL), acute
In the area of leukaemia, several ALLG ~ Mmyeloid leukaemia (AML), acute Each ALLG clinical trial builds
trials have resulted in new treatments promyelocytic leukaemia (APL) and knowledge for improvements in
being adopted internationally, myelodysplastic syndromes (MDS). treatments and new trial ideas;

expanded the use for existing aiming for cure...

treatments and increased international
focus on Australia’s position as a
leader in the field of blood cancer
research.

Fifty years ago, Acute Lymphoblastic
Leukemia (ALL) was universally fatal
within weeks for teenagers and young
adults. Today, the majority (80%) can
now expect to be cured.
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Acute lymphoblastic
leukemia (ALL)

ALLOS study demonstrated the safety
of a drug, dasatinib, in the treatment of
Philadelphia-positive ALL. The drug is
a potent inhibitor of a gene and protein
found in ALL patients.

ALLOG6 AYA ALL study established the
feasibility and applicability of minimal
residual disease (MRD) in predicting
survival in an intensive paediatric
protocol deliverable in adolescents and
young adults (AYA) with ALL. This led
to establishing the ALLO9 study that
investigated a type of immunotherapy,
blinatumomab in ‘adolescent and young
adult’” (AYA) population (Read ALLO9
trial patient Bianca’s story in this
newsletter on page 7).

ALLG’s Laboratory Science study, LS17
has sequenced over 1,000 paediatric
and adult cases of high-risk ALL,
leading to the recognition of new
molecular subtypes.

Acute Myeloid Leukaemia
(AML)

With AMLM1 and AMLM2, the group
established its series of AML trials that
continue into the present. One feature
of the sequential nature of the trials

is a series of publications comparing
the outcomes of related regimens. This
is important in progressing scientific
knowledge and better treatments for
more patients.

* In 1989, 15% of persons in their 40s
and 50s (or “middle aged adults”)
diagnosed with AML survived 5 years
after diagnosis.

e Thirty years later, 53% of these adults
diagnosed with AML survived 5 years
after diagnosis, a greater than three-
fold improvement.

In the 1980s, as well as establishing the
role of a chemotherapy medication
etoposide in Acute Myeloid Leukaemia
(AML) with the AMLM2 trial that also
established a new Australian standard
of care at the time, our group’s AML
trials resulted in improved relapse-
free survival in AML and increased the
median overall survival in younger
patients.

1

Leaders in AML, Professors Paula Marlton and Andrew Wei

AMLM?7 study identified risk factors for
early death after a particular high-dose
based chemotherapy for adult AML.

AMLM16 established that gene
mutations FLT3 were a key target for
AML therapy and determined the role
of FLT3 inhibitors; treating one of the
most frequent mutations found in AML.

AML was once treated as a “one size
fits all” and now we have targeted
molecular treatment.

AMLM26 INTERCEPT study represented
a world-first in its precision-based
approach to treatment driven by new
treatments and biomarkers.

Learn more: https://www.allg.org.
au/a-world-first-in-aml-trials/

Acute promyelocytic
leukaemia (APML)

One sub-type of acute myeloid
leukaemia is now highly curable with
an oral chemo-free approach taking

a nutrient made from vitamin A, and
arsenic tablets! ALLG trials have made
this possible.

The group’s Acute promyelocytic
leukaemia (APML) trials have
influenced and changed clinical
practice in this once devastating
disease.

The first APML trial in Australia was
in 1994. Subsequently APMLO3 and
APMLO4 studies by the group have
revolutionised APML therapy and
standardise how most patients are
managed today world-wide.

These APML trials also provided
supporting care guidelines, which is
an important aim for ALLG trials to
support patients living better lives.

In addition, the group’s first publication
internationally of a trial by the ALLG
about the capacity of corticosteroids
to prevent death from APML, published
in 1995, has been incorporated as
standard treatment internationally
since then.

ALLG trials provide the scientific
evidence needed to open up better
treatments for more patients...

Following the successful outcomes of
APMLA4 trial, arsenic trioxide (ATO) was
registered in Australia in 2018 by the
Therapeutic Goods Administration for
initial treatment of this blood cancer.

LEUKAEMIA & Lymrroma
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Photos L-R: Leaders in CML, Professors Tim Hughes and Deborah White. Brian Mantel was on the CMLO9 TIDEL Il trial in 2008 for

his Chronic myeloid leukaemia. He celebrated his 70th birthday this year!

CHRONIC LEUKAEMIAS

Chronic leukaemias, which were fatal
within years, are now so well managed
that many patients can expect a near-
normal life expectancy.

Chronic lymphocytic
leukemia (CLL)

* In 1989, less than half (49%) of
persons over 80 years old diagnosed
with CLL survived 5 years after
diagnosis

* Three decades later, two thirds
(66%) of persons over 80 years old
diagnosed with CLL survived 5 years
after diagnosis

CLL2 study demonstrated that

the chemotherapy drug cladribine
improved survival in CLL. This trial
became the platform to develop and
conduct CLLS5, a 3-arm randomised trial
assessing the combinations of cancer
drugs fludarabine, cyclophosphamide,
and rituximab.

The success of CLL5 lead to the CLLO7
trial, which was another randomised
trial, leading to further improvements in
treatment options.

Chronic Myeloid Leukaemia
(CML)

* In 1989, less than half (48%) of young
adults in their 20s and 30s diagnosed
with CML survived 5 years after
diagnosis

* Thirty years on, we now have 96%,
almost every one of these young
adults diagnosed with CML survives 5
years after diagnosis

The ALLG and its members have
contributed widely to understanding
the science of chronic leukaemias
such as chronic myeloid leukaemia
(CML) and the related condition of
myeloproliferative neoplasms (MPN).

Global Leaders, Global Impact

A series of landmark ALLG trials in
Chronic Myeloid Leukaemia (CML)
created substantial international interest
in early to mid 2000s.

ALLG’s CML program introduced
molecular monitoring in Australia in
2017, and had multiple publications
on various aspects of a type of cancer
growth blocker, imatinib, as well

as establishing a method of next-
generation sequencing to detect
leukaemic mutations.

CMLOG6 TIDEL | study showed
outcomes can be improved through the
use of an optimised imatinib schedule,
informed by pharmacokinetic testing
and strict molecular milestones.

CMLO7 study examined the
combination of imatinib with an
immunotherapy drug, interferon alpha,
and was one of the first studies to test
this combination.

Many ALLG CML studies pioneered the
use of molecular response targets to
guide treatment decisions, and ran one
of the first ever trials of treatment-
free remission, which showed that
some patients do not need life-long
treatment for CML.

CMLO8 and CMLO9 trials examined
the safety and efficacy of imatinib
cessation with stable undetectable
minimal residual disease (MRD) results.

ALLG has conducted ambitious and
complex CML trials that are based
around the precision and sensitivity of
PCR* technology (trials CMLO6, CMLO8
& CMLO09) including more recent CMLT1,
CML12 and CML13.

CMLO6, CMLO8 TWISTER and CMLO9
TIDEL Il correlative** research
provided significant advancements in
the understanding of CML dynamics,
monitoring and management. This
has had important implications for the
monitoring and management of CML
today.

** Correlative Studies, better know as substudies
to a main clinical trial looking at subsets of data
and sample material in the laboratory setting.

LEUKAEMIA & Lymrroma

ALLG News - Edition 5 | Page 10



LYMPHOMAS

Today, many patients with lymphoma
will have a near-normal life expectancy.

* In 1989, 78% of all persons diagnosed
with Hodgkin lymphoma survived
5 years after diagnosis

* Thirty years later, 88% survived
5 years after diagnosis.

e The survival advances for older adults
(aged in their 60s and 70s) diagnosed
with HL has risen from 46% to 70%
survival in thirty years.

Through our international
collaborations we have had five
decades of enormous impact, more
than tripling the survival rates for
patients with the Hodgkin and
Non-Hodgkin lymphomas.

ALLG participated in two of the most
important and influential trials for
relapsed aggressive lymphoma, the
NHL10 MInT and NHL13 CORAL trials.
The ALLG contributed significant
patient numbers and played an
important role in both these
international cooperative ventures.
Conclusion of the NHL10 MInT study
was that a type of combination
therapy, R-CHOP, is an effective
treatment for young patients with
good-prognosis diffuse large-B-cell
lymphoma (DLBCL). The NHL13 CORAL
study found that a type of antibody
cancer drug - rituximab maintenance
therapy does not prevent relapse after
Autologous*** stem cell transplants and
was associated with higher toxicity; an
important result that pointed to the
critical need for further research to
improve the outlook for patients with
poor prognosis DLBCL.

Both ALLG HDO8 and HD10 trials
were international collaborations

with the UK Hodgkin Study Group and
the German Hodgkin Study Group
respectively, and involved patients with
advanced Hodgkin lymphoma.

HDO8 showed that interim PET scans
identified patients with a very high
probability of survival, with their
therapy tailored to reduce treatment
toxicities. Conversely, persisting
abnormalities on the interim PET also
identified a cohort of patients with
more aggressive disease.

cades of |

HD10 compared an escalated drug
therapy regimen, escBEACOPP
chemotherapy, with a modified
version BrECADD. With superior
survival and minimal side-effects,
HD10 demonstrated that PET2-guided
BrECADD could be a new standard for
advanced-stage Hodgkin lymphoma.
This sets a new benchmark for the
primary cure rate in this disease and
will change how this is treated world-
wide. See story on page 4 of this
newsletter.

The ALLG also collaborated with French
GELARC group in the NHL16 PRIMA
study, which established the role for
rituximab in maintenance of follicular
lymphoma.

ALLG NHL21 found that interim-
treatment PET/CT scans can
identify those patients who benefit
most from early intervention with
treatment intensification and that
early intervention with treatment
intensification can improve the
historically poor outcomes seen in
the majority of patients with positive
interim PET/CT scans.

*** Autologous stem cell transplants (ASCT) use stem cells that are removed from your body before

chemo treatment, and then returned afterward.

¢ In 1989, 45% of all persons aged 60-
80, the majority of patients diagnosed
with NHL, survived 5 years after
diagnosis

¢ Three decades later, 77% of this
population diagnosed with NHL
survived 5 years after diagnosis

Collaborating in correlative studies for
greater innovation in better treatments
and disease management

An ALLG Laboratory study, LS21, of an
international clinical trial [MAGNOLIA]
for a new targeted treatment for
Marginal zone lymphoma was a
recent, exciting, collaboration with
high quality correlative research**,
Through this study, researchers could
detect mutations in some lymphoma
causing genes that associated with
the response of their lymphoma to
the new drug. It had shown gene
mutations have an impact on new
drugs you didn’t see on scans. This is
a first in this rare lymphoma and vital
for our understanding of both the
disease and the treatment and how we
can implement treatment to improve
outcomes for patients with lymphoma.
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MYELOMA

Treatment of patients with multiple
myeloma has changed dramatically
over the last 10 years in particular, with
an unprecedented improvement in the
survival of patients. For the first time,
the term ‘cure’ is being discussed in
myeloma circles.

* In 1989, 28% of all persons diagnosed
with myeloma survived 5 years after
diagnosis

* Thirty years later, 57% of all persons
diagnosed with myeloma survived 5
years after diagnosis

The group pioneered trials in myeloma
in Australia. The decade 1980 to 1990
saw substantial improvements in age-
standardised mortality for in myeloma.

MM11 study demonstrated that
treatment intensification with stem
cell transplantation and lenalidomide
maintenance improved survival in
newly diagnosed multiple myeloma.

MM15 showed benefit of tandem
transplant and consolidation in young
myeloma patients.

MM16 showed safety of an anti-cancer
medication, carfilzomib, in renal
impairment.

MM22 FRAIL-M aims to optimise first
line therapy in older patients with
multiple myeloma by maximising
efficacy while minimising side-effects.
This is an extremely important goal for
this group of patients who are at high
risk of drug toxicity and discontinuation
of therapy.

MM24 IsAMYP is an interventional study
dedicated to patients with systemic
Amyloid Light Chain (AL) amyloidosis
who have not achieved at least a ‘very
good partial response’ after their initial
treatment or whose AL amyloidosis has
relapsed. The main aim of this study

is to test three treatments combined

- Isatuximab (Sarclisa), Pomalidomide
and Dexamethasone. It is hoped that
this research will lead to improvements
in haematological response for patients
in this rare disease group. The trial is
an international collaboration with the
Intergroup francophone du myeloma.

The group also pioneered trials in
Myelodysplastic syndromes (MDS).

xcades of Im

ADVOCACY

The ALLG’s advocacy work has included
lobbying to improve novel drug access
on the PBS and patient participation in
trials, including the implementation of
teletrials via the ALLG Rural, Regional
and Remote Haematology Working
Group, and the ALLG’s Medicines
Access Committee New Zealand. The
ALLG has also participated in important
government consultations regarding
clinical trials and new drug therapies.

THE ALLG TODAY

Clinical trials conduct has grown
enormously in sophistication.

Today’s ALLG trials are focussing on
more than just survival, but on the
broader priorities of our patients.

“Better Treatments and Better Lives”
is our living tagline.

Five decades of increasingly more
sophisticated blood cancer research has
led to significant outcomes for patients
with haematological malignancies,

with many living a near normal life
expectancy today. The ALLG has grown
to become the premier collaborative
research group in this country. Some of
the key impacts from the ALLG trials
have been practice changing, leading to
“better treatments, better lives.”

Our Group has conducted over 160
clinical trials for more than 13,000
patients since 1973, and advanced
many treatments for blood cancers over
the last five decades.

From our small beginning of nine
members meeting in 1973, the
achievements and the successes that
the ALLG has accumulated for patients
to have better treatments have been
quite remarkable. We acknowledge
and thank our members and all of the
patients who have been involved over
the years.

ALLG’s 1000+ members today include
hematologists, scientists and research
nurses and trial coordinators from
across the 85 clinical trial sites in
Australia and 10 sites in New Zealand.

The ALLG trials have contributed to
what are now standard treatments in
Australia and New Zealand in acute
myeloid leukaemia, chronic myeloid
leukaemia and many other blood

cancers, and contributed to pivotal
international trials.

With a well-established reputation, the
ALLG today has partnered with 10
international research cooperative trial
groups to bring new drug therapies to
Australian and New Zealand patients
that they would not otherwise have
access to.

For many lymphomas, we are curing
more patients through adding
sophisticated targeted antibody and
enzyme inhibitor therapies.

As we cure more patients, we are using
functional imaging of lymphoma, PET
scanning to help adapt therapies to
maximise cure while minimising toxicity.
Patients are not just living longer but
living better.

Our studies of CAR-T cell therapies
are designed to harness the patient’s
own immune system to control and
ultimately cure their lymphoma. This

is a relatively new area of therapy that
researchers will continue to investigate.

ALLG’s National Blood Cancer Registry
today has more than 3,800 registered
participants and covers AML, ALL,

MDS and uncommon lymphomas. The
Registry represents Australia’s and
New Zealand’s largest collection of
real-world data on acute leukaemias.
The Biobank has more than 21,000
patient samples (blood and tissue
samples).

Publications and presentations

With more than 220 peer-reviewed
publications of ALLG clinical trials over
the past five decades, and more than
290 presentations of trial results at local
and international conferences, many
ALLG trials have and are providing
compelling clinical evidence that lead
to a change in therapeutic practice for
better treatments.
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FUTURE FOCUS

The ALLG’s future promises to be even
more exciting.

The ALLG is at the frontline of
emerging therapies today, bringing
some breakthrough clinical trials to
patients across Australia and New
Zealand, with exciting ALLG clinical
trials such as NHL34 CLARIFY and
AMLM26 INTERCEPT and more.

Advances in translational science are
making headway in addressing the
most devastating and poorly treated
blood cancers and overcoming research
limitations.

Genomic screening has transformed
the understanding of blood cancers
and accelerated a new generation
of immunotherapies and precision
medicines.

Photo: ALLG Early Career Clinician Researchers
L-R: Monique Menzies Wojtowicz, Adrian Minson,
Katharine Lewis, Georgia McCaughan, and Yin Yuan.

Our group will continue to grow the
National Blood Cancer Registry and
Biobank to accelerate blood cancer
research through real-world data; for
researchers to better understand blood
cancers to help improve treatments with
more personalised, targeted therapies.

Correlated studies like LS21 teach
researchers a great amount about a
condition, which in turn can improve
patient therapies and alter practice for
better treatments. This will be ongoing
research, as our researchers are learning
more and more which genes to test and
follow.

ALLG’s mentorship program for
early career clinician researchers
and the ALLG and HSANZ Clinical
Trials Fellowship will foster the next
generation of clinical triallists and

accelerate research for more targeted,
better, treatments with less side-effects
for better lives, aiming for cures that
end blood cancer.

We remain committed to improving
the treatment, lives and survival rates
of patients with blood cancers through
novel trial therapies.

The ALLG will continue to lead a robust
and collaborative clinical research
program across all blood cancers,

to help accelerate the best science,
evidence and effective outcomes in
clinical trials.

You can follow us and share our news on
ALLG’s Twitter, Linkedin and Facebook.

Follow ALLG on X Twitter, m Linkedin and n Facebook.

LEu
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ALLG HSANZ
Clinical Trials Fellowship

Our ALLG Members are working to deliver even more
impactful outcomes in the coming decade. We are dedicated
to investing in the next generation of blood cancer
researchers and fostering opportunities for leadership.

Blood cancer can develop in anyone, at any age, at any time - and there are no
preventative health measures available to reduce the risk of getting blood cancer.

This year alone, 19,400 Australians and 2,500 New Zealanders will be diagnosed
with a blood cancer such as leukaemia, lymphoma and myeloma. That’s why the
work of the ALLG is so important.

ALLG is Australia’s only collaborative clinical trials group researching new
treatments for leukaemia, lymphoma, myeloma and other blood cancers. Clinical
trials are the crucial link between a discovery made in the research lab and a new
treatment reaching patients.

For five decades the Australasian Leukaemia and Lymphoma Group has been
improving blood cancer treatments through clinical trials. Fifty years ago, most
patients with blood cancer died within months. Now, many will have a near-
normal life expectancy. Some blood cancers however are still very tough to treat.

To change the future for blood cancer, we must accelerate research and
encourage the next generation of haematologists and blood cancer researchers to
drive new discoveries and better treatments for patients.

In our 50th year, we have established the ALLG HSANZ Clinical Trials
Fellowship. This will provide outstanding early-career researchers a pathway to
accelerate research for better and less toxic treatments that help to create better
lives and better survival outcomes for patients.

Developing better cancer treatments and searching for cures takes research,
time, talent and funding to make it possible - and we can’t do this alone. You
can help accelerate our research into better treatments by joining with our ALLG
researchers and community to support our Fellowship Program. Your donation
will ensure we can accelerate the impact for patients with blood cancers right
now. Learn more by visiting:
https://www.allg.org.au/support-us/our-campaigns/

Every year

I
19,400

Australians

\
250 ,)2/

New Zealanders

(7

will be diagnosed
with a blood cancer
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Team ALLG fitness fundraisers and
other ways you can get involved

There are many ways to support ALLG’s research for better treatments. Are you
looking for a fun way to support ALLG? Why not join Team ALLG - a super way to
challenge yourself, have fun and to raise funds for blood cancer research.

You can run, cycle or swim for blood cancer research by joining an existing event
like Run Melbourne or City 2 Surf, or getting together with workmates or friends
to create your own sponsored challenge. By joining the team racing to find better
treatments for leukaemia, lymphoma and myeloma, you will make a real difference
to patients in need.

Sydney Marathon is on each September and fitness fundraisers Bridge to Brisbane,
Perth Running Festival and Melbourne Marathon are on each October, so grab your
runners and a few friends!

Joining Team ALLG at events like these helps support our mission to find better
treatments for people with blood cancer to have better, longer, lives.

Upcoming challenge events

iR o . B

Perth Running Melbourne Marathon 2023

Festival 2023
B October 2023

Bridge to Brisbane 2023
15 Cctober 2023 15 October 2023

Sydney Marathon 2023
17 September 2023

9o, (@
“au/chart®™

The Australasian Leukaemia and
Lymphoma Group is registered with the
Australian Taxation Office as an Income
Tax Exempt Charitable Entity. Donations
over $2 are tax-deductable.
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Patient and Carer Resources

For information on clinical trials, visit ALLG’s
Frequently Asked Questions.

Our excellent relationships and continuity of support from key partners across the
Blood Cancer Forum network, industry partners and philanthropic organisations have
been critical to ALLG’s ability to conduct clinical trials and pursue our mission to
create better treatments for patients with blood cancers.

AUSTRALASIA

LEUKAEMIA & LymrHOMA

Gupporing
Lymphoma Australia and Myeloma Australia and Canteen Australia - and our industry %Ow,
and philanthropic partners for their support.

We would like to thank our long-term partners - Leukaemia Foundation, Snowdome,

You can visit our partner organisations for patient and

carer resources and support services:

blood cancer
NEW ZEALAND

\o}k.} leukaemia &
Al

Vision to Cure. Mission to Care.

Leukaemia & Blood Cancer
New Zealand

Leukaemia & Blood Cancer New
Zealand (LBC) is the only not-for-
profit organisation in New Zealand
dedicated to providing care, and
supporting research for a cure, for
people living with blood cancer and
serious blood conditions.

LBC is committed to improving

the quality of life for our patients
and their families/whanau. LBC
provides patient support services,
funds research, provides the latest
information, helps raise awareness,
and advocates for patients and their
families/whanau.

LBC provides individualised

support to patients, runs support
programmes for adults and children,
facilitates education sessions,

and provides emergency financial
assistance.

LBC has support centres in
Auckland, Hamilton, Wellington,
Christchurch and Dunedin, and our
team travels to other parts of New
Zealand regularly.

leukaemia.org.nz

NZ Nationwide Phone Number:
08001510 15.

Leukaemia
Foundation

Leukaemia Foundation
Blood Cancer
Support Line

If you or someone you love has
been diagnosed with blood
cancer, you're not alone.

Connect with an experienced
Blood Cancer Support
professional who can guide

and support you through

the emotional, physical, and
psychosocial challenges of blood
cancer diagnosis, treatment, and
survivorship.

Call 1800 620 420
or visit leukaemia.org.au

https://www.leukaemia.org.au/
how-we-can-help/

\L\ymphoma
y Australia
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Lymphoma Australia

Lymphoma Australia is the only dedicated
organisation who provides individualised
nursing support and education to lymphoma
and CLL patients in Australia. Lymphoma
Australia aims to improve patient outcomes by
supporting and providing education to nurses
across Australia, which has resulted in 3,500
members in our nursing special interest group.
We have a dedicated health literacy nurse, who
has developed, updated and standardised our
lymphoma subtype brochures and website to
meet universal health literacy standards.

Lymphoma Australia continues to grow as an
organisation as we work towards supporting all
people affected by lymphoma across Australia.
For more information, please visit our website or
email nurse@lymphoma.org.au.

https://www.lymphoma.org.au/support-for-
you/

Myeloma Australia

Myeloma
Australio

Myeloma Australia exists to support, educate, inform,
empower and bring hope to people who are living with
myeloma, and their loved ones. Our specialist Myeloma
Support Nurses provide information and caring support
through our Telephone Support Line, Workshops & Seminars
and Information & Support Group programs; our programs

are delivered both online and in-person.

Our website has booklets, fact sheets, podcasts and videos
available for download to help you learn more about
myeloma, its treatments and living well. All of our programs
and services are free and confidential. For more information,

call 1800 693 566 or visit www.myeloma.org.au

Follow us
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