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the WCH clinical trials
programme

o participation in cooperative groups:
Children’s Oncology Group
ACCT / ANZCHOG
SIOP Europe and soon BFM Europe
o 50-60 new patients per year

o currently about 45 active trials (some closed
to new enrolments)

o currently about 200 active trial participants
(some on more than one trial)
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we need all trial types

New drug Optimise treatment
development strategies

Link patient
iInformation to
laboratory research
on tumours
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drug development —
pre clinical

o In vivo testing =
toxicity,
effectiveness and
target drug levels in
animals




drug development:
clinical

o Phase I:

focus on toxicity to determine
optimal dose

o Phase II:
focus on effectiveness
o Phase Ill:

focus on integration into existing
treatments



® o & | optimising treatment

o Phase Ill comparisons of two or more
treatment programmes

o Refining patient classification to
iIndividualise treatment

o May try both approaches within the
same study



optimising treatment

o Phase Il
comparisons of two
or more treatment
programmes
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THIS PROTOCOL IS FOR RESEARCH PURPOSES ONLY, SEE PAGE 1 FOR USAGE POLICY ARST0531

EXPERIMENTAL DESIGN SCHEMA

ON STUDY
¥

i— RANDOMIZATION —l

VAC )
3 Cycles <+— XRT begins —»

‘WEEK 4
v

EVALUATION
(Wesk 15) > D

Off Protocol
SD Therapy
by Py
CR
VAC
5 Cycles

v

EVALUATION D

S(I\)VEE 300 Off Protocol
PR Therapy
CR
VAC
4 Cycles

L+ ENDOF THERAPY

VAC = Vincristine, Dactmomycin, Cyclophospharmmde
VI = Vineristine, Irmotecan

VAC/VI
5 Cycles

v

EVALUATION
(Week 15)

sD
PR
CR

VACNT
5 Cycles

v

EVALUATION
(Week 30)
sD

PR
CR

VACNT
4 Cycles

-

Page 9



optimising treatment
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optimising treatment

reSearch AALLO434

Children's Oneology Group
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Patients with a prior seizure disorder will not
receive Nelarabine.




late outcomes of treatment

o studies of groups of people who have
all previously had similar treatment

what happens and how often?

o studies of people selected for having
a particular type of problem

why did these people get the
problem and can we predict or
prevent it?



studies of potential causes

o potential environmental factors
o potential genetic factors
o can we:

prevent cancers?

detect them earlier? (and does this
help?)



tumour biology

o link research on tumour samples and
normal tissue to information about the
patients who donated the samples

o identify:
targets for new drugs
new risk stratification tools

o save left over tumour tissue for future
research



® @ o | tumour biology

o targets for new
drugs




tumour biology

o new risk
stratification tools




extra challenges in children

O
O

o

each type and subtype of cancer is rare

success rates are already fairly high for
many cancers

drug development is a commercial
endeavour

International regulatory challenges

too young to consent for themselves so
extra protection needed

randomisation is very challenging for
families and clinicians



bu

t trials are really

important...

o overall, children participating in cancer
trials have slightly better outcomes
than children receiving the same
treatment without trial participation
(discipline and quality control?)

Oa
C

most everything we know about
nildhood cancer was learned from

C

inical trials



the sample size problem

o 160 chi
lympho

o total ca
current
studies

dren in Australia with acute
nlastic leukaemia per year

culated sample size for
generation of COG ALL
= 9500

o to answer these questions using just
Australian patients:

59.3 years to accrue!



Children’s Oncology Group

o Most children’s cancer centres in USA,
Canada, Australia, New Zealand and some

In Europe

o Huge collaborative group —
about 9500 trial enrolments each year

about 140 tria
about 23,000
o Funding main

S currently open to accrual
patient reports per month!

y through US National Cancer

Institute, with important supplementation
from charitable donations

o Scale enables:

rapid answers to important questions in
more common cancers

ability to study rarer problems in reasonable

timeframe



oo o ACCT

o Australian cooperative group for early phase trials

o aims to give appropriate Australian children access
to new drugs in development

o a subgroup of ANZCHOG
o all national children’s cancer units involved

o ACCT acts as intermediary between hospitals and
drug companies —

simplifies contracts and funding
centralised ethics material preparation
Increases chance of successful recruitment



the way forward...

o more national and international
collaboration

© more tumour biology research

o more tumour and normal tissue
banking for future research

o funding for childhood cancer research
Independent of pharmaceutical
iIndustry

o practical support at hospital level to
enable trial participation



