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10t Anniversary of his death this year from GBM




My experience as a Clinician

.-‘ Chris O'Brien

O Working with patients and : <o L
their carers with GBM and O Searching for ways to
other brain cancers. address the unmet needs of

patients and carers

O Learning through clinic
practice: one part of the
complex puzzle of
understanding the
supportive care needs of
patients

0 Research opportunities in
the Clinical Supportive Care
space



Glioblastoma Multiforme (GBM)
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TREATMENTS Wmee
FOR RECURRENT

GBM

e
~12500
4

new cases of GBM tumors,
or other brain tumors that
may eventually transform into
GBM, may be diagnosed in the
United States each year.

Estimated 2076 new cases of CNS cancers/yr in Australia...1.3% of all cancers
Approx 1500 will die/year. Survival rate of GBM at 5 yrs is 4.6% ACRF 2017
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People with high grade Gliomas often have Symptom
Clusters... we need to address the whole person.

\ Nausea /

Cognitive Sleep
Impairment Disturbance

depression Fatigue

Anxiety Pain



|dentifying sources(of&% and reduced well-being

Person and




What is known and unknown about cancer-related cognitive impairment
(CRCI) in patients?

Tumour
Cancer Type Characteristics Treatment

N/

Cancer Related — Sleep

Age > Cugpitive
Intelligence —> LU <«——Anxiety

Education =——> _
Executive function, <€—Depression

' ﬂ . -
Genetics Memory, Attention, |<€—Fatigue

Menopause ——> Language,
Gender, Race ———> Processing Speed

Diminished Quality of Life
Daily activity
Social connectedness
Work/career goals
Education

British Journal of Haematology, Volume: 174, Issue: 6, Pages: 835-846, First published: 08 July 2016, DOI: (10.1111/bjh.14211)



Cancer related Cognitive impairment in
the CNS cancer population

Presentation of CRCI: Specific Cognitive complaints

Working memeory (bilateral prefrontal Executive function (bilateral
and p arietal regions)

Episodic memory (temporal lobes Processing speed (fromtal
and prefrontal cortex) ™= sub cortical netw ork)

"I have complete memory blocks"

Remotememory (fromtal

"My mind feels like jello,.."

Verbal memory (left
hemisphere)

"Some days I feel like a ditz"

Attention/Concentration

S—— " 1 "
. e — ; I cannot multi-task
(frontal subcortical netw ork) ) K&% _-" g

) Visual spatial ability (right "I lose my place and attention when trying to read"
Reaction time (frontal parietal and bilateral frontal
sub cortical network) lobes

Journal of Pain and Symptom Management 2011 41, 126-139DO0I: (10.1016/] jpainsymman.2010.04.021)
Meadows Up to date 2019




Sleep Disturbance in the brain cancer
population

- Sleep-wake disturbances occur in 15%—-20% of the general
population and 33%—-57% of those with solid tumors, including brain.

- Sleep disturbance can impact on fatigue and cognitive function

- Steriods ( eg:dexamethasone ) and other medications can impact on
sleep

- Multiple approaches to sleep disturbances in general cancer
population being evaluated

ref: Armstrong and Gilbert Neuro Oncol. 2012 Sep; 14
Jeon, Dhillon and Agar NeuroOncology Aug 2017


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3480250/

Exercise : the role In brain cancers

maintain function
improve function
improve fatigue
?7?cognitive impairment

Exercise & Lifestyle &
Nutrition







The Human Endocannabinoid System CRlecepiors Receptors are found

THC and CBN are known to “fit” like lock and key into are concentrated on cell surfaces
network of existing receptors . The Endocannabinoid in the brain and central
System exists to receive cannabinoids produced inside nervous system but also

the body called “Anadnamide” and “2- Arachidonyl- sparsely populates other
glycerol”. Stimulating the ECS with plant-based cannabi- parts of the human body.
noids restores balance and helps maintain symptoms.

Cannabidicl

CBD does not directly “fit" CB1
or CB2 receptors but has powerful
indirect effects still being studied.

Ly

Cannabinol

CB2 receptors are mostly
in the perepheral organs
especidlly cells associated
with the immune system.



Refractory
symptoms in
advanced
cancer patient

Cancer itself

eatment related
symptoms



!an cannagls Improve cancer re‘a!e! symp!oms In a!vance!

brain cancer?

Refractory
symptoms in
Advanced
Cancer
Patient




Can Cannabis control my cancer?

Cancer itself




A PHASE 2 RANDOMISED, DOUBLE BLIND CLINICAL
TRIAL ASSESSING THE TOLERABILITY OF Two

DIFFERENT RATIOS OF MEDICINAL CANNABIS IN
PATIENTS WITH GLIOBLASTOMA MULTIFORME

Investigators:
Lead Investigator: Dr Janet Schloss
Co Investigators: Justin Sinclair

A/Prof Judith Lacey
Prof David Sibbritt
Dr Amie Steel

Prof Charlie Teo

Study Centre: Centre for Minimally Invasive Neurosurgery, Prince of Wales
Private Hospital, Randwick

Funding Body:  FIT-Bioceuticals Pty Ltd

Protocol no: ACTRN12617001287325
POW HREC: 18/028
UTS HREC: ETH 18-2761
Endeavour HREC: 20180821
NICM 3% UTSARCCIM & o
Hesitly Recharch instute CRITICAL METHODS, TRANSLATIONAL RESEARCH “ Bloceutféals

ENDEAVOLR



Where are we up to in the medical Fraternity?
The example of palliative care

Journal of Cachexia, Sarcopenia and Muscle gv/SCWD

In Association with the Society on Sarcopenia, Cachexia and Wasting Disarders

Open Access

Review (3 OpenAccess (@ (@ &
Systematic review and meta-analysis of cannabinoids in
palliative medicine

Martin Micke &, Megan Weier, Christopher Carter, Jan Copeland, Louisa Degenhardt, Henning Cuhls,
Lukas Radbruch, Winfried Hauser, Rupert Conrad

First published: 05 February 2018 | https://doi.org/10.1002/jcsm.12273 | Cited by: 13

Types of outcome measures

The study ocutcomes are summarized in the following section and in Table 1:

i.Esponder (pain reduction =230%27), body weight, appetite, caloric intake, and
nausea/vomiting (primary endpoints); sleeping dysfunction, fatigue, mood disorders,
and health-related quality of life (secondary endpoints) at the end of each medication
phase.

ii. Tolerability: Number of patients, who discontinued the study because of adverse
events; dizziness, mental health symptoms, and cognitive dysfunction.

iii. mber of serious adverse; deaths during medication.



To investigate the tolerability of two different ratios of an oral
administration of medicinal cannabis oil in GBM patients by
specific quality of life questionnaires.

To compare the effectiveness of 1:1 CBD:THC to a 1:4 CBD:THC oll
on progressive free survival in conjunction with standard
treatment of GBM

Evaluate the absorption of sublingual/oral administration of
medicinal cannabis oll

Evaluate the safety of oral administration of medicinal cannabis
oil for GBM patients ( freatment related toxicity NCT CTC v4.0)

Investigating a dosage range for oral administration of medicinal
cannabis oil for this patient population for each ratio (1:1; 1:4).

Evaluate the impact of MC on Quality of life and symptoms of
patients

Evaluating the cost effectiveness of using medicinal cannabis
with standard treatment.



Medicinal Cannabis and GBM: Protocol

ENDEAVOLR

Group 1: Standard tfreatment plus CBD:THC (1:1) (6mg/mL:6mg/mlL)
Group 2: Standard tfreatment plus CBD:THC (1:4) (3mg/mL:12mg/mlL)

Dose: Based on Individual titration , the MC to be titrated up or down
depending on ADL’s. Monitored by Research nurse and team.

Baseline and 12 MR
Weeks

Week 0, 4, 8, 12 Pathology Bloods, Blood THC/CBD
and metabolite testing via Mass
Spec, FACT-Br, case study
questions, clinical review

Week 16, 36, 60 Telehealth follow up (after checking
and 120 death registry)

Wa Chris O'Bri
UTSARCCIM <7 fianaces 2
. Lifehouse .
CRITICAL METHODS, TRANSLATIONAL RESEARCH e Health Research Institute



&V Chris 0'Brien
Medicinal Cannabis and GBM Trial & Lifehouse

Recruitment started end of Mowvember 2018 — this is current as of February 21, 2019

Scresning

Azsessed for Eligibiliny

(n=ga1a ]
Excluded [n= 556 )
= Did mot meest inclusion criteria
[ Enrclment ] (=547}
" = Declinad to participate (n=3 )
| & Couldnt travel {n=6)
= Died before starting trial (n=3]
I Enrolled (n= 72)
i T Waiting list: m=1T77
S Aim N Recruited (n=25)
L
a * 3
Allocated to Arm A (n= 34 ] Tz
M=1 terminal bEfureI;ettin [ All ] Allocated to Arm B (0 =37 )
= £ M=1 violated ethics
the MIC
=35
MN=33Z
k. - Sy l
Mumber completed (n=25%_] I shiER sl I Number completed (n=23 )
Lost ta follow-up _(n=0] Lost to follow-up _{n=0)
Discontinued [ n=0) Discontinuwed [ n==0]
Died/terminal (n=2] Died/terminal (n=2
| |
- -
Mumber completed (n= 11} l 2 week Follow-up J Mumber completed (n= 14}
Lost to follow-up _(n=0] Lozt to follow-up [(n=0]
Discontinued [ n=0) Discontimuwed [ n=10)
Died/terminal_[n=1 ) Cied/terminal_[n= 2 ]
‘l‘ i T J.
Mumber completed [(n=_] l 12 week Follow-up ] Mumber completed [(n=_]
Lost to follow-up _{n= | Lost to follow-up_(n= ]
Discontinued [ o= Discontinued [ n= } ENDEAVOUR
Died_{n= } Died_{n= }

o UTS:ARCCIM

Total number for Analys=is: CRITICAL METHODS, TRANSLATIONAL RESEARCH

Arm A in= )
Arm B in= )

Retrospective

Mumber of Intervention Historically Matched Control
Sroup

[n= ] R e o {I‘I = :I ‘
$% BioCeuticals
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