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Pilot Program

* Nov 2023 pilot program

e Early Phase Trials
— Application in redcap
— Onsite visit
* Response from OHMR August 2024
— Address all items that did not meet the criteria.

e Submission addressing outstanding items & site visit —
March 2025

* Response to 4 minor findings- 16 April 2025
e Received recognition 13 May 2025


Presenter Notes
Presentation Notes
Pilot was EPCT focused, this then changed to ALL clinical trials by 2025. 


Bac groun

* NCTGF working party — Oct 2022

— Involvement of Quality Manager of CMN
— Set up hospital wide SOP’s (previously unit based only)
— Trial Unit awareness of Hospital Wide Policies

 Well established in Phase 1b, 2 & 3 clinical Trials
o Started FIH in lower risk FIH trials in 2022



Presenter Notes
Presentation Notes
We were moving more into FIH space and needed to improve our processes


There were no major or critical findings identified

during the Quality Recognition Scheme review that
may impact on the safety of patients.

The site has been determined as working towards
meeting Criteria 1 to 5 of the EPCT QRS standards.




* Opportunities for process improvement and
documentation practice were found in the
following areas:

— Leadership succession planning
— Quality issue management and CAPA follow-up

— Clinical trial specific risk management planning during
feasibility and ongoing through the trial life cycle

— EPCT PI training requirements and resource
management practice

— Emergency training mock scenarios and testing
TS


Presenter Notes
Presentation Notes
This gave us a focus for where we needed more work, 
also highlighted we do many things that are not documented.
We set up 5 working parties- with each party focusing on one criteria
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Team Approach- BIG THANK YOU

Dr James Lynam
Kerrie Cornall

Kim Adler

Dr Janine Lombard

Casey Hutchinson
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Dr Ralph Gourlay (DMS), Dr
James Lynam & Dr Janine
Lombard

Kirrilee Askew, Emily Munn,
Dr Faisal Hayat & Saba
Kugashiya

Catherine Johnson & Dr
Girish Mallesara

Dr Tin Quah & Dr Matthew
George

Gail Walker, Dr Lucy Corke &
Marc Hodgson


Presenter Notes
Presentation Notes
Many others also gave input
Minor terminology changes from pilot to current QRS 
(  ) pilot terminology 
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What did we develop in response to the
assessment - RISK

* Risk management assessment process for all EPCT

* Updated new protocol review checklist to include
a detailed safety section for FIH trials

* Developed Phase 1/ FIH SOP

* Developed a Mentorship program for NEW EPCT
staff



Presenter Notes
Presentation Notes
Risk- initial assessment performed by PI as part of agreeing to study and submitted as part of RGO sub. Ongoing review when any changes made to trial or any safety issues, submitted as part of SSA sub
Already had a Checklist that we completed for all new trial reviews- developed FIH version completed by PI
Phase 1 SOP- document processes we already do plus new processes (special thanks to Lisa Paksec for her work on this)
Feasibility 
Principal Investigator (PI) responsibilities 
Research Team 
Unit Requirements 
Study Visits 
Resourcing 
Mentorship- this occurred but was not documented or formalised, Junior staff have a nominated mentor- i.e PI new to EPCT has a nominated mentor “go to” person ( has already been invaluable as Bellberry HREC questioned experience of new PI as never PI on FIH trial- we provided our Phase 1 SOP that includes the mentor program and they were happy with process




o ARl 8

What did we develop in response to the
pilot assessment - COMMUNICATION

* GP Letter for all participants on EPCT
* Emergency & ICU notification process
* Handover pack for Ward and DTC for all EPCT

— Study summary

— Potential risks

— |IP mode of action and administration
— Administration equipment required

— Blood sampling requirements
i


Presenter Notes
Presentation Notes
GP letter- Previously was adhoc process very sponsor dependent , now formalised template that explains study- what to watch for and contact details
Emergency - template email set up with consultation with Emergency/ ICU/ MET team- sent by PI on dosing days

Handover Pack- Primary CTC & Pharmacy develop for each study. It is  based on PMCC template- very helpful as many FIH studies have microdosing and use different pumps- syringe drivers
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T Mo g Administration
() Calvary o 0
asmarch, Dose Refer to ARIA
Mater Newcastle et e Administration | Micro- dosing.
Guidelines The administration line needs a pre saturation process.
MOR Clinical Trial Handover Pharmacy will provide a pre primed line attached with the IV line with dosing syringe.
1. The IP dosing syringe can be loaded into the pump, then the administration line can
General Overview then be attached to the patient’s cannula. Refer to the Braun Perfusor Space Syringe
Protocol Title/Number driver cheat sheet for how to program the syringe driver.
2. Select BD Plastipak syringe on pump - pump should display correct syringe size
3. The pump can be programmed to prime the dead space in the cannula over 2
minutes:
RGO Number 2024/STE - 22G Blue cannula: Rate 2.1mL/hr over 2 minutes
Sponsor - 20G Pink Cannula: Rate 2.3mL/hr over 2 minutes

Principal Investigator (PI) Howard Chan SD: —__ - 206G Pink Cannula (1.88in Long U/S Cannula): Rate 2.5mL/hr over 2 minutes

MOR Trials Team Team1 | 4. Once the priming of the cannula has taken place the infusion pump will be

Primary Coordinator(s) Kerrie Cornall Mob: -: — programmed with the volume to be infused (VTBI), and time frame this will then

Back up PI Dr Faisal Hayat SD - automatically calculate the rate. Manually calculate rate to confirm.

5. When the infusion is completed (DON'T FLUSH THE LINE OR CANNULA]. The syringe
and infusion line is disconnected from the drug cannula and the drug cannula is removed

without flushing. This is to prevent a bolus dose of the trial drug that remains in the

. To assess the safety and tolerability profile and determine the RP2D cf- administered as cannula.
monotherapy (Phase 1a) Please see picture below for saturation syringe set up.
. To assess the safety and tolerability profile and determine the RP2D cf- administered as a — :
combination therapy with a CPIl (Phase 1b)

. To assess the PK profile cf_ as monotherapy (Phase 1a) and as a combination therapy with a CP1
(Phase 1b)

. To assess the immunogenicity of- as monotherapy (Phase 1a) and as a combination therapy with a

Study Phase: Phase 1 First in Human

Mode of action of investigational agent Administration

is a novel synthetic, pegylated tolk-like receptor (TLR) 2/6 agonist being developed by-
Lhereafter, the Sponsor) for the treatment of solid tumors- is a potent and
selective activator of the TLR2/6 receptor heterodimer complex, expressed across macrophages, dendritic
cells, granulocytes, and subsets of natural killer cells and T-cells. -fum:tions through a multicellular
mechanism, including activation of the pro-inflammatory response, reduction in immunosuppressive
macrophages at the tumor site, activation of dendritic cells, and release of chemokines to facilitate T-cell
recruitment.
Itis believed that -will elicit the innate immune system in a clinical setting in a similar fashion seen in
nonclinical studies. Potential Risks Associated with-are as below:

¢ Joint inflammation
* Cytokine-associated symptoms (flu-like symptoms, fever, tachycardia, etc) or cytokine release

syndrome) Infusion Line Tuta mirco extension tube (will come pre primed from pharmacy)
+ Hypotension Filter Pall filter (will come pre primed from pharmacy )
+ Injection site reactions (localized redness, swelling, itching, and tendemess)
Pump BBraun perfusor space syringe pump ( trials will supply pump)

e Immune-related adverse events (irAEs)
+ Embryofetal toxicities Syringe BD Plastipak (will come with correct dose from pharmacy)

Cannula 22g gauge blue, 20g gauge pink or 20g gauge U/S long pink




M edical
o ncology

R esearch

b bk Adadan

Trial Blood Samples Special instruction

Observations and manitoring special instruction

Sample type

Blood

Blood tubes will be supplied for required time-points.

Collect from arm opposite to the Infusion.
Invert tube after collection.

Call Primary coordinator to collect bloods to take to Medical Oncology lab for
processing

Part A—Cycle 1 Day 1
* Pre-dose
* 15 minutes post End of infusion (EOI) +/- 5 minutes
* 30 minutes post EOl +/- 5 minutes
e 1 hour post EOl +/- 15 minutes
* 2 hour post EOI +/- 15 minutes
e 4 hour post EQI +/- 15 minutes
* 6 hour post EQl +/- 30 minutes
* 8 hour post EOI +/- 30 minutes

Part B—Cycle 1 Day 1
* Pre-dose
e 15 minutes post End of infusion (EOI) +/- 5 minutes
« 30 minutes post EQI +/- 5 minutes
e 1 hour post EQl +/- 15 minutes
* 2 hour post EOl +/- 15 minutes
e 4 hour post EOl +/- 15 minutes
* 6 hour post EOl +/- 30 minutes

Observations:

« Vital signs include systolic and diastolic blood pressure, respiratory rate, pulse rate, and body
temperature (tympanic). At least 5 minutes of rest in either the sitting, semi supine or supine
position in a quiet setting

# For all cycles, on Day 1, vital signs measurements will be performed:
o Within 30 minutes before infusion, then every 15 min (+/- 5 min) until the EOI, and
then at 30 minutes (+/- 10 min), 1 h (+/- 10 min), and 2 h (+/- 10 min) after EOI.
o In addition, vital signs will be performed at 4 h (+/- 10 min) and 6 h (+/- 10 min) after
EOl on Cycle 1 Day 1.
o On other specified days, a single assessment will be performed.
ECGs:

For all cycles, on Day 1, ECG assessments will be performed within 60 minutes prior to dosing and again at
4 h (+/- 15 min) after EOL. At EOT/ET visit, a single assessment will be performed.

Single 12-lead ECGs will be obtained using an ECG machine. The 12-lead ECGs will be performed after the
subject has rested in a supine position for at least 5 minutes. Wherever possible, ECG measurements must
be taken using the same body position at subsequent visits and consistent methods between subjects. The
ECGs may be repeated at the discretion of the Investigator to confirm errant readings.

LOCAL ECG MACHINE TO BE USED

Potential risks:

s Firstin Human study high level of monitoring

» Overdose from incorrect administration of drug — please seek guidance from Study
team if unsure.

Infusion Reaction: see ARIA for Treatment management: Protocol guidelines: Yes —
Located in patient handover folder.

Cytokine release syndrome protocol specific guidelines: Protocol guidelines: Yes — Located
in patient handover folder

If you suspect CRS in this patient, immediately contact:

Dr Howard CHAN:_
If unavailable contact: Dr Faisal HAYAT:__
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What did we develop in response to the
pilot assessment — Ongoing Quality Audit
Program

 Developed an Internal Quality Audit Program™
— Target High risk studies
1. Phase 1/ FIH
2. Investigator Initiated
3. Unmonitored studies

* Adopted from A-CTEC Internal Audit Toolkit developed by Parkville Cancer Clinical Trials Unit
(PCCTU) - V1 10 Dec 2024.


Presenter Notes
Presentation Notes

Quality Audit Program- Adopted from A-CTEC Internal Audit Toolkit developed by Parkville Cancer Clinical Trials Unit (PCCTU) - V1 10 Dec 2024. 
Started with Team leaders , now teaching all CTC to perform audits and complete CAPAs. 
Have completed 7/18 planned for this  year. 
This has resulted in us introducing weekly 15 minutes refreshers on findings from CAPA
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Robust reporting to Executive:

* Clearer reporting lines to executive

— Incorporated Risk assessment and EPCT New protocol
review checklists into SSA submission process

— Submit CAPA from internal audits

— Notify RGO / Executive of all onsite audits- i.e sponsor
audits & submit CAPA from the audit.


Presenter Notes
Presentation Notes
Reporting to executive
Risk plan and New prot review checklists submitted with SSA to RGO
Audit CAPAs submitted to RGO



Key take home messages

* QRS is a big time commitment but worth it.
 Team approach essential

* |nvolve your quality manager and executive early
In process

* There are lots of tools out there so look first


Presenter Notes
Presentation Notes
Do not reinvent the wheel
Everyone we contacted were happy to share resources and knowledge
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PART 2: BROADER ASSESSIVIENT OF HAZARDS AND RISKS INVOLVED IN THE TRIAL
2. HAZARDS AND RISKS OF THE INTERVENTION (IMP) AND STUDY PROCEDURES

Hazard
‘Concerns identified LIKELIHOOD of Hazard SEVERITY |RISK How will these risks be managed? Monitoring strategies
(Occurrence
Pmul-de de-lalls Of_ eyl 1Rare 1Insignificant Low (1-8) Address all concerns identified Discuss the impact on trial di itoring and safety itori qui
considerations { risk concerns
Hazard 1D |Hazard 2 Unlikely 2 Minor Medium [9-12)
3 Possible 3 Moderate High [15-25)
4 Likely 4 Serious

5 Almost certain |5 Catastrophic

2.1 HAZARDS AND RISKS — PARTICIPANT

For example: Build into the protocol Example text — customise for your trial:

Include in this category (for exam

IMP risks . . i

cipants being entered and exposed to the IMP).
ipont monitoring of <insert> (e.g. additional blood glucose .
monitoring for o product with hyperglycoemia as a hozard). partici

s with «  Exclusion of those taking medications with a known interaction to the IMP or

‘permitted medi other agents used in the trial.

»  Dose adjustment or stopping rules 50,
« Exclusion of women of child-bearing potential [WOCBP). Or, if included, build in

fety monitoring
ty monitoring

(i) requirement for contraception plus (i) pregnancy testing before, during and after

* Precautions and impact on (e.g. for XX halj
eligibiiity participant or partner) until post-birth or otherwise (iLe. spontaneous termination) to

ves after last dose) and (iii) follow up of any pregnancy (in ® independent data and safety monitoring w

ical Monitor ora Data Sa

y <insert> (e.g. an

allow information on the status of the mother and child to be reported to the

sponsor pregnancy.

Expected hazards

nistration risks
related to study

IMP ad|

intervention (i.e.
2 Investigational
Medicinal Product
[IMP]) and /or its

administration. Other known or anticipated safety

ment Interception

issues
Example text — customise

IMP & administration risks:

causing harr

where applicable>




l Iedical
On-::calchgn.r

I aesearch

at the Mater

2.1 HAZARDS AND RISKS — PARTICIPANT

Risk Rating

1 Expected hazards-Low Risk, related to Investigational Medicinal Product [IMP] [Toxicities) High - Add Controls
Fd Expected hazards-Moderate Risk, related to Investigational Medicinal Product [IMP] [Toxicities) |Medium - Add Controls
3 Expected hazards-High Risk, related to Investigational Medicinal Product [IMP] [Toxicities) Medium - Add Controls
4 Expected hazards related to administration of IMP.
5 Hazards related to study procedures/ investigations
6 Mon-compliance with consent process
7 Serious breach of protocol, ethical requirements, confidentiality
8 Hazards to participant well-being
3 Hazards arising from complexity of study procedures
2.2 HAZARDS AND RISKS — TRIAL DESIGN, SYSTEMS, PERSONNEL & FACILITIES Risk Rating
10 Inadequate Funding
11 Recruitment target not met
12 Outcomes not collected
13 Protocol violation
14 Data and samples
15 Staff and skills
1& Team cohesion
17 Contracts and indemnity
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32

Total Risk: High

2.1 HAZARDS AND RISKS — PARTICIPANT|

Total Risk: Very High

2.2 HAZARDS AND RISKS — TRIAL DESIGN, SYSTEMS, PERSONMEL & FACILITIES

Total Risk: High

Total Risk: Very High

(=1 [=]

Total Risk: High

Grand Total Overall Risk

Total Risk: Very High
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