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Background g:0'0

* Early phase clinical trials (EPCTs) have driven revolution in precision oncology,
providing patients access to biomarker-informed therapies with higher
efficacy/tolerability

* Matching the right patient to the right trial at the right time challenging
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NECTA: Patient-centric Phase 1 referral network
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Focus Areas of NECTA

Identified need for patients to access
most suitable trials across NSW

Benefits from a more coordinated and
efficient way of interacting with industry
and government

Critical to build linkages between
clinicians at forefront of complex,
evolving trials

Improve access to early phase clinical
trials for patients

Foster the number of quality early
phase clinical trials across NSW

Support clinicians in research
practice while building knowledge
and expertise




PANNA-COTA (Practical Assessment of NECTA Network Assistance in

Cancer Outpatient Trials Access) Rationale

GUARDANT360 -

ctDNA Assay Benefits: Referral Network Benefits:
Biopsy not feasible, blood non-invasive e Accurate trial availability information ‘

Archival tumor sequencing irrelevant * Expert early phase trial investigators
(tumor evolution following Rx) providing trial recommendations
Rapid turnaround ~7 days!
Telehealth/Teletrial compatible

1. Nakamura et al, Nature
Medicine, 2020

Figure originally published in Clin Cancer Res; Published OnlineFirst May 10, 2018.



Guardant360: Tumor-agnostic Liquid biopsy assay

GUARDANT 360

ctDNA DETECTION RATE BY CANCER TYPE WITH THE GUARDANT360 ASSAY!
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PANNA-COTA Aims and Objectives

AIM: To understand the efficiency by which patients with advanced cancer access early phase trials in NSW
through the NECTA network, and determine the benefits of liquid biopsy profiling using Guardant360 assay.

Feasibility of implementing liquid biopsy into Phase 1 trial enrolment decisions across
NECTA

Impact of information from G360 on oncologists’ and patients’ confidence in making Phase
Objectives 1 recommendations

Impact of information from G360 on changing oncologists’ recommendation

Determine time to Phase 1 enrolment




PANNA-COTA Schema (ACTRN12623000108617)

Cohort 1 Eligibility Criteria:

___________________________________________________________________________________________________________________

Patient

Informed ctDNA assay
consent and performed for information and
referral of patients meeting » results reviewed
patient to eligibility criteria by NECTA
NECTA Tumour Board

* Tumour types: NSCLC,
GOJ/Gastric, biliary, ovarian,

Follow up of trial
Recommendation recommendation

to NECTA clinical to determine if

breast, endometrial, CRPC,

trial and further enrolled or other
salivary gland, CUP

_ screening pathway
Prior Sequencing >6mo ago, e

intervening treatment
* Meets Phase 1 trial criteria

Recruitment goal: 100 patients, 10 across each NECTA site



PANNA-COTA interim results

Number of ctDNA Patients Enrolled
by Phase 1 Unit

14
Median Gender 12
Age (% M) 10
(range) 3
Cohort 1 (ctDNA) 36 63 (38-79) 15/36 (42%) 6
Cohort 2 (non 10 67 (54-81) 5/10 (50%) 3 I
ctDNA) . —

Scientia Liverpool Macquarie Border
Vmcents Clinical Hospital University Oncology
Hospital Research

Westmead Hospital, Blacktown Hospital, Chris O’Brien
Lifehouse activated, due to start recruitment. Wollongong
Hospital activation pending RGO submission



Baseline Demographics

Number of Patients by Tumour Type Participant Background Profile
Cholangiocarcinoma, 1 Unknown Origin, 1
\ _—
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ctDNA Findings

 Median turn-around time 8 days (range 5-22)
* Total of 110 alterations (including 33 VUS), in 29/35 patients

Type of Alteration Type of Therapy

m FDA approved therapy
m CNV / m Negative predictive
m Indel biomarker

m SNV m No existing therapy

Therapy in different
indication




ctDNA Findings

NECTA MDT led to
trial/therapy
ctDNA Variant Found recommendation (even if
no actionable ctDNA

ctDNA result
influenced
trial/treatment
recommendation

Recommendation given
for targeted trial based
on ctDNA result

result)
N (%) of patients 30/35 (86%) 31/35 (89%) 21/35 (60%) 13/35 (37%)
| (Implemented in routine practice) 6 EGFR mut NSCLC, ERBB2 amplification (gastric), PIK3CA
mut (breast)
Il (investigational targets likely to 0
define a population that benefits)
Il (clinical benefit already confirmed 4 IDH2 mut (IDH1/2i), BRAF amplification (RAFi), PI3KCA
in other tumor types, similar targets) mut (mTOR/PI3Ki)
IV (preclinical actionability evidence) 9 KRAS G12V/D (RASi), TP53 mut (ATRi)
V (combination therapies) 0

X (no data) 3 BRCA2 VUS, ATA3m, HNF1Am



Outcome from PANNA-COTA Enrolment

Oncologists' change in confidence in making Phase 1
recommendation following NECTA MDT/ctDNA Result

% who derived
clinical benefit Examples
(CR/PR/SD)

On clinical trial
at Follow Up

« HER2 ADC (3)

Claudin 18.2 ADC

N (%) of enrolled ACAST (seveterinol/taxol)
patients « MTX/TROP2 CAR-Like

7(37%)  6/19(5PR, 1SD).




PANNACOTA Study — Patient Case A EG T0

Summary of Detected Somatic Alterations, Immunotherapy Biomarkers & Associated Treatment Options

65F enrolled by St

Key @ Approved in indication Approved in other indication (%) Lack of response

Vincent’s Hospital . +10d th (DNA ggtect:; :I;eratiun{s}.-‘ t'A.'ssoci‘aied FDA-approved Clinical trial availability :'n cr:?ﬁm or
. . . ayS en c ioma S| erapies (see paga 3) plification
Diagnosis: metastatic result released: B — rasrora, cxomeste v o
ER+ HERZ'IOW bl'eaSt \ / ESR]_ PIKSCA Letrozole
Cancer ECOG 1. 3+ ||neS Consent PTEN |1:GFR1 l‘(,IT PIK3CA E545K ompelisibi-fl.llveslmnt Yes 0.2%
prior therapy including ' s
XL092. Nil prior igﬁetggg: alterations PTEN K327* None Yes 41%
olecular screening FGFRT N546K None ves o.7%
Pé\gl_IlEIAA- KIT Y5680 None Yes 0.3%

Variants of Uncertain Clinical Significance
EGFR T250M (0.2%)
The functional consequences and/or clinical significance of alterations are unknown. Relevance of therapies targeting these alterations is uncertain.

Clinical performance
status deterioration,
after receiving SOC
fulvestrant (7t line),
RIP 2 wks ago

Returned to Lifehouse
for SOC chemotherapy,
subsesquently enrolled
to HER2 ADC at
Macquarie University
with partial response.

Oncologist reported high
confidence in providing
trial options to patient
compared with
undecided prior to
CctDNA results




Importance of patient centric trial recommendations
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36 20(57%) 28 (80%)
Patients Haye targetable  Have patient-

undergo  mytation centric
testing recommendation

Tannock, Hickman Ann Oncol 2019
(ProfiLER Trial editorial)

PANNA-COTA interim results
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PANNA-COTA Conclusions and Next Steps

1. High rate of ctDNA detectability in advanced cancer patients seeking
early phase trials

2. ctDNA and centralized NECTA tumour board is feasible and improves
oncologist confidence with trial enrolment

3. Ongoing work to complete enrolment, examine impact on time to trial,
participant perceptions and telehealth utilization in PANNA-COTA

g:Qg'0

Thank You
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