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Pancreatic Cancer: 2" Highest Cause of Cancer Mortality Soon

Lung and bronchus

Projected cancer deaths (Thousands)
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Pancreatic Cancer

3" cause of cancer death (2" within a decade)

7% alive at 5 years

Average survival ¥6 months

90% die within a year
e Surgery only cure (~30-35% 5-yr)
* Mortality not significantly changed for 50 years

* Majority metastatic — needs chemotherapy and targeted therapy.
However therapeutic development has been challenging

* Treatments do work — significant responses in undefined
subgroups
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Cancer is complex & Heterogeneous
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Transforming

research and treatment

approaches

for Pancreatic Cancer
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Patient-derived xenografts (PDX)

DISCOVERY

Well-annotated, deeply molecularly characterised
patient cohorts to define:

. . Novel Pathophysiology;
B'°SPEC|m?nS= Therapeutic Targets; Clinical Features; Actionable
Tumourtissue  Segments; Biomarker Discovery; Resistance Mecha-
Blood nisms; Clonal Evolution; Predisposition;
Next Generation Molegq lgr]:aan\ me

el BB Enabling Data Access and Analysis

Organoids for Researchers from all backgrounds Prioritised
Patient-derived cell lines (PDCL) - gl T [ Strategies
CLINICAL PRE-CLINICAL
DEVELOPMENT DEVELOPMENT
Next-Generation Model Systems
“Find the Trial for the Patient” 4 BiologyiancMechanism

Novel Targets
Therapeutic Testing
Biomarker Development

from a suite of clinical trials g

“Master Protocol” for Clinical Testing of
Molecular Driven Therapeutic Selection

and Biomarker Discovery/Development A platform for capturing, assembling,

combining, analysing and visualising data

Pre-clinical Platform
of Evidence

Pls: Andrew Biankin
David Chang
Owen Sansom

™A lerati
£a% Accoertns Jeff Evans
<> Genomic Oncology Juan Valle

International Cancei- Genome Consortium



PRECISION-Panc Delivery of Molecularly Phenotyped Trial Participants
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PRECISION-Panc Molecular Phenotypes all candidate targets
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Pancreatic Cancer
“Actionable Genome”
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PDGFR mutant (1%)
Dovitinib

BRAF mutant (1%)
* Vemurafenib

ROS1 mutant (1%)
| *RxDX-101

\

KIT mutant (1%1]

p B
JAK1-dependent or " [.
) .

a DDR defective (24%)
BRCA1, BRCA2 or PALB2

Dovitinib mutations, unstable
JAK2-dependent (2% . ¢ genome and BRCA
® Ruxolitinib \\‘ Lt mutational signature
. \ ‘ .
\ . N » Platinum
i - o « PARPi
mgOR Tutant (2%) ' detectable \ ~/
* Everolimus \
. /55584 ' target
» [Y3023414
p
ERBB2 amplified (?%)
® Herceptin
\0 HKI-272 AKT-dependent (9%}
» AZD5363

NOTCH-dependent (3%}
= LY3039478

MET-dependent (3%)
« LY2875358 # Crizotinib
* INC280

MYC-dependent (4%)
s (GSK525762

|

KRAS WT (7%)
k' EGFRI

RNF43 mutant (7%)
» LGK974
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PI3K-dependent (6%)
¢ BYL719 e« BKM120

* LY3023414
* V55584 = GDC-0032 = CLR457

FGFR-dependent (6%)
» Dovitinib

» Larotrectinib

» CH5183284

[NTRK-dependent (6%)} » BCJ398

Collisson et al, Nat Rev Gastroenterol Hepato 2019



What about immunotherapy?

Gupta et al, Trends in Cancer 2022

Approaches for cancer immunotherapy

f . - A
Cell-based therapies Other
immunotherapies
CAR-T cell Cancer vaccines
Antibody-drug
CRISPR conjugate
engineered
T cell
Bispecific
antibody
CAR-NK cell o9
@ ® Q
® o, @ ¢ Cytokines
® o
g J \ Y
N
Immune checkpoint blockade therapy

Mimorcel Dendritic Naive Activated  Immune  Tumor cell

Macrophage dedth cells T cells T cell attack death

SIRPa CD47
9/’ PD-L1 v
Anti-CD47 L hnti-PD-U
antibody W¢Z Anti-cTLA4 Anti-PD-1 antibody

antibody

antibody

Trends in Cancer



Pancreatic cancer: heterogeneous, immune evasive, tumour microenvironment

Pan-stroma
Juxta-tumoural stroma
Cancer

== Peri-neural invasion

Adj/norm (n = 3 patients) PDA (n = 16 patients)
Total cells: 8,541 Total cells: 46.244

CD8" T cells
-

Endothelial cells

'

:,;'.\ = ; = Bcells
. } 4 & ~
@;‘Acmar cells Granulocytes
¥l
. % ¥l o7
Fibroblasls k"' Plasma cells
&2 3

] Endocrine cells

™ Dendritic cells

UMAP2

-
Epithelial cells

Pericytes
UMAP1 Carstens et al, Nature Comm 2017

® CD8' Tcells ® Macrophages ® T, cells ® Dendritic cells ® Epithelial cells ® B cells ® Endothelial cells » Pericytes
® CD4' Tcells ® Granulocytes @ NK cells * Mast cells ® Acinarcells @ Plasmacells ® Endocrine cells e Fibroblasts Steele et al, Nature Cancer 2020
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The Master Protocol: the central R O FANZNA
engine...
Confirmed or Suspected
Screening
l Biopsy
Molecular Profiling
————————— >[ Master Protocol ’ Follow up.....
| I
v =& SOC

PRIMUS XXX PRIMUS YYY PRIMUS 777

Lots of opportunities for complimentary, non-competing trials
Therapeutic and biomarker development
A platform for all to use
Pharma & industry buy ins

validation/development....
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Precision-Panc PRIMUS Trials Overview / Opportunities

(BL) Resectable Metastatic
Maintenance

omplets PRIMUS.001  PRIAS003

e PRIMUS-006  PRIMUS-004
open
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Precision-Panc Clinical Trials ,:;':gg&%%& PRECISION
e PRIMUS-001: 1St line metastatic (FOLFOX'A Vs AG) Cls: Graham & Chang
= Adaptive randomised Phase II/Ill, up to 460 patients, |
ongoing k'll B”StOI Myel’S SCIL”bbW
= HRD biomarker
| (@el%e;:i .
 PRIMUS-002: neoadjuvant (FOLFOX-A & AG) Cls: Grose & Chang STEEERE Wi
= Phase Il, up to 250 patients, stopped recruiting
= HRD biomarker
* PRIMUS-003: 2" line metastatic (CXCR2 + PDL-1) Ol Evans AstraZenecs

= Phase Ib, 20 patients, completed
= Immune & Tumor microenvironment

PRIMUS-004: 2" line metastatic umbrella Cls: Chang & Froeling

= Appendix 1: Olaparib and AZD6738 - suspended @ SIERRA
= Appendix 2: SRA515 (BRD4) + Olaparib ONCOLOGY

- up to 80 patients, starts Q3 2022

AstraZeneca
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* PRIMUS-005 / STARPAC-2: I_.APC (AG Vs AG + ATRA) Cl: Kocher L'"' Bristol Myers Squibb®
= Phase Il, up to 180 patients

= Opened April 2022 (@e‘%%f:i .

= Candidate Biomarkers: FABP5, CRABP2, PTX3

* PRIMUS-006: 1° line metastatic (GEM + Pembro + IMM-101) ’:’ MSD

= Phase Il signal seeking, 80 patients
Cls: Chang & Evans
@odulon

= Endorsed by CRUK, contract negotiations ongoing
= PS 1(-); PS 2 patients no longer eligible

e PRIMUS-007: 2" line metastatic (RXC004, porcupine inhibitor)  CI: Valle Redx
= RNF43 mutant tumours, ongoing e Traneeedene
= Contract negotiations with GPOL ongoin
; ; ; Cl: Corrie National Instit%
e PRIMUS-008 / PemOla: metastatic (Pembro + Olaparib) Health Research
= Phase Il signal seeking in TMB 2 4 mut/mb ’ MSD
m Starts Q3 2022 INVENTING FOR LIFE

Investigators from all around the UK



Precision-Panc Study Flow diagram 10 August 2022

82% of patients screened go on to be registered
57% of patients registered go into a PRIMUS study

(%) 562 Entered
100

Reasons not

50

registered (97)

20 not PDAC

18 patient declined
PRIMUS study

\4 patients awaiting registration

461
Registered

Reasons not rand

: ‘ (188)
L-jpatientsingtii 9 patients awaiting randomisation
9 died
6 CoVID Unavoidable Reasons for Declining PRIMUS-001 (N = 56)

5 insufficient biopsy

5 declined

* 56

dec461/562*100lined
trial

264 on study

15 x wanted Standard of Care treatment

registration . 5COV:D ble (001) Study

* 23ineligible (001
S 19 MG - 12ineligible (002) 10 x wanted to start chemotherapy
disease _ _ * Primus-001 (231) immediately
4 Not able to refer l?“:;“i':;::::f:tbfﬁ * Primus-002 (31) e 7 d tot I
0,001 it e - PRIMUS 005 (2) X due 10 trave
2 patients declining randomisation 6 x declined all treatment
all treatment e 12 patients did not .

have measurable 6 x declined (reason unknown)
2 Patients withdrew metastatic disease
consent 4 x chose FOLFIRINOX (2 due to BRCA
1 patient surgery carrier/family history & 2 due to patient
(002) .
. choice)
1 concomitant ) )
myeloma 3x did not want one of regimens
3x too worried about trial side effects
0 1x felt too unwell to take part

1x withdrew consent for PPanc



Sequencing Reports

* Molecular reports released ad hoc
* Q4 2022 real time reporting

266 reports sent back to sites

55 patient letters sent back to site (where
seqguencing result not possible)

* 16 reports awaiting confirmation of updated
consent

[ Regular Molecular MDT every ~4-6 weeks

[ Multiomic profiling meeting ~2x / year

.:':.'

Patient ID:
Tumour type:

}.‘ CANCER PR ClSION Sample source:

=
RESEARCH AN O(TW Sample type:

g UK Sample date:
Test requester:

This sample harbours mutations in KRAS and TP53.
There is deletion of TGFBR2 and disruption of BRCA1.
There is amplification of NTRK3.

Estimated tumour cellularity is 40%.

Tumour mutational burden is in the lower mid quartile.

Somatic driver mutations

GENE Variant VAF/CNV STATE
BRCA1 Disruptive SV Intron 14 breakpoint
KRAS Gly12Asp 20%

NTRK3 Amplification 9 copies
TGFBR2 Deletion Homozygous
TP53 lle162Phe 45%

Pathogenic germline mutations

No pathogenic or likely pathogenic germline variants detected

Genome-wide copy number profile

! L‘.‘A'.-’{"5';"\¥"ﬁ-; o "iji it "2%;'.‘1[;«’.:".:1‘g\\%\f{‘\" ’ﬁm f:“;;:J\:t%:,.ilaa"\’-{}};’? P eig ; &g&nr_{e’f"‘:)!:li;i{:;:‘:-J;?" = ""'::“':':"'-:‘-’5"#‘-“;‘;!}1@1"—x.», ':!:’g?s it
Chrl ChrX
Tumour Mutation Burden Tumour-normal pair genotype match
1.1 mut/Mb 100 %

Microsatellite Instability Sample Contamination
Stable Not detected
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Molecular MDT e e T

* Started February 2022
* Regular Molecular MDT every ~4-6 weeks
* Selection of cases: e ;

- Molecular alteration of interest WA ﬂ A G

- Patients who are alive e T~ 99 o,

ndonderry Dumfriess 6 I t e d prcnslle
sl rngd om

* Open platform for all to attend, participate and TEAS _ 3 PoQow =
learn Ireland T n e
nge m K "3"“': : u1] uss) o hz'g"” Peterborough
Next MDT: OCtOber 2022’ date TBC o /E_a:(f, "nogiiiz\lrvm 'Calwqduv
9 Yt ™
B8 don Q@
[ vaa} va'f‘ m?ol Reading VQ

fieke.froeling@glasgow.ac.uk oS



Precision-Panc: national platform for therapeutic development of PC

Before

No molecular testing
Research biopsies taken
during additional invasive
procedure

No UK-wide
biomarker-based clinical
trial

Links to basic and
translational labs limited
according to centre
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AstraZeneca

: :("-’b CANCER
-3 RESEARCH

by UK

(@) SIERRA

ONCOLOGY

searsoN B University  Pancreatic
Bia o
SN of Glasgow Cancer

Ay UK
I Bristol Myers Squibb’

Now and the future

Research biopsies taken at
diagnostic procedure

> 200 patients treated within
biomarker-based clinical trials,
with multiple translational
endpoints

Established UK-coordinated links
to basic and translational labs
Studies developed for molecular
subgroups of patients

Patient groups involved



Ex f% CANCER

RESEARCH

“"b;ﬂ;. UK

University of Glasgow
CRUK Glasgow Centre
David Chang

Jeff Evans

Andrew Biankin
Judith Dixon

Sarah Bradley

Ann Shaw

Jamie Stobo

Janet Graham

Fraser Duthie

Derek Grose

Robert Jones

Colin McKay

AL

Beatson Institute of Cancer Research
Owen Sansom

Jen Morton

Catherine Winchester

Cambridge University
CRUK Cambridge Institute
Duncan Jodrell

Bristi Basu

Pippa Corrie

Tessa Kasia

The Institute of Cancer Research, London

Chris Lord

Patlents

Famllles

Manchester University

CRUK Manchester Research Institute
Juan Valle

Caroline Dive

Claus Jorgensen

Ged Brady

Mairead McNamara

University of Oxford

Cancer Research UK Oxford Centre
Eric O’Neill

Somnath Makerjee

Precision-Panc centres around the UK



Precision Oncology Therapeutic Development does not happen in
a vacuum, the supporters on this slide are invaluable to the
success of the project
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