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Pancreatic Cancer: 2nd Highest Cause of Cancer Mortality Soon

Rahib et al Cancer Res 2014

Breast

Prostate



Pancreatic Cancer

• 3rd cause of cancer death (2nd within a decade)

• 7% alive at 5 years

• Average survival ~6 months

• 90% die within a year

• 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



Cancer is complex & Heterogeneous
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Identifying 100 trial patients with biomarker  requires >1000 tests – challenge for Drug Development

PRECISION-Panc Molecular Phenotypes all candidate targets

PRECISION-Panc  Delivery of Molecularly Phenotyped Trial Participants



Pancreatic Cancer 
“Actionable Genome”

Collisson et al, Nat Rev Gastroenterol Hepato 2019



What about immunotherapy?

Gupta et al, Trends in Cancer 2022



Pancreatic cancer: heterogeneous, immune evasive, tumour microenvironment

Carstens et al, Nature Comm 2017

Steele et al, Nature Cancer 2020



Confirmed or Suspected 
PC patients

Master Protocol

PRIMUS XXX PRIMUS YYY PRIMUS ZZZ

Screening
Biopsy
Molecular Profiling
Follow up…..

Different setting
• Advanced, 1st line, 2nd 

line….
• Neoadjuvant
• Adjuvant

Different PS
Different selection biomarker
Different ……..
Biomarker discovery
Biomarker 
validation/development….

SOC

The Master Protocol: the central 
engine…

Lots of opportunities for complimentary, non-competing trials
Therapeutic and biomarker development

A platform for all to use
Pharma & industry buy ins



Precision-Panc PRIMUS Trials Overview / Opportunities

(BL) Resectable LA Metastatic

Neoadj
Adj / 

Maintenance
1st line 2nd line Nth line

PRIMUS-001

? Early disease platform

PRIMUS-002
Current & 
completed

Opportunities

Soon to 
open

PRIMUS-005
(STARPAC-2)

PRIMUS-004PRIMUS-006

PRIMUS-008 (PemOla)

PRIMUS-003✔
PRIMUS-007



Precision-Panc Clinical Trials

• PRIMUS-001: 1st line metastatic (FOLFOX-A Vs AG)
▪ Adaptive randomised Phase II/III,  up to 460 patients, 

ongoing
▪ HRD biomarker

• PRIMUS-002: neoadjuvant (FOLFOX-A & AG)
▪ Phase II, up to 250 patients, stopped recruiting
▪ HRD biomarker

• PRIMUS-003: 2nd line metastatic (CXCR2 + PDL-1)
▪ Phase Ib, 20 patients, completed
▪ Immune & Tumor microenvironment

• PRIMUS-004: 2nd line metastatic umbrella
▪ Appendix 1: Olaparib and AZD6738 - suspended
▪ Appendix 2: SRA515 (BRD4) + Olaparib
- up to 80 patients, starts Q3 2022

CIs: Graham & Chang

CIs: Grose & Chang

CIs: Chang & Froeling

CI: Evans



• PRIMUS-005 / STARPAC-2: LAPC (AG Vs AG + ATRA)
▪ Phase II, up to 180 patients
▪ Opened April 2022
▪ Candidate Biomarkers: FABP5, CRABP2, PTX3

• PRIMUS-006: 1st line metastatic (GEM + Pembro + IMM-101)
▪ Phase II signal seeking, 80 patients
▪ Endorsed by CRUK, contract negotiations ongoing 
▪ PS 1(-); PS 2 patients no longer eligible

• PRIMUS-007: 2nd line metastatic (RXC004, porcupine inhibitor)
▪ RNF43 mutant tumours, ongoing 
▪ Contract negotiations with GPOL ongoing 

• PRIMUS-008 / PemOla: metastatic (Pembro + Olaparib)
▪ Phase II signal seeking in TMB ≥ 4 mut/mb
▪ Starts Q3 2022

CIs: Chang & Evans

CI: Corrie

CI: Valle

CI: Kocher

Investigators from all around the UK

Precision-Panc Clinical Trials



264 on study

461 
Registered

562 Entered(%)

Reasons not 
registered (97)

∙ 20 not PDAC

∙ 18 patient declined 

PRIMUS study

∙ 19 patients not fit

∙ 9 died

∙ 6 COVID

∙ 5 insufficient biopsy

∙ 5 declined 

registration 

∙ 5 no measurable 

disease

∙ 4 Not able to refer 

to 001

∙ 2 patients declining 

all treatment

∙ 2 Patients withdrew 

consent

∙ 1 patient surgery 

(002)

∙ 1 concomitant 

myeloma

Reasons not rand 
(188)

Unavoidable

• 56 
dec461/562*100lined 
trial 

• 5 COVID
• 23 ineligible (001)
• 12 ineligible (002)

Potentially Avoidable
• 52 patients not fit
• 25 died prior to 

randomisation
• 12 patients did not 

have measurable 
metastatic disease

Study

• Primus-001 (231) 
• Primus-002 (31)
• PRIMUS 005 (2)

 

100

50

0

       Reasons for Declining PRIMUS-001 (N = 56)

• 15 x wanted Standard of Care treatment
• 10 x wanted to start chemotherapy 

immediately
• 7 x due to travel
• 6 x declined all treatment
• 6 x declined (reason unknown)
• 4 x chose FOLFIRINOX (2 due to BRCA 

carrier/family history & 2 due to patient 
choice)

• 3x did not want one of regimens
• 3x too worried about trial side effects
• 1x felt too unwell to take part
• 1x withdrew consent for PPanc 

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

4 patients awaiting registration

9 patients awaiting randomisation

Precision-Panc Study Flow diagram 10 August 2022



266 reports sent back to sites

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

• 16 reports awaiting confirmation of updated 
consent

Sequencing Reports

� Regular Molecular MDT every ~4-6 weeks 

� Multiomic profiling meeting ~2x / year

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



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

- Molecular alteration of interest
- Patients who are alive

• Open platform for all to attend, participate and 
learn

Next MDT: October 2022, date TBC

fieke.froeling@glasgow.ac.uk



Before

Precision-Panc: national platform for therapeutic development of PC

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

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

success of the project


