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NHS
We have two problems North Central London

Cancer Alliance

1) To speed and coordinate diagnosis for symptomatic
patients.. and those with incidental findings

2) To identify patients at higher risk of pancreatic cancer
and safely prevent or cure their cancer

What will be discussed today

 Where is action needed in the symptomatic pathway?

* How to improve patients access to services?

 What is being done to improve referral to specialists?
* Can RDCs support better referral pathways?

 What research is being done in this area?

Not discussing biomarkers - but much research in progress



Symptomatic Cancer - Anderson Model of Total Patient Delay

NHS

Action by the Patient North Central London

Cancer Alliance

?

Walter et al J Health Serv Res Policy Vol 17 No 2 April 2012



Symptomatic Cancer - Anderson Model of Total Patient Delay

NHS

Action by Diagnosticians in Primary and North Central London
Cancer Alliance
Secondary Care

?

Walter et al J Health Serv Res Policy Vol 17 No 2 April 2012



Symptomatic Cancer - Anderson Model of Total Patient Delay

NHS
Action by the Treatment Team North Central London

Cancer Alliance

?

Walter et al J Health Serv Res Policy Vol 17 No 2 April 2012



Open Access Research

BM) Open A case-control study comparing the
incidence of early symptoms in
pancreatic and biliary tract cancer

M G Keane,' L Horsfall,> G Rait,> S P Pereira’ B Open 2014;4:6005720.

« Anonymised data on > 8 million patients: 3,400 cases of PDAC (matched 6:1 with controls)
* 93% had relevant symptoms in the 2 years prior to diagnosis

« Patients attended their GP with relevant symptoms on average 3 (0-19) times

Biliary Tract Pancreatic Controls Pancreatic cancer vs.
cancer cancer Control
Symptom (%) n=829 n=2790 n=17,192 Qa* 95% CI p-value
Weight loss 46 (5.5) 294 [10.5) 302 (1.8) 5.54,7.86  <0.001
&
Abdominal pain 309 (37.3) 1225 (43.9) 1946 (11.3) 5.81,7.02  <0.001 -
Nausea and vomiting 126 (15.2) 463 (16.6) 978 (5.7) 3.00,3.91 <0001 e b .
. ioeg

Bloating 27(3.3) 113 (4.1} 229 (1.3) 2.48,3.89  <0.001
Dyspepsia 118 {14.2) 559 (20)  1597(9.3) 2.30,2.85  <0.001
Mew onset diabetes 48 (5.8) 380 (13.8) 1037 (8) 2.16,2.80  <0.001 Wt edutal
Change in bowel habit 194 {23.4) 764 (27.4) 2557 (14.9) 1.98,2.39  <0.001
Pruritus 91(11) 147 (5.3} 526 (3.1) 143,210 <0.001 oo e law
Lethargy 71(8.5) 293 (10.5) 1308 (7.6) 1.251.61  <0.001 =

T T T T T
Back pain 111 {13.4) 446 (16) 2111(12.3) 118,149  <0.001 400 300 200 100 0

) Days before cancer diagnosis
Dysphagia 10(1.2) 51(1.8) 254 [L.5) 0.90,1.64 0.206
Non-cardiac chest pain 114 (13.8) 335(12)  2055(12) 0.91,1.16 0.699 * Abdominal pain * Back pain
X + Non-cardiac chest pain * Shoulder pain
shoulder pain 47 (5.7) 137 (4.9) 1052 (6.1) 0.65,0.93 0.006 ) X
Jaundice = New onset diabetes

Jaundice * 358 (43.2) 860 (30.8) 36(0.2) 172,351 <0001 - Nausea & vomiting Change in bowel habits|

Slide courtesy of Prof S Pereira, UCLH



Why diagnose symptomatic pancreatic
cancer early?

NHS

North Central London

Cancer Alliance

* Progression time from stage T1 to T4 is just over 1 year?!

 Tumours >2 cm to mets in mean of 3.5 (1.2-8.4) months 2

 Tumour growth is exponential — later growth is

—

» Early diagnosis increases survival3

* Psychological effects of late diagnosis

* Healthcare costs of late diagnosis
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* Avoid emergency admissions — 50% -

faster

Liver Lung Stomach Ovary Colorectal  Oesophagus
& London Cancer = London @ England

Source: PHE Route to Diagnosis 2006-2013 (2016)

Yu J, Blackford AL, Dal Molin M, et al. Gut. 2015;64(11):gutjnl-2014-308653
2J Gastrointest Cancer. 2017;48(2):164—169. doi:10.1007/s12029-016-9876
3Poruk KE et al. Ann Surg. 2013; 257: 17-26

3Neoptolemos JP et al. Nat Rev Gastroenterol Hepatol. 2018; 15: 333-348



Symptom Appraisal and Help-Seeking NHS

North Central London

Cancer Alliance

* Promoted by charities and NHS

e No consistent NHS ‘Be Clear on Cancer’ for Pancreatic Cancer

) Pancreatic
‘.532’;?& Cancer




NHS

What is being done now to improve North Central London
the referral pathway?

* Pancreatic Cancer in NICE guidelines from 2015

GP systems 50% - integrate Q score decision tool*

The ACE programme has led to RDCs mandated for all Alliances

Increasing primary care access to diagnostics — future for
Community Diagnostic Hubs

RCGP Cancer Training Toolkits and E-Learning modules
* Primary Care Cancer toolkit
* Consequences of Cancer toolkit
e Early Diagnosis of Cancer Significant Event Analysis toolkit
e Early Diagnosis eLearning module

Biomarkers on the horizon!

* Hippisley-Cox et al Br J Gen Pract. 2012 Jan; 62(594): e38—e45
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NHS

Who should be investigated? North Central London

Cancer Alliance

* SYMPTOMATIC

NICE Guidance - ? Too restrictive better DSTs needed
* Aged >40 and with jaundice

* Aged >60 with weight loss and any of diarrhoea / back pain /
abdominal pain / nausea / vomiting / constipation / new diabetes

Future — refer to Rapid Diagnostic Centre (RDC)

SCREENING/SURVEILLANCE — Pancreatic cancer risk > 5%

Cancer Syndromes that include pancreatic cancer

Familial Pancreatic Cancer

Pre-malignant cystic lesions — IPMN, MCN

 Why is there no national cancer surveillance system for pre-
malignant lesions?

11



NHS

RDCs offer avoidance of multiple North Central London
. . Cancer Alliance
pathways - serial or in parallel

@ ACCESS Could be GP or other professional
HOW DELAYS CAN OCCUR PROPOSED POINT referral as well as self-referral
IN THE CURRENT SYSTEM MDC SYSTEM G eg. internet, telephone
1T GP 1T Patient with SPECIALISTS TRIAGE
VISIT SPECIALIST ROtk Sheclic WORKING TOGETHER TESTS

but concerning
g — mptoms
GP REFERRAL el e 5
2ND GP TIME 2ND
VISIT WAlTING SPECIALIST Pilot will
.. e determine
GP REFERRAL g nhe bess g
configuration

for specialists Rapid tumaround

3RD GP TIME *If more medical of triage tests
VISIT WAITING SPECIALIST* Spfgzl"i% :ﬁg’l}es and in%estigative
™ > pas u diagnostic tests
.f il;nég ;;f:glt leads to earlier
GP REFERRAL diagnosis
Returning to the GP after ‘ l

visiting each specialist RESULT RESULT 5% CANCER
slows down the * i - RESEARCH
diagnosis and increases My UK

the likelihood of patient Nothing found Late Cancer Other Nothing found Earlier Cancer Other
disengagement ‘watchful wait"  diagnosis diagnosis ‘watchful wait’ diagnosis  diagnosis

Edmund Fuller et al. BrJ Gen Pract 2016;66:176-177
©2016 by British Journal of General Practice



Nationally - 10 ACE MDCs

across England

Airedale, Wharfdale
& Craven

MDC site: Airedale
General Hospital

Greater Manchester
MDC sites:
Manchester
University NHS
Foundation Trust
(Wythenshawe
Hospital) and The
Northern Care
Alliance (Royal
Oldham Hospital)

Oxford

MDC site: Oxford
University Hospital
Trust (Specialist
Cancer Centre)

I3

Leeds

MDC site: St James
University Hospital
(Specialist Cancer
Centre)

London

MDC sites: North
Middlesex University
Hospital, University
College London
Hospital (Specialist
Cancer Centre),
Southend University
Hospital, Queens
(BHRUT) and the Royal
Free Hospital

A national approach allows different NHS
settings to be explored and creates a larger
MDC referral data set for analysis

NHS

North Central London

Cancer Alliance

A common dataset
and reporting

framework agreed
across the projects

National Cancer
Diagnosis Audit used
to create a ‘proxy
comparator pathway’
for NSCS patient
cohort

Different approaches
taken

4 CANCER
rf RESEARCH
Bl UK



RDCs — The patient journey

NHS

North Central London

The Patient Journey:

0-2 days 0-2 days

0-3 days

GP Visit Hospital Visit

1

Patient presents to GP
with vague symptoms or
unexplained test results

Clinical judgment to select
first investigation

Initial call with AHP, for a
holistic patient hlslory
(including mental health
and social factors) and
book tests

consuﬂatlon
with consultant

{or AHP) if

particularly
complex or frail

o

GP organise
15t tier
investigation
{bloods, urine,
chest x-ray,
etc)

Based on triage outcome,

patient may be returned fo

GP or redirected to another
appropriate pathway

0-15 days

Hospital Visit
1+

Multiple investigations possible
{ie ultrasound then CT scan)

o

CcT Scan

Endoscopy

o

Other inv tlgatlons
{colonoscopy, ultrasound,
MRI, chest)i Ray, etc)

1

Consultant clinic

@O

Cancer Altianceg

0-5 days 0+ days

Onward
referral

Referral to 2WW
pathway for cancer

pi

Referral to secondary
specialist for serious non-
cancer disease

F2F consultation
{MDC MDT) to
discuss results
and next steps 2L

¢
—

Referral to GP for non-
serious diagnosis

Key == = Ifclinically necessary

14



Patient characteristics

CRUK ACE Program 5 961

patients were referred into the ten MOC sites
during the evaluation.

Key messages from the 6 9
evaluation of MDCs e median age of patients was years old.

This summary report highlights the key
findings from the five MDC projects % CANCER Fhe age range for patients was 17 to 97 years old.
and draws together the leaming gained (‘ RESEARCH

56%

from their implementation. It also U K
includes the most recent data. ’
ol the cohort was female,

& View report

At point of referral, patients reported a degree of
comorbidity and varying levels of physical restriction:

43%

of patients had mild comorbidity and

had moderate and severs comorDidity
12,067 total recorngs),

https://www.cancerresearchuk.org/health
-professional/diagnosis/accelerate-
coordinate-evaluate-ace-programme

First results from five multidisciplinary
diagnostic centre (MDC) projects for non-

specific but concerning symptoms, possibly o
. . . of patients (2,067 total records) had
indicative of cancer moderate or severe physical restrictions

D. Chapman, V. Poirier, D. Vulkan, K. Fitzgerald, o = ?/
G. Rubin, W. Hamilton, S. W. Duffy ;Eﬁ eseril it 2
British Journal of Cancer 123, 722-729(2020) ific syn '

non-specific symptoms exc. 'GP gut
feeling.



https://www.cancerresearchuk.org/health-professional/diagnosis/accelerate-coordinate-evaluate-ace-programme

ACE MDCs - Cancer diaghoses

distribution uly 2018) N j:';('% RESEARCH
Total MD*C 2,873 Pancreatic cancer
referrals (10.6%) n=25
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NCEL Cancer Alliance MDC NHS

North Central London

cancer types Cancer Alliance

Cancer types in 1903 patients
(Apr 17 — Apr 19)
M Breast

mL
ung 2% Lung

ey 4

14%

M Pancreas

M Oesophagus
M Stomach

M Colon

M Rectosigmoid 4%

7%
® Gallbladder

Pancreas

W Unspecified Female Genital Organs

16%

W Peripheral & Cutaneous T-cell lymphomas

Colon

Source: UCLH, NMUH, RFH, BHRUT and SUH data
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NHS

NECL Cancer Alliance MDC Nerth Central Lordon
Referral reasons patients (Apr 17 — Apr 19)
Breakdown
1400 Percentage
1200
1000 B Weight Loss
800
600 11% m Abdominal Pain
400
200 14%
0 ® Nausea /
o S o " & & Appetite Loss
. ¢:§‘\9 (&Q@\Q ‘&e\’ &xeé \ﬁob & B GPs' gut feeling
N e
S o & 13%
v & M Jaundice
&
m Other

EUCIH mNMUH ®mBHRUT EmRFH mSUH mTotal

* Weight loss 40%
* Abdominal pain 21%

Source: UCLH, NMUH,RFH, BHRUT and SUH data



NCEL Cancer Alliance
MDC Cancer Conversion and Challenges

NHS'

North Central London

Cancer Alliance

Time to
Number Cancer !
. No. of ) cancer
Site of conversion . .
Cancers diagnosis
referrals rate
(mean)
UCLH 814 40 4.91% 31
NMUH 327 13 3.98% 33.5
SUH 129 10 7.75% 41.7
BHRUT 295 20 6.78% 39.1
RFH 338 7 2.07% 47.7
Total 1903 a0 4.73% 38.6

*Considerable challenge in clinic availability and radiology and
endoscopy waiting times in all sites

*National RDC specification and resource allocation help to resolve this

*Key learning from Covid-19 moving to more virtual and agile services
with remote consultations and utilising external diagnostic sites

Source: UCLH, NMUH, RFH, BHRUT and SUH data




. . NHS
Pat|ent Expenence North Central London

Cancer Alliance

(50 patients)

How likely are you to
* 82.8 % felt they received their  recommend our service to

first hospital appointmentas  friends and family? 75.9% (22)

SOONn as was necessary Likel:[ Tk I
Extremely likely

e 89.3% felt their test results to recommend
were explained in a way they our service
could understand

Don't know (1)

e 78.6% felt they waited a
reasonable amount of time
while attending clinics and Extremely
appointments likely (17)



NHS

Will RDCs improve the Pancreatic North Central London
Cancer Pathway? Cancer Alliance

Now Future

e Improve efficiency of site
specific pathways

* Improve the speed of
diagnosis

* Welsh study - 84.2 to 40.8 days if
investigations booked - 5.9 days e Support research

»

if at first appointment? _
e Biomarkers

- Improve primary-secondary e CDST/Self-referral tools
care communication e Population awareness of

« Potential route for ALL non-specific symptoms
suspected pancreatic cancer

* Improve patient experience

e Rapid access will support
stage shift at diagnosis and
thus improve survival

IRapid cancer diagnosis for patients with vague symptoms: a cost-effectiveness study

Sewell et al British Journal of General Practice 2020; 70 (692): el86-el92



P t- * Currently 7 Cancer Alliances are implementing or planning a rapid
ancreatic diagnostic pathway/centre for pancreatic cancer (Lancashire & South
Cancer Cumbria, WestYorkshire & Harrogate, Wessex, Peninsula, Greater
Manchester, East of England, North Central & East London).
Greater Manchester:
K Looking to incorporate
a rapid jaundice
pathway for HPB
patients

West Yorkshire &
Harrogate:

Initiated a HPB optimal
pathway group which will
consider a pancreatic cancer
RDC pathway, with a possible
urgent jaundice pathway.

“ East of England:
Setting up a pancreatic
cancer rapid diagnostic
pathway
Suffolk & North East
Essex:

12
T3
14

Lancashire & South
Cumbria:

Alliance wide
pancreatic cancer rapid
diagnostic pathway

Wessex:

Will consider wider
review of the current
upper Gl 2WW referral to
separate the pancreatic
cancer referrals and
redirect to the rapid
diagnostic service

Accepting GP referrals
for pancreatic cancer
and self-referral. RDC
will also incorporate
upper Gl referrals.

Mid & South Essex:

RDC will include GP
referrals for pancreatic
North, Central & East cancer and referrals from
London: A&E and radiology. RDC
will also incorporate upper
Gl referrals as well as
lower Gl and NSS

15

Peninsula:

Rolling out a rapid
jaundice clinic — with
CT available to
patients with rapid
onset jaundice within
48 hours

-




Future RDC Research — Pan London Consortium

North Central London
= Approximately
1.5 million residents

North West London s Five CCGs MNorth East London
« Approximately + Five local authorities o Approximately
2.1 million residents 2 million residents

« Eight CCGs
= Eight local authorities

« Seven CCGs
+ Eight local authorities

South East London
= Approximately
1.8 million residents

e Six CCGs
+ Six local authorities

South West London
+ Approximately

1.5 million residents
¢ SixCCGs
+ Six local authorities



Pancreatic
Eancer

A

ADEPTS study

» Accelerated Diagnosis of neuroEndocrine and
Pancreatic TumourS

* Aim to develop new tests to diagnose PDAC and PNETs
at an early stage; less invasive diagnosis.

» Benefits of earlier diagnosis: more treatment options,
expectation of a better life and greater survival.

 Launched Nov 2018

= BOWEL
BOWEL
ZPAI N HABITS

D L
& ¢
=X B D
%é /GE: WEIGHT S NEW
o = LOSS NI omser

Slide courtesy of Prof S Pereira, UCLH



HDRUK

Can detailed patient reported Health Data Research UK
symptoms drive DSTs for NSCS? s UK Research

« Symptom Pattern In the Nonspecific Presentation of
Cancer (SPIN-PC)
« Collect patient reported symptoms
« Combine with outcome data
« Al to develop DST to guide diagnostic testing

=

7N

U/

\\

2

anng Framework - Research Methods and Designs

N2

A
Z

PHASES OF EVALUATION

PHASE 1 PHASE 2 PHASE 3 PHASE 4 PHASE 5

Evaluating diagnostic strategies for early
detection of cancer: the CanTest
framework Fiona M. Walter BMC Cancer.
2019; 19: 586

27




Combining multiple immune system and tumor biomarkers from
a single blood sample can reliably detect early stage PDAC

(B immunavia I m m u n OVi a A B X } ' -‘—" _‘ 7

August 2018 Retrospective Scandinavian study, validated with June 2019 Collaborative study with UCL ! HJ
US cohort PDAC vs non PDAC symptomatic controls 1
JournAL OF CLiNicar ONCOLOGY BIDLOGY OF NEQFLASIA [P | oy *:: AU 0084
Sagal . Slaga ll Skage Nl Stage [V Healby Syrnptarralic conlrels . Driabeles cantrals ‘::
H cendrals H without disbabes)
Serum Biomarker Signature-Based Liquid Biopsy for ko 30 e &l El 2 gel &
ok . . H i H i H .
Results combining IMMray™ PanCan-d and CA19-9

PDAC Stage | and Il vs
symptomatic and healthy control

2017 Prospective validation studies covering UK, US, Sweden, Canada, Spain
26 sites from Europe and USA part of

3 large pancreatic cancer clinical studies: PanFAM-1, PanSYM-1 and PanDIA-1

PDAC 1A 15 ) e Tatally covering =10 000 high risk subjects
1B 16 :
1A 59
1B 148
i 80 3
v 268 i AUC0.96 *
IPMN Benign 13 tad ™
Borderline 5 s - ~ - -
Malignant 10 . - m = - -
H ) -
Chronic Pancreatitis 57 - ' *a *7
-
-
Controls L0E PDAC Stage | and Il

vs healthy controls

Slide courtesy of Prof S Pereira, UCLH



The Future RDCs for rapid and
earlier diagnosis

Decision support

tools inform puglllc > o = —
Gscuss

awareness, enable Sak o= S weatment

self-referral

Joint care records to
improve communication
and research

Biomarkers to triage in
primary care

National surveillance for pre-malignant
lesions
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Rapid Diagnostic Centres (RDCs)

Pancreatic Cancer UK are keen to work further with any Cancer
Alliances and health professionals that are implementing rapid
diagnostic pathways for pancreatic cancer, to share learning
and innovations between centres and to optimise the rapid
diagnostic pathway model for pancreatic cancer.

If you are working on a pancreatic cancer rapid diagnostic
pathway/centre or want any more information please contact
andrewmillar@nhs.net or peter @pancreaticcancer.org.uk

ANNUAL SUMMIT 2020
IMPROVING OUTCOMES NOW


mailto:andrewmillar@nhs.net
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RDC at NMUH
Pancreatic Pathway — Nov 2020

All referrals sent via ERS or direct from ED / Radiology

1.
2.

Daily vetting by consultant — triage — tests/TC/F2F

CNS/navigator call patient and arranges (jaundiced
patients always seen <48 hours by consultant)

The Navigator / RDC CNS coordinate tests — PET-CT, EUS,
ERCP if needed, anaesthetic work up, psychological
support, dietician, HNA

Twice weekly MDT review by team of progress
Patient admitted only if pain / debility

Patients with resectable tumours referred directly - MDT
to agree surgical plan

32



