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CONTACT Protocol
[bookmark: _Toc57205832]Background:  
The SARS-CoV-2 pandemic has had an unprecedented impact on healthcare systems, with near-paralysis of non-COVID-related services during the peak of the pandemic. Pancreatic cancer is aggressive, often presenting late, with the majority of patients presenting with unresectable disease. With service disruption caused by the pandemic, there are concerns that patients with pancreatic cancer did not received optimal treatment.  The impact is currently unknown, but may have led to delays in diagnosis, modified chemotherapy regimens, [more-rapid] disease progression, and some patients offered no treatment at all.  It is essential to understand the impact of these alterations to diagnosis and treatment caused by the SARS-CoV-2 pandemic for this COVID-generation of patients in anticipation of a second-surge, or future pandemics.   
[bookmark: _Toc57205833]Aim: 
To assess the impact of the SARS-CoV-2 pandemic on newly diagnosed pancreatic cancer patients across the UK. 
[bookmark: _Toc57205834]Primary objective: 
To assess the rate of receipt of chemotherapy at 6- and 12-months from diagnosis during the peak of the SARS-CoV-2 pandemic, compared to pre-pandemic rates.
[bookmark: _Toc57205835]Secondary objective: 
To assess 6- and 12-month outcomes for patients with newly diagnosed pancreatic cancer during the peak of the SARS-CoV-2 pandemic compared to pre-pandemic outcomes for: overall mortality, rate of disease progression, changes to treatment offered, time to diagnosis and treatment, chemotherapy regimen received, radiotherapy regimens received, rates of surgery and unintended bypass.
[bookmark: _Toc57205836]Methods: 
CONTACT is a national, multi-centre, pan-specialty, combined retrospective and prospective review of the treatment and outcomes of patients with newly diagnosed pancreatic cancer during the SARS-CoV-2 pandemic. This trainee-led initiative utilises an efficient study design to map the alterations of diagnostic and treatment pathways for pancreatic cancer patients caused by SARS-CoV-2 restrictions.

It is important to map the impact not only in specialist pancreatic centres, but also in non-specialist pancreatic centres, where the majority of care is delivered for pancreatic cancer patients, as the majority are unresectable at presentation, and chemotherapy is delivered locally at the majority of institutions. With an appreciation of time-constraints of clinicians caused by the ongoing impact of SARS-CoV-2 we have designed a study that reduces the workload on each centre, whilst providing data spanning the whole pancreatic cancer cohort of patients.  This is achieved by patients only being entered for the study at the site they first present to, reducing the number of cases entered by specialist centres, and evenly distributing the number of patients entered at each hospital across the referring network.  We estimate each centre will enter 5-20 patients per study time period in an average sized hospital.  
[bookmark: _Toc57205837]Patient Inclusion:
· All adult patients aged 18 and over with newly diagnosed with suspected pancreatic cancer (presenting during the ‘patient entry period’ defined below) i.e. those discussed at MDT during the patient entry period as a new presentation/diagnosis of suspected pancreatic cancer.
[bookmark: _Toc57205838]Patient Exclusion:
· Patients who initially presented to a different hospital. The case should be captured and recorded by the hospital where the patient initially presented.  
· e.g. patient presents at St. Elsewhere Hospital, referred to Pancreatic Central Specialist Centre – patient will not be included at Pancreatic Central Specialist Centre as was not the site of initial presentation (the case will be captured and recorded for St. Elsewhere Hospital).
[bookmark: _Toc57205839]Patient Identification:
· From MDT records (and CNS lists where appropriate)
· Only patients presenting to the hospital should be included, not those referred from other centres should not be included. This will prevent duplication of records across centres, and reduce the workload to high-volume specialist centres.
[bookmark: _Toc57205840]Centre Inclusion:
· Any UK NHS hospital with a UGI/HPB MDT that manages pancreatic cancer patient treatment (including any of the following: operative, oncological, and palliative).
[bookmark: _Toc57205841]Patient Entry:
All patients fulfilling the inclusion criteria presenting within the following time periods:
Pre-pandemic cohort: 7th January 2019 to 3rd March 2019 (8 weeks).
Pandemic cohort: 16th March 2020 to 10th May 2020 (8 weeks).
[bookmark: _Toc57205842]Follow-up:
6-month and 12-month follow-up periods.
[bookmark: _Toc57205843]Data collection:
All data will be available from routinely collected patient records, and no patients will be contacted.  Each site will need to register CONTACT study as an audit with the hospital Research and Audit Office.  No identifiable data will be entered onto the centrally held REDCap database hosted at the University of Birmingham. The case report form (CRF) of data points is concise and limited to only data relevant to answer the primary and secondary objectives.  The ‘paper version’ of the CRF can be found on the CONTACT Pancreas website, and in Appendix 1 and 2.

The data is all added to REDCap, the secure online database.  This uses branching logic, so you only asked relevant questions dependent on answers you provide throughout the form (e.g. will only be asked about adjuvant therapy IF that patient underwent surgery).  We have provided ‘paper’ versions of the CRF in appendix 1 and 2, these look very long, but due to the online branching logic the number of questions the data collectors need to answer is considerably fewer online.  

Data collection will cover the following elements measured against the audit standards (see below):
· Demographics: Age, co-morbidity (Charlson Comorbidity Index), deprivation index.
· Diagnosis: Date of presentation, diagnostic investigations.
· 6- and 12-month follow-up: Neo-adjuvant chemotherapy (type, number of cycles), surgery (resection or bypass), adjuvant chemotherapy (type, number of cycles), palliative chemotherapy (type, number of cycles), recurrence post-operatively (date, local/metastatic), survival, COVID status.
[bookmark: _Toc57205844]Audit standards:
Audit standards are derived from the following sources:
For the Pre-pandemic cohort the ‘Pancreatic cancer in adults: diagnosis and management: NICE Guideline [NG85]’ will be used
For the pandemic cohort the ‘CONSENSUS STATEMENT: Considerations for the treatment of pancreatic cancer during the COVID-19 pandemic: the UK consensus position’.
We will analyse the data against these standards, and also one cohort against the other.
[bookmark: _Toc57205845]Audit standards: Pre-pandemic cohort: Pancreatic cancer in adults: diagnosis and management: NICE Guideline [NG85]
Biliary obstruction + resectable disease
Offer resectional surgery rather than preoperative biliary drainage to people who:
· have resectable pancreatic cancer and obstructive jaundice and
· are well enough for the procedure and
· are not enrolled in a clinical trial that requires preoperative biliary drainage.
Managing resectable and borderline resectable pancreatic cancer
Neoadjuvant therapy
· Only consider neoadjuvant therapy for people with borderline resectable pancreatic cancer as part of a clinical trial.
· Only consider neoadjuvant therapy for people with resectable pancreatic cancer as part of a clinical trial.
Adjuvant treatment
· Give people time to recover from surgery before starting adjuvant therapy. Start adjuvant therapy as soon as they are expected to be well enough to tolerate all 6 cycles.
· (Offer adjuvant gemcitabine plus capecitabine to people who have had sufficient time to recover after pancreatic cancer resection) – offer modified FOLFRINOX first-line (Conroy et al. FOLFIRINOX or Gemcitabine as Adjuvant Therapy for Pancreatic Cancer. N Engl J Med 2018; 379:2395-2406) – modification to NICE Guideline standard
· Consider adjuvant gemcitabine plus capecitabine or gemcitabine alone for people who are not well enough to tolerate triple-combination chemotherapy.
Managing unresectable pancreatic cancer
Locally advanced pancreatic cancer
· Offer systemic combination chemotherapy to people with locally advanced pancreatic cancer who are well enough to tolerate it.
· Consider gemcitabine for people with locally advanced pancreatic cancer who are not well enough to tolerate combination chemotherapy.
· When using chemoradiotherapy, consider capecitabine as the radiosensitiser.
Metastatic pancreatic cancer
First-line treatment
· Offer FOLFIRINOX to people with metastatic pancreatic cancer and an Eastern Cooperative Oncology Group (ECOG) performance status of 0–1.
· Consider gemcitabine-based combination therapy for people who are not well enough to tolerate FOLFIRINOX.
· Offer gemcitabine to people who are not well enough to tolerate combination chemotherapy.
Second-line treatment
· Consider oxaliplatin-based chemotherapy as second-line treatment for people who have not had first-line oxaliplatin.
· Consider gemcitabine-based chemotherapy as second-line treatment for people whose cancer has progressed after first-line FOLFIRINOX.

[bookmark: _Toc57205846]Audit standards: Pandemic cohort: CONSENSUS STATEMENT: Considerations for the treatment of pancreatic cancer during the COVID-19 pandemic: the UK consensus position
Resectable and borderline resectable disease 
Upfront treatment options
· Where surgery is unavailable, consider upfront SACT (systemic anti-cancer therapy) or hypofractionated precision RT/CRT (radiotherapy/chemoradiotherapy).
· Where SACT can be used, FOLFIRINOX is preferred and may allow deferral of resection.
· For RT, consider 25–35 Gy/5# RT alone or 36–45 Gy/15# CRT with concurrent capecitabine.

Adjuvant SACT
· Decisions to give adjuvant treatment are likely to be nuanced and based on a risk–benefit analysis.
· Treatment may be deferred by up to 12 weeks following surgery.
· The increased effectiveness of combination SACT should be weighed against the increased complications risk. 
Locally advanced pancreatic cancer 
· For fit patients without significant comorbidities, consider four cycles of modified FOLFORINOX ± consolidation hypofractionated RT/CRT. 
· The risks of treatment in those aged over 80 years are likely to outweigh any benefit.
· For all other patients, consider upfront hypofractionated RT/CRT, with the aim of deferring SACT. 
Metastatic disease 
First-line treatment
· Risks of treatment are likely to outweigh benefits for most patients.
· Decisions to treat should be individualised and highly selective.
· SACT options include gemcitabine, gemcitabine plus nab-paclitaxel or FOLFIRINOX.
· Consider early response assessment and limiting duration of SACT where possible.

Second-line treatment
· Risks of treatment outweigh potential benefits and treatment should not be routinely offered to patients. 


[bookmark: _Toc57205847]Governance:
All centres must register the study with their local governance departments as an audit prior to commencement. CONTACT study qualifies as an audit and does not require formal ethics approval as no identifiable information will be shared outside the local trust.  All data will be collected on REDCap, a secure online database, hosted by the University of Birmingham.  

Each local team is responsible for securely storing a local list of patients entered into the study with their name, hospital number, and corresponding ‘REDCap ID’ for 5 years (as these patients are not identifiable outside the local trust) (see Appendix 7).  Please see Appendix 3-6 for MRC NHS REC Review tool showing NHS REC review not required for sites in England, Scotland, Wales, and Northern Ireland, which may be helpful for local governance department registration.
[bookmark: _Toc57205848]Centre Survey:
All centres will complete a short centre survey on registration of their site to confirm site-specific characteristics.
[bookmark: _Toc57205849]Centre Registration:
Each local hospital team is required to complete a registration form for central governance purposes, and to ensure we have all details for authorship for publication of the study. There will be one team per centre. The registration form can be found via the following link:

https://redcap.link/contactaudit

As soon as the site has registered and gained local governance approval, then data collection can commence immediately. Data collection will be complete after 12 month follow-up of the last patient entered (10th May 2021).  The follow-up window will remain open until 10th June 2021 to enable entry of all follow-up data.
[bookmark: _Toc57205850]Authorship: 
Authorship of all publications that result from the project will be under a collaborative authorship policy, this will be ‘The CONTACT study group’.  All collaborators will be acknowledged according to their input to the study. There will be a steering committee, meta-coordinators, local leads and local collaborators. There may be other groups listed as appropriate. Collaborators will be listed according to hospital and then alphabetically, with local leads highlighted within this. This authorship policy is subject to alterations depending on journal requirements. All names will be PubMed citable.
[bookmark: _Toc57205851]Further details: 
Please visit our website for the most up to date versions of documents
Website: 	https://www.psgbi.org/contact-study/
Email: 	CONTACTaudit@contacts.bham.ac.uk
Twitter: 	@contactPancreas


[bookmark: _Toc57205852]Steering committee

	Siobhan McKay
	Academic Clinical Lecturer / General & HPB Surgery SpR
University of Birmingham / University Hospitals Birmingham

	Lewis Hall
	Medical Student
University of Birmingham

	James Halle-Smith
	Surgical Senior House Officer
West Midlands Deanery

	Daniel-Clement Osei-Bordom
	NIHR Academic Clinical Fellow in General Surgery 
University of Birmingham/ University Hospitals Birmingham

	Joshua Soane
	MDT Coordinator
Southend Hospital

	Lesley Goodburn
	A person with lived experience of pancreatic cancer


	Ganesh Radhakrishna
	Consultant Clinical Oncologist
The Christie NHS Foundation Trust

	Juan Valle
	Professor in Medical Oncology 
The Christie NHS Foundation Trust/ University of Manchester

	Pippa Corrie
	Consultant in Medical Oncology / Associate Lecturer Addenbrooke’s Hospital Cambridge / University of Cambridge

	Laura Magill
	Senior Lecturer in Clinical Trials, Birmingham Surgical Trials Consortium, University of Birmingham

	Thomas Pinkney
	George Drexler & Royal College of Surgeons Chair of Surgical Trials, University of Birmingham

	Keith Roberts
	HPB & Transplant Surgery Consultant / Honorary Reader
University Hospitals Birmingham / University of Birmingham








[bookmark: _Toc57205853]Appendix 1 – Demographics and Diagnosis Case Report Form (CRF) 
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Appendix 2 – 6 month follow-up Case Report Form (CRF) (questions for 6 and 12 months are very similar).  Text ‘piping’ is used on the forms to added relevant dates[image: ][image: ][image: ][image: ][image: ][image: ][image: ][image: ][image: ][image: ][image: ][image: ]
Appendix 3: MRC NHS REC Review tool: NHS REC review not required for sites in England  





[bookmark: _Toc57205855]Appendix 4: MRC NHS REC Review tool: NHS REC review not required for sites in Scotland



[bookmark: _Toc57205856]Appendix 5: MRC NHS REC Review tool: NHS REC review not required for sites in Wales



[bookmark: _Toc57205857]Appendix 6: MRC NHS REC Review tool: NHS REC review not required for sites in Northern Ireland



[bookmark: _Toc57205858]Appendix 7: Local Patient Database (to be securely stored at site for duration of the study)





Website: https://www.psgbi.org/contact-study     Email: CONTACTaudit@contacts.bham.ac.uk      Twitter: @contactPancreas
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