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Supplementary data

Appendix table 1: Centre Recruitment and Principal Investigator Details

Centre Principal Investigator Patients randomised

Christie Hospital Dr Was Mansoor 48
Bristol Oncology Centre Dr Stephen Falk 46
Freeman Hospital, Newcastle Dr Fareeda Coxon 46
Weston Park Hospital Dr Suzanne Darby 44
Royal Surrey County Hospital Dr Sebastian Cummins 42
Birmingham Heartlands Dr Joyce Thompson 41
St James University Hospital Dr Matthew Seymour 36
Russell's Hall Hospital Dr David Ferry 30
Norfolk and Norwich University Hospital Dr Jenny Nobes 29
Leicester Royal Infirmary Dr Anne Thomas 27
Guy's Hospital Dr Paul Ross 25
Maidstone Hospital Dr Justin Waters 25
Queen Elizabeth, Birmingham Dr Victoria Kunene 25
Royal Marsden Hospital (Sutton) Prof David Cunningham 25
St Bart's Hospital Dr Sarah Slater 25
Clatterbridge Centre for Oncology Dr Adrian Moss 23
University Hospital Coventry and Warwickshire Dr Sharmila Sothi 20
Royal Marsden Hospital (London) Prof David Cunningham 19
Aberdeen Royal Infirmary Dr Russell Petty 18
Huddersfield Royal Infirmary Dr Jo Dent 17
Velindre Hospital Dr Tom Croshy 17
Royal Bournemouth Hospital Dr Tom Geldart 16
University Hospital of North Staffordshire Dr Fawzi Adab 16
Castle Hill Hospital Dr Mohan Hingorani 15
Churchill Hospital Dr Kinnari Patel 14
Nottingham University Hospital Dr Srinivasan Madhusudan 14
Wexham Park Hospital Dr Maher Hadaki 14
Belfast City Hospital Dr Martin Eatock 13
Cumberland Infirmary Dr Jonathon Nicoll 13
Musgrove Park Hospital Dr Emma Cattell 13
Queen's Hospital, Romford Dr Sherif Raouf 13
Royal Berkshire Hospital Dr Joss Adams 13
Royal United Hospital Dr Louise Medley 13
Salisbury District Hospital Dr Tim Iveson 13
St Mary's Hospital, London Dr Danielle Power 13
Worthing Hospital Dr Andrew Webb 13
Beatson Oncology Centre Prof Jeff Evans 12
Bradford Royal Infirmary Dr Sue Cheeseman 12




Centre

Principal Investigator

Patients randomised

Cheltenham General

Great Western Hospital
Addenbrooke's Hospital
Derriford Hospital

James Paget University Hospital
Royal Lancaster Infirmary
Scarborough General Hospital
Southampton General Hospital
Alexandra Hospital, Redditch
Poole Hospital

Royal Preston Hospital

St George's Hospital

Torbay Hospital

Countess of Chester Hospital
Glan Clwyd Hospital
Gloucestershire Royal Hospital
Peterborough City Hospital
Queen Alexandra Hospital
Hereford County Hospital
Lincoln County Hospital
Northampton General Hospital
St Mary's Hospital, Newport
University Hospital Aintree
Ysbyty Gwynedd (Bangor Hospital)
Airedale General Hospital
Broomfield Hospital

Burnley General Hospital
Darent Valley Hospital

Dorset County Hospital
Furness General Hospital
Hairmyres Hospital

Halton Hospital

Royal Blackburn Hospital
Royal Cornwall Hospital
Royal Devon and Exeter
Royal Sussex County Hospital
Worcestershire Royal Hospital
Basingstoke Hospital

North Middlesex Hospital
Stafford General Hospital
University College London Hospital
Wrexham Maelor Hospital
Doncaster Royal Infirmary
Pilgrim Hospital

Princess Alexandra Hospital

Dr Sean Elyan

Dr Claire Blesing

Dr Hugo Ford

Dr Sarah Pascoe

Dr Ulrike Dernedde

Dr David Fyfe

Dr Mohan Hingorani
Dr Tim Iveson

Dr Sharmila Sothi

Dr Richard Oshorne
Dr Muthu Sivaramalingam
Dr Tim Benepal

Dr Nicole Dorey

Dr Shaker Abdallah

Dr Angel Garcia-Alonso
Dr Sean Elyan

Dr Karen McAdam

Dr Caroline Archer

Dr Nick Reed

Dr Zuzanna Stokes

Dr Somnath Mukherjee
Dr Judith Cave

Dr Helen Neville-Webbe
Dr Rachel Williams

Dr Sue Cheeseman

Dr Saad Tahir

Dr Ajay Mehta

Dr Riyaz Shah

Dr Mike Bayne

Dr David Fyfe

Dr Vivienne Maclaren
Dr Adrian Moss

Dr Ajay Mehta

Dr Richard Ellis

Dr Liz Toy

Dr Andrew Webb

Dr Charles Candish

Dr Charlotte Rees

Dr John Bridgewater
Dr Apurna Jegannathen
Dr John Bridgewater
Dr Simon Gollins

Dr Jonathan Wadsley
Dr Zuzanna Stokes

Dr John Bridgewater
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Centre Principal Investigator Patients randomised

Royal Free Hospital Dr Astrid Mayer 1
Royal Hampshire County Hospital Dr Luke Nolan 1
Victoria Hospital (Blackpool) Dr Muthiah Sivaramalingam 1
Weston General Hospital Dr Serena Hillman 1
TOTAL 1063




Appendix table 2: Pre-operative chemotherapy cycle data

ECX ECX+B
Patients starting pre-operative chemotherapy 529 525
Chemotherapy status Received all 3 cycles 472 (89%) 463  (88%)
Stopped early 57  (11%) 62 (12%)
Reason for stopping early n 57 62
Unacceptable toxicity 28 (49%) 26 (42%)
Death during treatment 9 (16%) 10 (16%)
Change in patient's condition 7 (12%) 8 (13%)
Patient's choice 3 (5%) 2 (3%)
Tumour progression 1 (2%) 1 (2%)
Intercurrent illness 0 (0%) 1 (2%)
Other reason 1 (2%) 3 (5%)
Reason missing 8 (14%) 11 (18%)
Number of cycles started 1 22 (4%) 20  (4%)
2 35 (%) 42 (8%)
3 472 (89%) 463  (88%)
Number of cycles with bevacizumab 0 2 (<1%)
1 44 (8%)
2 74 (14%)
3 405 (77%)
Number of cycles with dose reductions 0 344 (65%) 319 (61%)
1 118  (22%) 124 (24%)
2 58 (11%) 70 (13%)
3 9 (2%) 12 (2%)




Appendix table 3: Post-operative chemotherapy cycle data

ECX ECX+B
Patients starting post-operative chemotherapy 293 257
Chemotherapy status Received all 3 cycles 215 (73%) 197 (77%)
Stopped early 78  (27%) 60 (23%)
Reason for stopping early n 78 60
Unacceptable toxicity 48 (62%) 30 (50%)
Patient's choice 15 (19%) 12 (20%)
Change in patient's condition 8 (10%) 5 (8%)
Intercurrent illness 3 (4%) 3 (5%)
Tumour progression 0 (0%) 3 (5%)
Other reason 3 (4%) 6 (10%)
Reason missing 1 (1%) 1 (2%)
Number of chemo cycles started 1 36 (12%) 24 (9%)
2 42 (14%) 34 (13%)
3 214 (73%) 196 (76%)
Missing 1 (<1%) 3 (1%)
Number of cycles with bevacizumab 0 25 (10%)
1 23 (9%)
2 35 (14%)
3 171 (67%)
Missing 3 (1%)
Number of cycles with dose reduction 0 116 (40%) 85 (33%)
1 76 (26%) 86 (33%)
2 53 (18%) 53 (21%)
3 47 (16%) 30 (12%)
Missing 1 (<1%) 3 (1%)




Appendix table 4: Post-operative complications

All patients who underwent a resection had a post-operative assessment approximately six weeks after surgery
where details regarding their recovery from the operation were documented. The presence and severity of the
complications listed below was evaluated by the local investigator, including whether each complication was
felt to be life-threatening or not.

ECX (N=446) ECX+B (N=427)

Complication

n % LT n % LT
Any complication (maximum severity) 215 48% 37 243 57% 34
Respiratory tract infection 72 16% 6 71 17% 7
Pleural effusion requiring treatment 50 11% 5 41 10% 6
Wound healing complications 33 7% 3 53 12% 5
Wound infection (superficial) 37 8% 2 38 9% 1
Cardiac complications 23 5% 8 30 7% 6
Respiratory failure 27 6% 13 23 5% 13
Intra-abdominal sepsis 18 4% 7 17 4% 7
Wound infection (deep) 15 3% 3 12 3% 4
Empyema 9 2% 1 18 4% 4
Haemorrhage requiring intervention 13 3% 4 13 3% 7
Pulmonary embolism 7 2% 2 9 2% 1
MRSA (any site) 9 2% 0 6 1% 0
Deep vein thrombosis 3 <1% 0 7 2% 1
Other 109 24% 14 118 28% 18
Anastomotic leak* 43 9% 75 18%
Revisional operation required 39 9% 37 9%

n = overall number of complications reported (whether life-threatening or not); % = overall percentage of patients reporting the event in question; LT = number
of complications, of those reported, that were deemed to be life-threatening by the local investigator.
* Severity information was not collected for anastomotic leak so the number of events that were deemed to be life-threatening is not available.



Appendix table 5: Other causes of death

Group

Cause of death

Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone

Chemotherapy alone

pulmonary embolus DVT stomach carcinoma

small bowel injunction, oesophageal cancer and diabetes type 2

Admitted with gastro-oesophago-pulmonary fistula to CCU resulting in recurrent thoracic
collections & collections + air leak. Died of chest sepsis & severe respiratory faiilure.

Cerebral infarction

Left ventricular failure, Ischaemic heart disease, Surgery for Adenocarcinoma of Stomach
right anterior cerebral infarct

cerebral haemorrhage - cause unknown

Cardiac Arrest

Pneumonia

1a Aspiration pneumonia, b small bowel resection. 11 Metastatic recurrent gastric cancer
Community acquired pneumonia

severe bilateral bronchopneumonia &recurrent OGJ

Pulmonary thromboembolism. Cardiac arrest

PT progressed 29/04/2013 confirmed by CT

Recurrance at anastomosis

Middle Cerebral Artery Stroke

Liver necrosis secondary cirrhosis as a consequence of serum fatty infiltration (NASH)
Aspiration Pneumonia

Chest sepsis + multi-organ failure

Delayed haemorrhage following surgery

Multi-organ failure

Pneumonia

Pneumonia

Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab

Chemotherapy plus bevacizumab

Chemotherapy plus bevacizumab

unknown, wait outcome of post mortem

Not known

heart attack

Bronchopneumonia

Metastatic Melanoma

Pneumonia, bronchiectasis & COPD + oesophageal cancer

multiple organ failure, neutropenic sepsis and oesophageal Ca (treated with chemo)
Myocardial Infarction-probably due to chemotherapy

Pneumonia

coronary artery disease

Coronary artery thrombosis

eroded aorta

Pneumonia and oesophageal ca.

Ischaemic Heart Disease due to Coronary artery thrombosis due to coronary artery arturoma
Post mortem findings natural findings

a) Extensive intestinal ischaemia due to antecedent causes b) Internal Intestinal Herniation
Aspiration pneumonia

metastatic colorectal cancer

1a multiorgan failure, 1b thoracic sepsis, 1¢ oesophageal adenocarcinoma (operated)

coroners case




Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab

Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab

Chemotherapy plus bevacizumab

Alcoholic Liver Disease
cardiac arrest

Cardiac arrest
Bronchopneumonia
Disease related and PE

pneumonia

Unknown -sudden collapse. Attended air ambulance. Vomitus and haemetemesis reported.
Unsuccessful resuscitation. No autopsy performed.

Brain stem infarction and frontal lobe haemorrhagic stroke

New Primary - Glioblastoma

Septic post op - died 7 days post surgery

Combined toxic effects of buprenorphine and morphine, Carcinoma of oesophagus
Acute UGI bleed. Oesophageal ulceration

Unknown - GP contacted but they didnt know

bilateral pneumonia secondary to aspiration

Heart attack




Appendix table 6: Description of revisional operations in patients suffering post-operative anastomotic

leak

Group

Description of revisional operation

Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone

Chemotherapy alone

Chemotherapy alone

Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone
Chemotherapy alone

Chemotherapy alone

laparotomy and washout plus feeding jejunostomy

anastomic leak

laparotomy, small bowel and caecalexcision & jejunostomy on 8/12/10
Laparowtomy closed

right thoracotomy

To stop bleeding

Op1: Division of anastomosis, resection of ischaemic segment of conduit. Op2:
Venting gastrotomy & oesophagectomy on 03.08.2012. Op3: Reconstitution of
small bowel on 20.08.2012Bottom of Form

1st thoractomy. 2nd laparotomy

Missing

re-laparotomy lavage,

Laparotomy for anastomastic leak

Wedge resection of transverse colon

Hemi hepatectomy - showed cirrhosis & infarction

thoracoscopy/pouch revision/washout

Laparoscopy and reduction of transient at hernia and coloplasty. 2. and 3. Closure
of abdominal wound dehisense

Rt Thoracotomy-gastric staple
Thoracotomy and T-tube
washant and drains inserted
To repair anastomotic leak
Thoractomy

Missing

ogd anastomatic repair

Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab

Chemotherapy plus bevacizumab

repair of anastamotic leak

Repair of anastomotic leaks

Patient had a repair of anastomotic leak via thoracotomy
STENT INSERTION X2

Anastomotic leak post oesophagectomy re-do
Perforation at anastomosis sutured

thoracotomy & wash out

Laparoscopy, laparotomy and gastroscopy (29/04/2010) and laparotomy and
tracheostomy on 08/05/2010

Laparotomy + jejunostomy tube

Thoracotomy, lapratomy venting gastrostomy

Insertion of oesophageal stent

Laparotomy,defunctioning stoma and mucus fistula

washout for abcess and leak

Anastomotic leak repair

Re look Right thoracotomy

Anastomotic dehiscence + displaced jejunostomy

Re-adjustment of an oesophageal t-tube inserted due to anastomotic leak
anastomotic Leak

Segmented transverse colectomy




Chemotherapy plus bevacizumab
Chemotherapy plus bevacizumab

Chemotherapy plus bevacizumab

Chemotherapy plus bevacizumab

Chemotherapy plus bevacizumab

Right thoractomy and over sewing anastomotic site
Right thoracotomy + decortication

Laparoscopic washout

thoractomy, pleural lavage, mobilisation of gastric conduit and oesophagus,
laparatomy and repatriation of stomach, exploration of left neck with exteriorisation
of oesophagus

Laparotomy
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