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SUMMARY 

Despite recent improvements in resection rates for localised pancreatic cancer, long-term survival 

following surgery alone remains poor with a median of 11-15 months, 2-year survival of 20-40% 

and 5-year survival of around 10%
1, 2

. There was some evidence from the GITSG study (43 

patients)
3, 4

 that adjuvant chemoradiation may help to improve these results but the EORTC trial 

(114 patients)
5
 did not show any advantage. Studies from Norway (61 patients)

6 
and Japan (158 

patients)
7
 also failed to show a long-term survival benefit for adjuvant chemotherapy. ESPAC-1 was 

designed to further investigate the role of chemoradiotherapy and adjuvant 5FU/folinic acid 

following resection. By April 2000, 596 patients had been randomised into ESPAC-1 and a 

preliminary analysis showed no survival benefit for chemoradiotherapy but a possible survival 

benefit for chemotherapy, irrespective of histologically positive resection margins
8-10

. A final 

analysis Of ESPAC-1 (June 2003) of 550 patients with pancreatic ductal adenocarcinoma not only 

confirmed the lack of benefit of chemoradiotherapy but also demonstrated a clear survival benefit 

for chemotherapy
11

.
 
 

Thus the future of adjuvant treatment lies with more effective systemic therapy and necessitated 

removal of the ósurgery aloneô arm from the original ESPAC-3 trial for patients with pancreatic 

ductal adenocarcinoma of the pancreas (approved protocol version February 2003). ESPAC-3(v2) 

will therefore test the promising new agent gemcitabine against the chemotherapy arm from 

ESPAC-1, 5FU/ folinic acid.  

Patients with ampullary or other pancreatic tumours will continue to be randomised between the two 

chemotherapy arms plus surgery alone, until any evidence emerges that chemotherapy is of 

significant benefit in this group also. 

 

OBJECTIVES 

This adjuvant study will test the following hypotheses: 

 

For patients with ductal adenocarcinoma of the pancreas randomised into the two-arm study: 

i)  Is there any survival difference between gemcitabine and bolus 5FU + folinic acid when used 

as adjuvant therapy following resection? 

 

For patients with ampullary or other pancreatic tumours randomised into the three-arm 

study: 

i) Does either adjuvant gemcitabine or 5FU + folinic acid improve survival compared to no 

additional treatment following resection of pancreatic cancer? 

ii) Is there any survival difference between gemcitabine and 5FU + folinic acid when used as 

adjuvant therapy following resection? 
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TRIAL DESIGN 

For patients with ductal adenocarcinoma of the pancreas randomised into the two-arm study: 

 ESPAC-3(v2p) is a two arm trial comparing survival between patients randomised to 5FU/folinic 

acid and those randomised to gemcitabine.   

 1030 patients will permit detection of a 10% difference in two-year survival rates between the 

two chemotherapy arms (  = 0.05, 1-  = 90%). 

 

For patients with ampullary or other pancreatic tumours randomised into the three-arm 

study: 

 ESPAC-3(v2a) is a three arm trial comparing survival between patients randomised to 

5FU/folinic acid, those randomised to gemcitabine and a ósurgery aloneô arm randomised to no 

adjuvant treatment 

 Patients with ampullary and óotherô pancreatic cancers will be randomised and analysed as a 

separate group of patients, additional to the 1030 patient sample size, due to their different 

prognosis. 

 

For both disease types: 

 The primary outcome measure is length of survival. 

 Secondary endpoints will be (a) toxicity; (b) quality of life; (c) 5-year survival. 

 The trial will be monitored by an Independent Data and Safety Monitoring Committee who will 

incorporate the available world-wide evidence when considering the data. 

 This randomised controlled trial will be undertaken by the European Study Group for Pancreatic 

Cancer (ESPAC) in centres throughout Europe, Canada, Australia, New Zealand and Japan, and 

is supported predominantly by Cancer Research UK. 
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TRIAL OUTLINE 

 

 

 

 

 

 

 

 

ESPAC-3(v2p): Patients with 

histologically proven pancreatic 

ductal adenocarcinoma having 

undergone ócurativeô resection 

ESPAC-3(v2a): Patients with histologically 

proven  

ampullary or óotherô cancer of the pancreas 

having undergone ócurativeô resection 

OBSERVATION 

(no treatment) 
GEMCITABINE 

5-FLUOROURACIL 

+ FOLINIC ACID 

RANDOMISE 

5-FLUOROURACIL 

+ FOLINIC ACID 
GEMCITABINE 

RANDOMISE 

3-MONTHLY FOLLOW-UP TO DEATH 
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 BACKGROUND 

Pancreatic cancer is one of the major causes of cancer death in Central and Northern European 

countries as well as in North America, Australasia and Japan
12

. Initial treatment involves surgical 

resection and considerable developments in centralising expertise have resulted in a dramatic 

reduction of post-operative mortality from around 30%
13

 to less than 6%
1
 and in addition an increase 

in resectable cases from around 2.5%
13

 to 10-15%
2
. Despite these improvements in surgery the 

survival rate following resection remains poor with a median survival of 10-15 months and a five-

year survival rate of around 10%
2, 13-16

.  There is therefore a clear need for effective adjuvant 

treatment. 

Previous Experience With Adjuvant Treatment 

To date, five adjuvant randomised controlled trials have been published.  The first, undertaken by 

the North American Gastrointestinal Tumour Study Group (GITSG) included 43 patients (all 

with negative resection margins) and showed a significant survival benefit for post-operative 

chemoradiotherapy + follow-on chemotherapy (5FU) with a median survival of 20 months vs. 11 

months for controls
3, 4

.  As an adjunct to this trial a further 30 patients were treated according to the 

study protocol and achieved a similar survival rate
4
. Despite the limited size of this study, the results 

were regarded as sufficient evidence for the National Cancer Institute (NCI) in the USA to 

recommend chemoradiotherapy as standard treatment following pancreatic resection. 

The second study, from Norway, comprising 61 patients with pancreatic and ampullary tumours, 

showed a significantly improved median survival with combination 5FU, doxorubicin and 

mitomycin C (11 months vs 23 months) but no improvement in 5-year survival (8% vs 4% 

respectively)
 6

. The AMF regimen used was highly toxic and did not gain general acceptance 

including Norway, where the adjuvant treatment was not recommended. 

As a preliminary to a large multicentre study the UK Pancreatic Cancer Group (UKPACA) repeated 

the GITSG protocol in 40 patients with pancreatic cancer
17

.  Despite initial scepticism, the GITSG 

regimen was reasonably well tolerated and the median survival time for the patient group was 13 

months
17

 compared to 20 months and 18 months respectively in the GITSG studies
3, 4

. Also
 
the 2-

year survival rate of 38%
17

 and the 5-year survival rate of 15%
17

 were similar to those obtained in 

the GITSG studies
3, 4

. It should be noted that others have reported equivalent survival rates in the 

absence of adjuvant treatment
2, 13-16

,
 
emphasising the importance of patient selection. Further 

analysis of the UKPACA trial showed that patients without lymph node metastases had a survival 

rate at 2 years of 60%, which was surprisingly high. Moreover, the overall survival in patients with 

positive and negative resection margin tumours was almost identical
17

, in contrast to an earlier (non-

randomised) study using adjuvant radiotherapy alone, in which patients with resection margin 

negative tumours survived significantly longer than those with resection margin positive tumours
18

. 

The ESPAC-1 trial was designed taking all the available data into consideration. The ESPAC-1 trial 

tested the hypotheses that chemoradiotherapy (40 Gy and weekly 5FU) or 6 months chemotherapy 

(5FU, 425mg/m
2
, d1-5 and folinic acid, 20mg/m

2
, d1-5, repeated monthly) improves survival 

compared to no adjuvant treatment
8-10

.  By April 2000, ESPAC-1 had recruited 596 patients and is 

thus the largest ever pancreas cancer trial undertaken to date
8
.   Preliminary analysis of ESPAC-1

8
 

showed that chemoradiotherapy was of no benefit and as such recruitment of patients into any arm 

involving chemoradiotherapy was stopped in July 1999.  There was however, a strong suggestion 

that systemic chemotherapy might be of benefit and randomisation into the arms comparing 

chemotherapy and no additional treatment continued to April 2000 when the trial closed to 

recruitment. The final analysis (June 2003) of 550 patients with pancreatic ductal adenocarcinoma 

(median follow-up of 44 months) has confirmed no survival benefit for chemoradiotherapy but has 

shown an unequivocal significant survival benefit for chemotherapy
11

. Moreover these effects were 

consistent irrespective of histological margin involvement by tumour, the extent of surgery or the 
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 development of post-operative complications
8-10

. Importantly there was a sustained improvement in 

global quality of life following resection irrespective of the use of adjuvant treatment with no 

significant differences according to treatment modality
8
. 

Since ESPAC-1 was initiated data has emerged from the EORTC trial
5
 comparing 

chemoradiotherapy with no additional treatment and showed no benefit for the treated group. In this 

trial patients randomised to chemoradiotherapy did not go on to receive additional chemotherapy and 

only 114 of the 207 eligible patients randomised had pancreatic ductal adenocarcinoma. There was 

no survival benefit for chemoradiotherapy compared to observation alone, neither for pancreatic 

cancer nor for ampullary cancer. The most recent study from Japan found no survival benefit for 

adjuvant chemotherapy in 158 patients with pancreatic cancer but there have been concerns over the 

sample of patients and the use of suboptimal chemotherapy (an infusion of MMC on the day of 

surgery, slow infusion of 5-FU d1-5 in weeks 1 and 3 followed by oral 5-FU)
7
. 

Various intensive adjuvant chemoradiotherapy regimens reported by the Johns Hopkins Group
19

 

have resulted in survival rates that are similar to the survival rates in the chemoradiotherapy arms of 

the ESPAC-1
8-11

 and EORTC
5
 studies (involving standard radiotherapy doses) and which in turn are 

no better than observation. The 5-year survival rates for patients with pancreatic ductal 

adenocarcinoma in the ESPAC-1 trial
11

 appear to exceed those of any other study, randomized or 

otherwise.  

Gemcitabine (2’, 2’-difluorodeoxycitidine) 

Gemcitabine is a novel nucleoside analogue with structural similarities to cytosine arabinoside but 

more broad-spectrum anti-tumour activity in pre-clinical models. In early clinical trials activity was 

observed in non-small cell lung cancer, breast cancer and ovarian cancer. Responses were also seen 

in three phase two trials in advanced carcinoma of the pancreas. In these studies involving over 130 

patients the objective response rate ranged from 5% to 11%
20-22 

but with additionally up to 30% of 

patients experiencing stable disease and relief of symptoms.  

In a subsequent phase III trial comparing gemcitabine with 5FU the median survival for the 

gemcitabine group was 5.7 months vs 4.4 months for 5FU and the one-year survival was 18% vs 2%. 

In addition quality of life in terms of clinical benefit response (pain, Karnofsky performance status 

and weight) favoured the gemcitabine group
23

. Overall in these trials toxicity was manageable and 

treatments were administered on a simple outpatient schedule. There is now intense research with 

gemcitabine in pancreatic cancer and is the clear front-runner to test against the chemotherapy arm 

of 5FU and folinic acid used in the ESPAC-1 trial
24

.  

ESPAC-3(v2) 

The current worldwide evidence now shows that the use of chemoradiotherapy is of no added value 

following resection for pancreatic ductal adenocarcinoma. Moreover attempts at intensifying and 

increasing the dose of chemoradiotherapy does not result in any obvious survival benefit over that 

which can be achieved without chemoradiotherapy. In contrast to chemoradiotherapy the use of 

adjuvant chemotherapy is much more promising and appears set to become established world-wide 

following the latest results from ESPAC-1
11. 

From these results (presented at the European 

Pancreatic Club Scientific Meeting in June 2003, published in Pancreatology
11

) and from 

consideration of the detailed analysis made available to the ESPAC Steering Committee, it was 

decided to adopt the recommendations of the ESPAC Independent Data Monitoring and Safety 

Committee to cease randomisation into the control arm as of 20
th

 June 2003. The trial design of 

ESPAC-3(v2) therefore replaces that of ESPAC-3. 
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TRIAL ENTRY 

Eligibility Criteria 

1. (a) Patients who have undergone complete macroscopic resection for ductal adenocarcinoma 

of the pancreas (R0 or R1 resection). 

(b) Similarly, patients with other cancers may be included who have had complete macroscopic 

resection (R0 or R1 resection) for (i) unusual malignancies of the pancreas, such as acinar 

cell carcinoma, cystadenocarcinoma etc.; (ii) cancers of the periampullary region; (iii) 

cancers of the intra-pancreatic part of the bile duct; (iv) periampullary cancers of uncertain 

origin.  Patients with tumours as in 1(b) will be analysed separately and will be in addition 

to the recruitment of pancreatic cancer patients. 

2. Completion of all pre-operative investigations. 

3.     Histological confirmation of the primary diagnosis. 

4. Histological examination of all resection margins. 

5. No evidence of malignant ascites, liver metastasis, spread to other distant abdominal organs,  

 peritoneal metastasis, spread to extra-abdominal organs. 

6. A WHO performance status < 2, (see page 16). 

7. Fully recovered from the operation and fit to take part in the trial.  Life-expectancy of more  

 than 3 months. 

8. Able to attend for administration of the adjuvant therapy. 

9. Able to attend for long-term follow-up. 

10. No previous or concurrent malignancy diagnoses (except curatively-treated basal cell carcinoma 

of skin, carcinoma in situ of cervix). 

11. No serious medical or psychological condition precluding adjuvant treatment. 

12. Fully informed written consent given. 

 

Exclusion Criteria 

1. Use of neo-adjuvant chemotherapy or other concomitant chemotherapy. 

2. Patients with pancreatic lymphoma. 

3. Macroscopically remaining tumour (R2 resection). 

4. Patients with TNM Stage IVb disease. 

5. Patients younger than 18 years. 

6. Pregnancy. 

 

Pre-operative Investigations 

 1. Chest X-ray. 

 2. Contrast-enhanced CT scan of abdomen (or equivalent). 

 3. Full-blood count. 

 4. Serum electrolytes, urea, creatinine, and CA19-9. 

5. Serum bilirubin, liver transaminases, alkaline phosphatases, albumin, total protein. 
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REGISTRATION AND RANDOMISATION 

 

 Each centre must have Local Ethical Research Committee approval or national approval such as 
MREC in the UK. 

 

 Each patient must be given a patient information sheet and provide informed written consent, 
witnessed and signed by a doctor. 

 

 Ideally patients should start adjuvant treatment at 4-6 weeks post-resection. Due to the high 
morbidity associated with resection (30-40%), up to 8 weeks will be permitted in these 
circumstances but entry beyond this time will be at the discretion of the Central Randomisation 
Centre in Liverpool. 

 

 Randomisation requires completion of the Registration Form and forwarding of the Histology 
Report and Consent Form to the National Co-ordination Centre, or directly to the Central 
Randomisation Centre in Liverpool. 

 

 Randomisation and Data Storage is controlled centrally by the Cancer Research UK (CR UK) 
Trials Office in Liverpool, with the Birmingham CR UK Trials Unit providing IT and Statistics 
consultancy. 

 

 Data analysis and reporting will be carried by the CR UK Trials Unit, Birmingham, UK. 
 

 There are Eight National Co-ordination Centres through which patients may be randomised - the 
UK (Liverpool), France (Paris), Switzerland (Berne), Germany (Heidelberg), Turkey (Istanbul), 
Canada (Toronto), Australia (Sydney) and Japan (Kyoto).  

 

 Individual Units may liaise directly with any National Co-ordinating Centre including the 
Central Randomisation Centre (Liverpool, UK), but are encouraged to work through the 
designated Co-ordination Centres (see page 58). Additional randomisation centres or National 
Co-ordination Centres may be established during ESPAC-3(v2), provided a good logistical case 
can be provided. 

 

 The extent of the resection will be documented and classified according to the Castle Franco 
Veneto meeting of May 1998 (Pedrazzoli S et al., Dig Surg 1999:16; 337-45)

25
.
 
 

 

 Participants are encouraged to fully document cases according to the International 
Documentation System (IDS) developed by Professor Hans Beger from Ulm. 

 

 Randomisation of patients will be stratified according to tumour type, resection margin status 
and country.  

 

 Patients with pancreatic ductal adenocarcinoma will be randomised between two treatment 
groups, ESPAC-3(v2p): (1) 5FU/FA, (2) Gemcitabine. 

 

 Patients with ampullary and óotherô pancreatic cancers will be randomised between three 
treatment groups, ESPAC-3(v2a): (1) 5FU/FA, (2) Gemcitabine, (3) Observation (no adjuvant 
treatment). 
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TREATMENT SCHEDULES 

This randomised controlled trial is unblinded for the chemotherapy agents (5FU/FA vs. 

Gemcitabine) because of the different methods of administration. 

 

(1) 5-FU and Folinic Acid  

- Folinic acid, D-L form: 20 mg/m
2
 intravenous bolus injection, followed by 

- 5-FU: 425 mg/m
2
 intravenous bolus injection 

- given on 5 consecutive days every 28 days for 6 cycles, i.e. 24 weeks. 

Oral cryotherapy: crushed ice cubes should be held in the mouth for a period of at least 10 minutes 

and up to 25 minutes if possible, beginning 5 minutes before the 5-FU injection.  This has been 

shown to reduce significantly the frequency and severity of stomatitis, which is the limiting toxicity 

of this schedule.  

 

(2) Gemcitabine 

Gemcitabine 1000mg/m
2
 given as an i.v. infusion over 30 mins, the lyophilized powder being 

diluted in normal saline, will be administered once a week for three weeks out of every four weeks 

(one cycle) for six cycles i.e. 24 weeks. 
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TOXICITY AND DOSE MODIFICATION 

Toxicity will be measured using the Common Toxicity Criteria (see Appendix 2). 

 

a) Folinic Acid: 

The folinic acid dose is not subject to modification. 

 

b) 5-Fluorouracil: 

 (i) Haematological toxicity, estimated from Full Blood Count on day of treatment: 

 Å Where the white blood count (WBC) is <3.0 x 10
9
/L,

 
or Platelets 

<100x10
9
/L, the dose should be delayed for 1 week 

Å Following 2 delays for toxicity, all subsequent doses should be administered 

at 75% of the full dose. 

Å If further delays are necessary, all subsequent doses should be administered 

at 50% of the full dose. 

The maximum allowable treatment delay is 3 weeks. Any patient whose treatment is delayed 

for longer than three weeks should discontinue therapy. 

 

(ii) Non-haematological toxicity: 

 

TOXICITY GRADE % 5-FU  

Stomatitis (erythema 

or painless ulcers) or 

mild diarrhoea 

(watery stools <4 times/day over 

pre-treatment) 

 

       1 

Hold until recovery, then resume 

at 100% dose for the remainder of 

the cycles. 

Stomatitis (ulcers but 

able to eat or swallow) or 

moderate to severe diarrhoea 

(watery stools 4-6 times/day 

or skin erythema) 

 

 

        2 

Hold until recovery, then reduce 

to 75% for the remainder of the 

cycles. 

Severe stomatitis (ulcers, 

requiring IV hydration) or 

Severe diarrhoea 7 watery 

stools /day or need for parenteral 

support for dehydration) 

 

        3 

Hold until recovery, then reduce 

dose at 50% for the remainder of 

the cycles. 

 

ANY TOXICITY 

 

        4 

 

DISCONTINUE 

TREATMENT 
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c) Gemcitabine: 

(i) Haematological Toxicity: Anaemia, leucopaenia and thrombocytopaenia can occur but are 

usually mild to moderate.  Dose modifications are as follows: 

 

Day 1     If the white blood count (WBC) <3.0 x 10
9
/L or the Platelets are  

<100 x 19
9
/L, delay treatment by one week. 

 If there is recovery after one week then continue at 100% dose. 

 If there is recovery after two or three weeks then continue at 75% dose. 

 If recovery is not complete by three weeks then the patient must come off 

study. 

 

Days 8 or 15     If the WBC is >2.5 x 10
9
/L and if the Platelets are >75 x 10

9
/L  

then continue at full dose. 

 If the WBC is 2.0 ï 2.4 x 10
9
/L or the Platelets are 50 ï 74 x 10

9
/L    

continue at 75% dose. 

 If the WBC is <2.0 x 10
9
/L or the Platelets are <50 x 10

9
/L do not give  

Day 8 or 15 of this cycle and restart next cycle four weeks from  

Day 1 at 75% dose. 

 

Neutropaenic Sepsis:  Following an episode of fever associated with a WBC of <2.0 x 10
9
/L 

subsequent courses should be given at 75% dose. 

 

(ii) Non-haematological Toxicity: Modifications are not required normally. In exceptional 

cases treatment delay may be necessary until the toxicity has resolved. If this happens then a 

25% reduction should be made for subsequent courses. 

 

The maximum allowable treatment delay is 3 weeks. Any patient whose treatment is delayed for 

longer than three weeks should discontinue therapy. 

 

Liver transaminases: Abnormalities of liver transaminases occur in up to two-thirds of patients 

but changes are not progressive and rarely cause problems. 

 

Nausea and Vomiting: This occurs in about 30% of patients and responds to standard anti-

emetics. 

 

Skin rash: This is seen in about 25% of patients, mild, and responds to topical preparations. 

 

Flu-like illness: This occurs in about 20% of patients and is normally mild. 

 

Oedema: Peripheral oedema has been seen in up to 30% of patients and normally responds to 

stopping treatment. Pulmonary oedema has been reported rarely. 
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FOLLOW-UP AND QUALITY OF LIFE 
 

 Patients will be followed up 3-monthly until death. 

 Follow-up forms will be completed on each visit. 

 Quality of life forms (based on ESPAC-1 questionnaires: EORTC QLQ C-30 and ESPAC-QLQ) 

and WHO performance status will be completed at randomisation, at 3, 6 and 12 months, and 

annually thereafter for 5 years. 

 

 

SCHEMATIC DIAGRAM   

     

Schedule of assessments  Screening/Randomisation   Follow-up 

          (3-60 months) 

   

Informed consent        

Inclusion & exclusion criteria    

Histology Report     

Haematology, clinical chemistry         

CA19-9            

Physical Examination
  

         

Weight             

QoL distribution           

Enzyme Supplement status          

WHO Performance Status          

Serious Adverse Event reporting         

Completion            
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SAFETY REPORTING 

DEFINITIONS OF ADVERSE EVENTS 

 

Adverse Event: any untoward event that happens in a patient in a clinical trial.. 
 

Adverse Reaction: suspected to have been caused by a trial drug. 

 

Serious Adverse Event (SAE): 
 

 results in death or is life-threatening* 

 requires hospitalisation or prolongation of hospitalisation 

 results in persistent or significant disability or incapacity 

 results in congenital anomaly 

 

* The term ólife-threateningô in the definition of óseriousô refers to an event in which the subject was 

at risk of death at the time of the event.  It does not refer to an event that hypothetically might have 

caused death if it were more severe. 
 

Serious Adverse Reaction (SAR): SAE suspected to have been caused by a trial drug. 

 

Suspected Unexpected SAR (SUSAR): Any suspected adverse reactions related to an IMP that are 

both unexpected and serious. 

 

ASSESSMENT OF ADVERSE EVENTS 

 

Seriousness 

This assessment is to be undertaken by the clinician responsible for the patient. 

 

Causality (relationship to study drug): 

This assessment is to be undertaken by the clinician responsible for the patient. 

 

Definitely, probably or possibly related = adverse reaction 

Unlikely or not related = other adverse event. 

 

Clinical assessment: Chief Investigator and the Liverpool Cancer Trials Unit may give their own 

assessment but cannot over-ride that of the clinician. 

 

The Chief Investigator will be responsible for reviewing all adverse events. 

 

Expectedness 

Not included (or more severe than) reactions listed in the applicable product information in the 

Summary of Product Characteristics (SPC, data sheet) for an authorised product.  

 

Non-Serious Adverse Events 

Only those non serious adverse events with a specified clinical severity and reactions including 

biochemistry and haematology that are critical to the evaluation of safety will be collected.  

Serious Adverse Events 
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 Investigators MUST ONLY REPORT ALL SERIOUS ADVERSE EVENTS (SAEs), including 

disease related and treatment related events that occur within 30 days following the last dose of trial 

treatment. SAEs must be reported within 24 hours of sites becoming aware of them by faxing a 

completed SERIOUS ADVERSE EVENT FORM (Appendix 9) to the Liverpool Cancer Trials 

Unit, Fax: 00 44 151 794 8930/8932 (or emailed: c.rawcliffe@liverpool.ac.uk). 

 

The Investigator must institute appropriate therapeutic action and follow-up measures in accordance 

with Good Medical Practice but should notify the study co-ordinator of such actions. 

 

The minimum dataset required for a preliminary report should include: 

Page1 

 Research subject trial number and initials 

 Date of onset of event 

 Brief description of event and CTC or severity grade 

 Causality relationship 

 Dated signature of investigator/co-investigator and clearly printed name 

 

Page2 

 Date of last administration of study drug 

 Causality relationship 

 Dated signature of investigator/co-investigator and clearly printed name 

 

The Chief Investigator and the Liverpool Cancer Trials Unit will provide annual list of SARs to the 

UK Competent Authority and Ethical Committee. 

 

 

Suspected Unexpected Serious Adverse Reaction (SUSAR) 

The minimum data required for initial reporting is: 

 

 The suspected Investigational Medicinal Product (IMP) 

 An identifiable subject 

 An adverse event assessed as serious and unexpected, and for which there is a reasonable 

suspected causal relationship 

 An identifiable reporting source 

 

The Chief Investigator and the Liverpool Cancer Trials Unit will ensure that all SUSARs are 

reported to Competent Authorities and Ethical Committees. 

 

 Fatal or life threatening SUSARs < 7 days after receiving the information 

 All other SUSARs <15 days after receiving the information 

 

 

The Chief Investigator and the Liverpool Cancer Trials Unit will inform all investigators of 

SUSARs as they occur. 

 

 

Expedited Reporting 

 MHRA Clinical Trials Unit 

 Other European competent authoritiesRelevant Ethics Committee. 

 

Annual Reporting To MHRA and MRECTherequired details will include: 
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 Line listing of all SARs, including SUSARs  

 International and UK reports 

 Summary of safety of the subjects in the trial 

 Summary of published literature relevant to safety 
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ENDPOINTS OF TRIAL 

Primary Outcome Measure: Overall survival  

Secondary Outcome Measures: (1) Toxicity 

(2) Quality of Life  

     (3) 5-year survival rate 

     (4) Relapse free survival 

 

STATISTICAL CONSIDERATIONS 

The primary outcome measure is comparison of survival with sample size calculations based on 

comparison of two-year survival rates. A minimum of 1030 patients with pancreatic ductal 

adenocarcinoma will be randomised between two treatment groups.  

The original ESPAC-3(v1) protocol was to randomise 330 patients in each treatment group to permit 

detection of a 10% difference in 2-year survival between treatment groups (from 30% to 40%) with 

the level of significance set at =5% and 1- =80% (power). The results of the ESPAC-1 trial 

(Neoptolemos, Stocken, Friess et al. N Engl J Med, 2004:350; 12:1200-10) have shown a higher 2-

year survival rate for chemotherapy than previously predicted with estimates between 40-45%. 

Based on these figures, 330 patients in each group would allow 11% differences in 2-year survival 

to be detected with 80% power and 13% differences with 90% power.  

Adjusted power calculations indicate that to detect a 10% difference in 2-year survival rate, as per 

the original clinical hypotheses, then a minimum of 380 patients would be required per treatment 

arm (minimum 760 patients (430 events) in total) for 80% power and 515 patients per treatment arm 

(minimum 1030 patients (550 events) in total) for 90% power, assuming a baseline 2-year survival 

rate ranging between 35-50% on standard treatment,. 

The Independent Data and Safety Monitoring Committee (IDSMC) for the ESPAC group 

recommended in April 2005 that recruitment should continue to at least 380 pancreatic ductal 

adenocarcinoma patients per treatment group to enable detection of a 10% difference in 2-year 

survival rate. The ESPAC Steering Committee discussed and accepted these recommendations in 

July 2005. In addition, the ESPAC Steering Committee agreed that the trial should run to 90% 

power, agreed by the IDSMC at a meeting in February 2006. As such, the total recruitment target is 

to randomise a minimum of 1030 patients with pancreatic ductal adenocarcinoma. 

___________________________________________________________________________ 

 

 5FU/FA GEMCITABINE  TOTAL 

___________________________________________________________________________ 

 

 n = 515  n = 515   n = 1030 minimum 

___________________________________________________________________________ 

 
Relapse free survival will be from the time of surgery to the time of relapse or the censor date. 
Relapse will be determined using clinical and biochemical diagnosis (CA19-9). Relapse free 
survival curves will be estimated by the method of Kaplan and Meier

33
 and compared across 

treatment groups with the log-rank test at a two sided significance level of 0.05. The unadjusted 
hazard ratio and respective 95% confidence interval will be computed using the Cox proportional 
hazards regression model

34
, or appropriate alternative. 
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 Analysis of overall survival will be from the time of operation to the time of death from any cause or 

the censor date. Survival analysis and final publication of these results will be carried out when all 

patients have a minimum of 2 years follow-up. Analysis will be carried out on all cause mortality 

using a log-rank analysis on an intention to treat basis. Cox proportional hazards modelling, or 

alternative, will be used to investigate and adjust any treatment effect by stratification factors and 

prognostic factors for this group of patients. Hazard ratios of the treatment effect (without 

significance testing) within identified prognostic subgroups (including resection margin status) will 

be estimated. 

Data on toxicity and Quality of Life during treatment will be available 6 months after the closure to 

the trial (i.e. when all patients have completed their treatment). The proportion of grade 3/ 4 toxicity 

will be compared across treatments using Pearsonôs chi-square test with continuity correction or 

Fishers Exact test. Quality of life will be assessed over time by treatment. Questionnaire responses 

will be combined and transformed into dimension scores and these will be compared using the two-

sample Wilcoxon non-parametric test. Global quality of life will be assessed in a quality-adjusted 

survival analysis to enable simultaneous assessment of quality of life and survival. 

An interim analysis of survival will also be carried out at study closure. Survival data will also be 

analysed when all patients have been followed for 5 years to assess long-term treatment effects.  

All statistical analyses will be carried out using SAS on an intention to treat basis, retaining patients 

in their randomised treatment groups and including protocol violator and ineligible patients.  A 

sensitivity analysis excluding any ineligible patients will also be conducted and reported. 

 
Following recommendations from the IDSMC in August 2006, patients who are determined as lost to follow 

up or who have withdrawn consent from the trial will be replaced. However, these patients will still be 

included in intention to treat analyses for the period over which they were actively followed up.  

 

Ampullary and ‘other’ pancreatic cancers 

Patients with pancreatic cancers other than pancreatic ductal adenocarcinoma will be entered into a 

three-arm study of 5FU/FA vs. Gemcitabine vs. Observation as in the original ESPAC-3 trial. Data 

from these patients will be combined with those from ESPAC-1 as part of an enlarged pilot study to 

permit planning of a future trial specifically aimed at this group of patients. Data from these patients 

will be reviewed by the Independent Data and Safety Monitoring Committee at each meeting from 

which advice will be sought regarding a potential trial design.  

INTERIM DATA ANALYSIS AND DATA AND SAFETY MONITORING 

COMMITTEE 

ESPAC-3(v2) will be monitored by an Independent Data and Safety Monitoring Committee 

(IDSMC) which at the time of assessment of the trial data will also take into account current world-

wide evidence.  The IDSMC will meet to assess the trial data following recruitment of the first 150 

patients with pancreatic ductal adenocarcinoma and will meet at least annually thereafter. Data from 

the patients with ampullary and óotherô cancers will also be scrutinised at each IDSMC meeting.   

The trial will be stopped or amended if proof beyond reasonable doubt emerges that one or other 

treatment is clearly indicated or contra-indicated in the light of these interim analyses. 
 
Recruitment will be scrutinised by a Steering Committee at 6-monthly intervals. 
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 ETHICAL CONSIDERATIONS 

 

Ethical conduct of the study 

 

This study will be carried out in accordance with the World Medical Association Declaration of 

Helsinki (1964) and the Tokyo (1975), Venice (1983), Hong Kong (1989) and South Africa (1996) 

and Scotland (2000). 

 

The study protocol will be given approval by the MREC (Multi-Centre Research Ethics Committee) 

and LREC (Local Research Ethics Committee) in the UK, and equivalent throughout Europe. 

Written evidence of approval will be made available to the ESPAC Trials Office, Liverpool. The 

study may only commence when approval is granted.  

 

Subjects will only be allowed to enter the study provided they have given written informed consent 

(APPENDIX 4) following a full explanation of the study and reading of the information sheet 

(APPENDIX 5). 

 

Subjects will be informed that they have the right to withdraw from the study at any stage without 

prejudice or without having to give reason. 

 

This study may be terminated at the request of the Principle Investigator, Independent Data & Safety 

Monitoring Committee or the Independent Ethics Committee if, during the course of the study, 

concerns about the safety of further dosing emerge. 

 

The Principle Investigator will update the ethics committee of any new information related to the 

study drug when appropriate. 

 

INFORMED CONSENT 

Written informed consent should be obtained from each patient in accordance with regulatory 

requirements, GCP and the Declaration of Helsinki the subject will have the exact nature of the 

study explained to them (written and verbal), the known side-effects which they might expect and 

the risks.  They will be advised that they are free to withdraw from the study without obligation. The 

consent form will also request permission for personnel involved in the research to have access to 

the subjects medical records. 

 

Both the person taking consent and the patient should personally sign and date the form.  The 

original copy of the signed Consent Form must be made available for inspection by the study 

Monitor but will be retained by the Investigator in his Study File, a copy will be put in the subjectôs 

notes, and a copy of the signed Consent Form will be given to the subject (Appendix 4). 

 

DEFINITIONS 

 

1.  Post-operative death:  Death due to complications of surgery, irrespective of number 

        of days from date of operation. 

 

2.  Early death:       Death within four weeks of commencing adjuvant therapy without 

        severe drug toxicity. 
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 3. Treatment related death: Death occurring at any time during adjuvant therapy due to drug 

        toxicity. 

 

4.  Relapse:                 Clinical or radiological evidence of local recurrence or metastasis. 

 

5.  Survival:                   Taken from the day of surgery until time of death, or date of last 

        follow-up for those remaining alive. 
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APPENDIX 1  

 

 

 

WHO PERFORMANCE STATUS 

 
0 Able to carry out all normal activity without restriction. 

 

 1 Restricted in physically strenuous activity but ambulatory and 

  able to carry out light work. 

 

 2 Ambulatory and capable of all self care but unable to carry out  

  any work; up and about more than 50% of waking hours. 

 

 3 Capable only of limited self care; confined to bed or chair more 
  than 50% of waking hours. 
 
 4 Completely disabled; cannot carry out any self care; totally  
  confined to bed or chair. 
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APPENDIX 2 

 

COMMON TOXICITY CRITERIA (NCI CTC) Version 2.0 
 

Grade 

Adverse Event 0 1 2 3 4 

ALLERGY/IMMUNOLOGY 

Allergic reaction/ 

hypersensitivity  

(including drug fever) 

none Transient rash, drug fever < 

38°C (<100.4°F) 
urticaria, drug fever  38°C 

( 100.4°F), and/or 

asymptomatic bronchospasm 

symptomatic 

bronchospasm, requiring 

parenteral medication(s), 

with or without urticaria; 

allergy-related 

edema/angioedema 

anaphylaxis 

Note: Isolated urticaria, in the absence of other manifestations of an allergic or hypersensitivity reaction, is graded in the DERMATOLOGY/SKIN category. 

Allergic rhinitis  

(including sneezing, nasal 

stuffiness, postnasal drip) 

none Mild, not requiring treatment moderate, requiring 

treatment 

- - 

Autoimmune reaction none Serologic or other evidence 

of autoimmune reaction but 

patient is asymptomatic (e.g., 

vitiligo), all organ function is 

normal and no treatment is 

required 

evidence of autoimmune 

reaction involving a non-

essential organ or function 

(e.g., hypothyroidism), 

requiring treatment other 

than immunosuppressive 

drugs 

reversible autoimmune 

reaction involving function 

of a major organ or other 

toxicity (e.g., transient 

colitis or anemia), 

requiring short-term 

immunosuppressive 

treatment 

autoimmune reaction 

causing major grade 4 

organ dysfunction; 

progressive and 

irreversible reaction; 

long-term 

administration of high-

dose immuno-

suppressive therapy 

required 

Also consider Hypothyroidism, Colitis, Hemoglobin, Hemolysis. 

Serum sickness none - - present - 

Urticaria is graded in the DERMATOLOGY/SKIN category if it occurs as an isolated symptom. If it occurs with other manifestations of allergic or hypersensitivity reaction, grade as 

Allergic reaction/hypersensitivity above. 

Vasculitis none Mild, not requiring treatment symptomatic, requiring 

medication 

requiring steroids ischemic changes or 

requiring amputation 

Allergy/Immunology-Other 

(Specify, __________) 

none Mild moderate severe life-threatening or 

disabling 

AUDITORY/HEARING 

Conductive hearing loss is graded as Middle ear/hearing in the AUDITORY/HEARING category. 

Earache is graded in the PAIN category. 

External auditory canal normal External otitis with erythema 

or dry desquamation 

external otitis with moist 

desquamation 

external otitis with 

discharge, mastoiditis 

necrosis of the canal 

soft tissue or bone 

Note: Changes associated with radiation to external ear (pinnae) are graded under Radiation dermatitis in the DERMATOLOGY/SKIN category. 

Inner ear/hearing normal Hearing loss on audiometry 

only 

tinnitus or hearing loss, not 

requiring hearing aid or 

treatment 

tinnitus or hearing loss, 

correctable with hearing 

aid or treatment 

severe unilateral or 

bilateral hearing loss 

(deafness), not 

correctable 

Middle ear/hearing normal Serous otitis without 

subjective decrease in 

hearing 

serous otitis or infection 

requiring medical 

intervention; subjective 

decrease in hearing; rupture 

of tympanic membrane with 

discharge 

otitis with discharge, 

mastoiditis or conductive 

hearing loss 

necrosis of the canal 

soft tissue or bone 

Auditory/Hearing-Other 

(Specify, __________) 

normal Mild moderate severe life-threatening or 

disabling 

BLOOD/BONE MARROW 

Bone marrow cellularity normal for age Mildly hypocellular or 25% 

reduction from normal 

cellularity for age 

moderately hypocellular or 

>25 -  50% reduction from 

normal cellularity for age or 

>2 but <4 weeks to recovery 

of normal bone marrow 

cellularity 

severely hypocellular or 

>50 -  75% reduction in 

cellularity for age or 4 - 6 

weeks to recovery of 

normal bone marrow 

cellularity 

aplasia or >6 weeks to 

recovery of normal bone 

marrow cellularity 

Normal ranges:      

children (  18 years) 90% cellularity average     

younger adults (19-59) 60-70% cellularity average     

older adults (  60 years) 50% cellularity average     

Note: Grade Bone marrow cellularity only for changes related to treatment not disease. 

CD4 count WNL < LLN - 500/mm3 200 - < 500/mm3 50 - < 200/mm3 < 50/mm3 

Haptoglobin normal Decreased - absent - 

Hemoglobin (Hgb) WNL < LLN - 10.0 g/dl 

< LLN - 100 g/L 

< LLN - 6.2 mmol/L 

8.0 - < 10.0 g/dl 

80 - < 100 g/L 

4.9 - < 6.2 mmol/L 

6.5 - < 8.0 g/dl 

65 - < 80 g/L 

4.0 - < 4.9 mmol/L 

< 6.5 g/dl 

< 65 g/L 

< 4.0 mmol/L 

Note: The following criteria may be used for leukemia studies or bone marrow infiltrative/myelophthisic process if the protocol so specifies. 

For leukemia studies or bone 

marrow infiltrative/ 

myelophthisic processes 

WNL 10 - <25% decrease from 

pretreatment 

25 - <50% decrease from 

pretreatment 

50 - <75% decrease from 

pretreatment 
75% decrease from 

pretreatment 
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 Grade 

Adverse Event 0 1 2 3 4 

Hemolysis (e.g., immune 

hemolytic anemia, drug-related 

hemolysis, other) 

none only laboratory evidence of 

hemolysis [e.g., direct 

antiglobulin test (DAT, 

Coombsô) schistocytes] 

evidence of red cell 

destruction and  2gm 

decrease in hemoglobin, no 

transfusion 

requiring transfusion 

and/or medical 

intervention (e.g., steroids) 

catastrophic 

consequences of 

hemolysis (e.g., renal 

failure, hypotension, 

bronchospasm, 

emergency 

splenectomy) 

Also consider Haptoglobin, Hemoglobin 

Leukocytes (total WBC) WNL < LLN - 3.0 x 109 /L 

< LLN - 3000/mm3 
2.0 - < 3.0 x 109 /L 

2000 - < 3000/mm3 

1.0 - < 2.0 x 109 /L 

1000 - < 2000/mm3 

< 1.0 x 109 /L 

< 1000/mm3 

For BMT studies, if specified in 

the protocol 

WNL 2.0 - <3.0 X 109/L 

2000 - <3000/mm3 

1.0 - <2.0 x 109 /L 1000 - 

<2000/mm3 

0.5 - <1.0 x 109 /L 500 

- <1000/mm3 

<0.5 x 109 /L 

<500/mm3 

Note: The following criteria using age, race and sex normal values may be used for pediatric studies (using age, race and sex normal values)  if the protocol so specifies. 

  75 - <100% LLN 50 - <75% LLN 25 - 50% LLN <25% LLN 

Lymphopenia WNL <LLN - 1.0 x 109 /L 

<LLN - 1000/mm3 
0.5 - <1.0 x 109 /L 

500 - <1000/mm3 

<0.5 x 109 /L 

<500/mm3 

- 

Note: The following criteria using age, race, and sex normal values may be used for pediatric studies(using age, race and xex normal values)  if the protocol so specifies. 

  75-<100%LLN 50-<75%LLN 25-<50%LLN <25%LLN 

Neutrophils/granulocytes 

(ANC/AGC) 

WNL 1.5 - <2.0 x 109 /L 

1500 - <2000/mm3 

1.0 - <1.5 x 109 /L 

1000 - <1500/mm3 

0.5 - <1.0 x 109 /L 

500 - <1000/mm3 

< 0.5 x 109 /L 

< 500/mm3 

For BMT studies, if specified in 

the protocol. 

WNL 1.0 - <1.5 x 109 /L 

1000 - <1500/mm3 

0.5 - <1.0 x 109 /L 

500 - <1000/mm3 

0.1 - <0.5 x 109 /L 

100 - <500/mm3 

<0.1 x 109 /L 

<100/mm3 

Note: The following criteria may be used for leukemia studies or bone marrow infiltrative/myelophthisic process if the protocol so specifies. 

For leukemia studies or bone 

marrow infiltrative/ 

myelophthisic process, if 

specified in the protocol 

WNL 10 - <25% decrease from 

baseline 

25 - <50% decrease from 

baseline 

50 - <75% decrease from 

baseline 
75% decrease from 

baseline 

Platelets WNL < LLN - 75.0 x 109 /L 

< LLN ï 75,000/mm3 
50.0 - < 75.0 x 109 /L 

50,000 - < 75,000/mm3 

10.0 - < 50.0 x 109 /L 

10,000 - < 50,000/mm3 

< 10.0 x 109 /L 

< 10,000/mm3 

For BMT, if specified in the 

protocol: 

WNL 50.0 - <75.0 x 109 /L 

50,000 - <75,000/mm3  

20.0 - <50.0 x 109 /L 

20,000 - <50,000/mm3 

10.0 - <20.0 x 109 /L 

10,000 - <20,000/mm3 

<10.0 x 109 /L 

<10,000/mm3 

Note: The following criteria may be used for leukemia studies or bone marrow infiltrative/myelophthisic process if the protocol so specifies. 

For leukemia studies or bone 

marrow infiltrative/ 

myelophthisic process, if 

specified in the protocol 

WNL 10 - <25% decrease from 

baseline 

25 - <50% decrease from 

baseline 

50 - <75% decrease from 

baseline 
75% decrease from 

baseline 

Transfusion: Platelets none - - yes platelet transfusions and 

other measures required 

to improve platelet 

increment; platelet 

transfusion 

refractoriness 

associated with life-

threatening bleeding. 

(e.g., HLA or cross 

matched platelet 

transfusions) 

For BMT studies, if specified in 

the protocol: 

none 1 platelet transfusion in 24 

hours 

2 platelet transfusions in 24 

hours 
3 platelet transfusions in 

24 hours 

platelet transfusions and 

other measures required 

to improve platelet 

increment; platelet 

transfusion 

refractoriness 

associated with life-

threatening bleeding. 

(e.g., HLA or cross 

matched platelet 

transfusions) 

Also consider Platelets. 

Transfusion: pRBCs none - - Yes - 

For BMT studies, if specified in 

the protocol: 

none 2 u pRBC ( 15cc/kg) in 24 

hours elective or planned 

 

 

3 u pRBC (>15 30cc/kg) in 

24 hours elective or planned 

4 u pRBC (>30cc/kg) in 

24 hours 

hemorrhage or 

hemolysis associated 

with life-threatening 

anemia; medical 

intervention required to 

improve hemoglobin 

For pediatric BMT studies, if 

specified in the protocol 

none 2 u pRBC ( 15ml/kg) in 24 

hours elective or planned 

 

 

3 u pRBC (>15 - 30ml/kg) 

in 24 hours elective or 

planned 

4 u pRBC (>30ml/kg) in 

24 hours 

hemorrhage or 

hemolysis associated 

with life-threatening 

anemia; medical 

intervention required to 

improve hemoglobin 

Also consider Hemoglobin. 

Blood/Bone Marrow-Other 

(Specify, __________) 

none mild moderate severe life-threatening or 

disabling 

CARDIOVASCULAR (ARRHYTHMIA) 

Conduction abnormality/ 

Atrioventricular heart block 

none asymptomatic, not requiring 

treatment (e.g., Mobitz type I 

second-degree AV block, 

Wenckebach) 

symptomatic, but not 

requiring treatment 

symptomatic and requiring 

treatment (e.g., Mobitz 

type II second-degree AV 

block, third-degree AV 

block) 

life-threatening (e.g., 

arrhythmia associated 

with CHF, hypotension, 

syncope, shock) 
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Nodal/junctional 

arrhythmia/dysrhythmia 

none asymptomatic, not requiring 

treatment 

symptomatic, but not 

requiring treatment 

symptomatic and requiring 

treatment 

life-threatening (e.g., 

arrhythmia associated 

with CHF, hypotension, 

syncope, shock) 

Palpitations none present - - - 

Note: Grade palpitations only in the absence of a documented arrhythmia. 

Prolonged QTc interval (QTc > 

0.48 seconds) 

none asymptomatic, not requiring 

treatment 

symptomatic, but not 

requiring treatment 

symptomatic and requiring 

treatment 

life-threatening (e.g., 

arrhythmia associated 

with CHF, hypotension, 

syncope, shock) 

Sinus bradycardia none asymptomatic, not requiring 

treatment 

symptomatic, but not 

requiring treatment 

symptomatic and requiring 

treatment 

life-threatening (e.g., 

arrhythmia associated 

with CHF, hypotension, 

syncope, shock) 

Sinus tachycardia none asymptomatic, not requiring 

treatment 

symptomatic, but not 

requiring treatment 

symptomatic and requiring 

treatment of underlying 

cause 

- 

Supraventricular arrhythmias 

(SVT/atrial fibrillation/ flutter) 

none asymptomatic, not requiring 

treatment 

symptomatic, but not 

requiring treatment 

symptomatic and requiring 

treatment 

life-threatening (e.g., 

arrhythmia associated 

with CHF, hypotension, 

syncope, shock) 

Syncope (fainting) is graded in the NEUROLOGY category. 

Vasovagal episode none - present without loss of 

consciousness 

present with loss of 

consciousness 

- 

Ventricular arrhythmia 

(PVCs/bigeminy/trigeminy/ 

ventricular tachycardia) 

none asymptomatic, not requiring 

treatment 

symptomatic, but not 

requiring treatment 

symptomatic and requiring 

treatment 

life-threatening (e.g., 

arrhythmia associated 

with CHF, hypotension, 

syncope, shock) 

Cardiovascular/ 

Arrhythmia-Other  

(Specify, ___________) 

none asymptomatic, not requiring 

treatment 

symptomatic, but not 

requiring treatment 

symptomatic, and 

requiring treatment of 

underlying cause 

life-threatening (e.g., 

arrhythmia associated 

with CHF, hypotension, 

syncope, shock) 

CARDIOVASCULAR (GENERAL) 

Acute vascular leak syndrome absent - symptomatic, but not 

requiring fluid support 

respiratory compromise or 

requiring fluids 

life-threatening; 

requiring pressor 

support and/or 

ventilatory support 

Cardiac- ischemia/infarction none non-specific T-wave 

flattening or changes 

asymptomatic, ST- and T- 

wave changes suggesting 

ischemia 

angina without evidence of 

infarction 

acute myocardial 

infarction 

Cardiac left ventricular function normal asymptomatic decline of 

resting ejection fraction of  

10% but < 20% of baseline 

value; shortening fraction  

24% but < 30% 

asymptomatic but resting 

ejection fraction below LLN 

for laboratory or decline of 

resting ejection fraction  

20% of baseline value; < 

24% shortening fraction 

CHF responsive to 

treatment 

severe or refractory 

CHF or requiring 

intubation 

CNS cerebrovascular ischemia is graded in the NEUROLOGY category. 

Cardiac troponin I (cTnI) normal - - levels consistent with 

unstable angina as defined 

by the manufacturer 

levels consistent with 

myocardial infarction as 

defined by the 

manufacturer 

Cardiac troponin T (cTnT) normal  0.03 - < 0.05 ng/ml  0.05 - < 0.1 ng/ml  0.1 - < 0.2 ng/ml  0.2 ng/ml 

Edema none asymptomatic, not requiring 

therapy 

symptomatic, requiring 

therapy 

symptomatic edema 

limiting function and 

unresponsive to therapy or 

requiring drug 

discontinuation 

anasarca (severe 

generalized edema) 

Hypertension none asymptomatic, transient 

increase by >20 mmHg 

(diastolic) or to > 150/100* 

if previously WNL; not 

requiring treatment 

recurrent or persistent or 

symptomatic increase by > 

20 mmHg (diastolic) or to > 

150/100* if previously 

WNL; not requiring 

treatment 

requiring therapy or more 

intensive therapy than 

previously 

hypertensive crisis 

*Note: For pediatric patients, use age and sex appropriate normal values > 95th percentile ULN. 

Hypotension none changes, but not requiring 

therapy (including transient 

orthostatic hypotension) 

requiring brief fluid 

replacement or other therapy 

but not hospitalization; no 

physiologic consequences 

requiring therapy and 

sustained medical 

attention, but resolves 

without persisting 

physiologic consequences 

shock (associated with 

acidemia and impairing 

vital organ function due 

to tissue hypoperfusion) 

Also consider Syncope (fainting). 

Notes: Angina or MI is graded as Cardiac- ischemia/infarction in the CARDIOVASCULAR (GENERAL) category. 

For pediatric patients, systolic BP 65 mmHg or less in infants up to 1 year old and 70 mmHg or less in children older than 1 year of age, use two successive or three 

measurements in 24 hours. 

Myocarditis none - - CHF responsive to 

treatment 

severe or refractory 

CHF 

Operative injury of vein/artery none primary suture repair for 

injury, but not requiring 

transfusion 

primary suture repair for 

injury, requiring transfusion 

vascular occlusion 

requiring surgery or 

bypass for injury 

myocardial infarction; 

resection of organ (e.g., 

bowel, limb) 

Pericardial effusion/ pericarditis none asymptomatic effusion, not 

requiring treatment 

pericarditis (rub, ECG 

changes, and/or chest pain) 

with physiologic 

consequences  

tamponade (drainage or 

pericardial window 

required) 
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Peripheral arterial ischemia none - brief episode of ischemia 

managed non-surgically and 

without permanent deficit 

requiring surgical 

intervention 

life-threatening or with 

permanent functional 

deficit (e.g., 

amputation) 

Phlebitis (superficial) none - present - - 

Notes: Injection site reaction is graded in the DERMATOLOGY/SKIN category. 

 Thrombosis/embolism is graded in the CARDIOVASCULAR (GENERAL) category. 

Syncope (fainting) is graded in the NEUROLOGY category. 

Thrombosis/embolism none - deep vein thrombosis, not 

requiring anticoagulant 

deep vein thrombosis, 

requiring anticoagulant 

therapy 

embolic event including 

pulmonary embolism 

Vein/artery operative injury is graded as Operative injury of vein/artery in the CARDIOVASCULAR (GENERAL) category. 

Visceral arterial ischemia (non-

myocardial) 

none - brief episode of ischemia 

managed non-surgically and 

without permanent deficit 

requiring surgical 

intervention 

life-threatening or with 

permanent functional 

deficit (e.g., resection of 

ileum) 

Cardiovascular/ 

General-Other  

(Specify, ______________) 

none mild moderate severe life-threatening or 

disabling 

COAGULATION 

Note: See the HEMORRHAGE category for grading the severity of bleeding events. 

DIC  

(disseminated intravascular 

coagulation) 

absent - - laboratory findings present 

with no bleeding 

laboratory findings and 

bleeding 

Also consider Platelets. 

Note: Must have increased fibrin split products or D-dimer in order to grade as DIC. 

Fibrinogen WNL 0.75 - <1.0 x LLN 0.5 - <0.75 x LLN 0.25 - <0.5 x LLN <0.25 x LLN 

Note: The following criteria may be used for leukemia studies or bone marrow infiltrative/myelophthisic process if specified in the protocol. 

For leukemia studies: WNL <20% decrease from 

pretreatment value or LLN 
20 - <40% decrease from 

pretreatment value or LLN 

40 - <70% decrease from 

pretreatment value or LLN 

<50 mg 

Partial thromboplastin time 

(PTT) 

WNL > ULN -  1.5 x ULN > 1.5 -  2 x ULN >2 x ULN - 

Phlebitis is graded in the CARDIOVASCULAR (GENERAL) category. 

Prothrombin time (PT) WNL > ULN -  1.5 x ULN > 1.5 -  2 x ULN >2 x ULN - 

Thrombosis/embolism is graded in the CARDIOVASCULAR (GENERAL) category. 

Thrombotic microangiopathy 

(e.g., thrombotic 

thrombocytopenic purpura/TTP 

or hemolytic uremic 

syndrome/HUS) 

absent - - laboratory findings present 

without clinical 

consequences 

laboratory findings and 

clinical consequences, 

(e.g., CNS hemorrhage/ 

bleeding or thrombosis/ 

embolism or renal 

failure) requiring 

therapeutic intervention 

For BMT, if specified in the 

protocol: 

- evidence of RBC destruction 

(schistocytosis) without 

clinical consequences 

evidence of RBC destruction 

with elevated creatinine ( 3 

x ULN) 

evidence of RBC 

destruction with creatinine 

(>3 x ULN) not requiring 

dialysis 

evidence of RBC 

destruction with renal 

failure requiring dialysis 

and/or encephalopathy 

Also consider Hemoglobin (Hgb), Platelets, Creatinine. 

Note: Must have microangiopathic changes on blood smear (e.g., schistocytes, helmet cells, red cell fragments). 

Coagulation-Other 

(Specify, __________) 

none mild moderate severe life-threatening or 

disabling 

CONSTITUTIONAL SYMPTOMS 

Fatigue 

(lethargy, malaise, asthenia) 

none increased fatigue over 

baseline, but not altering 

normal activities 

moderate (e.g., decrease in 

performance status by 1 

ECOG level or 20% 

Karnofsky or Lansky) or 

causing difficulty performing 

some activities 

severe (e.g., decrease in 

performance status by 2 

ECOG levels or 40% 

Karnofsky or Lansky) or 

loss of ability to perform 

some activities 

bedridden or disabling 

Note: See Appendix III for performance status scales. 

Fever (in the absence of 

neutropenia, where neutropenia 

is defined as AGC < 1.0 x 

109/L) 

none 38.0 - 39.0°C (100.4 - 

102.2°F) 

39.1 - 40.0°C (102.3 - 

104.0°F ) 

> 40.0°C (>104.0°F ) for 

< 24hrs 

> 40.0°C (>104.0°F ) 

for > 24hrs 

Also consider Allergic reaction/hypersensitivity. 

Note: The temperature measurements listed above are oral or tympanic. 

Hot flashes/flushes are graded in the ENDOCRINE category. 

Rigors, chills none mild, requiring symptomatic 

treatment (e.g., blanket) or 

non-narcotic medication 

severe and/or prolonged, 

requiring narcotic medication 

not responsive to narcotic 

medication 

- 

Sweating  

(diaphoresis) 

normal mild and occasional frequent or drenching - - 

Weight gain < 5% 5 - <10% 10 - <20%  20% - 

Also consider Ascites, Edema, Pleural effusion (non-malignant). 

Weight gain  associated with 

veno-occlusive disease (VOD) 

for BMT studies, if specified in 

the protocol. 

Also consider Ascites, Edema, 

Pleural effusion (non-

malignant). 

     

Note: The following criteria is to be used ONLY for weight gain associated with Veno-Occlusive Disease. 
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 <2% 2 - <5% 5 - <10%  10% or as ascities 10% or fluid retention 

resulting in pulmonary 

failure 

Weight loss < 5% 5 - <10% 10 - <20% 20% - 

Also consider Vomiting, Dehydration, Diarrhea. 

Constitutional Symptoms-Other 

(Specify, __________) 

none mild moderate severe life-threatening or 

disabling 

DERMATOLOGY/SKIN 

Alopecia normal mild hair loss pronounced hair loss - - 

Bruising  

(in absence of grade 3 or 4 

thrombocytopenia) 

none localized or in dependent 

area 

generalized - - 

Note: Bruising resulting from grade 3 or 4 thrombocytopenia is graded as Petechiae/purpura and Hemorrhage/bleeding with grade 3 or 4 thrombocytopenia in the HEMORRHAGE 

category, not in the DERMATOLOGY/SKIN category. 

Dry skin normal controlled with emollients not controlled with emollients - - 

Erythema multiforme (e.g., 

Stevens-Johnson syndrome, 

toxic epidermal necrolysis) 

absent - scattered, but not generalized 

eruption 

severe or requiring IV 

fluids (e.g., generalized 

rash or painful stomatitis) 

life-threatening (e.g., 

exfoliative or ulcerating 

dermatitis or requiring 

enteral or parenteral 

nutritional support) 

Flushing absent present - - - 

Hand-foot skin reaction none skin changes or dermatitis 

without pain (e.g., erythema, 

peeling) 

skin changes with pain, not 

interfering with function 

skin changes with pain, 

interfering with function 

- 

Injection site reaction none pain or itching or erythema pain or swelling, with 

inflammation or phlebitis 

ulceration or necrosis that 

is severe or prolonged, or 

requiring surgery 

- 

Nail changes normal discoloration or ridging 

(koilonychia) or pitting 

partial or complete loss of 

nail(s) or pain in nailbeds 

- - 

Petechiae is graded in the HEMORRHAGE category. 

Photosensitivity none painless erythema painful erythema erythema with 

desquamation 

- 

Pigmentation changes (e.g., 

vitiligo) 

none localized pigmentation 

changes 

generalized pigmentation 

changes 

- - 

Pruritus none mild or localized, relieved 

spontaneously or by local 

measures 

intense or widespread, 

relieved spontaneously or by 

systemic measures 

intense or widespread and 

poorly controlled despite 

treatment 

- 

Purpura is graded in the HEMORRHAGE category. 

Radiation dermatitis none faint erythema or dry 

desquamation 

moderate to brisk erythema 

or a patchy moist 

desquamation, mostly 

confined to skin folds and 

creases; moderate edema 

confluent moist 

desquamation, 1.5 cm 

diameter, not confined to 

skin folds; pitting edema 

skin necrosis or 

ulceration of full 

thickness dermis; may 

include bleeding not 

induced by minor 

trauma or abrasion 

Note: Pain associated with radiation dermatitis is graded separately in the PAIN category as Pain due to radiation. 

Radiation recall reaction 

(reaction following 

chemotherapy in the absence of 

additional radiation therapy that 

occurs in a previous radiation 

port) 

none faint erythema or dry 

desquamation 

moderate to brisk erythema 

or a patchy moist 

desquamation, mostly 

confined to skin folds and 

creases; moderate edema 

confluent moist 

desquamation, 1.5 cm 

diameter, not confined to 

skin folds; pitting edema 

skin necrosis or 

ulceration of full 

thickness dermis; may 

include bleeding not 

induced by minor 

trauma or abrasion 

Rash/desquamation none macular or papular eruption 

or erythema without 

associated symptoms 

macular or papular eruption 

or erythema with pruritus or 

other associated symptoms 

covering <50% of body 

surface or localized 

desquamation or other 

lesions covering <50% of 

body surface area 

symptomatic generalized 

erythroderma or macular, 

papular or vesicular 

eruption or desquamation 

covering 50% of body 

surface area 

generalized exfoliative 

dermatitis or ulcerative 

dermatitis 

Also consider Allergic reaction/hypersensitivity. 

Note: Erythema multiforme (Stevens-Johnson syndrome) is graded separately as Erythema multiforme. 

Rash/dematitis associated with 

high-dose chemotherapy and 

bone marrow transplant 

none faint erythema or dry 

desquamation 

moderate to brisk erythema 

or a patchy moist 

desquamation, mostly 

confined to skin folds and 

creases; moderate edema 

confluent moist 

desquamation, 1.5 cm 

diameter, not confined to 

skin folds; pitting edema 

skin necrosis or 

ulceration of full 

thickness dermis; may 

include spontaneous 

bleeding not induced by 

minor trauma or 

abrasion 

Rash/desquamation associated 

with graft versus host disease 

(GVHD) for BMT studies, if 

specified in the protocol: 

none macular or papular eruption 

or erythema covering <25% 

of body surface area without 

associated symptoms 

macular or papular eruption 

or erythema with pruritus or 

other associated symptoms 

covering 25 - <50% of body 

surface or localized 

desquamation or other 

lesions covering 25 - <50% 

of body surface area 

symptomatic generalized 

erythroderma or 

symptomatic macular, 

papular or vesicular 

eruption, with bullous 

formation, or 

desquamation covering 

50% of body surface area  

generalized exfoliative 

dermatitis or ulcerative 

dermatitis or bullous 

formation 

Also consider Allergic reaction/hypersensitivity. 

Note: Erythema multiforme (Stevens-Johnson syndrome) is graded separately as Erythema multiforme. 

Urticaria  

(hives, welts, wheals) 

none requiring no medication requiring PO or topical 

treatment or IV medication or 

steroids for <24 hours 

requiring IV medication or 

steroids for 24 hours 

- 

Wound- infectious none cellulitis superficial infection infection requiring IV 

antibiotics 

necrotizing fasciitis 
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Wound- non-infectious none incisional separation incisional hernia fascial disruption without 

evisceration 

fascial disruption with 

evisceration 

Dermatology/Skin-Other 

(Specify, ________) 

none mild moderate severe life-threatening or 

disabling 

ENDOCRINE 

Cushingoid appearance (e.g., 

moon face,  buffalo hump, 

centripetal obesity, cutaneous 

striae) 

absent - present - - 

Also consider Hyperglycemia, Hypokalemia. 

Feminization of male absent - - present - 

Gynecomastia none mild pronounced or painful pronounced or painful and 

requiring surgery 

- 

Hot flashes/flushes none mild or no more than 1 per 

day 

moderate and greater than 1 

per day 

- - 

Hypothyroidism absent asymptomatic,TSH elevated, 

no therapy given 

symptomatic or thyroid 

replacement treatment given 

patient hospitalized for 

manifestations of 

hypothyroidism 

myxedema coma 

Masculinization of female absent - - present - 

SIADH (syndrome of 

inappropriate antidiuretic 

hormone) 

absent - - present - 

Endocrine-Other  

(Specify, __________) 

none mild moderate severe life-threatening or 

disabling 

GASTROINTESTINAL 

Amylase is graded in the METABOLIC/LABORATORY category. 

Anorexia none loss of appetite oral intake significantly 

decreased 

requiring IV fluids requiring feeding tube 

or parenteral nutrition 

Ascites (non-malignant) none asymptomatic symptomatic, requiring 

diuretics 

symptomatic, requiring 

therapeutic paracentesis 

life-threatening 

physiologic 

consequences 

Colitis none - abdominal pain with mucus 

and/or blood in stool 

abdominal pain, fever, 

change in bowel habits 

with ileus or peritoneal 

signs, and radiographic or 

biopsy documentation 

perforation or requiring 

surgery or toxic 

megacolon 

Also consider Hemorrhage/bleeding with grade 3 or 4 thrombocytopenia, Hemorrhage/bleeding without grade 3 or 4 thrombocytopenia, Melena/GI bleeding, Rectal bleeding/hematochezia, 

Hypotension. 

Constipation none requiring stool softener or 

dietary modification 

requiring laxatives obstipation requiring 

manual evacuation or 

enema 

obstruction or toxic 

megacolon 

Dehydration none dry mucous membranes 

and/or diminished skin turgor 

requiring IV fluid 

replacement (brief) 

requiring IV fluid 

replacement (sustained) 

physiologic 

consequences requiring 

intensive care; 

hemodynamic collapse 

Also consider Diarrhea, Vomiting, Stomatitis/pharyngitis (oral/pharyngeal mucositis), Hypotension. 

Diarrhea 

Patients without colostomy: 

none increase of < 4 stools/day 

over pre-treatment 

increase of 4-6 stools/day, or 

nocturnal stools 
increase of 7 stools/day 

or incontinence; or need 

for parenteral support for 

dehydration 

physiologic 

consequences requiring 

intensive care; or 

hemodynamic collapse 

Patients with a colostomy: none mild increase in loose, watery 

colostomy output compared 

with pretreatment 

moderate increase in loose, 

watery colostomy output 

compared with pretreatment, 

but not interfering with 

normal activity 

severe increase in loose, 

watery colostomy output 

compared with 

pretreatment, interfering 

with normal activity 

physiologic 

consequences, requiring 

intensive care; or 

hemodynamic collapse 

Diarrhea associated with graft 

versus host disease (GVHD) for 

BMT studies, if specified in the 

protocol 

none >500 - 1000ml of 

diarrhea/day 

>1000 - 1500ml of 

diarrhea/day 

>1500ml of diarrhea/day severe abdominal pain 

with or without ileus 

For Pediatric BMT studies, if 

specified in the protocol: 

 >5 - 10 ml/kg of 

diarrhea/day 

>10 - 15 ml/kg of 

diarrhea/day 

>15 ml/kg of 

diarrhea/day 

- 

Also consider Hemorrhage/bleeding with grade 3 or 4 thrombocytopenia, Hemorrhage/bleeding without grade 3 or 4 thrombocytopenia, Pain, Dehydration, Hypotension. 

Duodenal ulcer (requires 

radiographic or endoscopic 

documentation) 

none - requiring medical 

management or non-surgical 

treatment 

uncontrolled by outpatient 

medical management; 

requiring hospitalization 

perforation or bleeding, 

requiring emergency 

surgery 

Dyspepsia/heartburn none mild moderate severe - 

Dysphagia, esophagitis, 

odynophagia (painful 

swallowing) 

none mild dysphagia, but can eat 

regular diet 

dysphagia, requiring 

predominantly pureed, soft, 

or liquid diet 

dysphagia, requiring IV 

hydration 

complete obstruction 

(cannot swallow saliva) 

requiring enteral or 

parenteral nutritional 

support, or perforation 

Note: If  the adverse event  is radiation-related, grade either under Dysphagia- esophageal related to radiation or Dysphagia- pharyngeal related to radiation. 

Dysphagia- esophageal related 

to radiation 

none mild dysphagia, but can eat 

regular diet 

dysphagia, requiring 

predominantly liquid, pureed 

or soft diet 

dysphagia requiring 

feeding tube, IV hydration 

or hyperalimentation 

complete obstruction 

(cannot swallow saliva); 

ulceration with bleeding 

not induced by minor 

trauma or abrasion or 

perforation 

Also consider Pain due to radiation, Mucositis due to radiation. 

Note: Fistula is graded separately as Fistula- esophageal. 
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Dysphagia - pharyngeal related 

to radiation 

none mild dysphagia, but can eat 

regular diet 

dysphagia, requiring 

predominantly pureed, soft, 

or liquid diet 

dysphagia, requiring 

feeding tube, IV hydration 

or hyperalimentation 

complete obstruction 

(cannot swallow saliva); 

ulceration with bleeding 

not induced by minor 

trauma or abrasion or 

perforation 

Also consider Pain due to radiation, Mucositis due to radiation. 

Note: Fistula is graded separately as Fistula- pharyngeal. 

Fistula- esophageal none - - present requiring surgery 

Fistula- intestinal none - - present requiring surgery 

Fistula- pharyngeal none - - present requiring surgery 

Fistula- rectal/anal none - - present requiring surgery 

Flatulence none mild moderate - - 

Gastric ulcer  

(requires radiographic or 

endoscopic documentation) 

none - requiring medical 

management or non-surgical 

treatment 

bleeding without 

perforation, uncontrolled 

by outpatient medical 

management; requiring 

hospitalization or surgery 

perforation or bleeding, 

requiring emergency 

surgery 

Also consider Hemorrhage/bleeding with grade 3 or 4 thrombocytopenia, Hemorrhage/bleeding without grade 3 or 4 thrombocytopenia. 

Gastritis none - requiring medical 

management or non-surgical 

treatment 

uncontrolled by out-patient 

medical management; 

requiring hospitalization or 

surgery 

life-threatening 

bleeding, requiring 

emergency surgery 

Also consider Hemorrhage/bleeding with grade 3 or 4 thrombocytopenia, Hemorrhage/bleeding without grade 3 or 4 thrombocytopenia. 

Hematemesis is graded in the HEMORRHAGE category. 

Hematochezia is graded in the HEMORRHAGE category as Rectal bleeding/hematochezia. 

Ileus (or neuroconstipation) none - intermittent, not requiring 

intervention 

requiring non-surgical 

intervention 

requiring surgery 

Mouth dryness normal mild moderate - - 

Mucositis      

Notes: Mucositis not due to radiation is graded in the GASTROINTESTINAL category for specific sites: Colitis, Esophagitis, Gastritis, Stomatitis/pharyngitis (oral/pharyngeal mucositis), 

and Typhlitis; or the RENAL/GENITOURINARY category for Vaginitis. 

Radiation-related mucositis is graded as Mucositis due to radiation. 

Mucositis due to radiation none erythema of the mucosa patchy pseudomembranous 

reaction (patches generally  

1.5 cm in diameter and non-

contiguous) 

confluent 

pseudomembranous 

reaction (contiguous 

patches generally > 1.5 cm 

in diameter) 

necrosis or deep 

ulceration; may include 

bleeding not induced by 

minor trauma or 

abrasion 

Also consider Pain due to radiation. 

Note: Grade radiation mucositis of the larynx here. 

Dysphagia related to radiation is also graded as either Dysphagia- esophageal related to radiation or Dysphagia- pharyngeal related to radiation, depending on the site of treatment. 

Nausea none able to eat oral intake significantly 

decreased 

no significant intake, 

requiring IV fluids 

- 

Pancreatitis none - - abdominal pain with 

pancreatic enzyme 

elevation 

complicated by shock 

(acute circulatory 

failure) 

Also consider Hypotension. 

Note:  Amylase is  graded in the METABOLIC/LABORATORY category. 

Pharyngitis is graded in the GASTROINTESTINAL category as Stomatitis/pharyngitis (oral/pharyngeal mucositis). 

Proctitis none increased stool frequency, 

occasional blood-streaked 

stools, or rectal discomfort 

(including hemorrhoids), not 

requiring medication 

increased stool frequency, 

bleeding, mucus discharge, or 

rectal discomfort requiring 

medication; anal fissure 

increased stool 

frequency/diarrhea, 

requiring parenteral 

support; rectal bleeding, 

requiring transfusion; or 

persistent mucus 

discharge, necessitating 

pads 

perforation, bleeding or 

necrosis or other life-

threatening 

complication requiring 

surgical intervention 

(e.g., colostomy) 

Also consider Hemorrhage/bleeding with grade 3 or 4 thrombocytopenia, Hemorrhage/bleeding without grade 3 or 4 thrombocytopenia,  Pain due to radiation. 

Notes: Fistula is graded separately as Fistula- rectal/anal. 

Proctitis occurring more than 90 days after the start of radiation therapy is graded in the RTOG/EORTC Late Radiation Morbidity Scoring Scheme. (See Appendix IV) 

Salivary gland changes none slightly thickened saliva/may 

have slightly altered taste 

(e.g., metallic); additional 

fluids may be required 

thick, ropy, sticky saliva; 

markedly altered taste; 

alteration in diet required 

- acute salivary gland 

necrosis 

Sense of smell normal slightly altered markedly altered - - 

Stomatitis/pharyngitis 

(oral/pharyngeal mucositis) 

none painless ulcers, erythema, or 

mild soreness in the absence 

of lesions 

painful erythema, edema, or 

ulcers, but can eat or swallow 

painful erythema, edema, 

or ulcers requiring IV 

hydration 

severe ulceration or 

requires parenteral or 

enteral nutritional 

support or prophylactic 

intubation 

For BMT studies, if specified in 

the protocol. 

none painless ulcers, erythema, or 

mild soreness in the absence 

of lesions 

painful erythema, edema or 

ulcers but can swallow 

painful erythema, edema, 

or ulcers preventing 

swallowing or requiring 

hydration or parenteral (or 

enteral) nutritional support 

severe ulceration 

requiring prophylactic 

intubation or resulting 

in documented 

aspiration pneumonia 

Note: Radiation-related mucositis is graded as Mucositis due to radiation. 

Taste disturbance (dysgeusia) normal slightly altered markedly altered - - 

Typhlitis  

(inflammation of the cecum) 

none - - abdominal pain, diarrhea, 

fever and  radiographic or 

biopsy  documentation 

perforation, bleeding or 

necrosis or other life-

threatening 

complication requiring 

surgical intervention 

(e.g., colostomy) 

Also consider Hemorrhage/bleeding with grade 3 or 4 thrombocytopenia, Hemorrhage/bleeding without grade 3 or 4 thrombocytopenia, Hypotension, Febrile neutropenia. 
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Adverse Event 0 1 2 3 4 

Vomiting none 1 episode in 24 hours over 

pretreatment 

2-5 episodes in 24 hours over 

pretreatment 
6 episodes in 24 hours 

over pretreatment; or need 

for IV fluids 

Requiring parenteral 

nutrition; or physiologic 

consequences requiring 

intensive care; 

hemodynamic collapse 

Also consider Dehydration. 

Weight gain is graded in the CONSTITUTIONAL SYMPTOMS category. 

Weight loss is graded in the CONSTITUTIONAL SYMPTOMS category. 

Gastrointestinal-Other 

(Specify, __________) 

none mild moderate severe life-threatening or 

disabling 

HEMORRHAGE 

Notes: Transfusion in this section refers to pRBC infusion. 

For any bleeding with grade 3 or 4 platelets (< 50,000), always grade Hemorrhage/bleeding with grade 3 or 4 thrombocytopenia. Also consider platelets, transfusion- pRBCS, and 

transfusion-platelets in addition to grading severity by grading the site or type of bleeding. 

If the site or type of hemorrhage/bleeding is listed, also use the grading that incorporates the site of bleeding: CNS hemorrhage/bleeding, Hematuria, Hematemesis, Hemoptysis, 

Hemorrhage/bleeding with surgery, Melena/lower GI bleeding, Petechiae/purpura (Hemorrhage/bleeding into skin), Rectal bleeding/hematochezia, Vaginal bleeding. 

If the platelet count is 50,000 and the site or type of bleeding is listed, grade the specific site. If the site or type is not listed and the platelet count is 50,000, grade 

Hemorrhage/bleeding without grade 3 or 4 thrombocytopenia and specify the site or type in the OTHER category. 

Hemorrhage/bleeding with 

grade 3 or 4 thrombocytopenia 

none mild without transfusion  requiring transfusion catastrophic bleeding, 

requiring major non-

elective intervention 

Also consider Platelets, Hemoglobin, Transfusion-platelet, Transfusion-pRBCs site or type of bleeding.  If the site is not listed, grade as Hemorrhage-Other (Specify site,______). 

Note: This adverse event  must be graded for any bleeding with grade 3 or 4 thrombocytopenia.  

Hemorrhage/bleeding without 

grade 3 or 4 thrombocytopenia 

none mild without transfusion  requiring transfusion catastrophic bleeding 

requiring major non-

elective intervention 

Also consider Platelets, Hemoglobin, Transfusion-platelet, Transfusion-pRBCs Hemorrhage-Other (Specify site,__________). 

Note: Bleeding in the absence of grade 3 or 4 thrombocytopenia is graded here only if the specific site or type of bleeding is not listed elsewhere in the HEMORRHAGE category. Also 

grade as Other in the HEMORRHAGE category. 

CNS hemorrhage/bleeding none - - bleeding noted on CT or 

other scan with no clinical 

consequences 

hemorrhagic stroke or 

hemorrhagic vascular 

event (CVA) with 

neurologic signs and 

symptoms 

Epistaxis none mild without transfusion - requiring transfusion catastrophic bleeding, 

requiring major non-

elective intervention 

Hematemesis none mild without transfusion - requiring transfusion catastrophic bleeding, 

requiring major non-

elective intervention 

Hematuria  

(in the absence of vaginal 

bleeding) 

none microscopic only intermittent gross bleeding, 

no clots 

persistent gross bleeding 

or clots; may require 

catheterization or 

instrumentation, or 

transfusion 

open surgery or necrosis 

or deep bladder 

ulceration 

Hemoptysis none mild without transfusion - requiring transfusion catastrophic bleeding, 

requiring major non-

elective intervention 

Hemorrhage/bleeding 

associated with surgery 

none mild without transfusion - requiring transfusion catastrophic bleeding, 

requiring major non-

elective intervention 

Note: Expected blood loss at the time of surgery is not graded as an adverse event. 

Melena/GI bleeding none mild without transfusion - requiring transfusion catastrophic bleeding, 

requiring major non-

elective intervention 

Petechiae/purpura 

(hemorrhage/bleeding into skin 

or mucosa) 

none rare petechiae of skin petechiae or purpura in 

dependent areas of skin 

generalized petechiae or 

purpura of skin or 

petechiae of any mucosal 

site 

- 

Rectal bleeding/ 

hematochezia 

none mild without transfusion or 

medication 

persistent, requiring 

medication (e.g., steroid 

suppositories) and/or break 

from radiation treatment 

requiring transfusion catastrophic bleeding, 

requiring major non-

elective intervention 

Vaginal bleeding none spotting, requiring < 2 pads 

per day 
requiring  2 pads per day, 

but not requiring transfusion 

requiring transfusion catastrophic bleeding, 

requiring major non-

elective intervention 

Hemorrhage-Other  

(Specify site, ___________) 

none mild without transfusion - requiring transfusion catastrophic bleeding, 

requiring major non-

elective intervention 

HEPATIC 

Alkaline phosphatase WNL > ULN - 2.5 x ULN > 2.5 - 5.0 x ULN > 5.0 - 20.0 x ULN > 20.0 x ULN 

Bilirubin WNL > ULN - 1.5 x ULN > 1.5 - 3.0 x ULN > 3.0 - 10.0 x ULN > 10.0 x ULN 

Bilirubin associated with  graft versus host disease (GVHD) for BMT studies, if specified in the protocol. 

Note: The following criteria are used only for bilirubin associated with graft versus host disease. 

 normal 2 - <3 mg/100 ml 3 - <6 mg/100 ml 6 - <15 mg/100 ml 15 mg/100 ml 

GGT 

(  - Glutamyl transpeptidase) 

WNL > ULN - 2.5 x ULN > 2.5 - 5.0 x ULN > 5.0 - 20.0 x ULN > 20.0 x ULN 

Hepatic enlargement absent - - present - 

Note: Grade Hepatic enlargement only for treatment related adverse event including Veno-Occlusive Disease. 

Hypoalbuminemia WNL <LLN - 3 g/dl 2 - <3 g/dl <2 g/dl - 

Liver dysfunction/failure  normal - - asterixis encephalopathy or coma 

Note: Documented viral hepatitis is graded in the INFECTION category. 
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Portal vein flow normal - decreased portal vein flow reversal/retrograde portal 

vein flow 

- 

SGOT (AST)  

(serum glutamic oxaloacetic 

transaminase) 

WNL > ULN - 2.5 x ULN > 2.5 - 5.0 x ULN > 5.0 - 20.0 x ULN > 20.0 x ULN 

SGPT (ALT)  

(serum glutamic pyruvic 

transaminase) 

WNL > ULN - 2.5 x ULN > 2.5 - 5.0 x ULN > 5.0 - 20.0 x ULN > 20.0 x ULN 

Hepatic-Other  

(Specify, __________) 

none mild moderate severe life-threatening or 

disabling 

INFECTION/FEBRILE NEUTROPENIA 

Catheter-related infection none mild, no active treatment moderate, localized infection, 

requiring local or oral 

treatment 

severe, systemic infection, 

requiring IV antibiotic or 

antifungal treatment or 

hospitalization 

life-threatening sepsis 

(e.g., septic shock) 

Febrile neutropenia  

(fever of unknown origin 

without clinically or 

microbiologically documented 

infection) 

none - - Present Life-threatening sepsis 

(e.g., septic shock) 

(ANC < 1.0 x 109/L, fever 

38.5°C) 

     

Also consider Neutrophils. 

Note: Hypothermia instead of fever may be associated with neutropenia and is graded here. 

Infection (documented clinically 

or microbiologically) with grade 

3 or 4 neutropenia 

none - - present life-threatening sepsis 

(e.g., septic shock) 

(ANC < 1.0 x 109/L)      

Also consider Neutrophils 

Notes: Hypothermia instead of fever may be associated with neutropenia and is graded here. In the absence of documented infection ,  grade 3 or 4 neutropenia with fever is graded as 

Febrile neutropenia. 

Infection with unknown ANC none - - present life-threatening sepsis 

(e.g., septic shock) 

Note: This adverse event criterion is used in the rare case when ANC is unknown. 

Infection without neutropenia none mild, no active treatment moderate, localized infection, 

requiring local or oral 

treatment 

severe, systemic infection, 

requiring IV antibiotic or 

antifungal treatment, or 

hospitalization 

life-threatening sepsis 

(e.g., septic shock) 

Also consider Neutrophils. 

Infection/Febrile Neutropenia-

Other 

(Specify, __________) 

none mild moderate severe life-threatening or 

disabling 

Wound-infectious is graded in the DERMATOLOGY/SKIN category. 

 

 

LYMPHATICS 

Lymphatics normal mild lymphedema moderate lymphedema 

requiring compression; 

lymphocyst 

severe lymphedema 

limiting function; 

lymphocyst requiring 

surgery 

severe lymphedema 

limiting function with 

ulceration 

Lymphatics-Other  

(Specify, __________) 

none mild moderate severe life-threatening or 

disabling 

METABOLIC/LABORATORY 

Acidosis  

(metabolic or respiratory) 

normal pH < normal, but 7.3 - pH < 7.3 pH < 7.3 with life-

threatening physiologic 

consequences 

Alkalosis  

(metabolic or respiratory) 

normal pH > normal, but 7.5 - pH > 7.5 pH > 7.5 with life-

threatening physiologic 

consequences 

Amylase WNL > ULN - 1.5 x ULN > 1.5 - 2.0 x ULN > 2.0 - 5.0 x ULN >5.0 x ULN 

Bicarbonate WNL < LLN - 16 mEq/dl 11 - 15 mEq/dl 8 - 10 mEq/dl < 8 mEq/dl 

CPK 

(creatine phosphokinase) 

WNL > ULN - 2.5 x ULN > 2.5 - 5 x ULN > 5 - 10 x ULN > 10 x ULN 

Hypercalcemia WNL > ULN - 11.5 mg/dl 

> ULN - 2.9 mmol/L 

>11.5 - 12.5 mg/dl 

> 2.9 - 3.1 mmol/L 

>12.5 - 13.5 mg/dl 

> 3.1 - 3.4 mmol/L 

> 13.5 mg/dl 

> 3.4 mmol/L 

Hypercholesterolemia WNL > ULN - 300 mg/dl 

> ULN - 7.75 mmol/L 

> 300 - 400 mg/dl 

> 7.75 - 10.34 mmol/L 

> 400 - 500 mg/dl 

>10.34 - 12.92 mmol/L 

> 500 mg/dl 

> 12.92 mmol/L 

Hyperglycemia WNL > ULN - 160 mg/dl 

> ULN - 8.9 mmol/L 

> 160 - 250 mg/dl 

> 8.9 - 13.9 mmol/L 

> 250 - 500 mg/dl 

> 13.9 - 27.8 mmol/L 

> 500 mg/dl 

> 27.8 mmol/L or 

acidosis 

Hyperkalemia WNL > ULN - 5.5 mmol/L > 5.5 - 6.0 mmol/L > 6.0 - 7.0 mmol/L > 7.0 mmol/L 

Hypermagnesemia WNL > ULN - 3.0 mg/dl 

> ULN - 1.23 mmol/L 

- > 3.0 - 8.0 mg/dl 

> 1.23 - 3.30 mmol/L 

> 8.0 mg/dl 

> 3.30 mmol/L 

Hypernatremia WNL > ULN - 150 mmol/L >150 - 155 mmol/L >155 - 160 mmol/L >160 mmol/L 

Hypertriglyceridemia WNL > ULN - 2.5 x ULN > 2.5 - 5.0 x ULN > 5.0 - 10 x ULN > 10 x ULN 

Hyperuricemia WNL > ULN -  10 mg/dl 

 0.59 mmol/L without 

physiologic consequences 

- > ULN -  10 mg/dl 

 0.59 mmol/L with 

physiologic consequences 

> 10 mg/dl 

> 0.59 mmol/L 

Also consider Tumor lysis syndrome, Renal failure, Creatinine, Hyperkalemia. 
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Hypocalcemia WNL <LLN - 8.0 mg/dl 

<LLN - 2.0 mmol/L 

7.0 - < 8.0 mg/dl 

1.75 - < 2.0 mmol/L 

6.0 - < 7.0 mg/dl 

1.5 - < 1.75 mmol/L 

<6.0 mg/dl 

< 1.5 mmol/L 

Hypoglycemia WNL <LLN - 55 mg/dl 

<LLN - 3.0 mmol/L 

40 - < 55 mg/dl 

2.2 - < 3.0 mmol/L 

30 - < 40 mg/dl 

1.7 - < 2.2 mmol/L 

< 30 mg/dl 

< 1.7 mmol/L 

Hypokalemia WNL <LLN - 3.0 mmol/L - 2.5 - <3.0 mmol/L <2.5 mmol/L 

Hypomagnesemia WNL <LLN - 1.2 mg/dl 

<LLN - 0.5 mmol/L 

0.9 - <1.2 mg/dl 

0.4 - < 0.5 mmol/L 

0.7 - < 0.9 mg/dl 

0.3 - < 0.4 mmol/L 

< 0.7 mg/dl 

< 0.3 mmol/L 

Hyponatremia WNL <LLN - 130 mmol/L - 120 - <130 mmol/L <120 mmol/L 

Hypophosphatemia WNL <LLN -2.5 mg/dl 

<LLN - 0.8 mmol/L 
2.0 - <2.5 mg/dl 

0.6 - <0.8 mmol/L 

1.0 - <2.0 mg/dl 

0.3 - <0.6 mmol/L 

< 1.0 mg/dl 

<0.3 mmol/L 

Hypothyroidism is graded in the ENDOCRINE category. 

Lipase WNL > ULN - 1.5 x ULN > 1.5 - 2.0 x ULN > 2.0 - 5.0 x ULN > 5.0 x ULN 

Metabolic/Laboratory-Other 

(Specify, __________) 

none mild moderate severe life-threatening or 

disabling 

MUSCULOSKELETAL 

Arthralgia is graded in the PAIN category. 

Arthritis none mild pain with inflammation, 

erythema or joint swelling 

but not interfering with 

function 

moderate pain with 

inflammation, erythema, or 

joint swelling interfering with 

function, but not interfering 

with activities of daily living 

severe pain with 

inflammation, erythema, or 

joint swelling and 

interfering with activities 

of daily living 

disabling 

Muscle weakness 

(not due to neuropathy) 

normal asymptomatic with weakness 

on physical exam 

symptomatic and interfering 

with function, but not 

interfering with activities of 

daily living 

symptomatic and 

interfering with activities 

of daily living 

bedridden or disabling 

Myalgia (tenderness or pain in muscles) is graded in the PAIN category. 

Myositis (inflammation/damage 

of muscle) 

none mild pain, not interfering 

with function 

pain interfering with 

function, but not interfering 

with activities of daily living 

pain interfering with 

function and interfering 

with activities of daily 

living 

bedridden or disabling 

Also consider CPK. 

Note: Myositis implies muscle damage (i.e., elevated CPK). 

Osteonecrosis  

(avascular necrosis) 

none asymptomatic and detected 

by imaging only 

symptomatic and interfering 

with function, but not 

interfering with activities of 

daily living 

symptomatic and 

interfering with activities 

of daily living 

symptomatic; or 

disabling 

Musculoskeletal-Other 

(Specify, __________) 

none mild moderate severe life-threatening or 

disabling 

 

NEUROLOGY 

Aphasia, receptive and/or expressive, is graded under Speech impairment in the NEUROLOGY category. 

Arachnoiditis/meningismus/ 

radiculitis 

absent mild pain not interfering with 

function 

moderate pain interfering 

with function, but not 

interfering with activities of 

daily living 

severe pain interfering 

with activities of daily 

living 

unable to function or 

perform activities of 

daily living; bedridden; 

paraplegia 

Also consider Headache, Vomiting, Fever. 

Ataxia (incoordination) normal asymptomatic but abnormal 

on physical exam, and not 

interfering with function 

mild symptoms interfering 

with function, but not 

interfering with activities of 

daily living 

moderate symptoms 

interfering with activities 

of daily living 

bedridden or disabling 

CNS cerebrovascular ischemia none - - transient ischemic event or 

attack (TIA) 

permanent event (e.g., 

cerebral vascular 

accident) 

CNS hemorrhage/bleeding is graded in the HEMORRHAGE category. 

Cognitive disturbance/ 

learning problems 

none cognitive disability; not 

interfering with work/school 

performance; preservation 

of intelligence 

cognitive disability; 

interfering with work/school 

performance; decline of 1 

SD (Standard Deviation) or 

loss of developmental 

milestones 

cognitive disability; 

resulting in significant 

impairment of 

work/school performance; 

cognitive decline > 2 SD 

inability to work/frank 

mental retardation 

Confusion normal confusion or disorientation or 

attention deficit of brief 

duration; resolves 

spontaneously with no 

sequelae 

confusion or disorientation or 

attention deficit interfering 

with function, but not 

interfering with activities of 

daily living 

confusion or delirium 

interfering with activities 

of daily living 

harmful to others or 

self; requiring 

hospitalization 

Cranial neuropathy is graded in the NEUROLOGY category as Neuropathy-cranial. 

Delusions normal - - present toxic psychosis 

Depressed level of 

consciousness 

normal somnolence or sedation not 

interfering with function 

somnolence or sedation 

interfering with function, but 

not interfering with activities 

of daily living 

obtundation or stupor; 

difficult to arouse; 

interfering with activities 

of daily living 

coma 

Note: Syncope (fainting) is graded in the NEUROLOGY category. 

Dizziness/lightheadedness none not interfering with function interfering with function, but 

not interfering with activities 

of daily living 

interfering with activities 

of daily living 

bedridden or disabling 

Dysphasia, receptive and/or expressive, is graded under Speech impairment in the NEUROLOGY category. 

Extrapyramidal/  

involuntary movement/ 

restlessness 

none mild involuntary movements 

not interfering with function 

moderate involuntary 

movements interfering with 

function, but not interfering 

with activities of daily living 

severe involuntary 

movements or torticollis 

interfering with activities 

of daily living 

bedridden or disabling 

Hallucinations normal - - present toxic psychosis 
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Headache is graded in the PAIN category. 

Insomnia normal occasional difficulty sleeping 

not interfering with function 

difficulty sleeping interfering 

with function, but not 

interfering with activities of 

daily living 

frequent difficulty 

sleeping, interfering with 

activities of daily living 

- 

Note: This adverse event is graded when insomnia is related to treatment. If pain or other symptoms interfere with sleep do NOT grade as insomnia. 

Irritability 

(children <3 years of age) 

normal mild; easily consolable moderate; requiring 

increased attention 

severe; inconsolable - 

Leukoencephalopathy 

associated radiological 

findings 

none mild increase in SAS 

(subarachnoid space) and/or 

mild ventriculomegaly; 

and/or small (+/- multiple) 

focal T2 hyperintensities, 

involving periventricular 

white matter or < 1/3 of 

susceptible areas of 

cerebrum 

moderate increase in SAS; 

and/or moderate 

ventriculomegaly; and/or 

focal T2 hyperintensities 

extending into centrum 

ovale; or involving 1/3 to 

2/3 of susceptible areas of 

cerebrum 

severe increase in SAS; 

severe ventriculomegaly; 

near total white matter T2 

hyperintensities or diffuse 

low attenuation (CT); 

focal white matter 

necrosis (cystic) 

severe increase in SAS; 

severe 

ventriculomegaly; 

diffuse low attenuation 

with calcification (CT); 

diffuse white matter 

necrosis (MRI) 

Memory loss normal memory loss not interfering 

with function 

memory loss interfering with 

function, but not interfering 

with activities of daily living 

memory loss interfering 

with activities of daily 

living 

amnesia 

Mood alteration- anxiety 

agitation 

normal mild mood alteration not 

interfering with function 

moderate mood alteration 

interfering with function, but 

not interfering with activities 

of daily living 

severe mood alteration 

interfering with activities 

of daily living 

suicidal ideation or 

danger to self 

Mood alteration- depression normal mild mood alteration not 

interfering with function 

moderate mood alteration 

interfering with function, but 

not interfering with activities 

of daily living 

severe mood alteration 

interfering with activities 

of daily living 

suicidal ideation or 

danger to self 

Mood alteration- euphoria normal mild mood alteration not 

interfering with function 

moderate mood alteration 

interfering with function, but 

not interfering with activities 

of daily living 

severe mood alteration 

interfering with activities 

of daily living 

danger to self 

Neuropathic pain is graded in the PAIN category. 

Neuropathy- cranial absent - present, not interfering with 

activities of daily living 

present, interfering with 

activities of daily living 

life-threatening, 

disabling 

Neuropathy- motor normal subjective weakness but no 

objective findings 

mild objective weakness 

interfering with function, but 

not interfering with activities 

of daily living 

objective weakness 

interfering with activities 

of daily living 

paralysis 

Neuropathy-sensory normal loss of deep tendon reflexes 

or paresthesia (including 

tingling) but not interfering 

with function 

objective sensory loss or 

paresthesia (including 

tingling), interfering with 

function, but not interfering 

with activities of daily living 

sensory loss or paresthesia 

interfering with activities 

of daily living 

permanent sensory loss 

that interferes with 

function 

Nystagmus absent present - - - 

Also consider Vision-double vision. 

Personality/behavioral normal change, but not disruptive to 

patient or family 

disruptive to patient or 

family 

disruptive to patient and 

family; requiring mental 

health intervention 

harmful to others or 

self; requiring 

hospitalization 

Pyramidal tract dysfunction 

(e.g.,  tone, hyperreflexia, 

positive Babinski,  fine motor 

coordination) 

normal asymptomatic with 

abnormality on physical 

examination 

symptomatic or interfering 

with function but not 

interfering with activities of 

daily living 

interfering with activities 

of daily living 

bedridden or disabling; 

paralysis 

Seizure(s) none - seizure(s) self-limited and 

consciousness is preserved 

seizure(s) in which 

consciousness is altered 

seizures of any type 

which are prolonged, 

repetitive, or difficult to 

control (e.g., status 

epilepticus, intractable 

epilepsy) 

Speech impairment  

(e.g., dysphasia or aphasia) 

normal - awareness of receptive or 

expressive dysphasia, not 

impairing ability to 

communicate 

receptive or expressive 

dysphasia, impairing 

ability to communicate 

inability to 

communicate 

Syncope (fainting) absent - - present - 

Also consider CARDIOVASCULAR (ARRHYTHMIA), Vasovagal episode, CNS cerebrovascular ischemia. 

Tremor none mild and brief or intermittent 

but not interfering with 

function 

moderate tremor interfering 

with function, but not 

interfering with activities of 

daily living 

severe tremor interfering 

with activities of daily 

living 

- 

Vertigo none not interfering with function interfering with function, but 

not interfering with activities 

of daily living 

interfering with activities 

of daily living 

bedridden or disabling 

Neurology-Other 

(Specify, __________) 

none mild moderate severe life-threatening or 

disabling 

OCULAR/VISUAL 

Cataract none asymptomatic symptomatic, partial visual 

loss 

symptomatic, visual loss 

requiring treatment or 

interfering with function 

- 

Conjunctivitis none abnormal ophthalmologic 

changes, but asymptomatic 

or symptomatic without 

visual impairment (i.e., pain 

and irritation) 

symptomatic and interfering 

with function, but not 

interfering with activities of 

daily living 

symptomatic and 

interfering with activities 

of daily living 

- 
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Dry eye normal mild, not requiring treatment moderate or requiring 

artificial tears 

- - 

Glaucoma none increase in intraocular 

pressure but no visual loss 

increase in intraocular 

pressure with retinal changes 

visual impairment unilateral or bilateral 

loss of vision 

(blindness) 

Keratitis  

(corneal inflammation/ corneal 

ulceration) 

none abnormal ophthalmologic 

changes but asymptomatic or 

symptomatic without visual 

impairment (i.e., pain and 

irritation) 

symptomatic and interfering 

with function, but not 

interfering with activities of 

daily living 

symptomatic and 

interfering with activities 

of daily living 

unilateral or bilateral 

loss of vision 

(blindness) 

Tearing (watery eyes) none mild: not interfering with 

function 

moderate: interfering with 

function, but not interfering 

with activities of daily living 

interfering with activities 

of daily living 

- 

Vision- blurred vision normal - symptomatic and interfering 

with function, but not 

interfering with activities of 

daily living 

symptomatic and 

interfering with activities 

of daily living 

- 

Vision- double vision (diplopia) normal - symptomatic and interfering 

with function, but not 

interfering with activities of 

daily living 

symptomatic and 

interfering with activities 

of daily living 

- 

Vision- flashing lights/floaters normal mild, not interfering with 

function 

symptomatic and interfering 

with function, but not 

interfering with activities of 

daily living 

symptomatic and 

interfering with activities 

of daily living 

- 

Vision- night blindness 

(nyctalopia) 

normal abnormal electro-

retinography but 

asymptomatic 

symptomatic and interfering 

with function, but not 

interfering with activities of 

daily living 

symptomatic and 

interfering with activities 

of daily living 

- 

Vision- photophobia normal - symptomatic and interfering 

with function, but not 

interfering with activities of 

daily living 

symptomatic and 

interfering with activities 

of daily living 

- 

Ocular/Visual-Other  

(Specify, __________) 

normal mild moderate severe unilateral or bilateral 

loss of vision 

(blindness) 

PAIN 

Abdominal pain or cramping none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 

Arthralgia  

(joint pain) 

none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 

Arthritis (joint pain with clinical signs of inflammation) is graded in the MUSCULOSKELETAL category. 

Bone pain none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 

Chest pain  

(non-cardiac and non-pleuritic) 

none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 

Dysmenorrhea none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 

Dyspareunia none mild pain not interfering with 

function 

moderate pain interfering 

with sexual activity 

severe pain preventing 

sexual activity 

- 

Dysuria is graded in the RENAL/GENITOURINARY category. 

Earache (otalgia) none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 

Headache none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 

Hepatic pain none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 

Myalgia  

(muscle pain) 

none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 

Neuropathic pain  

(e.g., jaw pain, neurologic pain, 

phantom limb pain, post-

infectious neuralgia, or painful 

neuropathies) 

none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 
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Adverse Event 0 1 2 3 4 

Pain due to radiation none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 

Pelvic pain none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 

Pleuritic pain none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 

Rectal or perirectal pain 

(proctalgia) 

none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 

Tumor pain  

(onset or exacerbation of tumor 

pain due to treatment) 

none mild pain not interfering with 

function 

moderate pain: pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain: pain or 

analgesics severely 

interfering with activities 

of daily living 

disabling 

Tumor flare is graded in the SYNDROME category. 

Pain-Other 

(Specify, __________) 

none mild moderate severe disabling 

PULMONARY 

Adult Respiratory Distress 

Syndrome (ARDS) 

absent - - - present 

Apnea none - - present requiring intubation 

Carbon monoxide diffusion 

capacity (DLCO) 
 90% of pretreatment or 

normal value 

75 - <90% of pretreatment 

or normal value 

50 - <75% of pretreatment 

or normal value 

25 - <50% of 

pretreatment or normal 

value 

< 25% of pretreatment 

or normal value 

Cough absent mild, relieved by non-

prescription medication 

requiring narcotic antitussive severe cough or coughing 

spasms, poorly controlled 

or unresponsive to 

treatment 

- 

Dyspnea  

(shortness of breath) 

normal - dyspnea on exertion dyspnea at normal level of 

activity 

dyspnea at rest or 

requiring ventilator 

support 

FEV1  90% of pretreatment or 

normal value 

75 - <90% of pretreatment 

or normal value 

50 - <75% of pretreatment 

or normal value 

25 - <50% of 

pretreatment or normal 

value 

< 25% of pretreatment 

or normal value 

Hiccoughs (hiccups, singultus) none mild, not requiring treatment moderate, requiring 

treatment 

severe, prolonged, and 

refractory to treatment 

- 

Hypoxia normal - decreased O2 saturation with 

exercise 

decreased O2 saturation at 

rest, requiring 

supplemental oxygen 

decreased O2 saturation, 

requiring pressure 

support (CPAP) or 

assisted ventilation 

Pleural effusion  

(non-malignant) 

none asymptomatic and not 

requiring treatment 

symptomatic, requiring 

diuretics 

symptomatic, requiring O2 

or therapeutic 

thoracentesis 

life-threatening (e.g., 

requiring intubation) 

Pleuritic pain is graded in the PAIN category. 

Pneumonitis/pulmonary 

infiltrates 

none radiographic changes but 

asymptomatic or symptoms 

not requiring steroids 

radiographic changes and 

requiring steroids or diuretics 

radiographic changes and 

requiring oxygen 

radiographic changes 

and requiring assisted 

ventilation 

Pneumothorax none no intervention required chest tube required sclerosis or surgery 

required 

life-threatening 

Pulmonary embolism is graded as Thrombosis/embolism in the CARDIOVASCULAR (GENERAL) category. 

Pulmonary fibrosis none radiographic changes, but 

asymptomatic or symptoms 

not requiring steroids 

requiring steroids or diuretics requiring oxygen requiring assisted 

ventilation 

Note: Radiation-related pulmonary fibrosis is graded in the RTOG/EORTC Late Radiation Morbidity Scoring Scheme- Lung. (See Appendix IV) 

Voice changes/stridor/larynx 

(e.g., hoarseness, loss of voice, 

laryngitis) 

normal mild or intermittent 

hoarseness 

persistent hoarseness, but 

able to vocalize; may have 

mild to moderate edema 

whispered speech, not able 

to vocalize; may have 

marked edema 

marked dyspnea/stridor 

requiring tracheostomy 

or intubation 

Notes: Cough from radiation is graded as cough in the PULMONARY category. 

Radiation-related hemoptysis from larynx/pharynx is graded as Grade 4 Mucositis due to radiation in the GASTROINTESTINAL category.  Radiation-related hemoptysis from the 

thoracic cavity is graded as Grade 4 Hemoptysis in the HEMORRHAGE category. 

Pulmonary-Other 

(Specify, __________) 

none mild moderate severe life-threatening or 

disabling 

RENAL/GENITOURINARY 

Bladder spasms absent mild symptoms, not requiring 

intervention 

symptoms requiring 

antispasmodic 

severe symptoms requiring 

narcotic 

- 

Creatinine WNL > ULN - 1.5 x ULN > 1.5 - 3.0 x ULN > 3.0 - 6.0 x ULN > 6.0 x ULN 

Note: Adjust to age-appropriate levels for pediatric patients. 

Dysuria  

(painful urination) 

none mild symptoms requiring no 

intervention 

symptoms relieved with 

therapy 

symptoms not relieved 

despite therapy 

- 

Fistula or GU fistula  

(e.g., vaginal, vesicovaginal) 

none - - requiring intervention requiring surgery 

Hemoglobinuria - present - - - 

Hematuria (in the absence of vaginal bleeding) is graded in the HEMORRHAGE category. 

Incontinence none with coughing, sneezing, etc. spontaneous, some control no control (in the absence 

of fistula) 

- 



ESPAC-3(v2)_Version 10_20th August 2008  

 39 

 Grade 

Adverse Event 0 1 2 3 4 

Operative injury to bladder 

and/or ureter 

none - injury of bladder with 

primary repair 

sepsis, fistula, or 

obstruction requiring 

secondary surgery; loss of 

one kidney; injury 

requiring anastomosis or 

re-implantation 

septic obstruction of 

both kidneys or 

vesicovaginal fistula 

requiring diversion 

Proteinuria normal or < 0.15 g/24 

hours 

1+ or 0.15 - 1.0 g/24 hours 2+ to 3+ or 1.0 - 3.5 g/24 

hours 

4+ or > 3.5 g/24 hours nephrotic syndrome 

Note: If there is an inconsistency between absolute value and dip stick reading, use the absolute value for grading. 

Renal failure none - - requiring dialysis, but 

reversible 

requiring dialysis and 

irreversible 

Ureteral obstruction none unilateral, not requiring 

surgery 

- bilateral, not requiring 

surgery 

stent, nephrostomy 

tube, or surgery 

Urinary electrolyte wasting 

(e.g., Fanconiôs syndrome, renal 

tubular acidosis) 

none asymptomatic, not requiring 

treatment 

mild, reversible and 

manageable with oral 

replacement 

reversible but requiring IV 

replacement 

irreversible, requiring 

continued replacement 

Also consider Acidosis, Bicarbonate, Hypocalcemia, Hypophosphatemia. 

Urinary frequency/urgency normal increase in frequency or 

nocturia up to 2 x normal 

increase > 2 x normal but < 

hourly 

hourly or more with 

urgency, or requiring 

catheter 

- 

Urinary retention normal hesitancy or dribbling, but no 

significant residual urine; 

retention occurring during the 

immediate postoperative 

period 

hesitancy requiring 

medication or occasional 

in/out catheterization (<4 x 

per week), or operative 

bladder atony requiring 

indwelling catheter beyond 

immediate postoperative 

period but for < 6 weeks 

requiring frequent in/out 

catheterization  

(  4 x per week) or 

urological intervention 

(e.g., TURP, suprapubic 

tube, urethrotomy) 

bladder rupture 

Urine color change  

(not related to other dietary or 

physiologic cause e.g., bilirubin, 

concentrated urine, hematuria) 

normal asymptomatic, change in 

urine color 

- - - 

Vaginal bleeding is graded in the HEMORRHAGE category. 

Vaginitis  

(not due to infection) 

none mild, not requiring treatment moderate, relieved with 

treatment 

severe, not relieved with 

treatment, or ulceration 

not requiring surgery 

ulceration requiring 

surgery 

Renal/Genitourinary-Other 

(Specify, __________) 

none Mild moderate severe life-threatening or 

disabling 

SECONDARY MALIGNANCY 

Secondary Malignancy-Other  

(Specify type, __________) 

excludes metastasis from initial 

primary. 

none - - - present 

SEXUAL/REPRODUCTIVE FUNCTION 

Dyspareunia is graded in the PAIN category. 

Dysmenorrhea is graded in the PAIN category. 

Erectile impotence normal mild (erections impaired but 

satisfactory) 

moderate (erections 

impaired, unsatisfactory for 

intercourse) 

no erections - 

Female sterility normal - - sterile - 

Feminization of male is graded in the ENDOCRINE category. 

Irregular menses  

(change from baseline) 

normal occasionally irregular or 

lengthened interval, but 

continuing menstrual cycles 

very irregular, but continuing 

menstrual cycles 

persistent amenorrhea - 

Libido normal decrease in interest severe loss of interest - - 

Male infertility - - Oligospermia  

(low sperm count) 

Azoospermia  

(no sperm) 

- 

Masculinization of female is graded in the ENDOCRINE category. 

Vaginal dryness normal Mild requiring treatment and/or 

interfering with sexual 

function, dyspareunia 

- - 

Sexual/Reproductive Function-

Other 

(Specify, __________) 

none Mild moderate severe disabling 

SYNDROMES (not included in previous categories) 

Acute vascular leak syndrome is graded in the CARDIOVASCULAR (GENERAL) category. 

ARDS (Adult Respiratory Distress Syndrome) is graded in the PULMONARY category. 

Autoimmune reactions are graded in the ALLERGY/IMMUNOLOGY category. 

DIC (disseminated intravascular coagulation) is graded in the COAGULATION category. 

Fanconiôs syndrome is graded as Urinary electrolyte wasting in the RENAL/GENITOURINARY category. 

Renal tubular acidosis is graded as Urinary electrolyte wasting in the RENAL/GENITOURINARY category. 

Stevens-Johnson syndrome (erythema multiforme) is graded in the DERMATOLOGY/SKIN category. 

SIADH (syndrome of inappropriate antidiuretic hormone) is graded in the ENDOCRINE category. 

Thrombotic microangiopathy (e.g., thrombotic thrombocytopenic purpura/TTP or hemolytic uremic syndrome/HUS) is graded in the COAGULATION category. 

Tumor flare none mild pain not interfering with 

function 

moderate pain; pain or 

analgesics interfering with 

function, but not interfering 

with activities of daily living 

severe pain; pain or 

analgesics interfering with 

function and interfering 

with activities of daily 

living 

Disabling 

Also consider Hypercalcemia. 
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Adverse Event 0 1 2 3 4 

Note: Tumor flare is characterized by a constellation of symptoms and signs in direct relation to initiation of therapy (e.g., anti-estrogens/androgens or additional hormones). The 

symptoms/signs include tumor pain, inflammation of visible tumor, hypercalcemia, diffuse bone pain, and other electrolyte disturbances. 

Tumor lysis syndrome absent - - present - 

Also consider Hyperkalemia, Creatinine. 

Urinary electrolyte wasting (e.g., Fanconiôs syndrome, renal tubular acidosis) is graded under the RENAL/GENITOURINARY category. 

Syndromes-Other 

(Specify, __________) 

none Mild moderate severe life-threatening or 

disabling 
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APPENDIX 3  

Quality of Life Questionnaires 

               
© Copyright 1995 EORTC Study Group on Quality of Life. All rights reserved.    Version 3.0. 

EORTC QLQ-C30 (version 3)    
 

We are interested in some things about you and your health.  Please answer all of the questions yourself by 

circling the number that best applies to you. There are no ñrightò or ñwrongò answers.  The information that you 

provide will remain strictly confidential. 

 

Please fill in your initials: 

Your birthdate (Day, Month, Year):  

Todayôs date (Day, Month, Year):                           31                                          

____________________________________________________________________________________                                                                                                                                                  

 

  Not at   A        Quite     Very 

    All Little a Bit     Much 

 

1. Do you have any trouble doing strenuous activities,  

 like carrying a heavy shopping bag or a suitcase? 1 2 3 4 

 

2. Do you have any trouble taking a long walk? 1 2 3 4 

 

3. Do you have any trouble taking a short walk outside 

of the house? 1 2 3 4 

 

4. Do you need to stay in bed or a chair during the day? 1 2 3 4 

 

5. Do you need help with eating, dressing, washing  

 yourself or using the toilet? 1 2 3 4 

 

During the past week: Not at   A Quite    Very 

    All Little a Bit     Much 
6. Were you limited in doing either your work or other  

 daily acitvities? 1 2 3 4 

 

7. Were you limited in pursuing your hobbies or other 

leisure time activities? 1 2 3 4 

 

8. Were you short of breath? 1 2 3 4 

 

9. Have you had pain? 1 2 3 4 

 

10. Did you need to rest? 1 2 3 4 

 

11. Have you had trouble sleeping? 1 2 3 4 

 

12. Have you felt weak? 1 2 3 4 

 

13. Have you lacked appetite? 1 2 3 4 

Please go on to the next page 
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 During the past week:                                                                   Not at A         Quite    Very 

    All Little a Bit     Much 

 
14. Have you felt nauseated? 1 2 3 4 

 

15. Have you vomited? 1 2 3 4 

 

16. Have you been constipated? 1 2 3 4 

 

17. Have you had diarrhea? 1 2 3 4 

 

18. Were you tired? 1 2 3 4 

 

19. Did pain interfere with your daily activities? 1 2 3 4 

 

20. Have you had difficulty in concentrating on things, 

 like reading a newspaper or watching television? 1 2 3 4 

 

21. Did you feel tense? 1 2 3 4 

 

22. Did you worry? 1 2 3 4 

 

23. Did you feel irritable? 1 2 3 4 

 

24. Did you feel depressed? 1 2 3 4 

 

25. Have you had difficulty remembering things? 1 2 3 4 

 

26. Has your physical condition or medical treatment  

 interfered with your family life? 1 2 3 4 

  

27. Has your physical condition or medical treatment  

 interfered with your social activities? 1 2 3 4 

 

28. Has your physical condition or medical treatment 

 caused you financial difficulties? 1 2 3 4 

 

For the following questions please circle the number between 1 and 7 that best applies to you 
 

29. How would you rate your overall health during the past week? 

  

 1 2 3 4 5 6 7 

     Very poor     Excellent 

 

30. How would you rate your overall quality of life during the past week? 

  

 1 2 3 4 5 6 7 

     Very poor     Excellent 

 
 

 

© Copyright 1995 EORTC Study Group on Quality of Life. All rights reserved.    Version 3.0. 
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 ESPAC-QLQ 
 

During the past week:                                                      Not at   A Quite    Very 

    All Little a Bit     Much 

 
1. Have you been less efficient than usual? 1 2 3 4  

 

2. Have your had to change your eating habits? 1 2 3 4 

 

3. Have you lost weight? 1 2 3 4 

 

4. Have you had a fever or chill? 1 2 3 4 

 
5. Have your eyes or skin turned yellow? 1 2 3 4 

 

6. Have you had a sensation of abdominal fullness? 1 2 3 4 

   

7. Have you had more thirst than usual? 1 2 3 4 

 

8. Have you been bothered by itching? 1 2 3 4 

 

During the past week:   
HAVE YOU HAD PAIN Not at   A Quite    Very 

    All Little a Bit     Much 

 
9. during or after your meal? 1 2 3 4 
     

10. when holding your body upright? 1 2 3 4 

 

11. in the belly, radiating to the back? 1 2 3 4 

 

12. at  your incision? 1 2 3 4 

 

13. Somewhere else? 1 2 3 4 

 If so, where ...................................... 

 

14. Have you had problems, with the healing of wounds? 1 2 3 4 

        

15. Have you taken medicine for pain? 1 2 3 4  

 

 If so, how much did it help? 1 2 3 4  

 

16. To what extent did the medical treatment put you under strain? 

 

    1 2 3 4 5 6 7 

                 Very poor               Excellent 

 
17.  What has been the most difficult consequence of your treatment? 

 
       ............................................................................................................................................................. 
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 18. What has been the most helpful for you besides the medical treatment? 

 

 ............................................................................................................................................................. 

 

19. How much improvement of your health do you expect in the near future? 

 

  1 2 3 4 5 6 7 

                 Very poor               Excellent 

 

Sometimes after an illness people report a change in their sexuality. 

Could you please indicate what changes there may have been since your treatment 

     

             Remained 

                                                                                                        Increased    the same     Decreased  

20. Has your interest in sex 1 2 3  

 

21. Has your sexual activity 1 2 3 

 

22. Has your pleasure or satisfaction 1 2 3 

 

23. Has your ability to have sex 1 2 3 

DISEASE-RELATED MODIFICATIONS 

  As compared to how it was before your disease, how would you evaluate: 

   

      Far A bit Unchanged A bit     Far 
                                                                      worse     worse                          better     better 
 

24. Your energy 1 2 3 4 5 

 

25. Your mood 1 2 3 4 5 

  

26. Your intellectual capacity 1 2 3 4 5 

 

27. Your family life 1 2 3 4 5 

 

28. Your sexual relationships 1 2 3 4 5 

 

29. Your professional life/activity 1 2 3 4 5 

 

30. Your social relationships 1 2 3 4 5 

 

31. Your leisure activities 1 2 3 4 5  

 

32. Your quality of life 1 2 3 4 5  

 

Can you describe rapidly what are the major changes and how would you evaluate them (good or bad) 

 

Thank you for completing this questionnaire   
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APPENDIX 4 

Patient Consent Form. Version 7, June 2003 

 

ESPAC-3(v2)  Additional Treatment in Resectable Pancreatic Cancer 

 
PATIENT CONSENT FORM (please read carefully) 

 

 

Name of Researcher:_____________________________________________________ 

               Please initial 

 

1. I confirm that I have read and understand the Patient Information Sheet, dated 

June 2003 version 7 (DUCTAL)* or version 7 (AMPULLARY/OTHER)* for the 

above study and have had an opportunity to ask questions.  

*please cross out the version which you HAVE NOT read 

 

2. I understand that my participation in this study is voluntary and that I am free to 

withdraw at any time without giving a reason, without my medical care or legal 

rights being affected. 

 

3. I understand that sections of my medical notes may be looked at by responsible 

individuals involved in this research or from regulatory authorities where it is 

relevant to my taking part in research. I give permission for these individuals to 

have access to my records. 

 

4. I agree to take part in the above study. 

 

 

__________________________ _______________ ____________________ 

Name of Patient   Date   Signature 

 

 

__________________________ _______________ ____________________ 

Name of person taking consent Date   Signature 

(if different from researcher) 

 

 

_________________________ _______________ ____________________ 

Researcher    Date   Signature 

 

 

1 for patient;  1 for researcher;  1 to be kept in the hospital notes 
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APPENDIX 5 

Patient Information Sheet for Patients with Pancreatic Ductal Adenocarcinoma. 

Version 7, June 2003 

 

ESPAC-3(v2p) –Additional Treatment in Resectable Pancreatic Cancer 

 
PATIENT INFORMATION FOR PATIENTS WITH PANCREATIC DUCTAL 

ADENOCARCINOMA (Please read carefully) 
 

You have been invited to take part in a research study. Before you decide it is important that you 

understand why the research is being done and what it will involve. Please take time to read the 

following information carefully and discuss it with friends, relatives and your GP if you wish. Ask 

us if there is anything that is not clear or if you would like more information. Take time to decide 

whether or not you wish to take part. 

óConsumers for Ethics in Researchô (CERES) publish a leaflet called óMedical Research and Youô.  

This leaflet gives more information about medical research and looks at some questions you may 

want to ask.  A copy can be obtained from the doctor/nurse inviting you to take part or from CERES, 

PO Box 1365, London N16 0BW. 

 

This study has been designed to find out whether one type of drug (chemotherapy) is more beneficial 

than another when given after operation for patients with your condition. 

 

What is the purpose of the trial? 

 

Although the growth in your pancreas has been removed, there is a chance that you could develop 

further growths sometime in the future.  Giving extra treatment with drugs (chemotherapy) may stop 

this happening, but nobody knows for which, is the best type of drug to use, and many people do 

suffer some side-effects from these treatments. 

 

We have, therefore, designed a study to find whether there is any difference between two different 

types of chemotherapy treatment.  If you agree to take part, you will be randomly allocated to one of 

two groups: 

 

1) Gemcitabine 

2) 5-Fluorouracil & Folinic Acid 

 

This means that half of all patients will be given Gemcitabine and half will be given 5-fluorouracil 

and folinic acid. Whether you are treated with one or other type of chemotherapy drug, the group 

will be decided by chance. Whichever group you are allocated you will be monitored closely. 

 

What will happen to me during the trial? 

 
The chemotherapy treatments are with drugs called 5-fluorouracil (5FU) and folinic acid or 
alternatively gemcitabine, and these will be put into a vein in your arm.  All treatments are given in 
the outpatient clinic, so you do not need to be admitted to hospital.  In the case of 5-fluorouracil and 
folinic acid, this will be given daily for 5 days, every fourth week, for a period of six months, so you 
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 will have six courses of treatment altogether.  In the case of gemcitabine, this is given as an infusion 
once a week for three weeks out of four, for a period of six months, so you will have six courses of 
treatment. 
 
A very important aspect of this study involves assessing how your disease or any treatment you may 
receive affects the quality of your life, so our research nurses will ask you to fill in a questionnaire 
that asks about how you are feeling and what activities you are able to undertake. This questionnaire 
will be repeated when you consent to enter the study then 3, 6 and 12 months afterwards, followed 
by annual assessments up to five years. The questionnaires will be completed when you attend for 
your treatment or follow-up appointments.  It is very important for you to answer all the questions in 
the questionnaires for us to accurately assess the impact of the disease and treatment upon you. 
 

Are there any side-effects associated with these treatments? 
 
Both gemcitabine and 5FU can cause side effects. About 20% of patients treated with gemcitabine 
will have some nausea or vomiting but this is usually mild and controllable with anti-sickness drugs. 
The other main side effect with gemcitabine is flu-like symptoms (muscle aches and pains and a 
temperature), which also affects about 20% of patients. Low blood counts with an increased risk of 
infection may happen but the chance of this is low. With 5FU + folinic acid about 25% of patients 
will develop low blood counts resulting in an increased risk of infection which may need treatment 
with antibiotics.  In addition about 15% of patients will have mouth ulcers and 15% diarrhoea. If any 
of these symptoms are severe then the dose of your chemotherapy will be reduced for the next 
course in order to reduce the chance of further problems. In exceptional circumstances your doctor 
may decide to permanently discontinue treatment. 
 
What are the possible benefits of taking part? 

We hope that the treatments will help you. However, this cannot be guaranteed.  The information we 

get from this study may help us to improve the future treatment of patients with pancreatic cancer.   
 
What if something goes wrong? 

If you were harmed by taking part in this study, no special compensation arrangements exist.  

However, if you were harmed due to someoneôs negligence, then you would have grounds for legal 

action. Regardless of this, if you have any cause to complain about any aspect of the way you have 

been approached or treated during the course of this study, the normal National Health Service 

complaints mechanisms are available to you.  
 
What if new information becomes available? 
 
Sometimes during the course of a research project, new information becomes available about the 
treatment/drug that is being studied. If this happens, your research doctor will tell you about it and 
discuss with you whether you want to continue in the study. If you decide to withdraw your research 
doctor will make arrangements for your care to continue. If you decide to continue in the study you 
will be asked to sign an updated consent form. 
 
Will my taking part in this study be kept confidential? 
 
All information which is collected about you during the course of this research will be kept strictly 
confidential. With your permission we will inform your GP of your participation in the study.  Other 
than this, any information about you that leaves the hospital will have your name and address 
removed so you cannot be identified from it.  
 
 
Who is funding this research? 
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 This research project is funded by Cancer Research UK, they are supporting this study by providing 
core funding for staff to co-ordinate this trial. 
 
  
 

What if I do not wish to take part or change my mind? 

 

You do not have to take part in this trial if you do not wish to do so. If you decide to take part you 

are free to withdraw at any time. In either case you do not have to give a reason for your decision 

and this will have no influence over your future medical care. 

 

If you do decide to take part in this study you will be asked to sign a consent form. 

 
Please feel free to ask your doctors any questions about the study or about any of the treatments described 

above. 

 

Please contact_______________________________________________ 

                                        Name and Title 

 

 

On________________________________________________________ 
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 APPENDIX 5.1 

Patient Information Sheet for Patients with Ampullary or Other Carcinoma of 

the Pancreas. Version  7, June 2003 

 

 

ESPAC-3(v2a) –Additional Treatment in Resectable Pancreatic Cancer 

 
PATIENT INFORMATION FOR PATIENTS WITH AMPULLARY OR OTHER CANCER 

OF THE PANCREAS (Please read carefully) 
 

You have been invited to take part in a research study. Before you decide it is important that you 

understand why the research is being done and what it will involve. Please take time to read the 

following information carefully and discuss it with friends, relatives and your GP if you wish. Ask 

us if there is anything that is not clear or if you would like more information. Take time to decide 

whether or not you wish to take part. 

óConsumers for Ethics in Researchô (CERES) publish a leaflet called óMedical Research and Youô.  

This leaflet gives more information about medical research and looks at some questions you may 

want to ask.  A copy can be obtained from the doctor/nurse inviting you to take part or from CERES, 

PO Box 1365, London N16 0BW. 

 

This study has been designed to find out whether giving additional treatment after operation can help 

patients with your condition. 

 

What is the purpose of the trial? 

 

Although the growth in your pancreas has been removed, there is a chance that you could develop 

further growths sometime in the future. It is possible that giving extra treatment with drugs 

(chemotherapy) may stop this happening, but nobody knows for certain if this is the case and 

which, if any, is the best type of drug to use, and many people do suffer some side-effects from 

these treatments. 

 

We have, therefore, designed a study to find whether extra treatment is better than surgery only and 

if there is any difference between different types of treatment. If you agree to take part, you will be 

randomly allocated one of three groups: 

 

1) Gemcitabine 

2) 5-fluorouracil and Folinic acid 

3) NO additional treatment (No drug treatment following your operation) 

 

This means that one third of all patients will be given Gemcitabine, one third will be given 5-

fluorouracil and folinic acid and a third will not receive any drug therapy after their operation. 

Therefore whether you are treated with one or other type of chemotherapy drug, or receive no 

chemotherapy, the group will be decided by chance. Whichever group you are allocated you will be 

monitored closely. 

 

What will happen to me during the trial? 
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 The chemotherapy treatments are with drugs called 5-fluorouracil (5FU) and folinic acid or 
alternatively gemcitabine, and these will be put into a vein in your arm.  All treatments are given in 
the outpatient clinic, so you do not need to be admitted to hospital.  In the case of 5-fluorouracil and 
folinic acid, this will be given daily for 5 days, every fourth week, for a period of six months, so you 
will have six courses of treatment altogether.  In the case of gemcitabine, this is given as an infusion 
once a week for three weeks out of four, for a period of six months, so you will have six courses of 
treatment. 
 
A very important aspect of this study involves assessing how your disease or any treatment you may 
receive affects the quality of your life, so our research nurses will ask you to fill in a questionnaire 
that asks about how you are feeling and what activities you are able to undertake. This questionnaire 
will be repeated when you consent to enter the study then 3, 6 and 12 months afterwards, followed 
by annual assessment up to five years. The questionnaires will be completed when you attend for 
your treatment or follow-up appointments. It is very important for you to answer all the questions in 
the questionnaires for us to accurately assess the impact of the disease and treatment upon you. 
 

Are there any side-effects associated with these treatments? 
 
Both gemcitabine and 5FU can cause side effects. About 20% of patients treated with gemcitabine 
will have some nausea or vomiting but this is usually mild and controllable with anti-sickness drugs. 
The other main side effect with gemcitabine is flu-like symptoms (muscle aches and pains and a 
temperature), which also affects about 20% of patients. Low blood counts with an increased risk of 
infection may happen but the chance of this is low. With 5FU + folinic acid about 25% of patients 
will develop low blood counts resulting in an increased risk of infection which may need treatment 
with antibiotics. In addition about 15% of patients will have mouth ulcers and 15% diarrhoea. If any 
of these symptoms are severe then the dose of your chemotherapy will be reduced for the next 
course in order to reduce the chance of further problems. In exceptional circumstances your doctor 
may decide to permanently discontinue treatment. 
 
What are the possible benefits of taking part? 

We hope that the treatments will help you. However, this cannot be guaranteed. The information we 

get from this study may help us to improve the future treatment of patients with pancreatic cancer.   
 
What if something goes wrong? 

If you were harmed by taking part in this study, no special compensation arrangements exist.  

However, if you were harmed due to someoneôs negligence, then you would have grounds for legal 

action. Regardless of this, if you have any cause to complain about any aspect of the way you have 

been approached or treated during the course of this study, the normal National Health Service 

complaints mechanisms are available to you.  
 
What if new information becomes available? 
 
Sometimes during the course of a research project, new information becomes available about the 
treatment/drug that is being studied. If this happens, your research doctor will tell you about it and 
discuss with you whether you want to continue in the study. If you decide to withdraw your research 
doctor will make arrangements for your care to continue. If you decide to continue in the study you 
will be asked to sign an updated consent form. 
 
Will my taking part in this study be kept confidential? 
 
All information which is collected about you during the course of this research will be kept strictly 
confidential. With your permission we will inform your GP of your participation in the study.  Other 
than this, any information about you that leaves the hospital will have your name and address 
removed so you cannot be identified from it.  
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Who is funding this research? 
 
This research project is funded by Cancer Research UK, they are supporting this study by providing 
core funding for staff to co-ordinate this trial. 
 

What if I do not wish to take part or change my mind? 

 

You do not have to take part in this trial if you do not wish to do so. If you decide to take part you 

are free to withdraw at any time. In either case you do not have to give a reason for your decision 

and this will have no influence over your future medical care. 

 

If you do decide to take part in this study you will be asked to sign a consent form. 

 
Please feel free to ask your doctors any questions about the study or about any of the treatments described 

above. 

 

Please contact_______________________________________________ 

                                        Name and Title 

 

 

On________________________________________________________ 
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APPENDIX 6 

 

TNM Rules for the Classification of Pancreatic Cancer (ICD-o C25.0-2, 8) 

 

(UICC 1997) 

 
The classification applies only to carcinomas of the exocrine pancreas.  There must be histological 
confirmation of the disease. 

 
 

Anatomical Subsites 
 

1. Head of pancreas
1
 (C25.0) 

2. Body of pancreas
2
 (C25.1) 

3. Tail of pancreas
3
 (C25.2) 

4. Entire pancreas (C25.8) 

 

Notes: 1. Tumours of the head of the pancreas are those arising to the right of the left border of the 

superior mesenteric vein.  The uncinate process is considered as part of the head. 

 2. Tumours of the body are those arising between the left border of the superior mesenteric 

vein and left border of the aorta. 

 3. Tumours of the tail are those arising between the left border of the aorta and the hilum of 

the spleen.  

 

Regional Lymph Nodes 
 

The regional lymph nodes are the peripancreatic nodes, which are subdivided as follows: 

 

Superior Superior to head and body 

 

Inferior Inferior to head and body 

 

Anterior Anterior pancreaticoduodenal, pyloric (for tumours of head of the pancreas only), 

and proximal mesenteric 

 

Posterior Posterior pancreaticoduodenal, common bile duct, and proximal mesenteric 

 

Splenic Hilum of spleen and tail of pancreas (for tumours of the body and tail of the 

pancreas only) 

 

Coeliac Around coeliac axis (for tumours of the head of the pancreas only) 
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 TNM Clinical Classification 
 

T ï Primary Tumour 

 TX Primary tumour cannot be assessed 

 T0 No evidence of primary tumour 

 Tis Carcinoma in situ 

  

 T1 Tumour limited to the pancreas, 2cm or less in greatest dimension 

 T2 Tumour limited to the pancreas, more than 2cm in greatest dimension 

 T3 Tumour extends directly into any of the following: 

  duodenum, bile duct, peripancreatic tissues
1
 

 T4 Tumour extends directly into any of the following: 

  stomach, spleen, colon, adjacent large vesels
2 

 

Note: 1. Peripancreatic tissues include the surrounding retroperitoneal fat (retroperitoneal soft 

tissue or retroperitoneal space), including mesentery (mesenteric fat), mesocolon, 

greater and lesser omentum, and peritoneum. Direct invasion to bile ducts and 

duodenum includes involvement of ampulla of Vater. 

2. Adjacent large vessels are the portal vein, coeliac artery, and superior mesenteric and 

common hepatic arteries and veins (not splenic vessels). 
 

N ï Regional Lymph Nodes 

 NX Regional lymph nodes cannot be assessed 

 N0 No regional lymph node metastasis 

 N1 Regional lymph node metastasis 

  N1a Metastasis in a single regional lymph node 

  N1b Metastasis in multiple regional lymph nodes 

 

M ï Distant Metastasis 

 MX Distant metastasis cannot be assessed 

 M0 No distant metastasis 

 M1 Distant metastasis 
 

pTNM Pathological Classification 

 

The pT, pN, and pM categories correspond to the T, N, and M categories. 

 

pN0:  histological examination of a regional lymphadenectomy specimen will ordinarily include 10 

or more lymph nodes. 
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 G-Histopathological Grading 
 

 
 

 GX Grade of differentiation cannot be assessed. 

 G1 Well differentiated. 

 G2 Moderately differentiated. 

 G3 Poorly differentiated. 

 G4 Undifferentiated. 

 

R Classification 

The absence or presence of residual tumour after treatment is described by the symbol R.   

 

 RX Presence of residual tumour cannot be assessed 

 R0 No residual tumour 

 R1 Microscopic residual tumour 

 R2 Macroscopic residual tumour 

 

Stage Grouping 

 

 Stage 0    Tis   N0   M0 

 Stage I    T1   N0   M0 

     T2   N0   M0 

 Stage II   T3   N0   M0 

 Stage III   T1   N1   M0 

     T2   N1   M0 

     T3   N1   M0 

 Stage IVA   T4   Any N   M0 

 Stage IVB   Any T   Any N   M1 
 

Summary 

 

Pancreas 

  

T1 Limited to the pancreas 2cm 

T2 Limited to the pancreas >2cm 

T3 Duodenum, bile duct, peripancreatic tissues 

T4 Stomach, spleen, colon, large vessels 

  

N1 Regional 

   N1a   Single node 

   N1b   Multiple nodes 
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Ampulla of Vater (ICD-O C24.1) 

 

(UICC 1997) 

 

Rules for Classification 
 

The classification applies only to carcinomas of the Ampulla of Vater.  There must be histological 

confirmation of the disease. 
 

 

Regional Lymph Nodes 
 

The regional lymph nodes are: 

Superior Superior to head and body of pancreas 

Inferior Inferior to head and body of pancreas 

Anterior Anterior pancreaticoduodenal, pyloric, and proximal mesenteric 

Posterior Posterior pancreaticoduodenal, common bile duct, and proximal mesenteric 
 

Note: The splenic lymph nodes and those of the tail of the pancreas are not regional; metastases to 

these lymph nodes are coded M1. 
 

TNM Clinical Classification 
 

T ï Primary Tumour 

 TX Primary tumour cannot be assessed 

 T0 No evidence of primary tumour 

 Tis Carcinoma in situ 

 

 T1 Tumour limited to ampulla of Vater or sphincter of Oddi 

 T2 Tumour invades duodenal wall 

 T3 Tumour invades 2cm or less into pancreas 

 T4 Tumour invades more than 2cm into pancreas and/or into other adjacent organs 

 

N ï Regional Lymph Nodes 

 NX Regional lymph nodes cannot be assessed 

 N0 No regional lymph node metastasis 

 N1 Regional lymph node metastasis 

   

M ï Distant Metastasis 

 MX Distant metastasis cannot be assessed 

 M0 No distant metastasis 

 M1 Distant metastasis 
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 pTNM Pathological Classification 

 

The pT, pN, and pM categories correspond to the T, N, and M categories. 

pN0:  histological examination of a regional lymphadenectomy specimen will ordinarily include 10 

or more lymph nodes. 

 

G-Histopathological Grading 
 

 GX Grade of differentiation cannot be assessed 

 G1 Well differentiated 

 G2 Moderately differentiated 

 G3 Poorly differentiated 

 G4 Undifferentiated 
 

R Classification 

The absence or presence of residual tumour after treatment may be described by the symbol R.   
 

 

 RX Presence of residual tumour cannot be assessed 

 R0 No residual tumour 

 R1 Microscopic residual tumour 

 R2 Macroscopic residual tumour 

 

 

Stage Grouping 

 

 Stage 0    Tis   N0   M0 

 Stage I    T1   N0   M0 

 Stage II   T2   N0   M0 

     T3   N0   M0 

 Stage III   T1   N1   M0 

     T2   N1   M0 

     T3   N1   M0 

 Stage IV   T4   Any N   M0 

     Any T   Any N   M1 

 

 

Summary 

 

Ampulla of Vater 

  

T1 Ampulla or sphincter of Oddi 

T2 Duodenal wall 

T3 Pancreas 2cm 

T4 Pancreas >2cm, other organs 

  

N1 Regional 
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APPENDIX 7 

 
 

ASA Physical Status Classifications 

 
 
 

Class 1  A normally healthy patient. 
 
 
Class 2  A patient with mild systemic disease. 
 
 
Class 3  A patient with severe systemic disease that is not incapacitating. 
 
 
Class 4 A patient with an incapacitating systemic disease that is a constant threat to 

life. 
 
 
Class 5 A moribund patient who is not expected to survive for 24 hours with or 

without operation. 
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APPENDIX 8 

 

Extent of Resection 

 
 

Standard Regional lymphadenectomy around the duodenum and 
pancreas. 

 
 For head of pancreas the following lymph node groups are 
removed en-bloc: right side 12b1, 12b2, 12c; 13a, 13b; 14a, 
14b; 17a, 17b; and separately 8a. 

 
 
 

Radical Regional lymphadenectomy as above plus (i) skeletonization of 
the common and proper hepatic arteries, superior mesenteric 
artery between aorta and inferior pancreatoduodenal artery, 
coeliac trunk; and (ii) dissection of the anterolateral aspect of 
the aorta and the inferior vena cava including Gerotaôs fascia. 

 
 For head of pancreas the lymph nodes are removed en-bloc: as 
for standard pancreatic resection plus all 8; 9; all 12; all 14; 
16a2, 16b1. 

 
 
 
Extended Radical Radical lymphadenectomy as above plus clearance of anterior 

aorta between the diaphragmatic hiatus (around the coeliac 
trunk) and the origin of the common iliac arteries. 

 
For head of pancreas the following lymph nodes are removed 
en-bloc: as for radical pancreatic resection plus clearance of all 
JPS Group16 lymph nodes. 

 
 

Based on the Japanese Pancreatic Society lymph node numbering system. 
 

PLEASE REFER TO FULL REFERRENCE FOR FURTHER DETAILS: 
 

Pedrazzoli S et al., Dig Surg 1999:16; 337-45. 
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APPENDIX 9 – SAE FORM (August 2008) 

 

ESPAC-3(v2) 
European Study of Adjuvant Chemotherapies in Resectable Pancreatic Cancer 

Serious Adverse Events Form – Page 1 

 

 

PROJECT TRIAL NUMBER PATIENT INITIALS 

All follow-up information MUST be added to THIS form. 

Date initial report sent to ESPAC TRIALS OFFICE  

 dd      mon     yyyy 

SAE FORM Please complete an adverse event form for each SERIOUS Adverse Event (SAE) the subject experiences. 

ADVERSE EVENT: 

 Date and Time of Onset 

 

 

       dd        mon     yyyy        (24h clock) 

If resolved, Date and Time of Offset 

 

 

dd      mon     yyyy        (24h clock) 

Outcome (circle one) 
   

  Date / Time of Death if applicable 

 
 

   dd       mon     yyyy        (24h clock) 

1.  Resolved 4.  Worse 

2.  Improved 5.  Death 

3.  Unchanged 6.  Unknown 

Adverse Event:  

Description (signs and symptoms)  

and diagnosis (if applicable) 

CTC* 

Grade 

Severity* 
1 = Mild 
2 = Moderate 

3 = Severe 

 

 

 

 

 

 

Overall diagnosis: 

  

* In the absence of a CTC toxicity grading, please complete the severity column 

RELEVANT TEST RESULTS / LAB DATA: 

_______________________________________________________________________________________ 

 ______________________________________________________________________________________________  

 

 

CHANGE IN DRUG THERAPY: 

 

Study Drug 

Yes No NA 

Drug withdrawn?    

Dose reduced?    

If withdrawn / reduced, did symptoms resolve?    

Did event reappear if drug reintroduced?    

 

CAUSALITY: 

In your opinion was the 

adverse event related to: 

Definitely 

Related 

Probably 

Related 

Possibly 

Related 

Probably 

Unrelated 

Unrelated 

Study Drug      

Subjectôs original condition/ 

other illness 

     

 

Investigatorôs name: ______________________________________ 
(Please print clearly) 

Investigatorôs signature ________________________________________   Date  

DEMOGRAPHY:  

Sex:  M          F             Age:                 yrs 

 

Weight:                                            kg 

 

Date of Birth 

                         dd       mon     yyyy 

 

DEFINITION OF ñSERIOUSò 
 

CHECK ALL APPROPRIATE: 
 

Subject died Ã 
 

Involved or prolonged 

hospitalisation Ã 
 

Involved permanent or  

significant disability or 

incapacity Ã 
 

Life threatening Ã 
 

Congenital anomaly Ã 
 

Causes cancer Ã 
 

Is an overdose Ã 

 

P E A C 
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 dd        mon     yyyy
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PROJECT TRIAL NUMBER PATIENT INITIALS 

All follow-up information MUST be added to THIS form. 

 

TRIAL MEDICATION & CONCURRENT DRUGS†  

   Daily    Is drug  

   Dose/Units Date and Time Started   suspected of 

   (or infusion (dd/mon/yy)      (hh/mm) Date and Time Stopped Disease causing SAE? 

 Drug Route Rate if i.v.)                           if known (dd/mon/yy)       (hh/mm) Indication Yes      No 

 

1   _______________                 __________                                                                                              ________     

 

2  ________________   _____   __________                                                                                                ________  

 

3  ________________   _____  __________                                                                                                 ________  

 

4  ________________   _____  __________                                                                                       ________  

 

5  ________________   _____   __________                                                   ________  

 

6  ________________   _____  __________ ________                                                                                                       

 

7  ________________   _____  __________ ________                                                                                                    

 

8  ________________   _____  __________ ________                                                                                                     

 

9  ________________   _____  __________ ________                                                                                                        

 

10 ________________   _____  __________ ________                                                                                                       

 

11 ________________   _____  __________ ________                                                        

 

12 ________________   _____  __________ ________                                                                                            

 

13 ________________   _____  __________ ________                                                                                                

 

14 ________________   _____  __________ ________                                                                                            

 

15 ________________   _____  __________ ________                                                                                       

 

16 ________________   _____  __________ ________                                                                                                    

 

17 ________________   _____  __________ ________                                                                                     

 

18 ________________   _____  __________ ________                                                                                

ÀPlease enter all study drugs in addition to other concurrent drugs.                 *If continuing, enter ñcont.ò in stop field 

  Do not include drugs administered specifically to treat the adverse event. 

 

Investigatorôs name: ____________________________________________ 
(Please print clearly) 

Investigatorôs signature _________________________________________________    Date 

                                                                                                                                                           dd      mon     yyyy

 

   R       

R 
P E A C 
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Appendix 10 

GP Letter. Version 3, June 2003 

GP Name 

GP Address 1 

GP Address 2 

GP Address 3 

GP Post Code 

 

 

 

Dear Dr , 

 

Re: PATIENT DETAILS HERE 

 

 

ESPAC-3(v2)  - Adjuvant Chemotherapies in Resectable Pancreatic Cancer 

 
Following pancreatic resection for pancreatic cancer, and after giving written informed consent, the 
above patient has been entered into a clinical trial comparing Gemcitabine v 5FU and folinic acid for 
patients with pancreatic ductal adenocarcinoma and Gemcitabine v 5FU and folinic acid v No 
adjuvant treatment for patients with ampullary or other cancers of the pancreas. The above patient 
has been randomised to receive: 
 

 Gemcitabine 
 

 5FU & Folinic Acid 
 

 Observation 

 

These chemotherapy agents are associated with side effects such as myelosuppression, gastro-

intestinal disturbance and general tiredness. 

 

If allocated to receive treatment, your patient will be required to attend the hospital for 

approximately 3 out of every 4 weeks if receiving gemcitabine, or for 5 consecutive days every 

month if receiving 5-FU & folinic acid.  All patients will be followed up in clinic every 3 months 

until death. 

 

If you require further details please contactééééééééé. 

 

Yours sincerely,  
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WORKING GROUP 

 
 
Queries should be directed to an appropriate member of the ESPAC-3(v2) working group: 
 
Surgery: Prof John Neoptolemos               or Professor Markus Büchler 
 Department of Surgery Department of General Surgery 
 Royal Liverpool University University of Heidelberg 
 Hospital Im Neuenheimer Feld 110   
 5th Floor UCD Building D-69120 
 Daulby Street Heidelberg     
 LIVERPOOL GERMANY          
 L69 3GA, UK Tel:  + 49 6221 56 6200            
 Tel:  +44/(0) 151 706 4175 Fax:  + 49 6221 565 450 
                                  Fax: +44/(0) 151 706 5826 Email: markus_buechler@med.uni-heidelberg.de 
 Email: j.p.neoptolemos@liverpool.a.c.uk   
 
 
Pathology:  Prof Nick Lemoine    
  ICRF Molecular Oncology Unit   
  Imperial College School of Medicine   
  Hammersmith Hospital, Ducane Road 
  LONDON W12 0NN, UK    
 Tel:  +44 (0) 181 383 3975 
 Fax: +44 (0) 181 383 3258 
 Email: n.lemoine@icrf.icnet.uk   
  
 
Chemotherapy:        Dr. David Smith 
 Clatterbridge Centre for Oncology 
 Bebbington 
 WIRRAL 
 L63 4JY, UK 
 Tel:  +44 (0) 151 334 1155 
 Fax: +44 (0) 151 482 7675 
 
 

General Enquiries and Trial Administration: 

Ms Charlotte Rawcliffe 

Liverpool Cancer Trials Unit 

University of Liverpool Cancer Research 

Centre 

Roy Castle Building 

200 London Road 

Liverpool 

L3 9TA 

Tel: 00 44 (0)151 794 8932 

Fax: 00 44 (0)151 794 8930 / 8931 
Email: c.rawcliffe@liv.ac.uk 

Statistics: 
Ms Deborah Stocken 
Cancer Research UK Clinical Trials Unit 
Institute for Cancer Studies 
University of Birmingham 
The Medical School 
Edgbaston   
BIRMINGHAM B15 2TT, UK 
Tel: +44 (0) 121 414 3798 
Fax: +44 (0) 121 414 3700 
Email: d.d.stocken@bham.ac.uk 

 

  

 

 

 

ESPAC Chairman: John P Neoptolemos, Liverpool 

 Secretary:  Markus W Büchler, Heidelberg  

 Secretary: Claudio Bassi, Verona 

 

 


