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SYNOPSIS

	Title
	COMETS [COlorectal Metastatic Two Sequences]
Open-label randomized, parallel group, phase III, multicenter trial comparing two different sequences of therapy (irinotecan/cetuximab followed by             fluorouracil/leucovorin with oxaliplatin (FOLFOX-4) vs. FOLFOX-4 followed by irinotecan/cetuximab) in metastatic colorectal patients treated with fluorouracil/leucovorin with irinotecan (FOLFIRI)/bevacizumab as first line chemotherapy

	Sponsor
	Fondazione GISCAD

	Clinical Phase
	III

	Objectives
	

	Primary


	 Aim of this study is to compare the efficacy and safety of two different sequences of chemotherapeutic agents in order to optimize the treatment of patients with metastatic colorectal cancer progressed to a first line chemotherapy with FOLFIRI and bevacizumab. Primary endpoint will be overall survival, defined as the time elapsed from the date of randomization to the date of patient death due to any cause, or the last date the patient was known to be alive.

	Secondary     
	· Progression free survival, defined as the time relapsed from the date of randomization and the date of progression after third-line treatment or death, whichever come first. Patients who are alive and who not progressed after the third line at the end of the study will be censored on the date of the last assessment. The same analysis will be repeated by considering separately the PFS after second line and third line
· Quality of life, evaluated by means a VAS scale
· Health resource utilisation and economic evaluation, throughout an additional specific form. Health care resource will include: inpatient hospital visits, outpatient visits, emergency room visits, doctor visits, medications, procedures, radiation therapy and supplemental oxygen use 
· Toxicity and incidence of adverse events, assessed by means of the NCI-CTCAE (version 3.0)

	Study design
	Open-label randomized, parallel group, phase III, multicenter trial. 

	Study drugs and treatment regimens


	The study regimen includes:

Strategy A: FOLFOX-4 (Oxaliplatin, leucovorin and 5-fluorouracil) followed, after progression, by irinotecan/cetuximab
Strategy B: irinotecan/cetuximab followed, after progression, by  FOLFOX-4 

Cycle length is 2 weeks and it is to be repeated every second week until disease progression 
Cetuximab weekly: 400 mg/ m2 at 1st infusion, then 250 mg/ m2.

	Number of patients
	350 patients

	Target population
	Patients with histologically confirmed metastatic colorectal cancer progressed after a first line treatment containing FOLFIRI and BEV.

	Inclusion criteria
	Age >18 < 75 years of age 
Diagnosis of histologically proven adenocarcinoma of the colon or rectum, stage IV
K-ras wild-type
ECOG performance status 0-1 at study entry

	
	Neutrophils ≥ 1.5 x 109 /uL, platelets ≥ 100 x 109/uL, and hemoglobin ≥ 9 g/dL
Bilirubin level either normal or < 1.5 x ULN
ASAT and ALAT ≤ 2.5 X ULN (≤ 5 x ULN if liver metastasis are present)
Serum creatinine < 1.5 x ULN
Effective contraception for both male and female patients if the risk of conception exists 
Life expectancy of ≥ 3 months
Signed written informed consents

	Exclusion criteria


	· History or presence of other disease, metabolic dysfunction, physical examination finding, or clinical laboratory finding giving reasonable suspicion of a disease or condition that contraindicates use of an investigational drug or patient at high risk from treatment complications
· Other malignancies within the last 5 years (other than curatively treated basal cell carcinoma of the skin and/or in situ carcinoma of the cervix)
· History of psychiatric disability judged by the investigator to be clinically significant, precluding informed consent or interfering with compliance for oral drug intake
· Known grade 3 or 4 allergic reaction to any of the components of the treatment
· Known drug abuse/ alcohol abuse

	Length of study
	The patient accrual period is planned for approximately 36 months. To assess OS, all pts will be followed for up to 18 months after the last patient is randomised. The maximum estimated study duration is approximately 54 months.

	Allocation of subjects
	Patients will be randomly assigned to one of the two treatment sequences (with 1:1 ratio) using a block design randomization procedure stratified according to center. 
Randomisation will be performed via a central randomization service available 24 hours a day, seven days a week, by connecting to an on-line randomizer at the following internet address: http://crc.marionegri.it/random/comets.

Once connected, ordered instructions will appear on the screen and allow the registration and randomization process.

	Endpoints
	

	Activity
	· RR is defined as the proportion of randomized patients who will experience a  complete or partial best response according to RECIST criteria. Patients who will never achieve a complete response (CR) or partial response (PR) will be defined as non-responders
· Disease control rate is defined as the proportion of randomized patients whose  best response is complete response, partial response or stable disease
· The duration of overall response is defined as the time from the date measurement criteria are first met for CR or PR (whichever status is recorded first) to the first date of progressive disease or death (if death occurs before progression is documented).  Subjects who neither progress nor die will be censored on the date of their last tumor assessment

	Efficacy
	· OS is defined as the time from the date of randomisation to the date of death from any cause. Subjects who were not reported as having died at the time of the analysis will be censored at the date they were last known to be alive

· PFS is defined as the time from the date of randomisation up to the date of first progression, second primary malignancy or  death from any    cause, whichever

	
	   comes first. Subjects who have not progressed or died at the time of the analysis will be censored at the last disease assessment date

· Time to treatment failure is defined as the time from randomization to the date of discontinuation of treatment or progression or death
· QoL, assessed through a visual analogic scale (VAS)

	Safety
	· Incidence of AEs, graded according to the NCI-CTAE version 3.0 
· Frequency and nature of serious adverse reactions (SADRs)
· Premature withdrawals  

	Statistical method
	

	Sample size considerations


	Assuming a randomization ratio of 1:1, 282 deaths are required in order to achieve a power of 80% of detecting a hazard ratio of 0.72 in favour of one of the two sequences, translating in an increase of median survival time from 10 to 14 months, with a type I error of 5%, two-sided, using the Mantel-Cox version of the log-rank test. With a uniform accrual period of 3 years and a follow-up of 18 months, about 350 patients will be needed to reach the target number of events.

	Statistical analysis

	All statistical analyses will be based on an intention-to-treat approach. CONSORT rules will be applied to describe study flow and protocol deviations.
All OS and PFS curves will be drawn with the Kaplan-Meier method. Results will be presented as Hazard Ratio (HRs) and their 95% Confidence Interval (CIs).

On annual basis, starting from the second year, an interim analysis will be conducted. In principle, no formal stopping rule will be applied, unless otherwise suggested by the DSMC. Safety reports will be drawn on annual basis. 


ABBREVIATIONS

	5-FU
	5-fluorouracil

	95% CI
	95% Confidence interval

	-GT
	-glutamyltransferase

	ADR
	Adverse drug reaction

	AE
	Adverse event

	ALAT
	Alanine transferase

	ANC
	Absolute neutrophil count

	ASST
	Aspartate aminotransferase

	BEV
	Bevacizumab

	BSA
	Body surface area

	CET
	Cetuximab

	CR
	Complete response

	CRF
	Case report form

	CT
	Computed tomography

	DCF
	Data clarification form

	DSMC
	Data & safety monitoring committee

	ECG
	Electrocardiogram

	ECOG-PS
	Eastern Cooperative Oncology Group - performance status

	EGFR
	Epidermal growth factor receptor

	ESMO
	European Society of Medical Oncology

	FOLFIRI
	Chemotherapeutic regimen consisting of  infusional 5-FU, leucovorin and irinotecan

	FOLFOX-4 
	Chemotherapeutic regimen consisting of  infusional 5-FU, leucovorin and oxaliplatin

	GCP
	Good clinical practice

	HR
	Hazard ratio

	ICH
	International Conference on Harmonisation

	IEC/IRB
	Independent ethics committee/institutional review board

	INR
	International normalised ratio

	IRI
	Irinotecan

	iv
	Intravenous

	LDH
	Lactate dehydrogenase

	MRI
	Magnetic resonance imaging

	NCI-CTCAE
	National Cancer Institute Common Toxicity Criteria for Adverse Events

	OXA

	Oxaliplatin

	OS

	Overall survival

	PFS
	Progression free survival

	PR
	Partial response

	PT
	Prothrombin

	PTT
	Prothrombin time

	QoL
	Quality of life

	RECIST
	Response evaluation criteria in solid tumors

	RR
	Response rate

	SADR
	Serious adverse reaction

	SAE
	Serious adverse event

	ULN
	Upper limit of normal

	US
	Ultrasound

	VAS
	Visual analogic scale
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1. background and rationale

The recent introduction of cytotoxic drugs in addition to 5-fluorouracil (5-FU) as well as the development of targeted agents has resulted in significant progress in the treatment of advanced colorectal cancer. However, how to best incorporate these active new therapeutic agents into treatment plans for each individual patient remains to be determined. The rapid approval of multiple active treatment options has made difficult to design and to complete the necessary clinical trials in order to provide this information. Consequently, physicians have been left with uncertainty as to which form of treatment to use first and how to best combine these different therapeutic choices. Economic costs are not to be underestimated as well, since the optimal way of delivering new drugs may result not only in a better outcome for the patients but also in a highly needed optimization of economic resources [
]. So far, the results of this kind of trials may not only help clinicians to optimally manage colorectal cancer patients, but might result in an advantage for the National Health System allowing a correct allocation of resources and an adequate definition of national guidelines.

Looking at the most recent literature data, Grothey showed that patients receiving all the active chemotherapeutic drugs 5-FU, oxaliplatin (OXA) and irinotecan (IRI) during their natural history can obtain an important advantage in survival [
]. Although we know this conclusion may not be entirely applicable to the biological agents [bevacizumab (BEV), cetuximab (CET)], even in this case, available clinical data seem to indicate that the hypothesis that more patients receive all the active drugs (biologicals included) more evident is the gain in median survival. 

Therefore, we need to define a strategy which allows treating the highest number of patients with all the available drugs.

An increase in tumor response rate (RR) has been shown to translate into an increase in median survival in first line chemotherapy [
]. This could be true even in the second and third line setting and therefore, at each step we have to use the most active regimen. 

Data from Hurwitz trial showed that the addition of BEV to a combination of 5-FU/IRI/leucovorin (FOLFIRI) improves median overall survival (OS) from 15.6 to 20.3 months. Furthermore, the reported response rate of 44% with the FOLFIRI/ BEV regimen is one of the highest ever observed in first line chemotherapy [
]. Finally, this trial demonstrated that the use of FOLFIRI/BEV combination does not preclude the use of OXA in second line; patients receiving also this drug during their natural history reached a median survival of 25.1 month, the best median survival ever reported in metastatic colorectal cancer. 

At the European Society of Medical Oncology (ESMO) meeting in 2006, Cassidy presented data on the addition of BEV to a combination of OXA + capecitabine or OXA + 5-FU/leucovorin (FOLFOX-4)  as first line treatment, showing that the addition of BEV is able to increase progression free survival (PFS) [
]. Unfortunately data on OS are still not available and therefore it is probably too early to consider to this regimen as a standard first line chemotherapy.

Recently, the CRYSTAL trial showed that CET combined with FOLFIRI is able to improve PFS in comparison with FOLFIRI alone in previously untreated metastatic colorectal cancer patients [
]. Similar conclusions to those made for the combination OXA/BEV may be drawn also for FOLFIRI/CET in first line treatment. At the present time, the combination of FOLFIRI plus BEV may be a standard first-line approach for metastatic colorectal cancer patients, whereas several uncertainties regard the optimal second and third line therapy. 

The Tournigand trial showed no substantial differences between the sequence FOLFOX/FOLFIRI or FOLFIRI/FOLFOX. Nevertheless, this trial was clearly underpowered (it was able to detect only a 20% difference in the proportion of patients without progression at 15 months): according to this statistical design there was no difference between the two treatment sequences but in the second part of the study (second line) while OXA was able to determine a response rate of 15% with a progression rate of 19%, IRI performed less well with a 4%  RR and a progression rate of 51% resulting in a significant difference in PFS [
]. These data seem to strengthen once again the use of IRI in first line and a specific role in second line for OXA. 

CET, an epidermal growth factor receptor (EGFR) inhibitor, is able to determine a 10% RR when used alone or a 20% RR in combination with IRI, even in IRI refractory patients. Its activity is not influenced by the number of previous lines, obtaining similar results in second, third and fourth line [
,
]. Unlike cetuximab, OXA, like other cytotoxic drugs, is always less active moving from the first to the third line. 

Based on these data it seems reasonable to choose a first line chemotherapy including the FOLFIRI combination plus BEV. On the other hand, there are some doubts about the second and third lines which are strictly linked: CET plus IRI followed by FOLFOX-4 or FOLFOX-4 followed by CET/IRI?

In our trial we would like to assess how these different strategies perform and if one is better than the other one. 
Recently several studies have shown that cancer  patients with  mutation in the gene k-ras are resistant to anti-EGFR drugs such as cetuximab [
]
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Results of major studies on  the role of k-ras as a predictive factor of response to  cetuximab
Crystal trial [
] evaluated the benefit of the addition of cetuximab to a standard chemotherapy (FOLFIRI) in combination with cetuximab as  first-line treatment in colorectal cancer patients. K-ras wild-type patients were randomized between FOLFIRI  plus Cetuximab (arm A) vs FOLFIRI alone (arm B) A response was obtained in 59.3% of patients treated in arm A vs 43.2% of patients treated with FOLFIRI alone respectively. 

In particular, the addition of cetuximab led to a 32% decrease of the risk of progression (HR: 0.85 in all the patients vs. 0.68 in k-ras wild-type patients). decrease of 32% of the risk of progression (HR: 0.85 in all the patients vs 0.68 in k-ras wild-type patients).

In patients with k-ras mutation, however, the addition of cetuximab failed to results in an increase of the  response rate.

Opus trial [
] has assessed the addition of cetuximab to another first-line chemotherapy (FOLFOX): in this study the response rate in k-ras wild-type patients treated with cetuximab was 61% compared to 37%  in those  who received  chemotherapy alone The relative decrease in the risk of progression was of 43%.

So, even in this trial the addition of cetuximab to standard chemotherapy didn’t lead to an increase of  response rate in k-ras mutated patients .

Similar results were obtained in pre-treated patients.

A recent canadian trial (CO.17) [
] published on NEJM, showed that pre-treated metasta tic colorectal cancer patients randomized to receive cetuximab or best supportive care in presence of k-ras mutation, did not benefit from treatment with the monoclonal antibody.

In particular, the prevalence of k-ras mutation was approximately 42%, assessed in  394 samples out of 572 randomized patients (68.9%).

In the subgroup of patients with k-ras wild-type, treatment with cetuximab led to an increase in from 4.8 to 9.5 months and from 1.9 to 3.7 months in median overall and progression free survival, respectively. On the other hand, in the subgroup of patients with k-ras mutation, adding cetuximab has not brought benefits in terms of outcome (4.5 months of median survival in patients treated with cetuximab vs 4.6 months in patients treated with supportive care alone)

2. Study objectives

Aim of this study is to compare the efficacy and safety of two different sequences of chemotherapeutic agents in order to optimize the treatment of patients with metastatic colorectal cancer progressed to a first line chemotherapy with FOLFIRI plus BEV. for the definition of primary and secondary study endpoints.
2.1. Primary

· to compare the efficacy in terms of OS

2.2. Secondary

· to compare the efficacy in terms of PFS

· to compare the activity in terms of RR, disease control rate and duration of overall response 

· to compare quality of life (QoL)
· to evaluate the safety profiles of the treatments

· to compare costs  

3. study design

3.1. General Design

This is multicenter, open-label, randomized, phase III trial in patients with metastatic colorectal cancer progressed to a first line chemotherapy with FOLFIRI plus BEV. Subjects will be randomized in a 1:1 ratio to receive FOLFOX-4 followed, after progression, by IRI/CET (Sequence A) or IRI/CET followed, after progression, by FOLFOX-4 (Sequence B).
The patient accrual period is planned for approximately 36 months. To assess OS, all pts will be followed for up to 18 months after the last patient is randomised. The maximum estimated study duration is approximately 52 months.

     Study design


4. patient selection criteria

4.1. Target population

Patients with histologically confirmed metastatic colorectal cancer progressed after a first line treatment containing FOLFIRI and BEV.
4.2. Inclusion criteria

· Age >18 <75 years of age 
· Diagnosis of histologically proven adenocarcinoma of the colon or rectum, stage IV 
· K-ras wild-type
· Eastern Cooperative Oncology Group - performance status  (ECOG-PS) 0-1 at study entry

· Neutrophils ≥ 1.5 x 103/L, platelets ≥ 100 x 10/L, and hemoglobin ≥ 9 g/dL 
· Bilirubin level either normal or < 1.5 x upper limit of normal (ULN)
· Asparagine aminotransferase (ASAT) and alanine aminotransferase (ALAT) ≤ 2.5 X ULN (≤ 5 x ULN if liver metastasis are present)

· Serum creatinine < 1.5 x ULN

· Effective contraception for both male and female patients if the risk of conception exists 
· Life expectancy of  ≥ 3 months
· Signed written informed consent
4.3. Exclusion criteria

· History or presence of other disease, metabolic dysfunction, physical examination finding, or clinical laboratory finding giving reasonable suspicion of a disease or condition that contraindicates use of an investigational drug or patient at high risk from treatment complications

· Other malignancies within the last 5 years (other than curatively treated basal cell carcinoma of the skin and/or in situ carcinoma of the cervix)

· History of psychiatric disability judged by the investigator to be clinically significant, precluding informed consent or interfering with compliance for oral drug intake

· Known grade 3 or 4 allergic reaction to any of the components of the treatment

· Known drug abuse/ alcohol abuse

5. THERAPEUTIC REGIMENS AND DOSE MODIFICATIONS

5.1. Initial Dose and schedule
5.1.1. Irinotecan/Cetuximab
CET will be administered intravenously via infusion pump, at a loading dose of 400 mg/m2 given over a 120 minutes time and weekly CET infusions at a maintenance dose of 250 mg/m2 given over a 60 minutes time. The infusion rate must never exceed 10 mg/min (5 ml/min). CET must be administered on a weekly basis, if it is possible on the same day. A physician will be present until the complete loading dose has been given and the observation period is finished. Facilities for resuscitation procedures will be  promptly available if necessary. During drug administration, close monitoring will be maintained up to 1 hour after the end of the infusion. 

Chemotherapy must be delivered after the end of the observation time, when given the same day with CET.

IRI will be administered as 180 mg/m2 intravenous (iv) infusion over 30-90 min. Cycle length is 2 weeks and it is to be repeated until disease progression.
5.1.2. FOLFOX-4 

· Day 1: OXA will be administered as a 85 mg/m2 iv infusion over 2 hours; Leucovorin as a 100 mg/m2 infusion over 2 hours, 5-FU will be given as a 400 mg/m2 bolus injection, and then as a 600 mg/m2 continuous infusion over 22 hours after the first infusion

· Day 2: Leucovorin 100 mg/m2 (alone), followed by 5-FU 400 mg/m2 bolus injection, and 5-FU 600 mg/m2 continuous infusion after the first infusion 
Cycle length is 2 weeks comprising approximately 48 hours of infusion and 12 days of rest. Cycles are to be repeated every second week for a total of either 6 (12 weeks) or 12 cycles (24 weeks).

The total antineoplastic drug dose delivered should be rounded to the nearest mg. In calculating body surface area (BSA), actual height and weight should be used. There should be no adjustment to “ideal” weight. BSA should be recalculated prior to the start of every cycle of therapy. 

5.2. Concomitant and supportive treatment

All patients receiving CET must receive a premedication with an appropriate antihistamine prior to each CET administration (chlorphenamine 10 mg im 30 min. prior to CET).

To prevent emesis due to chemotherapy, ondansetron 8 mg, tropisetron 5 mg or granisetron 3 mg iv, with dexametasone 4-8 mg iv will be administered pre-chemotherapy, according to local practice. 

All patients receiving IRI should receive a premedication with atropine according to local practice.

Subjects will be closely monitored for treatment-related adverse events (AEs). For the duration that subjects are on study therapy, adverse event monitoring will be done continuously. Subjects will be evaluated for adverse events at each visit and are to be instructed to call their physician to report any clinically significant adverse events between visits.

· Antiemetics: the routine use of standard antiemetics, including dexamethasone plus 5-HT3 blockers, such as granisetron, ondansetron, or an equivalent agent, is strongly encouraged.

· Hematopoietic growth factors (i.e. G-CSF, GM-CSF, erythropoietin, etc.): should not be administered prophylactically during the study period. Interventional use of growth factors is allowed if deemed necessary by the Investigator.

· Palliative and supportive care for the other disease-related symptoms and for toxicity associated with treatment will be offered to all subjects on this trial (i.e. lopemid and antibiotics such as ciprofloxacine should be administered in case of IRI-related diahrroea).
5.3. Dose modifications 

5.3.1. General notes regarding dose modifications
All the drugs will be dose-reduced for toxicities. Once dose reductions are made, re-escalation of doses is not permitted since dose reductions are permanent. Toxicity will be graded according to National Cancer Institute – Common Terminology Criteria for Adverse Events (NCI-CTCAE), version 3.0
The dose modification should be based on the worst grade of an AE or laboratory abnormality during a cycle. If multiple AEs are observed, the dose administered should be based on the most severe (worst grade) event.

5.4. Treatment of hypersensitivity reactions

· NCI-CTCAE grade 1 allergic/hypersensitivity reaction (transient rash, drug fever <38°C)

· Treatment: decrease the CET infusion rate by 50% and monitor closely for any worsening.
· NCI-CTCAE grade 2 allergic/hypersensitivity reaction (urticaria, drug fever ≥38°C and/or asymptomatic bronchospasm)

· Treatment: stop CET infusion, administer bronchodilators, oxygen, etc as medically indicated and resume infusion at 50% of previous rate once allergic/hypersensitivity reaction has resolved or decreased to grade 1 in severity, and monitor closely for any worsening.
· NCI-CTCAE grade 3 (symptomatic bronchospasm, requiring parenteral medication(s), with or without urticaria; allergy-related edema/angioedema) or grade 4 (life-trheatening event characterized by the same symptomatology as a grade 3 reaction complicated by symtomatic hypotension or oxygen saturation of 70% or less) allergic/hypersensitivity reaction 

· Treatment: stop CET infusion immediately and disconnect infusion tubing from the subject; administer epinephrine, bronchodilators, antihistamines, glucocorticoids, iv fluids, vasopressor agents, oxygen, etc as medically; designee as a serious adverse event (SAE). The subject is to receive no further CET treatment.
Once a CET infusion rate has been decreased due to an allergic/hypersensitivity reaction, it will remain decreased for all subsequent infusions. If the subject has a second allergic/hypersensitivity reaction with the slower infusion rate, the infusion should be stopped and the subject should receive no further CET treatment.
5.5. Treatment of skin toxicity

Patients developing grade 3 skin toxicity, have CET treatment stopped for two consecutive infusions, but no dose modification is foreseen at re-start. Antibiotics may be delivered if clinically indicated. Topic steroids are not recommended. If grade 3 skin toxicity recurs, CET treatment is delayed again for two courses, but dose is reduced at re-start to 200 mg/m2. 

At the third episode of grade 3 skin toxicity, CET treatment is delayed again for two courses, but dose is reduced at re-start to 150 mg/m2.

At the fourth episode of grade 3 skin toxicity, CET is definitively stopped, and treatment will continue with chemotherapy alone.

5.5.1. Interruption of cetuximab administration

Interruption of CET therapy for any reason (patient’s choice, physician’s choice), lasting for more than 2 consecutive infusions, leads to remove the patient from the protocol. No reloading dose is foreseen for patients re-starting CET therapy.

CET may only be administered if acne-like rash is ≤ grade 2 and all grade 3 toxicities have resolved to < NCI-CTCAE grade 2, regardless of the cycle, providing no criteria for discontinuation are met.

Reduction/interruption of dosing for adverse events may take place at any time during the study. Interruption of the treatment is mandatory if the AE is:

· Not controlled by optimal supportive care
· Not tolerated due to symptomatology, disfigurement or interference with normal daily activities
· If treatment delays are longer than 3 weeks. A patient requiring interruption of treatment for more than 3 weeks due to a treatment-related adverse event not manageable with optimal supportive care will be discontinued from the study
· If more than 2 dose reductions of any drug are required
Treatment will be delayed until:

· Neutrophil count is ≥1500/mm3, leukocytes are ≥3000/mm3, platelet count is ≥ 100.000/mm3
· Recovery from any treatment-related non-hematologic toxicity (except alopecia) to baseline grade or grade ≤ 1

5.6. Specific oxaliplatin-related treatment delays

· Presence of paresthesias with pain or with persistent functional impairment as the only toxicity at the time of the next planned administration of OXA will result in a delay in OXA treatment only, but continuation of 5-FU/Leucovorin therapy.
oxaliplatin/5-fu/lv dose levels dose reduction guidelines

	Drug
	Starting dose
	Dose Level -1
	Dose Level -2

	Oxaliplatin
	85 mg/m2
	65 mg/m2
	Not applicable

	Leucovorin
	100%
	100%
	100%

	5-FU (bolus/infusion)
	400/600 mg/m2
	300/500 mg/m2
	200/400 mg/mq


dose modifications/delays for folfox (with exception of oxaliplatin specific toxicities)

	Toxicity NCI-CTCAE Gradea
	5-FU
	Oxaliplatin

	Neutropenia or thrombocytopenia (on day of treatment)

	Grade 1 or 2
	Maintain dose level
	Maintain dose level

	Grade 3
	Delay dose, then maintain dose level when resolved to (Grade 1
	Maintain dose level for neutropenia; for thrombocytopenia, delay dose then ( 1 dose 

	Grade 4
	Delay dose, then ( 1 dose level for neutropenia, ( 2 dose levels for thrombocytopenia when resolved to (Grade 1
	Delay dose, then ( 1 dose level for neutropenia, ( 2 dose levels for thrombocytopenia when resolved to (Grade 1

	Febrile neutropeniab or neutropenic sepsis
	Delay dose, then ( 1 dose level when resolved
	Delay dose, then ( 1 dose level when resolved

	Diarrhoea (must be resolved ( 24 hours of next scheduled dose)

	Grade 1 or 2
	Maintain dose level
	Maintain dose level

	Grade 3
	Delay dose until recovery to (Grade 1, then ( 1 dose level 
	Delay dose until recovery to (Grade 1, then ( 1 dose level

	Grade 4
	Delay dose until recovery to (Grade 1, then ( 2 dose levels
	Delay dose until recovery to (Grade 1, then ( 1 dose level

	Mucositis (since prior treatment)

	Grade 1
	Maintain dose level
	Maintain dose level

	Grade 2 or 3
	( 1 dose level 
	Maintain dose level

	Grade 4
	( 2 dose levels
	( 1 dose level

	Vomiting (since prior treatment)

	Grade 1 or 2
	Maintain dose level
	Maintain dose level

	Grade 3
	Maintain dose level; add antiemetics; ( 1 dose level at next cycle for persisting grade 3 despite addition of antiemetics 
	Maintain dose level; add antiemetics; ( 1 dose level at next cycle for persisting grade 3 despite addition of antiemetics

	Grade 4
	( 1 dose level; add antiemetics
	( 1 dose level; add antiemetics

	Thromboembolic Events (since prior treatment)

	Grade 1 
	Maintain dose level
	Maintain dose level

	Grade 2, 3 or 4
	Delay chemotherapy; start therapeutic antocoagulation; resume chemotherapy only at investigator discretion

	Cardiac toxicity

	Grade ( 2
	Patients should be permanently discontinued

	Skin toxicity

	Grade 3 or 4
	Hold treatment until recovery to Grade 1 then resume: ( 2 dose levels
	Hold treatment until recovery to Grade 1 then resume at maintained dose level

	Grade ( 2
	Patients should be permanently discontinued

	Allergic reactions

	Grade 3 or 4
	No dose reduction
	Stop treatment permanently

	All other non-haematologic toxicities, except alopecia (since prior treatment)

	Grade 1
	Maintain dose level
	Maintain dose level

	Grade 2 or 3
	( 1 dose level 
	( 1 dose level

	Grade 4
	( 2 dose levels
	( 1 dose level

	a NCI-CTCAE Version 3.0
b Febrile neutropenia: temperature ( 38.5 °C concomitant with absolute neutrophil count (ANC) < 1000/mm3


neurological toxicity scale for oxaliplatin dose adjustments (folfox-4)

	Toxicity
	Grade
	Duration of toxicity

	
	
	1-7 Days
	>7 Days
	Persistent between cyclesa

	Paresthesias/disesthesiasb that do not interfere with function
	1
	No dose reduction
	No dose reduction
	No dose reduction

	Paresthesias/disesthesiasbinterfering with function, but not activities of daily living (ADL)
	2
	No dose reduction
	No dose reduction
	65 mg/m2

	Paresthesias/disesthesiasb with pain or with functional impairment that also interfere with ADL
	3
	No dose reduction
	65 mg/m2
	Stop treatment permanently

	Persistent paresthesias/disesthesias that are disabling or life-threatening
	4
	Stop treatment permanently
	Stop treatment permanently
	Stop treatment permanently

	ACUTE: (during or after the 2 hour infusion) laryngophageal dysesthesias
	
	Increase duration of next infusion to 6 hours c
	Not applicable
	Not applicable

	a  Not resolved by the beginning of the next cycle.

b  May be cold-induced.

C  May also be pre-treated with benzodiazepines


5.7. Dose modifications/delays for IRI/CET

Dose modification are permanent and are always based on the dose in the previous cycle.

Only 2 dose modifications are permitted. If a toxic effect of the same degree occurs again after 1 dose modification, a second dose modification is allowed. Of further toxicity occurs, or the criteria for resuming treatment are not met, the patients must be withdrawn from chemotherapy.
iri/cet dose levels dose reduction guidelines
	Drug
	Starting dose
	Dose Level -1
	Dose Level -2

	Cetuximab
	400 mg/m2 (week 1)

250 mg/m2 (week 1)
	200 mg/m2 weekly
	150 mg/m2 weekly


dose modifications/delays for iri/cet
	Toxicity NCI-CTCAE Gradea
	Irinotecan
	Cetuximab

	Neutropenia (on day of treatment)

	Grade 1 or 2
	Maintain dose level
	Maintain dose level

	Grade 3
	Delay dose, then maintain dose level when resolved to (Grade 1
	Delay dose, then maintain dose level when resolved to (Grade 1

	Grade 4
	Delay dose, then reduce by 20% when resolved to (Grade 1
	Delay dose, then maintain dose level when resolved to (Grade 1

	Febrile neutropeniab or neutropenic sepsis
	Delay dose, then reduce by 20% when resolved
	Delay dose, then maintain dose when resolved

	Thrombocytopenia (on day of treatment)

	Grade 1 or 2
	Maintain dose level
	Maintain dose level

	Grade 3 or 4
	Delay dose, then reduce by 20% when resolved to (Grade 1
	Delay dose, then maintain dose level when resolved to (Grade 1

	Diarrhea c (must be resolved ( 24 hours of next scheduled dose)

	Grade 1 or 2
	Maintain dose level
	Maintain dose level

	Grade 3 or 4 
	Delay dose, then reduce by 20% when resolved to (Grade 1
	Delay dose until recovery to (Grade 1, then ( 1 dose level

	Nausea/vomiting

	Grade 1 or 2
	Maintain dose level
	Maintain dose level

	Grade 3 or 4 (despite maximal medical management)
	Delay dose, then reduce by 20% when resolved to (Grade 1
	Delay dose, then maintain dose level when resolved to (Grade 1

	All other non-haematologic toxicities, except alopecia (since prior treatment)

	Grade 1 or 2
	Maintain dose level
	Maintain dose level

	Grade 3 or 4
	Delay dose, then reduce by 20% when resolved to (Grade 1
	Delay dose, then ( 1 dose level when resolved to (Grade 1

	a NCI-CTCAE Version 3.0
b Febrile neutropenia: temperature ( 38.5 °C concomitant with ANC < 1000/mm3
c Only if this occurs despite the recommended supportive therapy with loperamide


5.8. Treatment withdrawal

A patient who withdraws is one who discontinues the study for any reason. Patients who are withdrawn from the study drug treatment should continue to be followed for overall survival. Patients will be withdrawn from the study treatment for the following reasons:

· Patient’s choice

· Occurrence of a dose-limiting toxicity

· If, in the investigator’s opinion, continuation in the study would be detrimental to the patient’s well-being

· Intercurrent illness which would, in the judgment of the investigator, affect assessment of clinical status to a significant degree and require discontinuation of protocol therapy

· Pregnancy

· Disease progression 

· Delay of the study drugs administration for greater than 21 days for toxicity

· more than two consecutive interruptions of CET therapy or three episodes of grade 3 skin toxicity 

All patients who discontinue because of adverse events or clinical laboratory abnormalities should be followed up until they recover or stabilize, and the subsequent outcome recorded.  
6.  STUDY VISITS, FOLLOW-UP AND LABORATORY TESTS

A screening visit will be conducted within 7 days prior to study entry.

The treatment period will begin with the first dose of study combination treatment, and continue until the patient withdraws from the study drug treatment.

An end of treatment visit will be performed within 30 days of study withdrawal if the patient discontinues study drug treatment for any reason except death or lost to follow up.

After chemotherapy is discontinued, patients will enter the post-treatment follow up period. This will consist of contacts with the patient or their health care provider every month to collect data on overall survival until death is recorded.

Interim visits may occur as necessary, when clinically indicated.
6.1. Screening Procedures

Within 28 days of study drug start

· Study proposal and written informed consent prior to any study related procedures

· Baseline 12-lead electrocardiogram (ECG)
· Baseline tumour assessment [Response evaluation criteria in solid tumors (RECIST) criteria]: computed-tomography (CT) scan of the chest and abdomen. In selected cases,  a chest X-ray or CT scan and an magnetic resonance imaging (MRI) or ultrasound (US) of abdomen may be accepted after discussion with the coordinator of the trial.

Within 7 days of study drug start

· Demographics

· Document histology of tumour

· Document staging and grading of tumour (from initial diagnosis)

· Medical, surgical and smoking history

· Complete physical examination, including ECOG-PS, height and weight. After the patient signs the informed consent, any new events/findings not present in the patient’s medical history or worsening medical history events should be recorded as adverse events.

· Vital signs

· Concomitant medications with indication

· Complete blood counts and serum chemistry that should include:

· Haematology analysis: haemoglobin, haematocrit, platelet count, white blood cell count with ANC and absolute lymphocyte count

· Full biochemistry analysis: glucose, creatinine, urea, bilirubin, ASAT, ALAT, alkaline phosphatase, lactate dehydrogenase, (LDH), (-glutamyltransferase ((-GT), sodium, potassium, calcium, chloride, magnesium, bicarbonate, total protein, albumin

· Coagulation analysis: prothrombin (PT) or international normalized ratio (INR), prothrombin time (PTT)
· Pregnancy test for all female patients of childbearing potential

· Urinalysis: specific gravity, pH, glucose protein, blood
6.2. During treatment 

The following assessments will be performed during the chemotherapy phase prior to infusion of chemotherapy on Days 1 of each cycle. The same assessments will be performed in the maintenance/follow up phase, too, every 28 days.

· Complete physical examination, including Performance Status and weight
· Vital signs

· Urinalysis

· Laboratory tests: haematology, full biochemistry analysis, coagulation and urinalysis or dipstick for glucose, protein and blood on Day 1 (alternatively on Day –1) in the chemotherapy phase.

· Record of AEs, SAEs, concomitant medications, drugs accountability,  premature discontinuation at each visit

· Radiological assessment for tumour measurement (RECIST) every 12 weeks (= every 6 cycles in the chemotherapy phase) until disease progression. The same radiological evaluation performed at screening should be repeated.

6.3. End of treatment (within 30 days from treatment end)

· Complete physical examination, including ECOG-PS and weight

· Vital signs

· Urinalysis

· Record of AEs, SAEs and concomitant medications. AEs should be collected past 30 days after the treatment stop for all the adverse events that were ongoing at the end of treatment as well as new events that in the opinion of the investigator could be related to study treatment. All patients who discontinue the study due to an adverse event should be followed until the event resolves or the patient stabilizes

· Laboratory tests: haematology, full biochemistry analysis, coagulation and urinalysis or dipstick for glucose, protein and blood

· Radiological assessment for tumour measurement (RECIST). The same radiological evaluation performed at screening should be repeated

6.4. Post treatment follow-up 

The following procedures will be performed every month until disease progression:

· Complete physical examination, including ECOG-PS and weight

· Vital signs

· Record of AEs, SAE and concomitant medications.

· Laboratory tests: haematology, full biochemistry analysis, coagulation and urinalysis or dipstick for glucose, protein and blood

· Radiological assessment for tumour measurement (RECIST) every 12 weeks until disease progression. The same radiological evaluation performed at screening should be repeated

After documented disease progression, all patients will be contacted (alternatively their health care provider will be contacted) every month to collect data on overall survival and post-study chemotherapy treatments. During these contacts, the following information will be obtained:

· Survival information on patient

· Date of death (if applicable)

· Documentation of all new anticancer therapies

schedule of assessments
	
	Before treatment
	During treatment
	End of treatment
	After treatment

	
	within 28 days
prior treatment start
	within 7 days
prior treatment start
	Day 1 of every cycle
	Q 12 wks 

(=every 6 cycles)
	within 30 days from treatment end
	until PD
q 12 wks
	after PD
q 4wks

	Medical history
	
	(
	(
	(
	(
	(
	

	Clinical examination
	
	(
	(
	(
	(
	(
	

	ECOG-PS
	
	(
	(
	(
	(
	(
	

	Vital signs
	
	(
	(
	(
	(
	
	

	Hematology*
	
	(
	(
	(
	(
	
	

	Serum chemistry**
	
	(
	(
	(
	(
	
	

	Coagulation analysis***
	
	(
	(
	(
	(
	
	

	Pregnancy test
	
	(
	
	
	
	
	

	Urinalysis****
	
	(
	(
	(
	(
	
	

	Written informed consent°
	(
	
	
	
	
	
	

	12-lead ECG
	(
	Repeated if clinically indicated

	Chest+abdomen CT scan°°
	(
	
	
	(
	(
	(
	

	Survival information
	
	
	
	
	
	
	(


* haematology includes: haemoglobin, haematocrit, platelet count, white blood cell count with absolute neutrophile count and absolute lymphocyte count

** serum chemistry includes: glucose, creatinine, urea, bilirubin, ASAT, ALAT, alkaline phosphatase, LDH, (GT, sodium, potassium, calcium, chloride, magnesium, bicarbonate, total protein, albumin, lipase, amylase

*** coagulation analysis includes: PT or INR, PTT

****Urinalysis includes: specific gravity, pH, glucose protein, blood 

° written informed consent must be obtained prior to any study related procedures

°° Chest+abdomen CT scan represent baseline tumour assessment. In selected cases of a chest X-ray or CT scan plus MRI or US of abdomen may be accepted after discussion with the Coordinator of the trial.

7. Statistical considerations

7.1. Definition of study endpoints
7.1.1. Activity

Objective response will be categorized according to RECIST criteria – for a quick reference see http://ctep.cancer.gov/guidelines/recist.html.
· RR is defined as the proportion of randomized patients who will experience a  complete or partial best response according to RECIST criteria. Patients who will never achieve a complete response (CR) or partial response (PR) will be defined as non-responders
· Disease control rate is defined as the proportion of randomized patients whose  best response is complete response, partial response or stable disease
· The duration of overall response is defined as the time from the date measurement criteria are first met for CR or PR (whichever status is recorded first) to the first date of progressive disease or death (if death occurs before progression is documented).  Subjects who neither progress nor die will be censored on the date of their last tumor assessment
7.1.2. Efficacy

· OS is defined as the time from the date of randomisation to the date of death from any cause. Subjects who were not reported as having died at the time of the analysis will be censored at the date they were last known to be alive
· PFS is defined as the time from the date of randomisation up to the date of first progression, second primary malignancy or death from any cause, whichever comes first. Subjects who have not progressed or died at the time of the analysis will be censored at the last disease assessment date
· Time to treatment failure is defined as the time from randomization to the date of discontinuation of treatment or progression or death
· QoL, assessed through a visual analogic scale (VAS)
7.1.3. Safety 

· Incidence of AEs, graded according to the NCI-CTAE version 3.0 
· Frequency and nature of serious adverse reactions (SADRs)

· Premature withdrawals  
7.1.4. Health resource utilisation and economic evaluation

Health resource utilisation and economic evaluation will be assessed throughout an additional specific form. Health care resource will include: inpatient hospital visits, outpatient visits, emergency room visits, doctor visits, medications, procedures, radiation therapy and supplemental oxygen use.

7.2. Sample size

The primary endpoint of this trial is OS. Assuming a randomization ratio of 1:1, 282 deaths are required in order to achieve a power of 80% of detecting a hazard ratio of 0.72 in favour of one of the two sequences, translating in an increase of median OS from 10 to 14 months, with a type I error of 5%, two-sided, using the Mantel-Cox version of the log-rank test. With a uniform accrual period of 3 years and a follow-up of 18 months, about 350 patients will be needed to reach the target number of events.
7.3. Efficacy analyses
All statistical analyses will be based on an intention-to-treat strategy, therefore all randomised patients satisfying eligibility criteria will be included in the efficacy analysis according to the randomisation arm. Major violations in the eligibility criteria and study conduction will be evaluate on a case by case basis in a pre-analysis meeting in order to define the population to be analysed CONSORT rules will be applied to describe study flow and protocol deviations.

The comparison of OS, as well as PFS between the two strategies will be performed using a two-sided log-rank test. 
Median OS and PFS and their 95% confidence intervals (95% CIs) will be estimated using Kaplan-Meier method and estimates of treatment effect will be presented as hazard ratios (HRs) and their 95% 95% CIs.

The same approach will be applied for time to treatment failure.
7.4. Response rate

Only patients receiving at least one cycle of therapy  and with at least one target lesion will be considered eligible for response assessment. Patients who discontinue treatment or who die for any reason prior to response evaluations will be recorded as “treatment failure” in response rate analyses and cumulated to the non-responders. 
Behaviour of patients with nontarget lesions only will be described.

Response rates in the two arms will be described with their 95% CIs and will be compared with chi-square test in a 2x2 contingency table (responders/non-responders x treatment arms). As a secondary analysis, tumor RR will also be calculated using response-evaluable subjects only.
The same approach will be used for disease control rate.
Duration of overall response will be described using Kaplan-Meier method and analysed by means log-rank test.
7.5. Quality of life
The analysis of VAS scale, assessing the quality of life, will be performed by means of the test of Mann-Whitney.
7.6. Health Resource Utilization and Economic Evaluation

Treatment and resource utilization data will be gathered at participating centres using existing case report forms (CRFs) as well as an additional form specific to resource utilization. Data collected will include details of study treatment (dose, duration), supportive medications (antiemetics, growth factors), inpatient hospitalization (acute, palliative), transfusions, investigations, procedures and healthcare provider (physician, nurse) services. Detailed utilization data will be collected prospectively from randomization until progression after second-line treatment on study. Additional information regarding post-study treatment will also be collected.

Costs of therapy in Italy will be derived from the Italian National Health Service.

Based on prospective utilization data and randomized trial outcomes, an economic analysis will be conducted, comparing costs and outcomes of the two treatment arms. If one arm yields superior outcome, an incremental cost per life-year or quality-adjusted life-year gained will be calculated.

If the two arms yield similar outcomes, a cost-minimization analysis will be conducted. 

7.7. Safety analyses

All safety parameters will be presented and analysed in terms of listings and summary tables. The analyses, will be conducted on the safety population, including all patients who received at least one cycle of treatment. Patients will be assigned to treatment groups based on what they actually received. 

The assessment of safety will be mainly based on toxicity and the frequency and nature of SADRs.  

For each patient and for each type of toxicity, the worst degree ever suffered during treatment will be used for the analysis.

Two sets of statistical analyses will be performed to compare toxicity between the two arms. In the first set the whole pattern of toxicity (all grades) will be considered for each item; analysis will be done by an linear rank test. In the second set toxicity will be defined as severe (mostly including grade 3 or higher) and not severe (mostly including grades up to 2) and analysis will be performed by Fisher’s exact test. In both cases exact tests will be applied because it is foreseeable that (although the large sample size) there will be uncommon toxic effects that will affect a small number of patients.

For each treatment arm, the number and percentage of patients having any SADR, will be presented. Other information collected (e.g. severity or suspected relationship to study medication) will be listed as appropriate. 
The evaluation of number of cycles given, the modification of dose and reasons for ending the treatment will be tabulated and described for each treatment arm.

7.8. Interim analyses

After two years from the beginning of the study, and then on annual basis, interim analyses will be conducted. In principle, no formal stopping rule will be applied, unless otherwise suggested by the data and safety monitoring committee (DSMC). Safety reports will be drawn on annual basis.    

8. randomiZation procedure
Once having received a copy of the site’s written independent ethics committee/institutional review board (IEC/IRB) approval of the protocol, the coordinating center will provide each investigator of the site with a personal username  and a password.

Before randomization eligible patients must provide his/her informed consent to the participation to the study. A validated system will be used accessible 24 hours a day at this address: http://crc.marionegri.it/trials/comets  (Remember that the system is case sensitive, therefore username and password should be entered always in compliance with the first capital/small letters format: e.g. ‘ABC’ is different from ‘abc’).

All randomized patients will receive a unique patient identification number before any study specific procedures are performed. This number will be used to identify pts throughout the clinical study and must be used on all study documentation related to that subject.  
At the end of the randomisation process, the randomisation web page can be printed. This document is the notification form of patient randomisation to be archived in the study folder. This printing operation because this is the only opportunity to obtain the random notification form during the randomisation process. If this operation fails or has been omitted, please contact the Coordinating Centre of the Istituto di Ricerche Farmacologiche “Mario Negri” to obtain a copy of the random notification form.

9. Reporting adverse events

9.1. Definition of an adverse event

Patients will be instructed by the Investigator to report the occurrence of any AE.

An AE is any undesirable event associated with the use of a drug, whether or not considered drug related, and includes any side effect, injury, toxicity, or sensitivity reactions.

It also includes any undesirable clinical or laboratory change, which does not commonly occur in the patient, and may:

· results in study withdrawal

· is associated with a SAE
· is associated with clinical signs or symptoms

· is considered by the Investigator to be of clinical significance
9.2. Definition of Serious Adverse Event

A SAE is any event that is fatal, life-threatening, requires or prolongs hospitalisation, results in persistent or significant disability or incapacity, a congenital anomaly or birth defect, an important medical event.

· Life-threatening" means that the patient was at immediate risk of death from event as it occurred. It does not include an event that, had it occurred in a more serious form, might have been life threatening ( i.e. asymptomatic febrile neutropenia )

· Requires in patient hospitalization or prolongation of existing hospitalization" should be defined as hospital admission required for treatment of the adverse event or occurred as a consequence of the event. Hospital admission for scheduled elective surgery would not be a SAE.
· Important medical events” are those which may not resulted in death or be immediately life-threatening or result in patient hospitalization, but may jeopardize patients and may require intervention to prevent one of the other serious outcomes listed above. Examples of such events are intensive treatment in an emergency room or at home for allergic bronchospasm; blood dyscrasias or convulsions that do not result in hospitalization; development of drug dependency. A second malignancy or drug overdosage or abuse may be considered serious by this criterion. 
All adverse events which do not meet any of the criteria for serious should be regarded as non-serious adverse events.
All SAEs occurring during the study treatment period  or within 30 days following the last infusion of chemotherapy must be reported according to the procedure described below.  Any late SAE (occurring after this 30 days period) possibly or probably related to the study chemotherapy should follow the same reporting procedure.
Progression of a patient's underlying condition leading to one of the above should not be reported as a serious adverse event. 

9.3. Death on study

Any death occurring between the randomization and 30 days following the last infusion must be reported to the Sponsor within 24 hours, as a Serious Adverse Event, regardless of the relation to study drug(s). Deaths occurring during the study follow-up period ( i.e. later than 30 days after the last infusion) need only to be reported as serious adverse event if it is thought that there is a possible relation to the study drug(s) (possible, probable). All deaths should be reported on the death report form section of the CRF regardless of cause. 

9.4. Reporting procedure

9.4.1. Non-serious adverse events and non-serious adverse drug reactions

All AEs and Adverse Drug Reactions (ADR) occurring during the treatment period until the end of the last cycle must be recorded on the toxicity forms.

9.4.2. Serious adverse events or serious adverse drug reactions

All SAE, related or not to the study treatment, occurring during the treatment period and within 30 days after the last protocol treatment, must be reported to the Safety Desk. Any late SADR, occurring after this 30-day period, should follow the same reporting procedure. 

This must be done by fax within 24 hours of the initial observation of the event on the provided SAE form, to the Sponsor.
The investigator will decide if these events are related to the study treatment (i.e. unrelated, unlikely, possible, probable, definitely and not assessable) and the decision will be recorded on the SAE forms.

The assessment of causality is made by the investigator using the following definitions:

	Relationship
	Description

	unrelated
	There is no evidence of any causal relationship

	unlikely
	There is little evidence to suggest there is a causal relationship (e.g. the event did not occur within a reasonable time after administration of the trial medication). There is another reasonable explanation for the event (e.g. the patient’s clinical condition, other concomitant treatments).

	possible
	There is some evidence to suggest a causal relationship (e.g. because the event occurs within a reasonable time after administration of the trial medication). However, the influence of other factors may have contributed to the event (e.g. the patient’s clinical condition, other concomitant treatments).

	probable
	There is evidence to suggest a causal relationship and the influence of other factors is unlikely. 

	definitely
	There is clear evidence to suggest a causal relationship and other possible contributing factors can be ruled out.

	not assessable
	There is insufficient or incomplete evidence to make a clinical judgement of the causal relationship.


Details should be documented on the specified SAE Form. 

Please fax or e-mail the report to:

Safety Desk: Luciano Frontini


Mobile phone: 347 1515512- 349 7768087

            Fax.No. +39 0331 553720
           e-mail: centrotrialgiscad@yahoo.it  
The Sponsor will send the report to national authorities, Ethic Committees and investigators as appropriate, according to local regulations.

To enable the Safety Desk/sponsor to comply with regulatory reporting requirements, completed documentation of any reported serious adverse events or serious adverse drug reactions must be returned within 10 calendar days of the initial report. If the completed form is not received within this deadline, the Safety Desk will make a written request to the investigator.
Please send the original report to:
         
  Silvia Rota,                                                        

             Fondazione GISCAD

             Via Vittorio Alfieri 45


  20015 Parabiago (Milano)

It should be recognized that SAEs and SADRs which have not been previously documented in the Investigators’ Brochure, or which occur in a more severe form than anticipated (i.e. they are ‘unexpected’), are subject to rapid reporting to the Regulatory Authorities by the sponsor/promoter. This also applies to reports from spontaneous sources and from any type of clinical or epidemiological investigation, independent of design or purpose. The source of the report (investigation, spontaneous, other) should always be specified.

Any question concerning SAE or SADR reporting  can be directed to the Safety Desk
All forms must be dated and signed by the responsible investigator or one of his/her authorized staff members.

All queries to the investigating center will be coordinated though the Sponsor.
Withdrawal from the study and therapeutic measures shall be at the discretion of the investigator. A full explanation for the discontinuation from the study will be made on the appropriate CRF. All adverse events, regardless of severity, will be followed up by the investigator until satisfactory resolution.

The investigator and persons in charge of patient care should institute any supplementary investigations of major adverse events based on their clinical judgment of the likely causative factors. This may include seeking a further opinion from a specialist in the field of the adverse event. 

All other minor adverse reactions will be collected on the CRF during the study.

These responsibilities are accepted by the investigator once he/she signed the investigator agreement.

10. Independent data & SAFEty monitoring committee

A DSMC will evaluate the results of interim analyses. Two expert clinicians and one statistician, who are not involved in the study and have no conflict of interest with respect of study results, will compose the DSMC.

The role of the DSMC is to look at the data from an ethical standpoint, the safety, rights and well being of the trial participants being paramount.

Specific tasks of DSMC are:

· Evaluation of all the aspects concerning the study progress (i.e.: accrual rate, protocol compliance, event rate)

· Evaluation of treatment toxicity

· Evaluation of efficacy data of interim analysis. It will be presented [unblinded] by the study statistician to the DSMC. The DSMC may also ask for any additional information, if considered appropriate

· Drawing of a report to the Steering Committee summarising recommendations for study prosecution and possible protocol modification.

11. Quality assurancE 

Each participating Investigator will be responsible for ensuring data quality. Each reported information will be systematically checked for consistency, completeness and accuracy by the Coordinating Data Center that will issue data clarification forms (DCFs) in case of missing/inconsistent data. 

Local quality control will be provided by coordinating center, which  will be responsible of monitoring all participating centers. 

12. Ethics and Good Clinical Practice

The responsible Investigator will ensure that this study is conducted in compliance with the protocol, following the instructions and procedures described in it, adhering to the principles of Good Clinical Practice (GCP) and with current local legislation and in accordance with:

· International Conference on Harmonisation (ICH) Harmonized Tripartite Guidelines for Good Clinical Practice 1996

· Directive 2001/20/EEC of the European Parliament and of the Council

· Declaration of Helsinki concerning medical research in humans (Helsinki 1964, amended Tokyo 1975, Venice 1983, Hong Kong 1989, Somerset West 1996 and Edinburgh) 

13. Patient protection

The names of patients will not be recorded.

A sequential identification number will be automatically attributed to each patient registered in the trials. This number will identify the patient and must be included on all CRFs. 

In order to avoid identification errors, patients initials (maximum of 4 letters) and date of birth will also be reported on the CRFs.

Investigators will guarantee that all persons involved in this study will respect the confidentiality of any information concerning the trial subject.

All parties involved in this clinical trial will maintain the strict confidentiality to assure that neither the person nor the family privacy of the patient participating in the trial is violated; appropriate measures shall be taken to avoid the access of non authorized persons to the trial data. The processing of the personal data of patients taking part in the trial, and in particular regarding data concerning consent, shall comply with local law on the privacy D.L. n° 196 del 30 giugno 2003 and with the European Directive on the Privacy of data (95/46/EC).
13.1. Informed consent 

The investigator must explain to each patient (or legally authorised representative) the nature of the study, its purpose, the procedures involved, the expected duration, the potential risks and benefits involved and any discomfort it may entail. Each patient must be informed that participation in the study is voluntary and that she may withdraw from the study at any time and that withdrawal of consent will not affect her subsequent medical treatment or relationship with treating physician. The informed consent will be given by means of standard written statement, using non-technical language. The patient should read and consider the statement before signing and dating it, and should be given a copy of the signed document. If the subject cannot read or sign the document, oral presentation may be made or signature given by the subject’s legally appointed representative, if witnessed by a person not involved in the study, mentioning that the patient could not read or sign documents. No patient can enter the study before her informed consent has been obtained. The informed consent is part of the protocol and must be submitted by the investigator to the local IECs.

14.  Trial sponsorship and financing 

The study is sponsored by Fondazione GISCAD which plays the role of not-for-profit Sponsor.

The trial is financially supported by the AIFA with a grant for independent clinical researches (grant no. FARM6XB38F).  All study drugs are already included in the Italian national formulary and reimbursed by the Italian National Health System.
No funds will be provided to IECs in accordance to the D.Lgs 24-06-2003 and DM 17-12-2004

Results derived from the trial are property of the Sponsor, which shares it with all participating researchers.

15. Publication policy

The final publication of the trial results will be written on the basis of the final analysis performed by the coordinating data center and approved by the data manager and statistical committee. 

All manuscripts will include an appropriate acknowledgment section, mentioning all investigators who have contributed to the trial, as well as supporting bodies.

The Fondazione GISCAD, as Sponsor, must approve all publications, abstracts and presentations based on patients included in this study. 
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