   [image: K:\Clipart\EORTC logo & text & address.jpg]

Short Study Report for Health Authorities		EORTC



Short Study Report for Health Authorities


	Name of Sponsor/Company:
EORTC
	Individual study Table Referring to Part of the Dossier

	(For National Authority Use Only)

	Name of the finished product
	Volume:
	

	Name of Active Ingredient
	Page
	

	Title of the Study
	Protocol 08092 Double blind randomized phase III study of maintenance pazopanib versus placebo in NSCLC patients non progressive after first line chemotherapy. MAPPING, an EORTC Lung Group study.

	Investigators & Study Centers
	List here the investigators with their institution name and address and preferably with the number of patients they entered in the study.
This information is readily available from IT tools 

	Publication (reference)
	List here any existing reference for the presentation of the study results. If the final publication is not yet out, please list here any abstracts or formal presentations with the statement 
The overall study data have not been published yet, however, publications about part of the data are: …


	Objective(s)
	To compare the therapeutic benefit of maintenance pazopanib versus placebo after first line treatment for NSCLC.

	Methodology
	This is a randomized, multi-centre, double blind placebo-controlled integrated phase II/III study. Patients will be randomized 1:1 into two treatment arms, allowing comparison between placebo and maintenance treatment with pazopanib.

	Number of patients 
Number planed (Statistical design)
Number analyzed
	The phase II portion of the study refers to the beginning of the study up to the interim analysis (IA) to provide support for early termination in case of lack of evidence for benefit based on progression free survival (PFS). The IA for futility will be conducted when approximately 154 PFS events (PD or death) are observed. If the study is not stopped for futility at the IA, accrual will be continued to a total of approximately 587 patients. The final analysis will be performed when around 496 events (deaths) have been observed. 
A minimization technique will be used for random treatment allocation stratifying by center, Histology (squamous vs. non-squamous), PS (0-1 vs. 2 up to 15% of subjects), Response to chemotherapy (CR/PR vs. SD).




	Diagnosis and main criteria for inclusion
	18 years or older with a life expectancy of 12 weeks or more
WHO PS 0-2: PS 2 will be capped at 15 % of the study sample.
Elderly population with age superior to 70 years old should only be PS 0-1 and will also be capped at 15%.
Stage IIIB- IV (as per TNM version VII) newly diagnosed or recurrent NSCLC (after surgery or radical radiotherapy) proven on cytology or histology before induction chemotherapy. All histologies are eligible. In case of adjuvant chemotherapy after previous surgery, time interval from start of previous treatment to induction chemotherapy for metastatic disease is 6 months.
If previous palliative radiotherapy this has to be completed at least 2 weeks before study enrolment.
Previous radical radiotherapy is permitted as long as it was at least 6 months from the start of the radiotherapy to the start of induction chemotherapy for metastatic disease
EGFR wild type or unknown (known EGFR mutations are not eligible)
Patients may or may not have measurable disease at entry as defined by RECIST
Patients must not have progressed during the four to six cycles of initial chemotherapy: 
· For patient presenting measurable disease, documented radiographic evidence of response (CR, PR or SD) according to RECIST 1.1 guidelines. 
· For patients without measurable disease, no symptomatic/clinical progression 
Tumor assessment must occur within 7-42 days after day 1 of last chemotherapy cycle (patient must have received 4 to 6 chemotherapy cycles) and must be non progressing. 
Three weeks (+ 7 days) will be the maximum time allowed from the documentation of non-progression to start maintenance therapy
All evaluations have to be done within 3 weeks (+ 7 days) prior to treatment start. However hematology and serum chemistry and clinical symptoms must be done within 2 weeks (+/- 2 days) prior to treatment start with the exception of potassium which must be checked and be within normal local laboratory limits within 72 hours of randomization.
Adequate bone marrow function (ANC  1.5 109/L, Platelets 100 109/l, Haemoglobin  9 g/dL)
Prothrombin time (PT) or international normalized ratio (INR)  1.2 X upper limit of normal (ULN)
Partial thromboplastin time (PTT)  1.2 X ULN
	Note: Patients receiving anticoagulant therapy are eligible if their PT or INR or PTT is stable and within the recommended range for the desired level of anticoagulation.
Adequate hepatic function ((bilirubin  1.5 X ULN, SGOT/AST and SGPT/ALT  2.5 X ULN)
	Adequate renal function: 
· Serum creatinine  1.5 mg/dL. 
· If serum creatinine is greater than 1.5 mg/dL: calculated creatinine clearance  50 ml/min or CrCl determined by 24 -hour urine collection if over 50ml/min. See Appendix D.
· UPC (Urine Protein Creatinine ratio mg/dl) must be ≤ 1. 
· If UPC >1: a 24-hour urine proteine analysis is performed and the patient excluded only if the 24-hour urine protein is > 1.0 g. See Appendix G.
Clinical normal cardiac function based on: 
· normal 12 lead ECG showing no prolongation of corrected QT interval (QTc) > 480 msecs, If QTc interval is > 480 msecs, then 2 additional ECGs should be obtained over a brief period of time (e.g., within 15-20 minutes) to confirm the abnormality. The average QTc interval will be determined from the 3 ECG tracings by manual evaluation and will be used to determine if the subject will be  excluded from the study.
· and no history of any one or more of the following cardiovascular conditions within the past 6 months: cardiac angioplasty or stenting myocardial infarction, unstable angina, coronary artery bypass graft surgery, symptomatic peripheral vascular disease,
· no Class III or IV congestive heart failure, as defined by the New York Heart Association (NYHA) and no class II, III or IV for elderly patients. See Appendix C.
· Left Ventricular Ejection Fraction (LVEF) is strongly recommended at baseline and during treatment if clinically indicated
No prior TKI or prior bevacizumab/cetuximab.(as part of induction therapy)
No Malignancy other than Non Small Cell Lung Cancer within past 2 years.
No on-going toxicity from prior anti-cancer therapy that is > Grade 1 (except alopecia) and/or that is progressing in severity
Brain metastases must be controlled and patients must present a PS 0-1 after the 4 to 6 courses of chemotherapy and at least one week off steroids 
No poorly controlled hypertension defined at baseline as blood pressure (BP) >140/90
· Note: Initiation or adjustment of antihypertensive medication(s) is permitted prior to study entry. Before study entry all patients must have their blood pressure assessed on two occasions that are separated by a minimum of 1 hour. The mean SBP / DBP values from each blood pressure assessment must be ≤ 140/90 mmHg in order for a patient to be eligible for the study. 
No cerebrovascular accident at any time in the past, transient ischemic attack, deep venous thrombosis (DVT) or pulmonary embolism in the past 6 months 
· Note: Patients with recent DVT who have been treated with therapeutic anti-coagulating agents and remained stable for at least 6 weeks are eligible.
No history of clinically significant gastrointestinal disorders including: malabsorption syndrome, major resection of the stomach or small bowel that could affect the absorption of study drug, active peptic ulcer disease, known intraluminal metastatic lesion/s with risk of bleeding, inflammatory bowel disease, ulcerative colitis, or other gastrointestinal conditions with increased risk of perforation. No history of abdominal fistula, gastrointestinal perforation, or intra‑abdominal abscess within 28 days prior to beginning study treatment.

No endobronchial lesions and/or lesions infiltrating major pulmonary vessels.
· Note: Known endobronchial lesions and/or lesions infiltrating major pulmonary vessels that increase the risk of pulmonary haemorrhage, for example:
· Large protruding endobronchial lesions in the main or lobar bronchi are excluded; however, endobronchial lesions in the segmented bronchi are allowed 
· Lesions extensively infiltrating the main or lobar bronchi are excluded; however, minor infiltrations in the wall of the bronchi are allowed
Lesions infiltrating major pulmonary vessels (contiguous tumor and vessels) are excluded; however, tumor touching but not infiltrating (abutting) the vessels is acceptable (CT with contrast is strongly recommended to evaluate such lesions
No evidence of active bleeding or bleeding diathesis. 
No hemoptysis within 6 weeks prior to first dose of study drug.
· Note: Any patient with a prior history of haemoptysis associated with metastatic disease must have a bronchoscopy to rule out endobronchial lesions. A patient with an endobronchial lesion would be excluded from study as described above
No prior major surgery or trauma within 28 days prior to first dose of study drug and/or presence of any non-healing wound, fracture, or ulcer.
No amiodarone within 6 months prior to first dose of study drug.
No known immediate or delayed hypersensitivity reaction or idiosyncrasy to drugs chemically related to pazopanib
Absence of any psychological, familial, sociological or geographical condition potentially hampering compliance with the study protocol and follow-up schedule; those conditions should be discussed with the patient before registration in the trial
Before patient randomization, written informed consent must be given according to ICH/GCP, and national/local regulations.
Patients can only be randomized in this trial once.
All indicated timelines and absolute values requested by the eligibility criteria must be adhered to.
Contraception
A female is eligible to enter and participate in this study if she is of:
Non-childbearing potential (i.e., physiologically incapable of becoming pregnant), including any female who has had: a hysterectomy, a bilateral oophorectomy (ovariectomy), a bilateral tubal ligation, is post-menopausal.
· Patients not using hormone replacement therapy (HRT) must have experienced total cessation of menses for ≥ 1 year and be greater than 45 years in age, OR, in questionable cases, have a follicle stimulating hormone (FSH) value >40 mIU/mL and an estradiol value < 40pg/mL (<140 pmol/L). 
· Patients using HRT must have experienced total cessation of menses for ≥ 1 year and be greater than 45 years of age OR have had documented evidence of menopause based on FSH and estradiol concentrations prior to initiation of HRT.
Childbearing potential, including any female who has had a negative serum pregnancy test within 2 weeks prior to the first dose of study treatment, preferably as close to the first dose as possible, and agrees to use adequate contraception. Acceptable contraceptive methods, when used consistently and in accordance with both the product label and the instructions of the physician, are as follow:
· An intrauterine device with a documented failure rate of less than 1% per year.
· Vasectomized partner who is sterile prior to the female patient’s entry and is the sole sexual partner for that female.
· Double-barrier contraception (condom with spermicidal jelly, foam suppository, or film; diaphragm with spermicide; or male condom and diaphragm with spermicide).
Female patients who are lactating should discontinue nursing prior to the first dose of study drug and should refrain from nursing throughout the treatment period and for 14 days following the last dose of study drug).
Contraception period for both men and women: from two weeks prior to administration of the study treatment, throughout the study, and for at least one month after completion or premature discontinuation from the study to account for elimination of the study drugs.

	Treatment
Test product, dose and mode of administration
	
Three weeks (+ 7 days) will be the maximum time allowed from the documentation of non-progression to start maintenance therapy
Patients will receive in a double-blind fashion, the following maintenance treatment:
Pazopanib or placebo given at a dose of 600 mg daily for the first two weeks and then at a daily dose of 800 mg if well tolerated or at 400 mg if toxicity occurred (see section 5.8 on dose modifications).

	Duration of treatment
	Pazopanib or placebo will be given orally daily until disease progression

	Reference therapy, dose and mode of administration
	Not applicable

	Criteria for evaluation
	The primary endpoint is to compare overall survival (OS) in patients randomized to maintenance pazopanib versus placebo. 
Secondary endpoints
1. To compare progression free survival (PFS), in addition PFS rate at 6 and 12 months will be estimated
2. To document the toxicity profile of pazopanib; toxicities will be assessed according to the CTCAE v 4.
3. To compare quality-of-life on maintenance therapy
4. To compare discontinuation rate/treatment compliance
5. To address Health Economics parameters
6. To look at the role of C-Reactive Protein (CRP) in detection of progression in maintenance phase.

	Statistical 
methods
	The analyses of the primary and secondary endpoints (OS, PFS and TTD) will be performed on all randomized patients according to the intention to treat principle
Estimates of the median PFS and OS are obtained by the Kaplan Meier technique. The (1-α) confidence interval (CI) for the median will be calculated using the reflected CI method. 
Estimates of the event-free rate at a fixed time point will be obtained using the Kaplan Meier technique and (1-α) CI will be calculated by Greenwood’s estimation of the standard deviation.
Cox regression will be used to compare the experimental versus the control arms adjusted by the stratification factors in randomization except for centers.

	Summary of Results
Efficacy Results
	This is a double blind randomized phase III  maintenance study of Pazopanib versus placebo of patients with advanced non-small cell lung cancer (NSCLC) after achieving disease control following 4-6 cycles of induction chemotherapy. Between July 18, 2011 and August 6, 2013, 102 patients with NSCLC were randomized.

In the light of the new data provided by GSK questioning the efficacy of pazopanib in NSCLC, there were some concerns about exposing many patients to an inefficacious treatment. Recognizing and sharing the company’s concerns, the EORTC Lung Cancer Group decided to perform an early IA for futility at the time around 53 events were observed. 

The IA analysis was performed and presented to the IDMC when 63 events for PFS were observed. At the IA, PFS was evaluated as the primary endpoint. In the revised statistical analysis plan stated in Chapter 2 of this report, alpha = 0.01 was prespecified. Based on the interim results presented to IDMC, it was concluded that the study should not be continued. Sensitivity analyses lead to the same conclusion. The IDMC therefore advised to stop the study for futility.

[bookmark: _GoBack]The current analysis is based on data available until 21 February 2014 (database clinical cut-off date for the analysis). The objective of the current (final) analysis is to follow the IDMC advice of reporting and updating the primary endpoint overall survival (OS) and secondary endpoints including progression free survival (PFS), toxicity/safety upon cleaning the database.

The disease progression was assessed with both objective tumor response, measured according to the modified RECIST criteria and symptomatic assessment.  Other Secondary endpoints included: toxicity of treatment. 

Two (2) randomized patients did not start treatment. Eight patients (5 in Placebo and 3 in Pazopanib arm) were considered ineligible by the medical review team.
Based on ITT in 102 randomized patients, there were 47 events observed for the primary endpoint OS. 
Median overall survival was 17.4 months in Pazopanib and 12.3 months in Placebo arm. The adjusted p-value based on Wald test to test the difference in OS between the two arms was 0.257. The Hazard ratio and 2-sided 95% confidence intervals for the OS in Pazopanib relative to the Placebo arm was 0.72 (0.40, 1.28).  These p-value and HR estimates are confirmed by other sensitivity method, namely logrank test without adjustment where p-value = 0.252 and HR of 0.71 (0.40, 1.27) were observed.                  .  

For PFS out of 102 randomized patients, there were 85 events (PD or death) observed. Median progression free survival was 4.3 months in Pazopanib and 3.2 months in Placebo arm. The adjusted p-value based on Wald test to test the difference in PFS between the two arms was 0.068. The Hazard ratio and 2-sided 95% confidence intervals for the PFS in Pazopanib relative to the Placebo arm was 0.67 (0.43, 1.03).  These p-value and HR estimates are confirmed by other sensitivity method, namely logrank test without adjustment where p-value = 0.066 and HR of 0.67 (0.44, 1.03) were observed. 
 

	Safety Results
	
Relative dose intensity during the first two weeks was 107% for both arms. After the first 2 weeks, the relative dose intensity was 82% (34 – 100%) in Pazopanib and 100% (19 - 100%) in Placebo arm. 

The main adverse events noted with Pazopanib were:
· Hematological toxicity, Grade 3-4, mainly neutropenia (8 % in Pazopanib and 0% in Placebo),
· Toxicity, Grade 3-4, mainly hypertension (38% in Pazopanib and 8% in Placebo) and
Lab abnormalities, Grade 3-4, mainly elevated SGPT (6% in Pazopanib and 0% in Placebo).               


	Conclusions
	Switch maintenance with Pazopanib following platinum-based chemotherapy in pts with advanced NSCLC was well tolerated. This study was stopped for futility following an IA due to lack of efficacy judging by a stringent criteria for PFS


	Date of  Report
	June 13, 2014
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