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ISRCTN Trial Summary Report 
 

Acronym: PAZO2 

Title: A study of pazopanib efficacy and safety in patients with advanced clear cell renal cell carcinoma 

and ECOG Performance Status 2 

Sponsor: University of Birmingham 

Sponsor Ref Number: RG 10-177 

EudraCT Number: 2011-01211-31 

REC Reference Number: 11/EM/0450 

Countries with participating centres: United Kingdom 

 Paediatric regulatory details: The trial is not part of a Paediatric Investigation Plan (PIP) 

Details of Investigational Medicinal Product(s): Pazopanib (Votrient) 

Details of Non-Investigational Medicinal Product(s): None 

Arms: Pazopanib 

Analysis Stage: Complete 

Start Date: 24-Aug-2012 

End of Trial: 30-Jun-2019 
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Participant Flow Diagram 

 

 

 

 

 

 

 

 

 

 

 

  

 

 

 

 

 

 

 

 

 

Assessed for eligibility (n=243) 

Excluded (n=168) 

   Not meeting inclusion criteria (n=119) 

   Declined to participate (n=25) 

   Other reasons (n=24) 

Analysed (n= 65) 

Excluded from analysis (n=10) 

 Ineligible for primary outcome 

analysis 

 Patient withdrawn prior to 6 months, 

efficacy not evaluable 

 Tolerability complete, efficacy not 

evaluable: scan not done 

Discontinued treatment and lost to follow-up 

prior to primary outcome assessment (patient 

choice) (n=2) 

Discontinued treatment and lost to follow-up 

after primary outcome assessment (patient 

choice) (n=2) 

Allocated to intervention (n= 75) 

 Received allocated intervention (n=75) 

 Did not receive allocated (n=0) 

Allocation 

Analysis 

Follow-Up 

No randomization 

Enrollment 
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Baseline Characteristics 

Patient demographics: 

The following table shows patient demographics collected at baseline: 

 

Previous treatments: 

The table below provides an overview of all patient’s previous treatments.  

No patients reported having prior systemic treatment. 

 



 

Pazo2 ISRCTN Summary of Results v1.0 20-Oct-2020 Page 4 of 19 
 

Details of the 25 patients who had previous radiotherapy are provided in the table below. 

 

 

Histopathology: 

Histopathology data for all 75 patients is provided in the tables below. 
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Outcome Measures 

Primary outcome measures: 

Tolerability 

The tolerability endpoint is defined as the proportion of patients who have not developed ’intolerable’ 

adverse events within 183 days (6 months) from the date of registration. 

Adverse events deemed ’Intolerable’ must meet all the following criteria: 

1. Grade 3 or 4 according to CTCAE version 4 AND 

2. Rated as being possible, probably or definitely related to Pazopanib by the investigator AND 

3. Result in either an SAE OR discontinuation of pazopanib for a period greater than 21 days. 

In cases where the adverse event meeting criteria 1 and 2 result in an SAE the date of onset of the SAE will 

be used as the date the treatment was deemed intolerable, for those which result in pazopanib 

discontinuation the first day that treatment was stopped will be considered the intolerable date. This date 

will be used to indicate whether or not the event occurred within 6 months of registration. 

Patients who died prior to completing 6 months of treatment without having an event which meets the 

tolerability criteria are counted as tolerable and included in the denominator. 

Stage 2 required 34 out of 68 patients to tolerate the treatment. 

Efficacy 

Efficacy is defined as the proportion of patients who entered the trial who are radiologically progression 

free and alive at 6 months (183 days) post registration. 

Progression is defined in terms of RECIST 1.1 as follows: 

1. The appearance of one or more new lesions OR 

2. A 20% increase and absolute increase of 5mm in the sum of the longest diameter of the target lesions 

compared to the smallest sum of the longest diameter of target lesions OR 

3. The unequivocal progression of non target lesions 

The occurrence of any one of the changes listed above constitutes radiological progression. In addition to 

this it is assumed that all deaths will be disease related and thus constitute progression. Any progression or 

death within 183 days are deemed to show a lack of efficacy and will be counted as events. 

The efficacy part of the primary outcome is reliant on RECIST data obtained from a scan at 6 months (183 

days) post registration. As it is likely scans will not be exact a window of 21 days around 183 day time-point 

has been agreed with the chief investigators as acceptable for the 6 month scan. This means that to count 

as the 6 months scan the scan must be done within 162 and 204 days. If multiple scans are done within this 

time frame the closest to day 183 will be used. 
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If no scan occurs within this time frame and the patient is alive and no prior progression has been reported 

then the following rules will be applied to determine whether the patient should be excluded from the 

analysis. 

 In addition to the baseline scan if the patient has two scans one before the time frame and one after 

that show the same response this will be taken as the response at 6 months and used in the analysis 

 If the patient does not have scan either side of the time frame or if the response on those scans 

differs then it is impossible to say with any certainty what the response was at 6 months and this 

patient will be excluded from the primary analysis. 

The sample size for this study was increased by 10% from 68 to 75 to allow for this type of drop out. 

At the end of stage 2 there need to be at least 23 out of 68 patients who are progression free and alive at 

183 days. 

The table below shows the status for all 75 patients in the study. 

 

6 patients have been excluded from the primary analysis because they did not have a scan at the required 

time (between 162 and 204 days post registration). It was reported that one additional patient (TNO 61) 

also missed the 28 week scan however this patient did have a scan at 164 days post registration which is 

within the allowed timeframe and thus was used to determine the primary outcome. This means that both 

primary outcomes can only be calculated for 65 patients. The required number of evaluable patients was 

68. The table below shows how many patients have contributed to each of the dual primary outcomes. 
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Tolerability 

 

Efficacy 
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Secondary outcome measures: 

1) Progression free survival (PFS): 

Defined as the number of whole days from the date of entry into trial until evidence of radiological 

disease progression or death by any cause. Patients who are alive and progression free will be censored 

at the date last known to be progression free. 

67 patients radiologically progressed or died and 8 patients were included as alive and progression 

free. 

1 patient is censored less than one month after registration and one patient at 17 months post  

registration both due to patients withdrawal of consent.  The remaining 6 patients were followed 

up  for between 33 and 54 months post registration. 

The median progression free survival is 9.00 months (95% CI 6.77, 12.74). 

The 6 month progression free survival percentage is 65% (95 %CI 53, 75). 

The Kaplan Meier graph below shows progression free survival. 

 
 

2) Overall survival (OS): 

Defined  as the number of whole days from date of entry into the trial until death by any cause. Patients 

alive at the end of the trial will be censored at the date last know to be alive. 

 

58 patients had died by the end of the follow up period. Of the 17 patients alive 1 patient is 

censored less than one month after registration, one at 17 months and one at 14 months post 

registration all due to patients withdrawal of consent. The remaining 14 patients were followed up 

for between 33 and 58 months post registration. 

The median overall survival is 19.4 months (95% CI 13.2, 24.7). 
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The 6 month overall survival percentage is 78% (95 %CI 67, 86). 

The Kaplan Meier graph below shows overall survival 

 
 

3) Response Rate also referred to as objective response rate (ORR): 

Defined as the proportion of patients who achieve either a complete or partial radiological response as 

defined by RECIST criteria. 

 

Total number of observations = 75 

Number of patients achieving CR or PR = 22 

Proportion (95% CI) = 0.29 (0.20, 0.40) 

 

4) Clinical benefit rate: 

Defined as the proportion of patients who achieve either a complete, partial or stable radiological 

response as defined by the RECIST 1.1 criteria.  

 

The number reported below related to all patients within the study.  

Total number of observation = 75 

Number of patients achieving CR, PR or SD = 62 

Proportion (95% CI) = 0.83 (0.73, 0.90) 

 

5) Treatment safety: 

Defined as the proportion of patients developing Adverse Events (AEs). Adverse Events will be collected 

from the date of entry in the trial until 28 days after drug discontinuation and graded according the NCI-

CTC version 4. Adverse Events will be classified by causality, grade, type, duration and system involved.  
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Treatment safety included the collection of all CTCAE grade 3 or greater adverse events which are 

reported by category, toxicity, relatedness to Pazopanib and severity. 

This data is reported in the Adverse Events section. 

 

6) Drug dose administered: 

Defined as the incidence of dose reductions, interruptions, escalations and discontinuations. 

 

In total 407 dose modifications have been reported. Details of these modifications can be found in 

the following tables. 
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7) Dose intensity:  

Defined as the total dose prescribed to each patient as a proportion of the planned protocol dose of 

800mg per day for the 6 months during which time treatment tolerability was assessed. 

 

The table below shows the dose intensity percentages both for the first 6 months and over the 

study as a whole. 
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8) Duration of response: 

Defined as the number of whole days between date of first evidence of response (complete or partial) 

until date of disease progression or death as defined by the RECIST 1.1 criteria.  

 

No patients reported complete response. 2 of the 20 patients who did report partial response were 

alive and progression free at the end of the trial so the duration of response is unknown. 
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Adverse Events 

All adverse events have been graded using the CTCAE v4.0. It is the highest grade which has been observed 

within the visit period which is recorded. 

In total 66 patients have reported 581 adverse events which were either grade 3 or above or for which the 

grade was missing or unknown. 65 patients have reported 375 adverse events graded as 3, 4 or 5. In 

addition to this 206 events have been reported without a grade, these relate to 24 patients. In total 95 

different types of adverse events were reported. 

No events are missing both grade and relatedness information. 

Grade and relatedness for all adverse events reported are shown in the table below: 

 

  

 

The tables below list all grade 3, 4, 5 or ungraded adverse events, the events are ordered by category and 

toxicity. 
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o Exposed = number of patients treated within the trial 

o Affected = number of patients who experienced this event at least once 

o Occurrences = total number of each event reported by those affected 

o Related = number of occurrences which were classed as related to trial treatment 

o Relatedness Unknown = number of occurrences for which the relatedness information has not been 

reported 
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Serious Adverse Events 

SAEs are defined as any untoward medical occurrence or effect that at any dose: 

 Results in death 

 Is life-threatening 

 Requires hospitalisation or prolongation of existing inpatients' hospitalisation 

 Results in persistent or significant disability or incapacity 

 Is a congenital anomaly/birth defect 

 Or is otherwise considered medically significant by the Investigator 

 

In total 77 SAEs have been reported by 49 patients.  

Details of all SAE reported can be found in the following table. The toxicities reported in this table were 

those identified by sites as being the primary cause of each SAE. 
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6 SAE reasons have been reported as `other', the details of these are in the table below. 

 

 


