
91 patients screened

22 patients did not enter study
16 ineligible
6 declined

69 patients randomly assigned

35 randomly allocated to placebo
35 received chemotherapy or trial drug

34 randomly allocated to cediranib
32 received chemotherapy or trial drug
2 didn’t receive chemotherapy or trial 

drug
1 withdraw consent
1 ineligible and taken off study 

(pulmonary embolism)

0 continue to take trial drug
34 discontinued trial drug
1 death
19 progressions
1 diarrhoea
6 other toxicity related to treatment
7 not related to treatment  

1 continue to take trial drug
31 discontinued trial drug

4 death
16 progressions
1 refusal
1 diarrhoea
3 other toxicity related to treatment
5 not related to treatment 
1 withdraw consent

Follow‐up status for 35 patients in 
intention‐to‐treat population:
0 no post‐treatment data 
29 achieved efficacy endpoint
2 continuing in follow‐up
2 lost to follow‐up
2 withdraw consent

Follow‐up status for 34 patients in 
intention‐to‐treat population:
2 no post‐treatment data 
26 achieved efficacy endpoint
4 continuing in follow‐up
0 lost to follow‐up
2 withdraw consent

29 consent for extra blood taken for 
translational study. 
27 included in biomarker study with 

sufficient longitudinal samples

32 consent for extra blood taken for 
translational study. 
25 included in biomarker study with 

sufficient longitudinal samples



A study CONSORT diagram showing patient enrolment in CIRCCa and in the associated 
translational biomarker study. There were six treatment naïve stage IVb patients in the CIRCCa 
trial who were not included in the translational study due to a lack of longitudinal samples.  

sFigure 1. Study Design
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Variation of plasma biomarker concentrations were estimated as log2 transformed ratio of two pre-
treatment measurements. Thirty-two out of the total 52 patients contributed to this analysis due to 
availability of samples. Histograms of the observed variations were demonstrated with the 
maximum and minimum variation values excluded to remove potential outliers. The mean and 
standard deviation of variation were annotated.       

sFigure 2. Pre-treatment variation of plasma biomarkers 


