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 51 

Table of updates 52 
 53 

Version Date  

1.0 May 2015 First version of the document 

2.0 June 2015 Second version of the document after intermediate analysis and 
decision of the Data and Safety Monitoring Board (DSMB). 

 54 
 55 
 56 
Compared to the version 1.0, several changes of the analysis plan have been made to take into 57 
account the discontinuation of the study as recommended by the DSMB: 58 

- Analysis of the other secondary judgment criteria will focus on the patients included 59 
throughout the step 1 of the study in the 4 randomization arms (instead of 2 randomization 60 
arms selected after the interim analysis).  61 

- Student test and Mann-Whitney (used in the case of 2 groups) were replaced by ANOVA 62 
and Kruskal Wallis test (used in the case of 2 groups). 63 

- Adding a statistical test comparing hemoglobin between visits for each group (ANOVA (or 64 
Kruskal Wallis in case of non-normality)) (principal investigator’s request) 65 
 66 

 67 
 68   69 
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 71 

 72 

Statistical analysis plan 73 
 74 
The following section includes the main elements of the statistical analysis plan. This plan was revised 75 
to make changes in order to adapt to the occurrence of unexpected events in the course of the study 76 
and which have an impact on the analysis of the data. 77 
These revisions were carried out before the database is frozen. 78 
 79 
The interim analysis with dose selection and re-assessment of the sample size for the second stage 80 
was carried out by Dr Raphaël Porcher (Department of Biostatistics and Medical Information 81 
Technology, Hôpital Saint Louis, AP-HP), who was blinded and didn’t have the randomization codes 82 
except the Placebo group.  83 
After interim analysis, the Data and Safety Monitoring Board (DSMB) recommended the definitive 84 
discontinuation of the study.  85 
 86 
At the end of the study, the data analysis will be carried out by the Clinical Research Unit at the IMER 87 
pole (Department of Dr François Chapuis, Hospices Civils de Lyon), who will have the randomization 88 
codes, in collaboration with Dr Raphaël Porcher.  89 
 90 
Interim analysis by Dr Raphaël Porcher was performed with R. 91 
Final analysis will be performed using SAS software version 9.2 (SAS Institute Inc, Cary, NC, USA). 92 
The 0.05 threshold will be considered as statistically significant. 93 

 94 

Analysis populations 95 

Intention to treat population 96 

This population will be composed of all the randomized patients who were treated with at least one 97 
spray treatment on the three spray treatment provided. Patients will be analyzed as randomized 98 
whatever treatment received. 99 
 100 

Per protocol population 101 

This population will be composed of all the patients who have received all the spray treatments set out 102 
in the protocol. Only patients with correct treatment received will be analyzed. 103 
 104 

Safety population 105 

This population will be composed of all the patients who have received at least one spray treatment. 106 
 107 

Statistical methods 108 

Populations 109 

All the populations in the study will be presented with their numbers. 110 
 111 

Deviation from the protocol 112 

Any deviation from the protocol that may have an impact on the results of the study will be listed. 113 
 114 
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Initial characteristics 115 

Initial characteristics of the patients will be summarized by means of descriptive statistics (number, 116 
average, standard deviation, median, minimum and maximum for the quantitative variables and 117 
numbers and percentages for the qualitative variables).  118 
For the interim analysis, these characteristics will be presented on the 4 groups of 20 patients. 119 
 120 
For the final analysis, these characteristics will be presented on all the patients in stage 1 (stage 2 will 121 
not be realized). 122 
 123 

Analyzing the main judgment criterion 124 

Selecting the dose at the end of stage 1 (interim analysis) 125 

The dose that shows the most significant standardized difference (Student test with Simes’ correction 126 
for multiplicity) with the placebo during the interim analysis will be selected for the second stage of the 127 
study. This dose is thus the one for which the degree of signification p1 is the smallest. 128 
A re-assessment of the number of subjects may occur (cf the paragraph, Number of participants). 129 
 130 
At the end of this analysis, an interim report will be edited and will present for each group: 131 

- the number of patients studied 132 

- the number of doses effectively received 133 

- the judgment criterion (duration of the nosebleeds before and after treatment) 134 

- the adverse events observed, the date of their occurrence and their resolution 135 

The report will also present the conclusions of the DSMB 136 
  137 

 138 

Analyzing the secondary judgment criteria 139 
 140 
1. On the safety population, for each of the 4 randomization arms (Avastin® 25mg, Avastin® 141 

50mg, Avastin® 75mg and Placebo arms), the following will be presented in the form of a listing:  142 
- the number of sprays administered,  143 
- the type of treatment received (bevacizumab/placebo),  144 
- the dose effectively received, 145 
- any adverse events observed, their date of onset and of resolution. 146 

 147 

2. The clinical efficacy of the bevacizumab sprays will be evaluated by comparing, between the 4 148 
randomization arms, the average monthly duration of the nosebleeds at 6 months after the end 149 
of the treatment. The test used will be an ANOVA on independent samples (or a Kruskal Wallis 150 
test in case of non-normality). 151 

 152 

3. The clinical efficacy of the bevacizumab sprays will be evaluated, between the 4 randomization 153 
arms by comparing: 154 

 155 

- the deltas of monthly average duration and average monthly number of nosebleeds 156 
between the inclusion values and at 3 months after the end of the treatment then the 157 
deltas between the inclusion values and the values at 6 months after the end of the 158 
treatment. The test used will be an ANOVA on independent samples (or a Kruskal Wallis 159 
test in case of non-normality). 160 

 161 
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- the trend over time on dimensions of quality of life questionnaire (SF-36) observed at 162 
inclusion, 3 months and 6 months after the end of the treatment using a mixed model for 163 
repeated measures (time, groupe, time * group).  164 

 165 

- the number of red blood cell transfusions at 3 months and 6 months were compared 166 
between the 4 randomization arms with an ANOVA on independent samples (or a Kruskal 167 
Wallis test in case of non-normality).  168 

4. The biological efficacy of the bevacizumab sprays will be evaluated by comparing, between the 169 
4 randomization arms, the trend over time on hemoglobinemia and serum ferritin observed at 170 
inclusion, D14, D28 then 1 month, 3 months and 6 months after the end of the treatment using a 171 
mixed model for repeated measures (time, group, time * group).  172 

Hemoglobinemia by visits will be compared for each group with an ANOVA (or Kruskal Wallis in 173 
case of non-normality). 174 

 175 

5. The total monthly duration of the nosebleeds will be described in relation to time (3 months 176 
before treatment until 6 months after the end of the treatment). Trend over time will be evaluated   177 
using a mixed model for repeated measures (time, group, time * group). 178 

 179 


