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n
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l r
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 c
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 p
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 c
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 c
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 p
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 c
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 d
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Chapter 4 

  
Entire cohort Completed Early terminated  Recruitment failure 

Variable n = 198 % n = 96 % n = 69 % n = 31 % 

Sponsor 
        

 
Investigator 143 72.2 70 72.9 45 65.2 27 87.1  
Industry 55 27.8 26 27.1 24 34.8 4 12.9 

Subsidising party (other than 
the sponsor) 

        

 
None 92 46.5 44 45.8 40 58.0 12 38.7  
Industry a 38 19.2 21 21.9 8 11.6 5 16.1  
Other b 68 34.3 31 32.3 21 30.4 14 45.2 

Centres 
        

 
Single centre 73 36.9 44 45.8 16 23.2 9 29.0  
Multicentre 125 63.1 52 54.2 53 76.8 22 71.0 

Medical field 
        

 
Internal medicine  37 18.7 19 19.8 13 18.8 5 16.1  
Oncology 36 18.2 12 12.5 14 20.3 5 16.1  
Neurology & neurosurgery 28 14.1 15 15.6 9 13.0 0 0.0  
Psychology & psychiatry 31 15.7 14 14.6 10 14.5 6 19.4  
Other c 66 33.3 36 37.5 23 33.3 15 48.4 

Overarching purpose 
        

 
Treatment 149 75.3 75 78.1 52 75.4 22 71.0  
Prevention 15 7.6 7 7.3 6 8.7 4 12.9  
Feasibility (pilot) 20 10.1 8 8.3 5 7.2 3 9.7  
Other d 14 7.1 6 6.2 6 8.7 2 6.5 

Study design 
        

 
Single arm 28 14.1 12 12.5 9 13.0 5 16.1  
Parallel 140 70.7 72 75.0 45 65.2 23 74.2  
Crossover 13 6.6 7 7.3 4 5.8 1 3.2  
Other e 17 8.6 5 5.2 11 15.9 2 6.5 

Intervention 
        

 
Drug f 108 54.5 55 57.3 40 58.0 15 48.4  
Device 18 9.1 8 8.3 6 8.7 3 9.7  
Behavioural & digital health 
innovations 

41 20.7 21 21.9 13 18.8 9 29.0 

 
Other g 31 15.7 12 12.5 10 14.5 4 12.9 

Phase 
        

 
1 10 9.3 3 5.5 7 17.5 1 6.7  
2 36 33.3 14 25.5 13 32.5 7 46.7  
3 32 29.6 19 34.5 11 27.5 2 13.3  
4 14 13.0 8 14.5 5 12.5 4 26.7  
Other h 16 14.8 11 20.0 4 10.0 1 6.7  
Not applicable 90 

 
41 

 
29 

 
16 

 

Arms 
        

 
1 37 18.7 14 14.6 16 23.2 6 19.4  
2 125 63.1 69 71.9 35 50.7 20 64.5  
≥3 36 18.2 13 13.5 18 26.1 5 16.1 

Allocation 
        

 
Randomised 153 95.0 80 97.6 49 92.5 23 92.0  
Non-randomised 8 5.0 2 2.4 4 7.5 2 8.0  
Not applicable 37 

 
14 

 
16 

 
6 

 

Blinding 
        

 
Open 72 47.1 32 40.0 23 46.9 10 43.5  
Blinded 81 52.9 48 60.0 26 53.1 13 56.5  
Not applicable  45 

 
16 

 
20 

 
8 

 

Comparator 
        

 
Active 53 32.9 27 32.9 13 18.8 9 36.0  
Placebo 56 34.8 34 41.5 18 26.1 6 24.0  
No intervention 52 32.3 21 25.6 22 31.9 10 40.0  
Not applicable 37 

 
14 

 
16 

 
6 
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Number of primary 
outcomes 

        

 
1 136 68.7 69 71.9 46 66.7 26 83.9  
2 41 20.7 21 21.9 14 20.3 3 9.7  
≥3 21 10.6 6 6.2 9 13.0 2 6.5 

Planned interim analysis 45 22.7 17 17.7 18 26.1 5 16.1 
Target sample size (median 
[IQR]) 

100 [53.5 - 240] 100 [49.5 - 200] 110 [64 - 300] 100 [60 - 275] 

Any form of recruitment 
projection reported in 
protocol i 

85 42.9 39 40.6 30 43.5 15 48.4 

Detailed recruitment 
projection reported in 
protocol j 

35 17.7 17 17.7 13 18.8 7 22.6 

Number of eligibility criteria 
(median [IQR]) 

14 [9 - 24] 13 [8 - 23] 18 [9 - 27] 15 [9 - 19] 

Inclusion of vulnerable 
patient groups 

36 18.2 15 15.6 13 18.8 7 22.6 

Participant reimbursement k 107 54.0 54 56.2 42 60.9 17 54.8 
Investigator reimbursement l 79 63.2 35 67.3 31 58.5 12 54.5 
 Not applicable 73  44  16  9  
Individual participant 
duration in months (median 
[IQR]) 

9.0 [3.1 - 14.5] 8.0 [3.0 - 12.0] 9.0 [3.3 - 18.0] 9.0 [3.1 - 13.2] 

Planned trial duration in 
months (median [IQR]) 

26.0 [17.0 - 39.9] 24.0 [15.0 - 36.0] 30.1 [18.0 - 37.8] 30.1 [23.0 - 42.0] 

Planned end date ≥ 01-03-
2020 (start COVID-19 
regulations in the 
Netherlands) 

56 28.3 19 19.8 21 30.4 11 35.5 

Year REC approval was 
obtained 

        

 
2015 40 20.2 22 22.9 18 26.1 10 32.3  
2016 57 28.8 34 35.4 11 15.9 3 9.7  
2017 52 26.3 22 22.9 18 26.1 8 25.8  
2018 49 24.7 18 18.8 22 31.9 10 32.3 
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Termination reasons n = 88 a % 

Recruitment failure  31 35.2 
Strategic/organisational reason 8 9.1 
Benefit 3 3.4 
Harm 3 3.4 
Futility 11 12.5 
External evidence 1 1.1 
Limited resources 8 9.1 
COVID-19 pandemic 13 14.8 
Other b 2 2.3 
Not mentioned 8 9.1 
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Entire cohort Completed Early terminated Recruitment 

failure 
Variable n = 198      % n = 96        % n = 69        % n = 31        % 

Review duration in months 
(median [IQR]) 

4.6 [3.3 - 
6.6] 

4.0 [2.9 - 
6.2] 

4.8 [3.6 - 6.5] 5.4 [3.9 - 
6.7] 

Number of review rounds 
        

 
1 16 8.1 10 9.4 4 5.8 1 3.2  
2 116 58.6 60 62.5 41 59.4 19 61.3  
3 48 24.2 21 21.9 19 27.5 8 25.8  
4 15 7.6 6 6.2 4 5.8 2 6.5  
5 2 1.0 0 0.0 1 1.4 1 3.2  
6 1 0.5 0 0.0 0 0.0 0 0.0 

Live meeting 8 4.0 2 2.1 3 4.3 1 3.2 
Total number of comments 
raised during ethical review  
(median [IQR]) 

5 [3 - 9] 5 [3 - 9] 6 [4 - 10]    7 [4 - 9.5] 

Total text length (number of 
words) of all comments 
(median [IQR]) 

231 [129.5 - 
403.5] 

207 [112.25 -  
371.5] 

307 [146  
-  

466] 

304 [155  
-  

481] 
Protocols with comments in 
each category 

        

1 Proportionality 33 16.7 16 16.7 13 18.8 5 16.1 
2 Minimisation of risks 

and burdens 
11 5.6 7 7.3 2 2.9 0 0.0 

3 Privacy and 
confidentiality 

51 25.8 15 15.6 26 37.7 13 41.9 

4 Patient safety 40 20.2 20 20.8 14 20.3 6 19.4 
5 Recruitment process 35 17.7 15 15.6 13 18.8 5 16.1 
6 Information sheet and 

consent form 
150 75.8 73 76.0 53 76.8 26 83.9 

7 Subject selection 10 5.1 6 6.2 3 4.3 3 9.7 
8 Protection of 

vulnerable subjects 
10 5.1 6 6.2 1 1.4 1 3.2 

9 Methodology and 
statistical 
considerations 

86 43.4 41 42.7 28 40.6 15 48.4 

10 Product information 54 27.3 29 30.2 19 27.5 4 12.9 
11 Supporting 

documentation 
59 29.8 23 24.0 28 40.6 11 35.5 

12 Facilities and research 
staff 

24 12.1 11 11.5 7 10.1 4 12.9 

13 Financial aspects 12 6.1 5 5.2 4 5.8 3 9.7 
14 Editorial, 

inconsistencies and 
formalities 

57 28.8 27 28.1 21 30.4 9 29.0 

15 Other / non-
categorizable 

31 15.7 11 11.5 13 18.8 7 22.6 

≥
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Early termination Recruitment failure 

Variable RR 95% CI RR 95% CI 

Investigator vs. industry sponsorship 0.82 0.57 - 1.20 2.93 1.23 - 9.54 
Subsidising party 

    
 

None (reference) 
    

 
Industry a 0.58 0.28 - 1.01 1.21 0.41 - 2.96  
Other b 0.85 0.55 - 1.24 1.88 0.94 - 3.84 

Multicentre vs. single centre 1.89 1.24 - 3.14 1.40 0.71 - 3.02 
Medical field 

    
 

Internal medicine (reference)  
   

 
Oncology 1.33 0.76 - 2.36 1.23 0.40 - 3.80  
Neurology & neurosurgery 0.92 0.45 - 1.78 0.10 i 0.00 - 0.98 i  
Psychology & psychiatry 1.03 0.52 - 1.94 1.60 0.55 - 4.63  
Other c 0.96 0.58 - 1.69 1.63 0.65 - 4.07 

Overarching purpose 
    

 
Treatment (reference) 

    
 

Prevention 1.13 0.50 - 1.88 1.78 0.59 - 3.84  
Feasibility (pilot) 0.94 0.38 - 1.68 1.33 0.35 - 3.23  
Other d 1.22 0.57 - 1.99 0.96 0.17 - 2.76 

Study design 
    

 
Single arm (reference) 

    
 

Parallel 0.90 0.56 - 1.70 0.83 0.39 - 2.24  
Crossover 0.85 0.28 - 2.01 0.38 0.02 - 2.01  
Other e 1.60 0.89 - 3.11 0.53 0.08 - 2.11 

Intervention 
    

 
Drug f (reference) 

    
 

Device 1.02 0.46 - 1.75 1.36 0.35 - 3.52  
Behavioural & digital health 
innovations 

0.91 0.53 - 1.42 1.68 0.77 - 3.41 

 
Other g 1.08 0.59 - 1.71 1.15 0.35 - 2.83 

Phase 
    

 
1 1.91 0.95 - 3.62 1.50 0.07 - 14.18  
2 1.31 0.71 - 2.51 3.89 1.05 - 24.64  
3 (reference)      
4 1.05 0.40 - 2.30 4.62 1.03 - 30.50  
Other h 0.73 0.23 - 1.74 1.00 0.05 - 9.68 

Number of study arms 
    

 
1 (reference) 

    
 

2 0.63 0.42 - 1.01 0.96 0.46 - 2.43  
≥3 1.09 0.69 - 1.75 0.81 0.26 - 2.41 

Randomised vs. non-randomised 0.57 0.31 - 1.05 0.53 0.16 - 1.76 
Open vs. blinded 0.84 0.54 - 1.32 0.97 0.46 - 2.11 
Comparator 

    
 

Active (reference)  
   

 
Placebo 1.07 0.60 - 1.97 0.51 0.19 - 1.30  
No intervention 1.64 0.94 - 2.97 1.03 0.46 - 2.35 

Number of primary outcomes 
    

 
1 (reference) 

    
 

2 1.00 0.60 - 1.53 0.38 0.09 - 0.99  
≥3 1.50 0.85 - 2.25 0.59 0.11 - 1.71 

Planned interim analysis vs. none 1.31 0.86 - 1.88 0.71 0.26 - 1.56 
Target sample size  
(increments of 100 participants) 

1.01 1.01 - 1.02 1.01 0.99 - 1.04 
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Any recruitment projection  
reported in protocol vs. none 

1.07 0.74 - 1.53 1.30 0.68 - 2.47 

Detailed recruitment projection  
in protocol vs. none or unsubstantiated 

1.04 0.62 - 1.58 1.31 0.57 - 2.60 

Eligibility criteria (increments of 1) 1.01 1.00 - 1.03 0.98 0.96 - 1.01 
Inclusion of vulnerable patient groups vs. 
none 

1.14 0.68 - 1.70 1.43 0.62 - 2.80 

Participant reimbursement vs. none 1.12 0.78 - 1.65 0.87 0.46 - 1.68 
Investigator reimbursement vs. none 0.83 0.57 - 1.24 0.71 0.34 - 1.53 
Individual participant duration (per month) 1.01 1.00 - 1.02 1.02 1.00 - 1.04 
Planned trial duration (per month) 1.01 0.99 - 1.01 1.01 0.99 - 1.03 
Planned end date ≥ 01-03-2020 (start 
COVID-19 regulations) vs. preceding period 

1.37 0.92 - 1.95 1.72 0.86 - 3.21 

  
Early termination Recruitment failure 

Variable RR 95% CI RR 95% CI 

Review duration (per month) 1.04 0.98 - 1.10 1.12 1.03 - 1.22 
Number of review rounds 

    
 

1 0.76 0.26 - 1.51 0.41 0.06 - 2.81  
2 (reference)      
≥3 1.16 0.78 - 1.67 1.15 0.59 - 2.22 

Live meeting vs. no live meeting 1.45 0.69 - 3.05 1.07 0.18 - 6.34 
Total number of comments raised 1.02 1.00 - 1.05 1.02 0.97 - 1.06 
Text length (number of words) of all comments 
combined  
(increments of 100 words) 

1.06 1.00 - 1.13 1.06 0.95 - 1.18 

Number of comments raised per category 
    

1 Proportionality 0.93 0.69 - 1.25 0.73 0.43 - 1.23 
2 Minimisation of risks and burdens 0.74 0.25 - 2.19 0.25 a 0.00 - 1.70 a 

3 Privacy and confidentiality 1.21 1.05 - 1.41 1.31 1.05 - 1.62 
4 Patient safety 0.96 0.65 - 1.26 0.89 0.43 - 1.48 
5 Recruitment process 1.01 0.66 - 1.36 0.97 0.42 - 1.73 
6 Information sheet and consent form 1.05 1.02 - 1.08 1.00 0.93 - 1.09 
7 Subject selection 1.00 0.56 - 1.78 1.73 1.03 - 2.89 
8 Protection of vulnerable subjects 0.35 0.07 - 1.79 0.71 0.15 - 3.36 
9 Methodology and statistical considerations 1.02 0.90 - 1.16 1.12 0.92 - 1.36 
10 Product information 1.00 0.89 - 1.12 0.99 0.72 - 1.35 
11 Supporting documentation 1.08 0.95 - 1.23 1.02 0.81 - 1.29 
12 Facilities and research staff 0.87 0.55 - 1.38 1.11 0.59 - 2.08 
13 Financial aspects 1.07 0.39 - 1.89 1.86 0.51 - 4.08 
14 Editorial, inconsistencies and formalities 1.04 0.86 - 1.27 1.01 0.67 - 1.53 
15 Other / non-categorizable 1.28 0.97 - 1.68 1.61 1.10 - 2.36 
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