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Selection bias 

Sequence generation: low risk of bias 
Allocation concealment: low risk of bias 
 



Blinding of patients and personnel 

 Who is blinded? 
 

 Patients: No 
 

 Care providers: No 

 

 Is the outcome likely to be influenced by lack of 
blinding? 
 Outcomes 

 WOMAC 

 Physical performance 

 



Blinding of patients and personnel 

 Blinding of patients and personnel: 
 Unclear risk of bias 

 Co-interventions? 

 Contamination? 

 



Blinding of outcome assessment 



Blinding of outcome assessment 

 WOMAC:  
 Outcome assessor: patient, not blinded 

 Outcome subjective: yes 

 High risk of bias 



Blinding of outcome assessment 

 Physical performance:  
 Outcome assessor: exercise physiologists, blinded, using a 

standardized measurement set 

 Blinding procedure: questionable 

 High risk of bias 
 



Attrition bias 



Attrition bias 

Number randomised: n = 72 



Attrition bias 

 Incomplete outcome data: High risk of bias 



Example 

 Aim: to assess the efficacy of Surgical vs nonoperative 
treatment for lumbar disk herniation 

 

 Design: randomized clinical trial  
 

 Primary outcome measure: changes from baseline in the 
Medical Outcomes Study 36-item Short-Form Health 
Survey bodily pain and physical function scales 

 

 No blinding 
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Selection bias 

Sequence generation: low risk of bias 
Allocation concealment: low risk of bias 
 



Blinding of patients and personnel 

 Who is blinded? 
 

 Patients: No 
 

 Care providers: No 

 

 Is the outcome likely to be influenced by lack of 
blinding? 
 Outcome: SF36 

 



501 randomized 

245  
assigned to receive  

Surgery 

256  
assigned to receive  
Nonoperative Care 

2-y follow-up 
107 underwent surgery (45%) 

2-y follow-up 
140 underwent surgery (60%) 
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Weinstein, J. N. et al. JAMA 2006;296:2441-2450. 

Flow Diagram of the SPORT Randomized Controlled Trial of Disk Herniation: Exclusion, Enrollment, 
Randomization, and Follow-up 
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Blinding of participant and personnel: High risk 

 
 



Blinding of outcome assessment 

 SF36:  
 Outcome assessor: patient, not blinded 

 Outcome subjective: yes 

 High risk of bias 



501 randomized 

245  
assigned to receive  

Surgery 

256  
assigned to receive  
Nonoperative Care 

2-y follow-up 
232 included in primary analysis 

16 excluded (no follow-up data at any visit) 

2-y follow-up 
232 included in primary analysis 
13 excluded (no follow-up data at any visit) 
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Randomization, and Follow-up 



Attrition bias 

 Low risk of bias 



 

 
Wound healing with honey - a randomised controlled trial 

 

Ingle R, Levin J, Polinder K.  

South African Medical Journal. 2006: 96(9). 831-835. 

 

 



Random sequence generation 

 Description: 
 « Enrolled subjects were stratified by wound type, HIV 

status and the presence of slough, then randomised 
(using random permuted blocks of size 10) […] » 

 

 Judgment: 
 Unclear 

 No reference to a random number table, computer random 
number generator, coin tossing etc 



Allocation concealment 

 Description 
 « Enrolled subjects were stratified by wound type, HIV 

status and the presence of slough, then randomised 
(using random permuted blocks of size 10) to treatment 
with either honey or Intrasite gel to  produce 
approximate balance of the 3 possible prognostic 
factors » 

 Judgment 
 Unclear 

 No reference to a central allocation, sequentially numbered drug 
containers of identical appearance, sequentially numbered, 
opaque sealed envelopes 



Blinding of participants and personnel 

 Description 
 « A prospective randomised, double-blind controlled 

trial was carried out by one of the author » 

 The two agents evaluated were  
 natural monofloral aloe honey, creamed by crushing and not 

heated. […] Honey was then applied with prepacked wooden 
spatula, using a fresh spatula for each application 

 Intrasite gel, a hydrogel wound-care product manufactured by … 
[...]IntraSite Gel was expressed from steril sachets. 

 Patients did not know which agent was being used 

 



Blinding of participants and personnel 

 Outcome: healing time 
 

 Judgment 
 Unclear 

 Blinding of participants and personnel attempted, but 
important doubt on the success of blinding as the 
treatments were clearly different 

 Unclear whether the outcome could be influence by the 
lack of blinding, however 
 Standardization of co-interventions (supplement, cleaning once 

daily) 

 No contamination 

 Amount of treatment used monitored (table 4) 



Blinding of outcome assessment 

 Outcome: Healing time (subjective outcome) 

 Description 
 KP evaluated each wound on the day of entry to the trial, 

without knowing which agent would be applied. When 
the healing endpoint was approaching he measured the 
surface area daily, still blinded, the applied agent from the 
previous day having being washed off with normal saline 

 Judgment 
 High risk of bias 

 Blinding of outcome assessment ensured but it is likely that the 
blinding could have been broken 

 The PI is doing the assessment 

 The outcome is subjective 

 



Incomplete outcome data 
 Outcome: healing time 

 Description: Of the 87 patients enrolled 5 were 
excluded from the analysis:  
 4/44 in honey arm vs 1/43 gel arm 

 1 wound being misjudged as being an abrasion but there 
was complete skin loss; 1 misjudged as being a shallow 
wound but there were islands of healing, 1 withdraw 
after 2 days for personal reasons and 2 wounds were 
dressed with both agents in errors 

 

 Judgment 
 Low risk of bias 



Questions? 


