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Our presentation in three acts 

I Novel statistical investigation methods 

 examining data integrity for 33 randomized trials 

 in 18 journals from one research group 

 

II Investigating the impact of retracted randomized 

 clinical trial reports 

 

III Reporting concerns about data integrity for 33 

 randomized trials in 18 journals from one 

 research group: a narrative review 
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Timeline 
• Our investigations started at the end of 2012 

• May 2017 – only 11/33 trial reports retracted 

• Misconceptions persist, e.g. 2015 JBMR 



Aims 
• To investigate the extent of citation of trial reports 

from this group in secondary publications, 

including: 

– clinical trials 

– systematic reviews 

– guidelines 

• To examine the impact of the trial reports in these 

publications 

• To discuss the issues raised by our investigation 

and how best to correct the evidence base 

 

 

 



Methods (1) 
• We examined the impact of potentially the most 

influential trial reports of 

– Potent oral bisphosphonates, e.g. alendronate 

– Vitamin K 

– Vitamin D analogues 

– Vitamin B12 and /or folate 

• Had to report hip fracture as an outcome 

 

• Reports also had to be in higher impact journals  

– (ISI Web of Knowledge impact factor ≥ 4) 

 

12/33 RCT reports to investigate 

6/12 retracted so far…… 

 

 

 

 

 



Methods (2) 

• Excluded from our analysis reviews and meta-

analyses by the two main authors under 

investigation, where they cited their own work 

– 24 reviews 

• Sato = 5 

• Iwamoto = 19 

 

– Meta-analyses 

• Iwamoto = 7 (3 retracted) 



Methods (3) 
• August 2016  

– Citation searching in Scopus for total numbers of citations 

– Citation searching in Google Scholar, PubMED, ISI Web of 

Science for 

• clinical trials 

• systematic reviews 

• guidelines 

 

• Assessing impact on publications 

– Findings likely to change 

– Unclear if findings would change 

– Findings unlikely to change 

 

 

 



Methods (4) 
 

• Rerun meta-analyses (rarely possible) 

• One researcher assessed, checked by a second 

– Discussed differences 

– Reference to a third researcher if still uncertain about 

impact 

• With a view to alerting affected publications 

 

 

 



Results 
• 12/33 RCT reports 

– 2956 participants 

– 703 citations, excluding self-citations 

– Median number of citations 40 (range 6 to 208) 

• All reported a significant reduction in hip fractures 

• 6/6 reported a reduction in non-vertebral fractures 

• 11/11 reported significant improvements in BMD 

• 9/9 reported no significant effect on falls 

 

 

• Highest cited trial report  

– JAMA 2005;293:1082-8 

 

 

 

 



RCT reports (n = 81) 
Sato RCT reports 

 (n = 33) 
 

Sato reports with 
characteristics of interest 

(n = 12) 

Included in fracture reviews 
and meta-analyses: (n = 9) 

Findings likely to change  
(n = 4): 
Cockayne 2006 
Zhang 2014 
Zhao 2012 
Dai 2015 

Unclear if findings would 
change 
 (n = 4): 
Richy 2004 
Richy 2005 
Myrad 2012 
Yang 2012 

Findings unlikely to change 
(n = 1): 
McCarus 2008 

Permeation of 12 RCT reports in secondary publications 
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Sato trial reports 
contributed to the 
rationale for the trial 
(n = 8 RCTs): 

Baumann 2004 

Berendsen 2013 

Binkley 2009 

Emaus 2013 

Greiger 2009 

Hermann 2007 

Rucklidge 2012 

Van Wijngaarden 2014 

 

 

 



RCTs citing Sato trial reports in 

rationale 

• 5107 participants in 8 RCTs citing Sato trial reports 

in rationale 

 

• Size ranged from n = 40 to n = 2919 

 

• B-PROOF trial (van Wijngaarden 2014):  

• B-vitamins for the prevention of fractures  

 (Am J Clin Nutr 2014;100:1578-6) 

• 2919 participants 

• Recruitment 2008 – 2011 

• Follow-up for 2 years 



B-PROOF 



B-PROOF 

 €1,700,000? 



JAMA June 2016 



Permeation of a single trial report 

Sato 
2005 Other 

publications: 
Bauchner 2016 
(retraction) 
Sugiyama 2005 
(letter) 

Guidelines: 
Kernan 2014: 
stroke 
prevention 
SIGN 142: 
osteoporosis 

Reviews on falls 
and fractures: 
Cameron 2012 
(falls) 
Yang 2012 
(fractures) 

Other reviews: 
Osteoporosis 
/bone health: 
Carda 2009  
Hermann 2007  
Salari 2008  
Van Wijngaarden 
Mental health: 
Rucklidge 2013 

Trials 
Berendsen 2014 
Enneman 2015 
Gommons 2013 
Green 2007 
Grieger 2009 
Hermann 2005 

Hermann 2013 

Trials (cont.) 
Lee 2010 
Polyzos 2010 
Rucklidge 2012 
Sawka 2007 
Swart 2013 
van Wijngaarden 
2014 

Sato Y, Honda Y, Iwamoto J, Kanoko T, Satoh K. Effect of folate and mecobalamin on hip fractures in 

patients with stroke: a randomized controlled trial. JAMA. 2005;293(9):1082-8 



Citation Map from Web of Science for Sato et al 2005,  

(red is 2007,purple is 2016, green 2015) 



>220 

Publications 

 

81 Human and 

animal RCTs 





For discussion 
1. Authors and editors of secondary affected publications 

• At what stage should they be alerted – EoC, retraction? 

• How should this happen – via editors, learned societies, 

institutions, database alerts? 

 

2. What about wider influences outside affected publications? 

• Tertiary affected publications…? 

• Influences beyond publications, e.g. media? 

 

3. Who is there to advise on this? 

 

4. Who should coordinate this? 

 

5. Who should fund all of this? 

 

6. What consequences for the researchers investigated? 
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