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Guidelines

A guideline is any document that aims to 
streamline particular processes according to 
a set routine. 





  

Medical research as a modern science

Randomised controlled trial

Medical Research Council (1948) Streptomycin in Tuberculosis 
Trials Committee. Streptomycin treatment of pulmonary 
tuberculosis. British Medical Journal, 2: 769-83.

Observational cohort study

Doll R, Hill AB. (1950) Smoking and carcinoma of the lung. 
Preliminary report, British Medical Journal, 2: 739-748.

Case-control study

Doll R, Hill AB. (1954) The mortality of doctors in relation to their 
smoking habits. British Medical Journal, 228:1451-5



  

Altman et al. JAMA 2002;287:2817-2820



  



  

Douglas G Altman. JAMA 2002;287:2765



  

Recent developments

A. ICH harmonized tripartite guideline (1998)
- E9 Statistical principles for clinical trials, 1998
- Note for guidance, Points to consider, etc.

B. Public registration of study protocols (2005)
- ClinicalTrials.gov, etc. 
- WHO ICTRP

C. Reporting guidelines (1996-2010)
- CONSORT (RTCs)
- PRISMA (Systematiska reviews)
- STROBE (Observationella studier)
- STARD (Diagnostiska studier)
- ARRIVE (Djurförsök)



  



  



  



  

Impact of E9 (ICH-GCP)

- Equivalence or non-inferiority replaced 'ns'
- Problem with interim analyses recognized
- Sample size calculations performed
- Pre-specification of analysis recognized
- ITT and PP analysis sets used
- Missing value problem recognized
- Subgroup analysis problem recognized 

Brown D, Day S, Hemmings R, Wright D. Assessing the 
impact of ICH E9. Pharm Stat. 2008;7:77-87.



  

Systematic reviews of orthopedic literature

The ITT principle was recognized in 96 of 274 (35%) 
published randomized trials.

Herman A, Botser IB, Tenenbaum S, and Chechick A. 
Intention-to-treat analysis and accounting for missing 
data in orthopaedic randomized clinical trials. J Bone 
Joint Surg Am. 2009;91:2137-2143.



  

Systematic reviews of orthopedic literature

A high proportion (42%) of clinical studies in high-impact-
factor orthopedic journals involve the inappropriate use of 
multiple observations from single individuals

Bryant et al. How Many Patients? How Many Limbs? 
Analysis of Patients or Limbs in the Orthopaedic Literature. 
JBJS Am 2006;88:41-45.



  

Guideline documents generate  citations

More citations => higher impact factor

Editors want to publish guidelines 



  

Guidelines submitted or in press

Mithoefer K, Saris D, Farr J, Kon E, Zaslav K, Ranstam, J, Yao J, 
Shove M, Levine D, Dalemans W, Brittberg M. Guidelines for the 
Design and Conduct of Clinical Studies in Knee Articular Cartilage 
Repair.

Roos EM, Engelhart E, Ranstam J, Anderson AF, Irrgang J, Marx R, 
Tegner Y, Davis AM. ICRS Recommendation Document: Patient-
reported outcome instruments for use in patients with articular 
cartilage defects.

Ranstam J, Kärrholm J, Pulkkinen P, Mäkelä K, Espehaug B, 
Pedersen AB, Mehnert F, Furnes O. Recommendation for 
statistical analysis of arthroplasty data.    



  

Problem med kvalitetsregister

- Ofta okänt bortfall (“täckningsgrad”)

- Ofta okänd datavaliditet

- Ofta oklar statistisk analys

- Ingen peer review av rapporter

- Utgör underlag för kliniskt förbättringsarbete

- Används för klinisk forskning

- Drar mycket resurser



  

Guidelines för kvalitetsregister?

- Systemutveckling

- Registerinnehåll

- Registrering av data

- Validering av data

- Analys av data

- Rapportering
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