
Family Med Presentation (10 Feb): Appraising new evidence 
 
Scenario 
You are a policy maker for the department of health and have to decide on the availability of 
treatment for certain conditions. The clinicians in government hospitals are exerting pressure on 
the government to make fibrates available for routine use in diabetic patients on top of the 
current simvastatin use. You are requested by the director general of health to investigate this 
issue, since it will contribute to an additional R40 million to the health budget. 
 
You do a search and find the following article: 
“ACCORD Study Group, Ginsberg HN, et al. Effects of combination lipid therapy in type 2 
diabetes mellitus. N Engl J Med. 2010 May 6;362(18):1748. PMID: 20228404” 
 
Below is an extract of the Methods section:  
 
Patients	were	enrolled	in	the	ACCORD	Lipid	trial	and	underwent	randomization	to	receive	simvastatin	plus	
either	fenofibrate	or	placebo.	Randomization	occurred	between	January	11,	2001,	and	October	29,	2005.	End-
of-study	visits	were	scheduled	between	March	and	June	2009.		
	
All	patients	 in	 the	ACCORD	study	had	type	2	diabetes	and	a	HbA1c	 	 level	of	7.5%	or	more.	 If	patients	had	
evidence	of	clinical	cardiovascular	disease,	the	age	range	was	limited	to	40	to	79	years;	if	they	had	evidence	of	
subclinical	cardiovascular	disease	or	at	 least	 two	additional	cardiovascular	risk	 factors,	 the	age	range	was	
compressed	 to	 55	 to	 79	 years.	 Patients	 were	 eligible	 to	 participate	 in	 the	 lipid	 trial	 if	 they	 also	 had	 the	
following:	an	LDL	cholesterol	level	of	1.55	to	4.65	mmol/L,	an	HDL	cholesterol	level	below	1.42	mmol/L)	for	
women	and	black	participants	or	below	1.29	mmol/L	for	all	other	groups,	and	a	triglyceride	level	below	8.5	
mmol/L.		
	
Randomization	was	performed	centrally	on	the	trial’s	website	with	the	use	of	permuted	blocks	to	maintain	
concealment	of	study-group	assignments.	Open-label	simvastatin	therapy	began	at	the	randomization	visit,	
and	 the	masked	 administration	 of	 either	 fenofibrate	 or	 placebo	 began	 1	month	 later.	 The	 initial	 dose	 of	
simvastatin	complied	with	national	lipid	guidelines	at	the	time	the	study	began.	At	the	start	of	the	trial,	the	
dose	of	fenofibrate	was	160	mg	per	day.		
A	fasting	plasma	lipid	profile	was	measured	at	the	ACCORD	central	laboratory	at	4,	8,	and	12	months	after	
randomization,	annually	thereafter,	and	at	the	end	of	the	study.	Safety	profiles,	including	liver-function	tests	
and	measurements	of	creatine	kinase	levels,	were	determined	at	1,	4,	8,	and	12	months	after	randomization	
and	annually	thereafter.		
	
The	prespecified	primary	outcome	was	the	first	occurrence	of	a	major	cardiovascular	event,	including	nonfatal	
myocardial	infarction,	nonfatal	stroke,	or	death	from	cardiovascular	causes.	Definitions	of	each	prespecified	
outcome	and	methods	of	ascertainment	are	detailed	in	Section	8	in	Supplementary	Appendix. 
	
The	study	was	designed	to	recruit	5800	patients,	with	a	power	of	87%	to	detect	a	20%	reduction	in	the	rate	of	
the	primary	outcome	for	patients	in	the	fenofibrate	group,	as	compared	with	placebo,	assuming	a	two-sided	
alpha	level	of	0.05,	a	primary	outcome	rate	of	2.4%	per	year	in	the	placebo	group,	and	an	average	follow-up	of	
approximately	5.6	years	for	patients	who	did	not	have	an	event.		
 
Analyses	of	outcomes	were	performed	with	the	use	of	time-to-event	methods,	according	to	the	intention-to-
treat	principle,	and	occurrences	of	outcomes	were	compared	with	the	use	of	hazard	ratios	and	95%	confidence	
intervals.	 Two-sided	 P	 values	 were	 obtained	 from	 likelihood	 ratio	 tests	 from	 Cox	 proportional-hazards	
regression	analyses.	The	Cox	models	contained	a	term	representing	study-group	assignment	plus	terms	for	
the	 following	 prespecified	 variables:	 study	 site,	 presence	 or	 absence	 of	 a	 previous	 cardio-vascular	 event.	
Between-group	differences	were	also	examined	 in	prespecified	subgroups	on	baseline	characteristics:	age,	
race,	sex,	 	previous	congestive	heart	failure,	smoking	status,	BMI,	BP,	medication	use,	duration	of	diabetes,	
HbA1c,	plasma	cholesterol	and	triglyceride	levels	at	baseline.	 
 
 



Below are extracts from the results section:  
 

 
 
1. Are the results of this study internally valid? 

• What selection bias was this study at risk for? How did the authors counteract this? 
• What information bias was this study at risk for? How did the authors counteract this? 
• Were all patients analysed in the groups to which they were randomised? 
• Was follow-up of patients sufficiently long and complete? 
• Were the groups treated equally, apart from the experimental treatment? 
• Were the groups similar at the start of the trial? Were there any significant differences? 
• What confounding variables were included in the regression analysis? (NB: remember 

the 3 criteria for confounding) 
  



Here are further results:  
 

 
 

 
 
 
 
 



 

 
 
2. Are the results of this randomised trial statistically and clinically significant? 

• Calculate the NNT with simvastatin + fenofibrate to prevent the primary outcome 
(major fatal and non-fatal cardiovascular event) 

• What is the cost of fenofibrate 160mg PO daily per month? (Trade names: Fenoglide, 
Tricor, and Triglide). How many patients could you support with R40 million per year? 

• In the 95% CIs for these outcomes, is the null value (which shows there is lack of 
statistical significance) 0 or 1? Why? 

• What factors may have contributed to the lack of statistical significance? 
 
3. Are the results of this study externally valid? Can you apply this evidence about therapy in 

caring for your patient? 
• Do these results apply to your patients? Is the treatment feasible in your setting? 
• Is your patient so different from those in the study that its results cannot apply? 
• What are your patient’s potential benefits and harms from the therapy? 
• Based on the sub-group analysis, who could possibly benefit from this intervention? 
• Would you advocate for fibrates to be made available?  


