LECTURE ONE:  Design, Subjects and Randomization



Reading Assignment for Lecture 1

Required Reading:

· Designing Clinical Research (3rd Edition), Chapter 10, pages 152-157 and Chapter 11, pages 163-168 and 177.

· Lippman S, et al. Effect of selenium and vitamin E on risk of prostate cancer and other cancers. JAMA. 2009;301(1):(doi:10.1001/jama.2008.864.         [Note: read abstract and comment sections, review the tables and figures and skim the rest]
· Gaziano J, et al. Vitamins E and C in the prevention of prostate and total cancer in men: The Physicians' Health Study II randomized controlled trial. JAMA 2009;301(1):(doi:10.1001/jama.2008.862 [Note: read abstract; skim the rest]
· Black DM, et al. PaTH Study Investigators. The effects of parathyroid hormone and alendronate alone or in combination in postmenopausal osteoporosis.  N Engl J Med. 2003:349:1207-15. [Note: read abstract only] 

· Section from PaTH Protocol
Optional Reading:

· Friedman, Furberg and DeMets. Chapters 3, 4 and 5.

Homework Assignment for Lecture 1

Assignment file: AssignL1_2010.doc
Assignment due: 

· email to Vivek Jain at clinicaltrials2010@yahoo.com by January 11, 2010 by 5 PM.  

· Make sure that your NAME is on the top of the document

· Use this format to name your homework documents:  LastnameFirstname_L#, for example: SmithJohn_AssignL1

· Subject Line of email:  SmithJohn_L1

· bring a copy of homework to Section I on January 21, 2010

Please answer the following questions. 

1. OBJECTIVE: To assess the effectiveness of an activity program in improving function, quality of life, and falls in older people in residential care. DESIGN: Cluster randomized controlled trial with one-year follow-up. SETTING: 41 low-level dependency residential care homes in New Zealand. PARTICIPANTS: 682 people aged 65 years or over. INTERVENTIONS: 330 residents (21 homes) were offered a goal setting and individualized activities of daily living activity program by a gerontology nurse, reinforced by usual healthcare assistants; 352 residents (20 homes) received social visits. MAIN OUTCOME MEASURES: Function (late life function and disability instruments, elderly mobility scale, FICSIT-4 balance test, timed up and go test), quality of life (life satisfaction index, EuroQol), and falls (time to fall over 12 months). Secondary outcomes were depressive symptoms and hospital admissions. RESULTS: 473 (70%) participants completed the trial. The program had no impact overall. However, in contrast to residents with impaired cognition (no differences between intervention and control group), those with normal cognition in the intervention group may have maintained overall function (late life function and disability instrument total function, P=0.024) and lower limb function (late life function and disability instrument basic lower extremity, P=0.015). In residents with cognitive impairment, the likelihood of depression increased in the intervention group. No other outcomes differed between groups. CONCLUSION: A program of functional rehabilitation had minimal impact for elderly people in residential care with normal cognition but was not beneficial for those with poor cognition. (Kerse, et al. BMJ. 2008;337:a1445)

a. 
What is the study design? 

b.
How could this study have been designed to use individual randomization (i.e., randomization of individual patients)?

c. 
What do you think is the main reason that the authors choose to use a clustered randomization rather than individual randomization? What are some of the other advantages of this design compared to randomizing individual patients?

d. 
What are some disadvantages of clustered randomization in this trial? 

2. BACKGROUND: Nut consumption lowers cardiovascular disease (CVD) risk. Studies are lacking about the effects of pistachios, a nutrient-dense nut, on CVD risk factors, dose-response relations, and lipid-lowering mechanisms. OBJECTIVE: We evaluated the effects of 2 doses of pistachios, added to a lower-fat diet, on lipids and lipoproteins, apolipoprotein (apo)-defined lipoprotein subclasses, and plasma fatty acids. To investigate the mechanisms of action, we measured cholesteryl ester transfer protein and indexes of plasma stearoyl-CoA desaturase activity (SCD). DESIGN: In a randomized crossover controlled-feeding study, 28 individuals with LDL cholesterol > or = 2.86 mmol/L consumed 3 isoenergetic diets for 4 wk each. Baseline measures were assessed after 2 wk of a typical Western diet. The experimental diets included a lower-fat control diet with no pistachios, 1 serving/d of a pistachio diet (1 PD; 10% of energy from pistachios), and 2 servings/d of a pistachio diet (2 PD; 20% of energy from pistachios). RESULTS: The 2 PD decreased (P < 0.05 compared with the control diet) total cholesterol (-8%), LDL cholesterol (-11.6%), non-HDL cholesterol (-11%), apo B (-4%), apo B/apo A-I (-4%), and plasma SCD activity (-1%). The 1 PD and 2 PD, respectively, elicited a dose-dependent lowering (P < 0.05) of total cholesterol/HDL cholesterol (-1% and -8%), LDL cholesterol/HDL cholesterol (-3% and -11%), and non-HDL cholesterol/HDL cholesterol (-2% and -10%). CONCLUSIONS: Inclusion of pistachios in a healthy diet beneficially affects CVD risk factors in a dose-dependent manner, which may reflect effects on SCD. (Gebauer, et al. Am J Clin Nutr. 2008;88:651-9).

a.
What is the study design? 

b.
What are the advantages of the study design?

c.
What are the disadvantages of the study design? 

d. 
How could the investigators have designed this trial as a randomized, controlled, blinded, parallel groups clinical trial?
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