Homework Assignment for Lecture 1
Design, Subjects and Randomization
Winter 2020 Clinical Trials Course (Epi 205)

Lecturer: Dennis Black
Reading Assignment for Lecture 1

Required Reading:

· Designing Clinical Research (4th Edition), Chapter 10, pages 142-147 and Chapter 11, pages 151-158.
· Abstracts:

· Read abstract and watch 3 min video abstract of a cluster randomized, international study. A community-based comprehensive intervention to reduce cardiovascular risk in hypertension (HOPE 4): a cluster-randomised controlled trial (Schwalm et al, Lancet 10/19)
· https://www.sciencedirect.com/science/article/pii/S014067361931949X?via%3Dihub
______________________________________________________________________________
Homework Assignment for Lecture 1

Total score = 17 points

Assignment file: AssignL1_2020.doc
Assignment due: 

· email to TAs (UCSFClinicalTrials2020@gmail.com) by January 13, 2020; 5pm.  

· 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 23, 2020
1.  Please read the following abstract and answer the questions below:
[image: image1.emf]
From the methods section of this abstract:

[image: image2.emf]
a. What is the type of randomized trial and what is the unit of randomization? (1 pt)
b. Describe the intervention vs. the control (1 pt)
c. How could this study have been designed to use a standard parallel group design (i.e., randomization of individual patients)? (1 pt)
d. For this study, what are some advantages of this design compared to randomizing individual patients?  Name at least 2. (2 pts)
e. What are some disadvantages of clustered randomization in this trial? Name at least 1. (1 pt)
_________________________________________________________________________________
2.   Please read the following abstract and answer the questions below:

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 are as follows:

a. A lower-fat control diet with no pistachios
b. 1 serving/d of a pistachio diet (1 PD; 10% of energy from pistachios)
c. 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? (1 pt)
b. How could the investigators have designed this trial as a randomized, controlled, blinded, parallel groups clinical trial? (2 pts)
c. What are the advantages of this study design for this study vs a parallel groups design (2 or more) (2 pts)?

d. What are the disadvantages of the study design vs a parallel groups design (at least one) (1 pt)?
_________________________________________________________________________________
3.   The abstract below is from a trial of paroxetine (2 doses) vs. placebo for reducing hot flashes in post-menopausal women.
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Results From a Prospective Randomized Clinical Trial

Vered Stearns, Rebecca Slack, Nancy Greep, Ronda Henry-Tilman, Michael Osborne, Craig Bunnell,
Lynda Ullmer, Ann Gallagher, Jennifer Cullen, Edmund Gehan, Daniel F. Hayes, and Claudine Isaacs
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Purpose
In'an openabel tial we have previously demonstrated that paroxetine reduces hot flashes.
We initiated a stratified, randomized, double-blind, cross-over, placebo-controlled trial to
investigate the efficacy of paroxetine 10 mg and 20 mg compared to placebo in reducing hot
flash frequency and composite score. A secondary objective was to evaluate quality of life
(QOL) parameters.

Patients and Methods
Women who suffered at least two hot flashes a day for 1 month or longer were eligible.
Women were randomly assigned to 4 weeks of paroxetine 10 mg or 20 mg followed by
placebo for 4 weeks, or placebo for 4 weeks followed by paroxetine 10 mg or 20 mg for 4
weeks. Participants completed baseline daily hot flash diaries for one week prior to the start of
the study and throughout the study, and QOL questionnaires at baseline, week 5 and week 9.

Results
279 women were screened, and 151 were randomly assigned. Paroxetine 10 mg reduced
hot flash frequency and composite score by 40.6% and 45.6%, respectively, compared to
13.7% and 13.7% for placebo (P = .0006 and P = 0008, respectively). Paroxetine 20 mg
reduced hot flash frequency and composite score by 51.7% and 56.1%, respectively,
compared with 26.6% and 28.8% for placebo (P = 002 and P = .004, respectively). Efficacy
was similar between the two doses, but women were less likely to discontinue low-dose
paroxetine. Paroxetine 10 mg was associated with a significant improvement in sleep
compared with placebo (P = .01).

Conclusion
Paroxetine is an effective treatment for hot flashes in women with or without a prior
breast cancer.

J Clin Oncol 23:6919-6930. © 2005 by American Society of Clinical Oncology
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Fig 2 (A) Average percentage reduction in hot flash frequency; (8) average
percentage reduction in hot flash composite score.




a. What is the type of randomized trial design used in this study? (1 pt)
b. What is a key assumption in this type of design? (1 pt) 

c. How does Figure 2a address this key assumption? (1 pt)
d. Describe in words the results from the Figure 2a for the 10 mg dose?  What question is it addressing and what is the answer? (1 pt)
e. Do you think the pooling to the P10-Pb and Pb-P20 is justified?  Why or why not? (1 pt)
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