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(a) Research question and hypothesis

This is a study about oral contraceptive estrogen dose and deep venous thromboembolism (DVT). Combination oral contraceptives are made of a combination of estrogen and progesterone, and come in various formulations and dosages. DVT is a potentially life threatening condition in which blood clots (thromboses) and may travel (embolize) to various organs, including the lungs (a pulmonary embolism). This study asks whether lower dose formulations are less likely to cause DVT than higher dose formulations.

(b) Population and sample
 

This study population consisted of Michigan Medicaid oral contraceptive users between 15- and 44-years of age. Observations occurred between 1980 - 1986. Results will be used to infer the effects of oral contraceptive estrogen dose to women of childbearing age.

(c) Exposure
 

Three dosage levels are considered: 

· Low dose  (< 50 mcg estrogen)

· Intermediate-dose (50 mcg estrogen)

· High-dose (> 50 mcg estrogen)

The rate in the low-dose group will serve as a baseline for comparison. 

(d) Disease or health outcome 

Cases were hospitalized for DVT while having a current prescription for a combination oral contraceptive. Cases were initially identified with computerized administrative records and were confirmed by record review. 

(e) Type of study

This is a cohort study with three exposure groups. Cohort members were followed for 56 days following receipt of a prescription for an combination oral contraceptive. Person-days of exposure were summed for individuals.

(f) Measures of disease frequency and association  

Rates of DVT were calculated in low-, intermediate-, and high-dose oral contraceptive sub-cohorts. Rates were combined in the form of rate ratios (relative risks). The rate of intermediate-dose formulations is compared to low-dose formulations, and the rate of high-dose formulations is compared to low-dose formulations. Relative risks were adjusted for age- and time-period, and other factors. 

(g) Results 

Incidences of DVT were as follows:

· In low-dose users:4.2 per 10,000 person-years 

· In intermediate-dose users: 7.0 per 10,000 person-years

· In high-dose users was 10.0 per 10,000 person-years. 

After adjustment for the potential confounders of age, race, residence, and time-period, RR were as follows:

· Intermediate vs. low-dose formulations: 1.5 (95% confidence interval: 1.02 - 2.1) 

· High vs. low-dose formulations: 1.7 (95% confidence interval: 0.9 - 3.0)  

Both intermediate- and high-dose formulations are associated with a positive association for DVT. There is evidence of a dose-response relation (biological gradient): the intermediate-dose formulations were associated with a 50% increase in risk and the high-dose formulations were associated with a 70% increase in risk.  

(h) Potential errors and limitations 

The author (me!) discusses several possible flaws, including: 

· Diagnostic bias (p. 34, paragraph 6), which is a form of information bias

· Unmeasured confounders (p. 35)

· Yada, yada, yada

(i) Bottom line 

Results support the hypothesis of a biological gradient between oral contraceptive estrogen dose and DVT risk, with high-dose pills being riskier than the intermediate-dose pills. This suggests that women should use the lowest dose pill possible.
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� This report is based on the article #2 in Studying-A-Study-Practice.pdf. When you list your reference, use APA Style. Note: Most major journals do NOT use APA Style. They use Uniform Biomedical (“Vancouver”) Style. 


� This section should demonstrate understanding of the primary research question and the premise upon which it is based.


� Consider person, place, time, and any other factor that define the population. Also consider sampling methods used and the “super-population” to which inferences will be targeted (the “target population”). 


� Some studies will assess multiple exposures. In such instances, focus on one, two, or at most three primary exposures.


� Identify how cases were identified. What was the “case definition”? 


� The results from this particular study are narrowly focused. (It was published as a “Brief Original Contribution”.) A larger report will contain many results. Be selective -- do not report every result in the paper.


� This section will be difficult to write. Have fun with it. Do not be too concerned with “getting it right.” See what the authors say about the limitations of the study and try to relate these to the language we used in describing systematic error and random error.


� “Bottom line” implies “almost crypic.” 
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