Cohort Studies with Variable Exposure and
Follow-up
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Optimal oral anticoagulant therapy
in patients with nonrheumatic atrial fibrillation

and recent cerebral ischemia.
The European atrial Fibrillation Trial Study Group.
New Eng J Med 333:5-10,1995.
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PY Ischemic events Major bleeding Either event
exposure No No/100PY No No/100PY No No/100PY
unknown 72 4 7 2 3 7 10
<2.0 40 7 18 0 0 7 18
20-29 186 3 2 1 6 3
3.0-39 114 4 4 3 3 7 7
40-4.9 27 6 26 1 4 8 30
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Multivariate analysis of the ischemic and hemorrhagic complications that occurred
first in the study patients.

variable Adjusted rate ratio (95% CI) p-value
INR
<2.0 1.0
20-29 0.2 (0.1-0.6) 0.003
3.0-3.9 0.4(0.1-1.12) 0.075
40-4.9 1.6 (0.6 — 4.6) 0.378
5.0 3.6(1.2-11) 0.022
yr
75 1.0 0.002
75< 3.1(1.5-6.4)
160 1.0
160< 1.6 (0.3-3.9) 0.325
No 1.0
Yes 1.4 (0.6 -3.4) 0.431
No 1.0
Yes 29(1.4-5.9) 0.003
2.0-3.9

intention-to-treat

Intention-to-treat
analysis



Study questions

1. Study population
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2. exposure exposure heterogeneity
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6. Poisson regression

Rates (or person time) Poisson regression multivariate
technique
7. Person years person years
1
Person years; known INR = 377PY; unknown INR = 72 PY; total INR = 449 PY
214 449 /214 = 2.10 years
PY
8. INR 2.0 reference (=1.0) Table2 crude rate ratio
Table 3  Poisson Confounder
multivariate analysis

INR Events /100 PY Crude RR Adjusted RR
<2.0 18 1.00 1.0
20-29 3 0.17 0.2
3.0-3.9 7 0.38 0.4
40-4.9 30 1.67 1.6

5.0 60 3.33 3.6
confounder crude confounder

adjusted RR confounder
9 Table crude RR 95% ClI
95% CI = exp [In(RR) £1.96 x (1/xi + 1/x0)Y?]
Xi  crude RR Xo 20-29

Xi=3.2, X0 =17.5
INR Events PY rate Crude RR Lower Upper adjusted
unknown 7 72 9.7 0.56 0.19 1.58
<2.0 7 40 175 1.0
20-29 6 186 3.2 0.18 0.06 0.55 0.1-0.6
3.0-3.9 7 114 6.1 0.35 0.12 1.00 01-11
40-4.9 8 27 29.6 1.69 0.61 4.67 0.6-4.6

5.0 6 10 60.0 3.43 1.15 10.20 1.2-11

95%CI crude  adjusted data
INR category
INR
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