	Table 2: Effect of true coefficient of the pollutant (PM10) and autocorrelation on estimates arrived at with the different methods. Scenarios with seasonal confounding (see Figure 1B) and mean of 22.

	True coefficient
	Indicators
	With autocorrelationa
	Without autocorrelationa

	
	
	Time-series analyzed with non parametric Poissonc
	Case-crossover
	Time-series analyzed with non parametric Poissonc
	Case-crossover

	
	
	
	Analyzed as case-controlb
	Full semi-symmetric analyzed wit GLMMg
	
	Analyzed as case-controlb
	Full semi-symmetric analyzed with GLMM7

	
	
	
	Symmetricd
	Semi-symmetrice
	TS-CCOf
	
	
	Symmetricd
	Semi-symmetrice
	TS-CCOe
	

	0
	% Biash 

SD(x1000)i

% Coveragej

% Significancek
	-- --

0.51

95.4

4.60
	-- --

0.68

95.9

4.1
	-- --

0.80

95.2

4.8
	-- --

0.65

96.0

4.0
	-- --

0.38

90.8

9.2
	-- --

0.45

95.1

4.9
	-- --

0.55

94.9

5.1
	-- --

0.62

94.8

5.2
	-- --

0.50

95.9

4.1
	-- --

0.46

94.4

5.6

	0.0005
	% Biash 

SD(x1000)i

% Coveragej

% Significancek
	2.78

0.51

94.7

16.5
	26.06

0.68

95.8

13.0
	6.14

0.81

95.3

8.6
	22.29

0.64

94.5

15.5
	45.83

0.39

94.6

35.4
	-0.47

0.47

93.1

21.2
	10.19

0.57

93.8

18.9
	-2.64

0.63

94.2

12.4
	5.13

0.52

94.6

18.7
	24.89

0.48

92.7

29.6

	0.001
	% Biash 

SD(x1000)i

% Coveragej

% Significancek
	2.34

0.50

95.6

51.4
	13.07

0.70

94.5

37.0
	2.92

0.82

94.7

23.5
	12.73

0.63

95.0

42.3
	7.91

0.39

96.4

70.7
	1.90

0.44

94.9

63.5
	9.20

0.55

93.9

53.1
	3.09

0.62

95.3

39.5
	5.91

0.50

94.9

56.4
	14.16

0.46

93.2

72.4

	0.002
	% Biash 

SD(x1000)i

% Coveragej

% Significancek
	2.22

0.52

94.1

97.6
	6.49

0.67

96.1

87.2
	2.67

0.80

96.0

71.5
	7.87

0.63

94.6

92.9
	-10.80

0.39

95.9

99.1
	-0.87

0.45

95.1

99.6
	3.29

0.53

94.6

97.1
	-1.63

0.60

96.1

89.5
	-0.01

0.49

95.7

98.4
	5.11

0.46

94.3

99.9

	0.003
	% Biash 

SD(x1000)i

% Coveragej

% Significancek
	1.52

0.58

94.7

100.0
	3.76

0.71

94.1

99.2
	2.06

0.84

95.1

96.5
	4.75

0.65

93.8

99.7
	-17.60

0.44

80.5

100.0
	-0.41

0.42

96.1

100.0
	3.08

0.52

95.8

100.0
	-0.71

0.60

95.0

99.8
	0.43

0.47

96.4

100.0
	3.66

0.43

95.3

100.0

	0.004
	% Biash 

SD(x1000)i

% Coveragej

% Significancek
	0.62

0.52

94.4

100.0
	1.90

0.70

94.7

100.0
	0.42

0.83

94.3

99.9
	3.28

0.64

93.9

100.0
	-21.25

0.39

49.0

100.0
	0.23

0.42

95.5

100.0
	3.46

0.53

93.5

100.0
	-0.02

0.60

96.4

100.0
	0.72

0.48

95.6

100.0
	3.29

0.43

94.5

100.0

	0.005
	% Biash 

SD(x1000)i

% Coveragej

% Significancek
	0.15

0.51

94.1

100.0
	0.74

0.67

95.8

100.0
	-0.30

0.79

95.8

100.0
	2.20

0.61

94.8

100.0
	-23.39

0.38

20.8

100.0
	0.03

0.44

94.9

100.0
	2.78

0.54

94.3

100.0
	-0.13

0.60

95.4

100.0
	0.34

0.49

95.3

100.0
	2.48

0.44

93.8

100.0


SD: Standard deviation

a. Autocorrelation present in the pollutant time series (see Figure 1); and without autocorrelation, the original series being re-permuted (random re-assortment of existing data)

b. Analyzed as matched case-control with exact conditional logistic regression

c. Analyzed by means of generalized additive models (GAM) with Poisson response, using smoothing splines with 7df per year as smoothers to control for trend, and strict convergence criteria, and gam.exact for calculating standard errors.

d. Two control days: one, 7 days before, and the other, 7 days after the event. With subjects from the first and last 7 days of the series being eliminated (see reference 8 and 12)

e. One randomly chosen control day, 7 days before or after the event, sing conditional logistic regression with weighting (see reference 13)

f. Calendar months taken as strata, with referent days matched on day of week within strata ((see references 5 and 34)).

g. Randomly chosen control period: 14 days before or after the event. Analyzed by means of GLMM: Generalized Linear Mixed Models

h. Percentage of bias of mean coefficients of 1000 replicates vis-à-vis true value of coefficient: 
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i. Standard deviation of the coefficients of 1000 replicates.

j. % of replicates that include the true value of the coefficient within the 95% CI of the coefficient (0.001)

k. % of replicates that prove statistically significant (lower confidence interval above 0 ). Acts as indicator of statistical efficiency
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