
Evidence Table 2-1.  Study characteristics

	Citation
	Study Design
	Study Setting
	Asthma Severity
	Eligibility

	Overbeek, Huib, Kerstjens, et al., 1996
	Open label extension of randomized parallel arm, double-blinded, placebo controlled trial; 


	Country: Netherlands; 

Funding: Pharm + gov't grant; 

Tx Setting: Unknown/Other; Multicenter
	Stated: Not specified; Estimated: Unable to estimate
	Patient eligibility based on lung function only; 

1) FEV1 (type not specified) minimum 1.2 L and 1.64 to 4.5 residual SDs below predicted, or FEV1/inspiratory vital capacity ratio >1.64 residual SDs below predicted; 

2) Histamine PC20 maximum 8 mg/ml

Exclusions:  Patients with medication use or conditions likely to interfere with the purpose of the study

	Haahtela, Jarvinen, Kava, et al., 1994
	Open label extension of randomized parallel arm, double-blinded, controlled trial; 
	Country: Scandinavia; Funding: Not specified; Tx Setting: Unknown/Other ; Multicenter
	Stated: Mild; Estimated: Mild
	Patient eligibility based on lung function and symptoms;  

FEV1 (postdose) minimum 80% of predicted; increase of more than 15% after inhalation of beta-2 agonist or decrease of more than 15% after exercise tolerance test.

Maximum duration of symptoms 12 months.  

Exclusions:  history of smoking within 6 months,  regular asthma treatment, prior treatment with corticosteroids or cromolyn 

	Agertoft and Pedersen, 1994
	Prospective cohort analysis within parallel, controlled trial;

Patients stratified by prior duration of asthma.
	Country: Scandinavia; Funding: Not specified; Tx Setting: Unknown/Other
	Stated: Mild-moderate; Estimated: Mild-Severe
	Patient eligibility based on utilization and stated severity; 

Minimum of three prior visits to clinic within past year, with mild to moderate asthma.

Exclusions:  prior use of inhaled corticosteroids for more than 2 weeks per year; other chronic diseases

	Selroos, Pietinalho, Lofroos, et al., 1995
	Prospective cohort study; 

Patients stratified by prior duration of asthma.
	Country: Scandinavia; Funding: Not specified; Tx Setting: Unknown/Other
	Stated: Mild-moderate; Estimated: Mild-Severe
	Patient eligibility based on lung function and symptoms; 

FEV1 (type not specified) maximum 75% of predicted or PEF (a.m. clinic) maximum 75% of predicted; and/or use of inhaled bronchodilators >3x/week, and/or regular asthma symptoms during day or night, and/or reduced exercise tolerance,

Exclusions:  prior use of inhaled corticosteroids; irreversible airway obstruction


Evidence Table 2-2.  Study parameters

	Citation
	Pretreatment
	Study Arm
	N enrolled
	Corticosteroid Delay
	Treatment

	N
	None
	ICS-immediate
	
	Corticosteroids delayed 0 months, then administered for 36 months
	All patients received 200 mcg beclomethasone dipropionate 4x daily; All patients received 500 mcg Terbutaline 4x daily

	
	
	ICS-delayed
	
	6
	All patients received 500 mcg terbutaline 4x daily for entire study; 

Some patients received 40 mcg ipratropium bromide 4x daily for first 30 mths; 

All patients received 200 mcg beclomethasone dipropionate 4x daily for final 6 months of study.

	Haahtela, Jarvinen, Kava, et al., 1994
	Run-in 2 weeks, to establish patient eligibility;
	ICS-immediate
	
	Corticosteroids delayed 0 months, then administered for 36 months
	All patients received 600 mcg budesonide 2x daily for first 24mths, then reduced to 200mcg 2x daily for final 12mths. 

	
	
	ICS-delayed
	
	Corticosteroids delayed 24 months, then administered for 12 months
	All patients received 600 mcg budesonide 2x daily for final 12mths of study

	Agertoft and Pedersen, 1994
	Run-in 52 weeks, to establish patient eligibility
	ICS-immediate
	
	Prior duration of asthma 0-12 months; inhaled corticosteroids administered for at least 24 months
	All patients received 800 mcg budesonide daily (frequency of dosing not specified)

	
	
	ICS-delayed 1
	
	Prior duration of asthma 12-24 months;  inhaled corticosteroids administered for at least 24 months
	All patients received 800 mcg budesonide daily

(frequency of dosing not specified)

	
	
	ICS-delayed 2
	
	Prior duration of asthma 24-36 months;  inhaled corticosteroids administered for at least 24 months
	All patients received 800 mcg budesonide daily

(frequency of dosing not specified)

	
	
	ICS-delayed 3
	
	Prior duration of asthma 12-24 months;  inhaled corticosteroids administered for at least 24 months
	All patients received 800 mcg budesonide daily

(frequency of dosing not specified)


Evidence Table 2-2.  Study parameters (continued)

	Citation
	Pretreatment
	Study Arm
	N enrolled
	Corticosteroid Delay
	Treatment

	Selroos, Pietinalho, Lofroos, et al., 1995
	None
	ICS-immediate
	
	Prior duration of asthma 0-6 months;  inhaled corticosteroids administered for 24 months
	Average daily dose for entire population 454 mcg budesonide 2x daily at start of study; 374 mcg 2x daily after 2 years’ treatment.

	
	
	ICS-delayed 1
	
	Prior duration of asthma 6-12 months;  inhaled  corticosteroids administered for 24 months
	Average daily dose for entire population 454 mcg budesonide 2x daily at start of study; 374 mcg 2x daily after 2 years’ treatment.

	
	
	ICS-delayed 2
	
	Prior duration of asthma 12-24 months;  inhaled corticosteroids administered for 24 months
	Average daily dose for entire population 454 mcg budesonide 2x daily at start of study; 374 mcg 2x daily after 2 years’ treatment.

	
	
	ICS-delayed 3
	
	Prior duration of asthma 24-60 months;  inhaled corticosteroids administered for 24 months
	Average daily dose for entire population 454 mcg budesonide 2x daily at start of study; 374 mcg 2x daily after 2 years’ treatment.

	
	
	ICS-delayed 4
	
	Prior duration of asthma 60-120 months;  inhaled corticosteroids administered for 24 months
	Average daily dose for entire population 454 mcg budesonide 2x daily at start of study; 374 mcg 2x daily after 2 years’ treatment.

	
	
	ICS-delayed 5
	
	Prior duration of asthma >120 months;  inhaled corticosteroids administered for 24 months
	Average daily dose for entire population 454 mcg budesonide 2x daily at start of study; 374 mcg 2x daily after 2 years’ treatment.


Evidence Table 2-3.  Population characteristics

	Citation
	Study Arm
	Pop Age

(mean +/- SD)
	% Male/Female
	Avg Duration of Asthma (Months)
	% Atopic Patients
	Baseline Lung Function Values

  FEV1                          PEF
	Baseline Symptom Values

	Overbeek, Huib, Kerstjens, et al., 1996
	ICS-immediate
	36.8 +/- 11.9
	53.1/ 46.9
	NR
	67.3
	64.6 +/- 14.1% pred
	NR

	
	ICS-delayed
	37.7 +/- 12.6
	64.2/ 35.8
	NR
	66.0
	61.2 +/- 15.6% pred
	NR

	Haahtela, Jarvinen, Kava, et al., 1994
	ICS-immediate
	37.3 +/- 11.3
	30.0/ 70.0
	7.3
	68.0
	3.17 +/- 0.8 L             436 +/- 
84.9 L/min

(postdose)                  (home)
	Daytime symptom score, 2.2 (mean)

	
	ICS-delayed
	38.1 +/- 13.1
	26.4/ 73.6
	6.7
	75.5
	3.05 +/- 0.7 L             438 +/- 
72.8 L/min

(postdose)                  (home)
	Daytime symptom score, 2.2 (mean)

	Agertoft and Pedersen, 1994
	ICS-immediate
	6.2 

(entire study population)
	68.5/31.5
	0-24 mths

(range)
	NR
	81.3% pred

(entire study population)
	NR

	
	ICS-delayed1
	NR
	NR
	24-36 mths

(range)
	NR
	NR
	NR

	
	ICS-delayed2
	NR
	NR
	36-60 mths

(range)
	NR
	NR
	NR

	
	ICS-delayed3
	NR
	NR
	>60 mths

(range)
	NR
	NR
	NR


Evidence Table 2-3.  Population characteristics (continued)

	Citation
	Study Arm
	Pop Age

(mean +/- SD)
	% Male/Female
	Avg Duration of Asthma (Months)
	% Atopic Patients
	Baseline Lung Function Values

   FEV1                            PEF
	Baseline Symptom Values

	Selroos, Pietinalho, Lofroos, et al., 1995
	ICS-immediate
	42  +/- 10
	7.1 / 92.9
	0-6 mths

(range)
	64.2
	70 +/- 21% pred      72 +/- 24% 
pred

                                     (clinic)
	NR

	
	ICS-delayed 1
	52 +/- 12
	42.9 / 57.1
	6-12 mths

(range)
	57.1
	70 +/- 21 % pred     67 +/- 24% 
pred

                                      (clinic)
	NR

	
	ICS-delayed 2
	39  +/- 16
	46.2 / 53.8
	12-24 mths

(range)
	61.5
	78 +/- 18% pred      79 +/- 16% 
pred

                                      (clinic)
	NR

	
	ICS-delayed 3
	49 +/- 16
	52.6 / 47.4
	24-60 mths

(range)
	63.2
	60 +/- 16% pred      66 +/- 20% 
pred

                                      (clinic)
	NR

	
	ICS-delayed 4
	54 +/- 14
	46.7 / 53.3
	60-120 mths

(range)
	60.0
	62 +/- 18% pred     62 +/- 24% 
pred

                                      (clinic)
	NR

	
	ICS-delayed 5
	62 +/- 9
	33.3 / 66.7
	>120 mths

(range)
	77.8
	67 +/- 21% pred     65 +/- 28% 
pred

                                      (clinic)
	NR


Evidence Table 2-4.  Lung function outcomes:  FEV1

	Citation
	Study Arm
	# Enrolled
	# Evaluable
	Study Duration (years)
	FEV1 Baseline
	FEV1 Final
	FEV1 

p value
	Comments

	Overbeek, Huib, Kerstjens, et al., 1996
	ICS-immediate
	(91)
	49
	3.0
	64.6 +/- 14.1% predicted
	13.8% pred (change, 95% CI, 7.7-18.7) 
	
	Number of patients enrolled includes both COPD and asthma patients, number evaluable includes only asthma patients.

	
	ICS-delayed
	(183)
	53
	3.0
	61.2 +/- 15.6% predicted
	8.5% pred (change, 95% CI, 3.3-15.9) 
	NS
	Comparison only made of rise in FEV1 during initial 3 mths treatment with ICS in both groups.

	Haahtela, Jarvinen, Kava, et al., 1994
	ICS-immediate
	50
	16
	3.0
	3.17 +/- 0.8 L
	3.32 L
	
	Values represent FEV1 at start of initial study and final FEV1 after 3 years.

	
	ICS-delayed
	53
	36
	3.0
	3.05 +/- 0.7 L
	3.07 L
	
	No statistical comparison performed on change in FEV1 from start of study until final endpoint.

	Agertoft and Pedersen, 1994
	ICS-immediate
	
	
	3.7
	NR
	8.2% pred/yr (change, 95% CI, 6.1, 10.3)
	
	Final FEV1 % predicted 101 +/- 13.6%

Calculation of % increase/yr in FEV1 by linear regression probably not appropriate. 

	
	ICS-delayed 1
	
	
	3.7
	NR
	6.7% pred/yr (change, 95% CI, 5.0, 8.4)
	
	

	
	ICS-delayed 2
	
	
	3.7
	NR
	3% pred/yr (change, 95% CI, 1.8, 4.2)
	
	

	
	ICS-delayed 3
	
	
	3.7
	NR
	2.4% pred/yr (95% CI, 1.1, 3.7)
	
	Final FEV1 % predicted 96.2 +/- 9.5%, p<0.05 as compared to ICS-immediate group.


Evidence Table 2-4.  Lung function outcomes:  FEV1 (continued)

	Citation
	Study Arm
	# Enrolled
	# Evaluable
	Study Duration (years)
	FEV1 Baseline
	FEV1 Final
	FEV1 

p Value
	Comments

	Selroos, Pietinalho, Lofroos, et al., 1995
	ICS-immediate
	14
	
	2.0
	70 +/- 21 

% predicted
	87 +/- 18.7 

% predicted
	
	

	
	ICS-delayed 1
	35
	
	2.0
	70 +/- 21 

% predicted
	75 +/- 17.7 

% predicted
	.0100,  
	Comparison of change in FEV1 vs. Ctl

	
	ICS-delayed 2
	13
	
	2.0
	78 +/- 18 

% predicted
	85 +/- 18.0 

% predicted
	<.0500, 
	Comparison of change in FEV1 vs. Ctl

	
	ICS-delayed 3
	19
	
	2.0
	60 +/- 16 

% predicted
	68 +/- 21.8 

% predicted
	NS
	Comparison of change in FEV1 vs. Ctl

	
	ICS-delayed 4
	15
	
	2.0
	62 +/- 18 

% predicted
	66 +/- 19.4 

% predicted
	<.0500, 
	Comparison of change in FEV1 vs. Ctl

	
	ICS-delayed 5
	9
	
	2.0
	67 +/- 21 

% predicted
	67 +/- 30.0 

% predicted
	<.0100, 
	Comparison of change in FEV1 vs. Ctl




Evidence Table 2-5.  Lung function outcomes:  PEF

	Citation
	Study Arm
	# Enrolled
	# Evaluable
	Study Duration (years)
	PEF Baseline
	PEF Final
	PEF 
p Value
	Comments

	Overbeek, Huib, Kerstjens, et al., 1996
	ICS-immediate
	(91)
	49
	3.0
	NR
	NR
	
	

	
	ICS-delayed
	(183)
	53
	3.0
	NR
	NR
	
	

	Haahtela, Jarvinen, Kava, et al., 1994
	ICS-immediate
	50
	16
	3.0
	436 +/- 84.9 L/min
	482 L/min
	
	No statistical tests of initial and final PEF values performed.

	
	ICS-delayed
	53
	36
	3.0
	438 +/- 72.8 L/min
	453 L/min
	
	

	Agertoft and Pedersen, 1994
	ICS-immediate
	
	
	3.7
	NR
	NR
	
	

	
	ICS-delayed 1
	
	
	3.7
	NR
	NR
	
	

	
	ICS-delayed 2
	
	
	3.7
	NR
	NR
	
	

	
	ICS-delayed 3
	
	
	3.7
	NR
	NR
	
	

	Selroos, Pietinalho, Lofroos, et al., 1995
	ICS-immediate
	14
	
	2.0
	72 +/- 24% predicted
	93 +/- 26.2% predicted
	
	Outcomes compared by change, Tx vs. Ctl

	
	ICS-delayed 1
	35
	
	2.0
	67 +/- 24% predicted
	79 +/- 23.7% predicted
	NS
	Outcomes compared by change, Tx vs. Ctl

	
	ICS-delayed 2
	13
	
	2.0
	79 +/- 16% predicted
	91 +/- 21.6% predicted
	NS
	Outcomes compared by change, Tx vs. Ctl

	
	ICS-delayed 3
	19
	
	2.0
	66 +/- 20% predicted
	72 +/- 17.4% predicted
	<.050 
	Outcomes compared by change, Tx vs. Ctl

	
	ICS-delayed 4
	15
	
	2.0
	62 +/- 24% predicted
	64 +/- 15.5% predicted
	<.010
	Outcomes compared by change, Tx vs. Ctl

	
	ICS-delayed 5
	9
	
	2.0
	65 +/- 28% predicted
	67 +/- 33.0% predicted
	<.050
	Outcomes compared by change, Tx vs. Ctl


Evidence Table 2-6.  Lung function outcomes:  Bronchial hyperreactivity

	Citation
	Study Arm
	# Enrolled
	# Evaluable
	Study Duration (years)
	PC20 Baseline
	PC20 Final
	PC20 

p Value
	Comments

	Overbeek, Huib, Kerstjens, et al., 1996
	ICS-immediate
	(91)
	49
	3.0
	
	1.77 DD Histamine (95% CI, 1.07-2.56)
	
	

	
	ICS-delayed
	(183)
	53
	3.0
	
	0.79 DD Histamine (95% CI, 0.00-1.44)
	=.030 
	Outcomes compared by change, Tx vs. Ctl

	Haahtela, Jarvinen, Kava, 

et al., 1994
	ICS-immediate
	50
	16
	3.0
	2.80 DD Histamine +/- 2.2
	5.0 DD Histamine 
	
	Results reported as PC15.

	
	ICS-delayed
	53
	36
	3.0
	2.80 DD Histamine +/- 2.1
	4.2 DD Histamine 
	
	Results reported as PC15.

	Agertoft and Pedersen, 1994
	ICS-immediate
	
	
	3.7
	NR
	NR
	
	

	
	ICS-delayed 1
	
	
	3.7
	NR
	NR
	
	

	
	ICS-delayed 2
	
	
	3.7
	NR
	NR
	
	

	
	ICS-delayed 3
	
	
	3.7
	NR
	NR
	
	

	Selroos, Pietinalho, Lofroos, et al., 1995
	ICS-immediate
	14
	
	2.0
	NR
	NR
	
	

	
	ICS-delayed 1
	35
	
	2.0
	NR
	NR
	
	

	
	ICS-delayed 2
	13
	
	2.0
	NR
	NR
	
	

	
	ICS-delayed 3
	19
	
	2.0
	NR
	NR
	
	

	
	ICS-delayed 4
	15
	
	2.0
	NR
	NR
	
	

	
	ICS-delayed 5
	9
	
	2.0
	NR
	NR
	
	


Evidence Table 2-7.  Symptoms/medications outcomes

	Citation
	Study Arm
	Enrolled
	Pts Eval
	Treatment Duration (weeks)
	Baseline Daytime Symptom Score
	Final Daytime Symptom Score
	p Value
	Oral Steroid Use
	p Value

	Overbeek, Huib, Kerstjens, et al., 1996
	ICS-immediate
	49
	
	
	
	
	
	
	

	
	ICS-delayed
	53
	
	
	
	
	
	
	

	Haahtela, Jarvinen, Kava, et al., 1994
	ICS-immediate
	50
	16
	156
	2.2 (scale, 0 - 10)
	1.4 (scale, 0 - 10)
	NR
	9 courses in 4 pts
	NR

	
	ICS-delayed
	53
	36
	156
	2.2 (scale, 0 - 10)
	1.8 (scale, 0 - 10)
	NR
	12 courses in 8 pts
	NR

	Agertoft and Pedersen, 1994
	ICS-immediate
	NR
	
	
	
	
	
	
	

	
	ICS-delayed3
	NR
	
	
	
	
	
	
	

	
	ICS-delayed2
	NR
	
	
	
	
	
	
	

	
	ICS-delayed1
	NR
	
	
	
	
	
	
	

	Selroos, Pietinalho, Lofroos, et al., 1995
	ICS-immediate
	14
	
	
	
	
	
	
	

	
	ICS-delayed 5
	9
	
	
	
	
	
	
	

	
	ICS-delayed 4
	15
	
	
	
	
	
	
	

	
	ICS-delayed 3
	19
	
	
	
	
	
	
	

	
	ICS-delayed 2
	13
	
	
	
	
	
	
	

	
	ICS-delayed 1
	35
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