
Evidence Table 1-1.  Study characteristics

A.  ICS vs placebo (or no ICS)

	Citation
	Study Design
	Study Setting
	Asthma Severity
	Eligibility

	Children older than 5 years

	Childhood Asthma Management Program Research Group, 2000a
	Parallel, controlled; double-blinded; placebo; randomized
	Country: Multicountry; 

Funding: Govt. grant and pharm. co. supplied meds; 

Tx Setting: Unknown/Other Multicenter
	Stated: Mild-moderate 

Estimated: Mild-moderate
	Patient eligibility based on lung function and symptoms; Methacholine PC20 maximum 12.5; elig: presence of symptoms, or use of inhaled bronchodilator at least twice weekly, or use of daily meds for asthma

	Jonasson, Carlsen and Blomquist, 1998
	Randomized, parallel arm, double-blinded, placebo- controlled trial 
	Country: Scandinavia; 

Funding: Not specified; 

Tx Setting: Specialty care, 
university
	Stated: Mild; 

Estimated: Mild
	Eligibility based on symptoms only:

At least three previous obstructive episodes or one obstructive episode with atopy.  At least one obstructive episode within the last year

Exclusions:  ICS use within 2 mths; Cromolyn use within 4 wks; respiratory infection or asthma exacerbation requiring ER visit or hospitalization within 4 wks

	Simons, Dolovich, Moote, et al., 1997
	Randomized, parallel arm, double-blinded, placebo- controlled trial 
	Country: Canada; 

Funding: Pharm. Ind., grant; 

Tx Setting: Unknown/Other; 

Multicenter
	Stated: persistent; Estimated: Mild-moderate
	Eligibility based on lung function, symptoms, utilization: 

FEV1 (prebronchodilator) minimum 70% predicted; at least 10% increase FEV1 postbronchodilator; Methacholine PC20 maximum 8 mg; 

Exclusions:  ICS or oral steroids within 3 mths; more than 1 mth steroid use at any time; ER visits or hospitalizations for asthma within the last 3 mths; history of life-threatening asthma; adverse reactions to medications in study

	Hoekstra, Grol, Hovenga, et al., 1998
	Randomized, parallel arm, double-blinded, placebo- controlled trial 
	Country: Netherlands; 

Funding: Pharm + government 
grant; 

Tx Setting: Primary/specialty 
combination, univ/non-univ
	Stated: Moderate; Estimated: Mild-moderate
	Eligibility based on lung function and symptoms; 

FEV1 (type not specified) minimum 75% of predicted; 

Histamine PC20 maximum 8 mg/mL; increase in FEV1 at least 10% postbronchodilator; perennial symptoms requiring maintenance treatment

Exclusions: ICS use within 4 wks; oral steroids on more than three occasions within 6 mths.

	Agertoft and Pedersen, 1994
	Parallel arm, controlled trial
	Country: Scandinavia; 

Funding: Not specified; 

Tx Setting: Unknown/Other 
	Stated: Mild-moderate; 

Estimated: Mild-Severe
	Eligibility based on utilization only:

Attended clinic for at least three visits during previous year.

Exclusions: ICS or oral steroid use for more than 2wks per year

	van Essen-Zandvliet, Hughes, Waalkens, et al., 1992
	Randomized, parallel arm, double-blinded, placebo- controlled trial
	Country: Netherlands; 

Funding: Other: government; Tx Setting: Unknown/Other: 
university/non-university ; Multicenter
	Stated: Not specified; Estimated: Mild-Severe
	Eligibility based on lung function only: 

FEV1 (prebronchodilator) minimum 55% of predicted, maximum 90% of predicted; Increase in FEV1 at least 15% postbronchodilator;  Histamine PC20 maximum 150mcg

Exclusions:  none stated




Evidence Table 1-1.  Study characteristics (continued)

A. ICS vs placebo (or no ICS) (continued)

	Citation
	Study Design
	Study Setting
	Asthma Severity
	Eligibility

	Children younger than 5 years

	Storr, Lenney and Lenney, 1986
	Randomized, parallel arm, double-blinded, placebo- controlled trial 
	Country: United Kingdom; 

Funding: Academic grant; 

Tx Setting: Unknown/Other 
	Stated: Severe; 

Estimated: Unable to estimate
	Eligibility based on symptoms and utilization:

Unsatisfactory control of asthma, including hospital admissions within the past 6 months.

Exclusions:  none stated

	Connett, Warde, Wooler, et al., 1993
	Randomized, parallel arm, double-blinded, placebo- controlled trial
	Country: United Kingdom; Funding: Not specified; Tx Setting: Hospital inpatient
	Stated: Severe; Estimated: Unable to estimate
	Patient eligibility based on Symptoms only; 

Minimum 3 days/wk with symptoms during 2 wk run-in.

History of troublesome asthma, responsive to bronchodilators

Exclusions:  tx with ICS or oral steroids in 2 weeks prior to 2 wk run-in


B. ICS vs long acting Beta-2 agonists

	Citation
	Study Design
	Study Setting
	Asthma Severity
	Eligibility

	Verbene, Frost, Roorda, et al., 1997
	Randomized, parallel arm, double-blinded controlled trial 
	Country: Netherlands; 

Funding: Pharm. Ind., grant; 

Tx Setting: Unknown/Other:  
university/non-university ; Multicenter
	Stated: Mild-moderate; Estimated: Mild-moderate
	Eligibility based on lung function and symptoms:

FEV1 (prebronchodilator) minimum 55% predicted, maximum 90% predicted; Increase in FEV1 at least 10% postbronchodilator;  Methacholine PC20 maximum 150 mcg;  

Exclusions:  respiratory infection or exacerbation of asthma within 1 mth; ICS use within 6 mths; cromolyn use within 2 wk.

	Simons, Dolovich, Moote, et al., 1997
	Randomized, parallel arm, double-blinded, placebo- controlled trial 
	Country: Canada; 

Funding: Pharm. Ind., grant; 

Tx Setting: Unknown/Other; 

Multicenter
	Stated: persistent; Estimated: Mild-moderate
	Eligibility based on lung function, symptoms, utilization: 

FEV1 (prebronchodilator) minimum 70% predicted; at least 10% increase FEV1 postbronchodilator; Methacholine PC20 maximum 8 mg; 

Exclusions:  ICS or oral steroids within 3 mths; more than 1 mth steroid use at any time;  ER visits or hospitalizations for asthma within the last 3 mths; history of life-threatening asthma; adverse reactions to medications in study


Evidence Table 1-1.  Study characteristics (continued)

C.  ICS vs theophylline

	Citation
	Study Design
	Study Setting
	Asthma Severity
	Eligibility

	Tinkelman, Reed, Nelson, et al., 1993
	Randomized, parallel arm, double-blinded, placebo-controlled trial
	Country: USA; 

Funding: Pharm + Other 
(AAAI); 

Tx Setting: Unknown/Other; Multicenter
	Stated: Mild-moderate; Estimated: Mild-Severe
	Eligibility based on lung  function and symptoms; 

FEV1 (prebronchodilator) minimum 50% of predicted; increase in FEV1 at least 15% postbronchodilator; episodes of dyspnea, cough and wheezing requiring bronchodilator treatment

Exclusions: cigarette, cigar, pipe, marijuana smoking; respiratory infection within 3 wks; oral steroids within 1mth or more than 30 days in past 2 yrs; use of ICS and theophylline together for more than 1 mth in past year; regular cromolyn use within 60 days; nasal steroids within 30 days; receiving immunotherapy and not at maintenance dose; adverse reactions to ICS or theophylline in past; psychological, emotional disorder requiring treatment; substance abuse; females pregnant, lactating or sexually active not using reliable birth control


D.  ICS vs nedocromil

	Citation
	Study Design
	Study Setting
	Asthma Severity
	Eligibility

	Childhood Asthma Management Program Research Group, 2000a
	Parallel, controlled; double-blinded; placebo; randomized
	Country: Multicountry; 

Funding: Govt grant and pharm. co. supplied meds; 

Tx Setting: Unknown/Other Multicenter
	Stated: Mild-moderate; 

Estimated: Unable to estimate
	Patient eligibility based on Lung function and symptoms; Methacholine PC20 maximum 12.5; elig: presence of symptoms, or use of inhaled bronchodilator at least twice weekly, or use of daily meds for asthma


Evidence Table 1-2.  Study parameters

A. ICS vs placebo (or no ICS)

	Citation
	Pretreatment
	Study Arm
	N enrolled
	Treatment
	Duration (weeks)
	Comments

	Children older than 5 years

	Childhood Asthma Management Program Research Group, 2000a
	
	Control
	418
	Placebo
	224
	to account for remission, doses could be tapered to a dose of zero according to specified guidelines.

	
	
	Exp 1
	311
	200 mcg budesonide 2x daily
	224
	

	Jonasson, Carlsen and Blomquist, 1998
	Run-in 2 weeks, to standardize treatment meds
	Control
	40
	placebo
	12
	Not stated how patients with  moderate/severe asthma were excluded



	
	
	Exp 1
	40
	100 mcg budesonide 2x daily
	12
	

	
	
	Exp 2
	42
	200 mcg budesonide 1x daily
	12
	

	
	
	Exp 3
	41
	100 mcg budesonide 1x daily
	12
	

	Simons, Dolovich, Moote, et al., 1997
	Run-in 2 weeks, to establish patient eligibility
	Control
	55
	placebo
	52
	

	
	
	Exp 1
	67
	200 mcg beclomethasone dipropionate 2x daily
	52
	

	Hoekstra, Grol, Hovenga, et al., 1998
	Run-in 2 weeks, to establish patient eligibility; Pre-treatment washout, 4 weeks
	Control
	19
	placebo; 

all patients received 200 mcg albuterol (salbutamol) 2x daily
	12
	

	
	
	Exp 1
	15
	100 mcg fluticasone 2x daily; all patients received 200 mcg albuterol (salbutamol) 2x daily
	12
	

	Agertoft and Pedersen, 1994
	Run-in 52 weeks, to establish patient eligibility
	Control
	62
	not specified
	270.4 (mean)
	Control patients were those patients who declined recommendation to take ICS.

ICS-free period after diagnosis is referred to as the run-in period, equal to at least 1 year

	
	
	Exp 1
	216
	800 mcg budesonide daily
	192.4 (mean)
	

	van Essen-Zandvliet, Hughes, Waalkens, et al., 1992
	Run-in 2 weeks, to standardize treatment meds; Pretreatment washout, 4 weeks
	Control
	58
	placebo; 

all patients received 200 mcg albuterol (salbutamol) 3x daily
	95.3 (median)
	Pharmaceutical company supplied study medication

	
	
	Exp 1
	58
	200 mcg budesonide 3x daily; 

all patients  received 200 mcg albuterol (salbutamol) 3x daily
	95.3 (median)
	

	Children younger than 5 years

	Storr, Lenney and Lenney, 1986
	Run-in 2 weeks, to establish patient eligibility
	Control
	14
	placebo
	26
	Study took place over an 18mth period in an attempt to eliminate seasonal bias.



	
	
	Exp 1
	15
	100 mcg beclomethasone dipropionate 3x daily
	26
	

	Connett, Warde, Wooler, et al., 1993
	Run-in 2 weeks, to establish patient eligibility; Pre-treatment washout, 4 weeks
	Control
	20
	placebo
	26
	Patients treated for up to 6 months, included in analysis if treated at least 5 wks

Study medication adjusted to between 200-400 mcg 2x/day budesonide or 1-2 puffs 2x/day placebo depending on clinical need

	
	
	Exp 1
	20
	100% received 200 mcg budesonide 2x daily
	26
	


Evidence Table 1-2.  Study parameters (continued)

B. ICS vs long-acting Beta-2 agonists

	Citation
	Pretreatment
	Study Arm
	N enrolled
	Treatment
	Duration (weeks)
	Comments

	Verbene, Frost, Roorda, et al., 1997
	Run-in 6 weeks, to establish patient eligibility; Pretreatment washout, 6 weeks
	Control


	32
	50 mcg salmeterol 2x daily
	48
	

	
	
	Exp 1
	35
	200 mcg beclomethasone dipropionate 2x daily
	48
	

	Simons, Dolovich, Moote, et al., 1997
	Run-in 2 weeks, to establish patient eligibility
	Exp 1
	67
	200 mcg beclomethasone dipropionate 2x daily
	52
	

	
	
	Exp 2
	58
	50 mcg salmeterol 2x daily
	52
	


C.  ICS vs theophylline

	Citation
	Pretreatment
	Study Arm
	N enrolled
	Treatment
	Duration (weeks)
	Comments

	Tinkelman, Reed, Nelson, et al., 1993
	Run-in 4 weeks, to establish patient eligibility
	Control
	93
	theophylline 2x daily, dose titrated to blood levels
	36
	

	
	
	Exp 1
	102
	84mcg beclomethasone dipropionate 4x daily
	36
	


D.  ICS vs nedocromil

	Citation
	Pretreatment
	Study Arm
	N enrolled
	Treatment
	Duration (weeks)
	Comments

	Childhood Asthma Management Program Research Group, 2000a
	
	Control
	418
	placebo
	224
	to account for remission, doses could be tapered to a dose of zero according to specified guidelines 

	
	
	Exp 2
	312
	8 mg nedocromil 2x daily
	224
	


Evidence Table 1-3.  Population characteristics

A. ICS vs placebo (or no ICS)

	Citation
	Study Arm
	Population Age 

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

  FEV1                                   PEF
	Baseline Symptom Values

	Children older than 5 years

	Childhood Asthma Management Program Research Group, 2000a
	Control
	9 (Mean) +/- 2.2
	56.0 / 44.0
	58.8
	
	94.2 +/- 14% pred

(prebronchodilator)

103 +/- 12% pred 

(postbronchodilator) 
	Episode-free days/month, 9.6

Nights/month with symptoms, 0.8

	
	Bud
	9 (Mean) +/- 2.1
	58.2 / 41.8
	62.4
	
	93.6 +/- 14.4% pred

(prebronchodilator)

103 +/- 13% pred

(postbronchodilator)
	Episode-free days/month, 9.7

Nights/month with symptoms, 0.9

	Jonasson, Carlsen and Blomquist, 1998
	Placebo
	9.6
	67.5 / 32.5
	NR
	70.0
	102 +/- 14% pred              237 +/- 63 L/min

(type not specified)               (am., home) 
	NR

	
	Bud 1
	10.2
	65.0 / 35.0
	NR
	65.0
	105 +/- 14% pred              260 +/- 86 L/min

(type not specified)               (a.m., home)
	NR

	
	Bud 2
	10.0
	54.8 / 45.2
	NR
	59.5
	101 +/- 11% pred              272 +/- 81 L/min

(type not specified)               (a.m., home) 
	NR

	
	Bud 3
	9.8
	75.6 / 24.4
	NR
	75.6
	103 +/- 12% pred              245 +/- 71 L/min

(type not specified)               (a.m., home)
	NR

	Simons, Dolovich, Moote, et al., 1997
	Placebo
	9.5 +/- 2.4
	55.0 / 45.0
	NR
	35.0
	96 +/- 16% pred                258 +/- 77 L/min

(type not specified)               (a.m., home) 
	NR

	
	Beclo
	9.6 +/- 2.6
	59.0 / 41.0
	NR
	38.0
	92 +/- 13% pred                268 +/- 86 L/min

(type not specified)               (a.m., home)
	NR

	Hoekstra, Grol, Bouman, et al., 1996
	Placebo
	11 +/- 1.8
	78.9 / 21.1
	NR
	100.0
	88 +/- 11.7% pred             310 +/- 91 L/min

(type not specified)               (a.m., home)
	Daytime symptom 
score, 3.2 +/- 2.4 (scale, 0 – 32)

	
	Flutic
	10.6 +/- 1.8
	73.3 / 26.7
	NR
	100.0
	92 +/- 12.4% pred             322 +/- 54.7 L/min

(type not specified)               (a.m., home)
	Daytime symptom 
score, 3.2 +/- 2.4 (scale, 0 – 32)

	Agertoft and Pedersen, 1994
	Control
	6.1
	74.2 / 25.8
	42
	NR
	79.2% pred                              NR

(type not specified),
	NR

	
	Bud
	6.2
	68.5 / 31.5
	44
	NR
	81.3% pred                              NR

(type not specified),
	NR


Evidence Table 1-3.  Population characteristics (continued)

A. ICS vs placebo (or no ICS)

	Citation
	Study Arm
	Population Age 

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

  FEV1                                   PEF
	Baseline Symptom Values

	Children older than 5 years

	van Essen-Zandvliet, Hughes, Waalkens, et al., 1992
	Placebo
	10.9 +/- 1.9
	76.0 / 24.0
	NR
	NR
	78.7 +/- 12.0% pred            278 +/- 63 L/min

(prebronchodilator)              (a.m., home)

95.5 +/- 11.3% pred         

(postbronchodilator)          
	Days/wk with symptoms, 2

	
	Bud
	11 +/- 1.9
	72.0 / 28.0
	NR
	NR
	75.7 +/- 10.8% pred          287 +/- 73 L/min

(prebronchodilator)             (a.m., home)

93.6 +/- 11.4% pred         

(postbronchodilator)             
	Days/wk with symptoms, 2

	Children younger than 5 years

	Storr, Lenney and Lenney, 1986
	Placebo
	3.4 +/- 1.5
	71.4 / 28.6
	NR
	NR
	NR                                             NR
	NR

	
	Beclo
	3.6 +/- 1.2
	53.3 / 46.7
	NR
	NR
	NR                                             NR
	NR

	Connett, Warde, Wooler, et al., 1993
	Placebo
	1.9  +/- 0.5
	75.0 / 25.0
	15.6
	NR
	NR                                             NR
	Nighttime cough score, 0.8 +/- 0.4 (scale, 0 - 2)

	
	Bud
	1.7 +/- 0.6
	55.0 / 45.0
	13.2
	NR
	NR                                             NR
	Nighttime cough score, 0.9 +/- 0.5 (scale, 0 - 2)


B. ICS vs long-acting Beta-2 agonists

	Citation
	Study Arm
	Population Age 

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

     FEV1                               PEF
	Baseline Symptom Values

	Verbene, Frost, Roorda, et al., 1997
	Salmet
	10.6 +/- 2.9
	71.9 / 28.1
	79.2
	100.0
	82.0 +/- 13.9% pred          297 +/- 96 L/min

(prebronchodilator)             (a.m., home)

99.2 +/- 13.8% pred (postbronchodilator) 
	Days/wk with 
symptoms, 3; 

Nights/wk with 
symptoms, 3.5

	
	Beclo
	10.5  +/- 2.3
	62.9 / 37.1
	75.6
	82.9
	84.4 +/- 16.7% pred          284 +/- 69 L/min

(prebronchodilator)             (a.m., home)

99.2 +/- 15.3% pred (postbronchodilator)   
	Days/wk with 
symptoms, 3; Nights/wk with 
symptoms, 3

	Simons, Dolovich, Moote, et al., 1997
	Beclo
	9.6 +/- 2.6
	59.0 / 41.0
	NR
	38.0
	92 +/- 13% pred                268 +/- 86 L/min

(type not specified)               (a.m., home)
	NR

	
	Salmet
	8.8 +/- 2.1
	60.0 / 40.0
	NR
	45.0
	95 +/- 13% pred                246 +/- 63 L/min

(type not specified)               (a.m., home)
	NR


Evidence Table 1-3.  Population characteristics (continued)

C. ICS vs theophylline

	Citation
	Study Arm
	Population Age 

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

FEV1                                 PEF
	Baseline Symptom Values

	Tinkelman, Reed, Nelson, et al., 1993
	Theo
	11.9 +/- 2.8
	69.9 / 30.1
	NR
	NR
	74.2 +/- 13% pred           86 +/- 19% pred

(prebronchodilator)         (a.m., home)

93 +/- 12% pred           

(postbronchodilator)                         
	Daytime symptom 
score, 1.1 +/- 0.9 (scale, 0 - 6); 

% patients with sx 
score >4, 55.4

	
	Beclo
	11.9 +/- 2.7
	55.9 / 44.1
	NR
	NR
	74.1 +/- 13% pred            87 +/- 20% pred

(prebronchodilator)           (a.m., home)

94 +/- 14% pred           

(postbronchodilator) 
	Daytime symptom 
score, 1.1 +/- 0.8 (scale, 0 - 6); 

% patients with sx 
score >4, 54.9


D. ICS vs nedocromil

	Citation
	Study Arm
	Population Age 

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

FEV1                                 PEF
	Baseline Symptom Values

	Childhood Asthma Management Program Research Group, 2000a
	Control
	9 (Mean) +/- 2.2
	56.0 / 44.0
	58.8
	
	103 +/- 12% predicted

(Type Postdose)
	Episode-free days/month, 9.6; Nights/month with symptoms, 0.8

	
	Exp 2
	8.8 (Mean) +/- 2.1
	66.0 / 34.0
	60
	
	102 +/- 12% pred

(Type Postdose),
	Episode-free days/month, 9.9; Nights/month with symptoms, 1


Evidence Table 1-4.  Lung function outcomes:  FEV1

A. ICS vs placebo (or no ICS)

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Duration (weeks)
	FEV1 Baseline

(mean +/- SD)
	FEV1 Final

(mean +/- SD)
	p Value
	Comments

	Children older than 5 years

	Childhood Asthma Management Program Research Group, 2000a
	Control
	418
	411
	224
	94.2 +/- 14% pred

(prebronchodilator)

103 +/- 12% pred

(postbronchodilator)
	0.9 (Mean change) % pred

-0.1 (Mean change) % pred


	
	SD for change in FEV1 estimated for entire population from regression model: 9.6% predicted for postbronchodilator FEV1; 11.2% predicted for prebronchodilator FEV1

	
	Exp 1
	311
	306
	224
	93.6 +/- 14.4% pred

(prebronchodilator)

103 +/- 13% pred

(postbronchodilator)
	2.9 (Mean change) % pred

0.6 (Mean change) % pred
	=0.02

NS a
	

	Jonasson, Carlsen and Blomquist, 1998
	Placebo
	40
	40
	12
	102 +/- 14% pred

(type not specified)
	NR
	
	Difference in FEV1 Bud 1 vs Bud 2 4.1%, p=0.035 in favor of Bud 1  



	
	Bud 1
	40
	40
	12
	105 +/- 14% pred

(type not specified)
	NR

(5.2% pred greater than control group)
	=0.0080a 
	

	
	Bud 2
	42
	42
	12
	101 +/- 11% pred

(type not specified)
	NR
	NS a
	

	
	Bud 3
	41
	41
	12
	103 +/- 12% pred

(type not specified)
	NR
	NS a 
	

	Simons, Dolovich, Moote, et al., 1997
	Placebo
	80
	55
	52
	96 +/- 16% pred

(type not specified)
	101% predd
(reported as 5% pred mean improvement)
	
	

	
	Beclo
	81
	67
	52
	92 +/- 13% pred

(type not specified)
	102 % predd
(reported as 10% pred mean improvement)
	=0.0010 a
	

	Hoekstra, Grol, Bouman, et al., 1996
	Placebo
	19
	15
	12
	88 +/- 11.7% pred

(type not specified)
	90 +/- 10.2% pred
	
	

	
	Flutic
	15
	15
	12
	92 +/- 12.4% pred

(type not specified)
	101 +/- 13.3% pred
	<0.0500 c 
	

	Agertoft and Pedersen, 1994
	Control
	62
	NR
	270.4
	79.2% pred

(type not specified)
	84.7% predd
(Reported as 7% increase from baseline (95%CI, (-3), 17)
	
	

	
	Bud
	216
	NR
	192.4
	81.3 (mean) % pred

(type not specified)
	101.6 % predd
(Reported as 25% increase from baseline (95%CI, 20, 30)
	<0.0010 b
	


a Statistical significance determined by comparing the absolute change in outcomes from baseline to final time point between groups.

b Statistical significance determined by comparing the percent change in outcomes from baseline to final time point between groups.

c Statistical significance determined by comparing the absolute value in outcomes at the final time point between groups.

d Calculated value.

Evidence Table 1-4.  Lung function outcomes:  FEV1 (continued)

A. ICS vs placebo (or no ICS)

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Duration (weeks)
	FEV1 Baseline

(mean +/- SD)
	FEV1 Final

(mean +/- SD)
	p Value
	Comments

	Children older than 5 years

	van Essen-Zandvliet, Hughes, Waalkens, et al., 1992
	Placebo
	58
	17
	95.3
	78.7 +/- 12% pred

(prebronchodilator)

95.5 +/- 11.3% pred

(postbronchodilator)
	80 +/- 16.5% pred

(prebronchodilator)

95 +/- 15.2% pred

(postbronchodilator)
	
	Statistically significant differences in favor of ICS group reported at intermediate time points.



	
	Bud
	58
	29
	95.3
	75.7 +/- 10.8% pred

(prebronchodilator)

93.6 +/- 11.4% pred

(postbronchodilator)
	87 +/- 10.8% pred

(prebronchodilator)

99 +/- 15.2% pred

(postbronchodilator)
	NR for final time point values
	

	Children younger than 5 years

	Storr, Lenney and Lenney, 1986
	Placebo
	14
	
	26
	NR
	NR
	
	

	
	Beclo
	15
	
	26
	NR
	NR
	
	

	Connett, Warde, Wooler, et al., 1993
	Placebo
	20
	19
	26
	NR
	NR
	
	

	
	Bud
	20
	17
	26
	NR
	NR
	
	



B. ICS vs long-acting Beta-2 agonist

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Duration (weeks)
	FEV1 Baseline
	FEV1 Final
	p Value
	Comments

	Verbene, Frost, Roorda, et al., 1997
	Salmet
	32
	25
	48
	85.6 +/- 15% pred

(prebronchodilator)

100.8 +/- 10.9% pred

(postbronchodilator)
	83.0 +/- 15.0% pred

97.5 +/- 12.5% pred
	
	

	
	Beclo
	35
	32
	48
	86.3 +/- 13.6% pred

(prebronchodilator)

99.2 +/- 15.3% pred

(postbronchodilator)
	95 +/- 15.0% pred

(prebronchodilator)

102.5 +/- 12.5% pred

(postbronchodilator)
	<0.0001 a
=0.0070 a 
	

	Simons, Dolovich, Moote, et al., 1997
	Beclo
	81
	67
	52
	92 +/- 13% pred

(type not specified)
	102%d
(reported as 10% pred mean improvement)
	
	

	
	Salmet
	80
	58
	52
	95 +/- 13% pred


	105%d
(reported as 10% pred mean improvement)
	NR 
	


Evidence Table 1-4.  Lung function outcomes:  FEV1 (continued)

C.  ICS vs theophylline

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treat-ment Duration (weeks)
	FEV1 Baseline
	FEV1 Final
	p Value
	Comments

	Tinkelman, Reed, Nelson, et al., 1993
	Theo
	93
	69
	36
	74.2 +/- 13% pred

(prebronchodilator)

93 +/- 12% pred

(postbronchodilator)
	87 +/- 20% pred

(prebronchodilator)

91 +/- 16% pred

(postbronchodilator)
	
	

	
	Beclo
	102
	76
	36
	74.1 +/- 13% pred

(prebronchodilator)

94 +/- 14% pred

(postbronchodilator)
	85 +/- 19% pred

(prebronchodilator)

93 +/- 17% pred

(postbronchodilator)
	NS a
NS a
	


D.  ICS vs nedocromil

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treat-ment Duration (weeks)
	FEV1 Baseline
	FEV1 Final
	p Value
	Comments

	Childhood Asthma Management Program Research Group, 2000a
	Control
	418
	411
	224
	103 +/- 12% pred

(Type Postdose)
	-0.1 (Mean change) % pred
	
	

	
	Exp 2
	312
	307
	224
	102 +/- 12% pred

(Type Postdose)
	-0.5 (Mean change) % pred
	NS a
	


Evidence Table 1-5.  Lung function outcomes:  PEF

A. ICS vs placebo (or no ICS)

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Duration (weeks)
	PEF Baseline

(type)
	PEF Final
	p Value
	Comments

	Children older than 5 years

	Childhood Asthma Management Program Research Group, 2000a
	Control
	418
	411
	224
	
	132 (Mean change) L/min

(a.m. home)
	
	

	
	Exp 1
	311
	306
	224
	
	131 (Mean change) L/min

(a.m.home)
	NS a
	

	Jonasson, Carlsen and Blomquist, 1998
	Placebo
	40
	40
	12
	237 +/- 63 L/min

(a.m., home)
	NR
	
	NS differences in pre- and post- PEF results between experimental groups

	
	Bud 1
	40
	40
	12
	260 +/- 86 L/min

(a.m., home)
	NR  (Reported as 5.8 L/min greater than control) (95% CI, (-8.1)-19.7)
	NS a 
	

	
	Bud 2
	42
	42
	12
	272 +/- 81 L/min

(a.m., home)
	NR  (Reported as 2.9 L/min greater than control) (95% CI, (-11.0)-16.7)
	NS a
	

	
	Bud 3
	41
	41
	12
	245 +/- 71 L/min

(a.m., home)
	NR  (Reported as 3 L/min greater than control) (95% CI, (-10.8)-16.8)
	NS a
	

	Simons, Dolovich, Moote, et al., 1997
	Placebo
	80
	55
	52
	258 +/- 77 L/min

(a.m., home)
	283d  (Reported as 25 L/min change from baseline)
	
	

	
	Beclo
	81
	67
	52
	268 +/- 86 L/min

(a.m., home)
	303d  (Reported as 35 L/min change from baseline)
	=0.0200 a
	

	Hoekstra, Grol, Bouman, et al., 1996
	Placebo
	19
	15
	12
	310 +/- 91 L/min

(a.m., home)
	328 +/- 80 L/min
	
	

	
	Flutic
	15
	15
	12
	322 +/- 54.7 L/min

(a.m., home)
	365 +/- 47.2 L/min
	=0.0003 a
	

	Agertoft and Pedersen, 1994
	Control
	62
	
	270.4
	NR
	NR
	
	

	
	Bud
	216
	
	192.4
	NR
	NR
	
	

	van Essen-Zandvliet, Hughes, Waalkens, et al., 1992
	Placebo
	58
	17
	95.3
	278 +/- 63 L/min

(a.m., home)
	345 +/- 114.2 L/min
	
	

	
	Bud
	58
	29
	95.3
	287 +/- 73 L/min (a.m., home)
	380 +/- 228.5 L/min
	NR at final time point 
	

	Children younger than 5 years

	Storr, Lenney and Lenney, 1986
	Placebo
	14
	
	26
	NR
	NR
	
	

	
	Beclo
	15
	
	26
	NR
	NR
	
	

	Connett, Warde, Wooler, et al., 1993
	Placebo
	20
	19
	26
	NR
	NR
	
	

	
	Bud
	20
	17
	26
	NR
	NR
	
	


Evidence Table 1-5.  Lung function outcomes:  PEF (continued)

B. ICS vs long-acting Beta-2 agonist

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Duration (weeks)
	PEF Baseline
	PEF Final
	p Value
	Comments

	Verbene, Frost, Roorda, et al., 1997
	Salmet
	32
	25
	48
	297 +/- 96 L/min

(a.m., home)
	345.8d
(Reported as 48.8 L/min mean  increase in PEF) (95% CI, 29.8, 67.8)
	
	

	
	Beclo
	35
	32
	48
	284 +/- 69 L/min

(a.m., home)
	344.9d
(Reported as 60.9 L/min mean increase in PEF) (95% CI, 49.9, 71.9)
	NS c
	

	Simons, Dolovich, Moote, et al., 1997
	Beclo
	81
	67
	52
	268 +/- 86 L/min

(a.m., home)
	303d
(Reported as 35 L/min change from baseline)
	NR
	

	
	Salmet
	80
	58
	52
	246 +/- 63 L/min

(a.m., home)
	287d
(Reported as 41 L/min change from baseline)
	NR
	


C. ICS vs theophylline

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treatment Duration (weeks)
	PEF Baseline
	PEF Final
	p Value
	Comments

	Tinkelman, Reed, Nelson, et al., 1993
	Theo
	93
	69
	36
	86 +/- 19% pred

(a.m., home)
	88 +/- 16% pred
	
	

	
	Beclo
	102
	76
	36
	87 +/- 20% pred

(a.m., home)
	93 +/- 20% pred
	NS c 
	


D. ICS vs nedocromil

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treatment Duration (weeks)
	PEF Baseline
	PEF Final
	p Value
	Comments

	Childhood Asthma Management Program Research Group, 2000a
	Control
	418
	411
	224
	
	132 (Mean change) L/min

(a.m. home)
	
	

	
	Exp 2
	312
	307
	224
	
	131 (Mean change) L/min

(a.m. home)
	NS a
	


a Statistical significance determined by comparing the absolute change in outcomes from baseline to final time point between groups.

b Statistical significance determined by comparing the percent change in outcomes from baseline to final time point between groups.

c Statistical significance determined by comparing the absolute value in outcomes at the final time point between groups.
d Calculated value

Evidence Table 1-6.  Lung function outcomes:  PC20

A. ICS vs placebo (or no ICS)

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Duration (weeks)
	PC20 Baseline
	PC20 Final
	p value
	Comments

	Children older than 5 years

	Childhood Asthma Management Program Research Group, 2000a
	Control
	418
	411
	224
	1.1  +/- 3.3
	1.9 Methacholine
	
	

	
	Exp 1
	311
	306
	224
	1.1  +/- 3.3
	3.0 Methacholine
	<0.0010 a 
	

	Jonasson, Carlsen and Blomquist, 1998
	Placebo
	40
	40
	12
	3.02 mcmol (Mean) methacholine
	
	
	

	
	Bud 1
	40
	40
	12
	3.67 mcmol (Mean) methacholine
	156% methacholine (95% CI, 101.5-239.5)
	=0.0400 d
	

	
	Bud 2
	42
	42
	12
	4.14 mcmol (Mean) methacholine
	107% methacholine (95% CI, 70-163.5)
	NS d
	

	
	Bud 3
	41
	41
	12
	3.74 mcmol (Mean) methacholine
	121% methacholine (95% CI, 78.3-186.7)
	NS d
	

	Simons, Dolovich, Moote, et al., 1997
	Placebo
	80
	55
	52
	0.83 mg/mL (Mean) Methacholine
	1.4 mg/mL Methacholine
	
	

	
	Beclo
	81
	67
	52
	0.83 mg/mL (Mean) Methacholine
	2.2 mg/mL Methacholine
	=0.0040 a
	

	Hoekstra, Grol, Bouman, et al., 1996
	Placebo
	19
	15
	12
	0.89 DD Histamine +/- 1.62
	1.92 DD Histamine +/- 1.52
	
	

	
	Flutic
	15
	15
	12
	1.17 DD Histamine +/- 1.085
	3.15 DD Histamine +/- 1.24
	=0.0150 c
	

	Agertoft and Pedersen, 1994
	Control
	62
	
	270.4
	
	
	
	

	
	Bud
	216
	
	192.4
	
	
	
	

	van Essen-Zandvliet, Hughes, Waalkens, et al., 1992
	Placebo
	58
	17
	95.3
	21.5 mcg (Mean) Histamine
	25 mcg Histamine +/- 53.3
	
	

	
	Bud
	58
	29
	95.3
	21.5 mcg (Mean) Histamine
	80 mcg Histamine +/- 114.2
	<0.0001 c
	

	Children younger than 5 years

	Storr, Lenney and Lenney, 1986
	Placebo
	14
	
	26
	
	
	
	

	
	Beclo
	15
	
	26
	
	
	
	

	Connett, Warde, Wooler, et al., 1993
	Placebo
	20
	19
	26
	NR
	NR
	
	

	
	Bud
	20
	17
	26
	NR
	NR
	
	


a Statistical significance determined by comparing the absolute change in outcomes from baseline to final time point between groups.

b Statistical significance determined by comparing the percent change in outcomes from baseline to final time point between groups.

c Statistical significance determined by comparing the absolute value in outcomes at the final time point between groups.

d Statistical significance determined by comparing the ‘treatment effect ratio’ between groups.
Evidence Table 1-6.  Lung function outcomes:  PC20 (continued)

B. ICS vs long-acting Beta-2 agonists

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treat-ment Duration (weeks)
	PC20 Baseline
	PC20 Final
	p Value
	Comments

	Verbene, Frost, Roorda, et al., 1997
	Salmet
	32
	25
	48
	18 mcg (median) Methacholine
	+2.02 DD Methacholine (95% CI, 1.26, 2.78)
	
	

	
	Beclo
	35
	32
	48
	20.5 mcg (median) Methacholine
	-0.73 DD Methacholine (95% CI, -1.46, 0)
	<0.0001 a
	

	Simons, Dolovich, Moote, et al., 1997
	Beclo
	81
	67
	52
	0.83 mg/mL (Mean) Methacholine
	2.2 mg/mL Methacholine
	=0.02
	

	
	Salmet
	80
	58
	52
	0.76 mg/mL (Mean) Methacholine
	1.6 mg/mL Methacholine
	
	


C.  ICS vs theophylline

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treat-ment Duration (weeks)
	PC20 Baseline
	PC20 Final
	p Value
	Comments

	Tinkelman, Reed, Nelson, et al., 1993
	Theo
	93
	69
	36
	5.01 mcg/mL (Mean) Methacholine
	8.71 mcg/mL Methacholine
	
	

	
	Beclo
	102
	76
	36
	5.75 mcg/mL (Mean)

Methacholine
	14.79 mcg/mL Methacholine
	NS c
	


D.  ICS vs nedocromil

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treat-ment Duration (weeks)
	PC20 Baseline
	PC20 Final
	p Value
	Comments

	Childhood Asthma Management Program Research Group, 2000a
	Control
	418
	411
	224
	1.1  +/- 3.3
	1.9 Methacholine
	
	

	
	Exp 2
	312
	307
	224
	1.2  +/- 3.3
	1.8 Methacholine
	NS a
	


Evidence Table 1-7.  Symptom score outcomes

A. ICS vs placebo (or no ICS)

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treat-ment Duration (weeks)
	Baseline Daytime Symptom Score
	Final Daytime Symptom Score
	p Value
	Final Nighttime Symptom Score
	p Value
	Comments

	Children older than 5 years

	Childhood Asthma Management Program Research Group, 2000a
	Control
	418
	411
	224
	
	-0.37 (Mean change; scale, 0 - 3)
	
	
	
	

	
	Exp 1
	311
	306
	224
	
	-0.44 (Mean change; scale, 0 - 3)
	=0.0050 a
	
	
	

	Jonasson, Carlsen and Blomquist, 1998
	Placebo
	40
	
	
	
	
	
	
	
	Difference in SxScoreNight and SxFreqNight Exp2 vs Exp 3 -0.11, p=0.040.  

Other comparisons of symptom scores not reported

	
	Bud 1
	40
	40
	12
	
	
	NS a
	-0.11 (Mean; scale, 0 - 3)
	=0.0470 a
	

	
	Bud 2
	42
	42
	12
	
	
	NS a
	
	NS a
	

	
	Bud 3
	41
	41
	12
	
	
	NS a
	
	NS a
	

	Simons, Dolovich, Moote, et al., 1997
	Placebo
	80
	55
	52
	
	
	
	
	
	66% pts in control with no school missed due to asthma vs 81% in ICS group, statistical tests not given.

	
	Beclo
	81
	67
	52
	
	
	
	
	
	

	Hoekstra, Grol, Bouman, et al., 1996
	Placebo
	19
	15
	12
	3.2 +/- 2.4 (scale, 0 - 32)
	1.84 +/- 1.86, (scale, 0 - 32)
	
	
	
	The number of school absence days was small in both groups and not significantly different.

	
	Flutic
	15
	15
	12
	3.2 +/- 2.4 (scale, 0 - 32)
	1.92 +/- 2.45, (scale, 0 - 32)
	NS c
	
	
	

	Agertoft and Pedersen, 1994
	Control
	62
	
	
	
	
	
	
	
	

	
	Bud
	216
	
	
	
	
	
	
	
	

	van Essen-Zandvliet, Hughes, Waalkens, et al., 1992
	Placebo
	58
	17
	95.3
	
	
	
	
	
	47% of control pts, 61% of ICS pts with no symptoms in 2 wks, statistical tests not reported.

	
	Bud
	58
	29
	95.3
	
	
	
	
	
	


a statistical significance determined by comparing the absolute change in outcomes from baseline to final time point between groups

b statistical significance determined by comparing the percent change in outcomes from baseline to final time point between groups

c statistical significance determined by comparing the absolute value in outcomes at the final time point between groups
d statistical significance determined by comparing the ‘treatment effect ratio’ between groups
Evidence Table 1-7.  Symptom score outcomes (continued)

A. ICS vs placebo (or no ICS)

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treat-ment Duration (weeks)
	Baseline Daytime Symptom Score
	Final Daytime Symptom Score
	p Value
	Final Nighttime Symptom Score
	p Value
	Comments

	Children younger than 5 years

	Storr, Lenney and Lenney, 1986
	Placebo
	14
	13
	26
	
	0.33 (Mean; scale, 0 - 3)
	
	0.35 (Mean; scale, 0 - 3)
	
	Symptoms reported for wheeze  subscores.  For cough, % symptom-free days, % symptom-free nights,  NS differences between groups

	
	Beclo
	15
	15
	26
	
	0.26 (Mean; scale, 0 - 3)
	<0.0500 c
	0.26 (Mean; scale, 0 - 3)
	<0.0500 c
	

	Connett, Warde, Wooler, et al., 1993
	Placebo
	20
	19
	26
	0.8 +/- 0.4 (scale, 0 - 2)
	0.05 +/- 0.15, mean change (scale, 0 - 2)
	
	0.07 +/- 0.18, (scale, 0 - 2)


	
	Symptom scores refer to cough; Other sx change score (pl vs bud): daytime wheezing, 0.1+/-0.15 vs 

-0.15+/-0.15, p NS; nighttime wheezing, 0.1+/-0.2 vs -0.2+/-0.15,  p NS; limited activity d/wk, 0.26+/-2.26 vs -0.71+/-1.76, p NS

	
	Bud
	20
	17
	26
	0.9 +/- 0.5 (scale, 0 - 2)
	-0.5 +/- 0.2, mean change (scale, 0 - 2)
	<0.03a
	-0.4 +/- 0.2, (scale, 0 - 2)
	<0.05 a
	


B.  ICS vs long-acting Beta-2 agonists

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treat-ment Duration (weeks)
	Baseline Daytime Symptom Score
	Final Daytime Symptom Score
	p Value
	Final Nighttime Symptom Score
	p Value
	Comments

	Verbene, Frost, Roorda, et al., 1997
	Salmet
	32
	25
	54
	
	
	
	
	
	Symptoms reported as % of pts with no symptoms during 2 week period.  Difference in symptoms was “only significant at some time points” in favor of ICS

	
	Beclo
	35
	32
	54
	
	
	
	
	
	

	Simons, Dolovich, Moote, et al., 1997
	Beclo
	81
	67
	52
	
	
	
	
	
	81% pts in ICS group with no school missed due to asthma vs 88% in salmeterol group, statistical tests not given.

	
	Salmet
	80
	58
	52
	
	
	
	
	
	


Evidence Table 1-7.  Symptom score outcomes (continued)

C. ICS vs theophylline

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treat-ment Duration (weeks)
	Baseline Daytime Symptom Score
	Final Daytime Symptom Score
	p Value
	Final Nighttime Symptom Score
	p Value
	Comments

	Tinkelman, Reed, Nelson, et al., 1993
	Theo
	93
	69
	52
	1.1 +/- 0.9 (scale, 0 - 6)
	0.7 +/- 0.8, (scale, 0 - 6)
	
	
	
	Assessed change in mean daily symptom scores during first and last 6 mths - difference in slopes in favor of BDP p<0.001

	
	Beclo
	102
	76
	52
	1.1 +/- 0.8 (scale, 0 - 6)
	0.8 +/- 0.9, (scale, 0 - 6)
	NS c
	
	
	


D. ICS vs nedocromil

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treat-ment Duration (weeks)
	Baseline Daytime Symptom Score
	Final Daytime Symptom Score
	p Value
	Final Nighttime Symptom Score
	p Value
	Comments

	Childhood Asthma Management Program Research Group, 2000a
	Control
	418
	411
	224
	
	-0.37 (Mean; scale, 0 - 3)
	
	
	
	

	
	Exp 2
	312
	307
	224
	
	-0.38 (Mean; scale, 0 - 3)
	NS a 
	
	
	



Evidence Table 1-8.  Symptom frequency and exacerbation outcomes

A. ICS vs placebo (or no ICS)

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treat-ment Duration (weeks)
	Baseline Daytime Symptom Frequency
	Final Daytime Symptom Frequency
	p Value
	Baseline Nighttime Symptom Frequency
	Final Nighttime Symptom Frequency
	p Value

	Children older than 5 years

	Childhood Asthma Management Program Research Group, 2000a
	Control
	418
	411
	224
	Episode-free days/month, 9.6
	Episode-free days/month, 18.9
	
	Nights/month with symptoms, 0.8
	Nights/month with symptoms, 0.2
	

	
	Exp 1
	311
	306
	224
	Episode-free days/month, 9.7
	Episode-free days/month, 21.0
	=0.0100 a
	Nights/month with symptoms, 0.9
	Nights/month with symptoms, 0.2
	NS a

	Jonasson, Carlsen and Blomquist, 1998
	Placebo
	40
	
	
	
	
	
	
	
	

	
	Bud 1
	40
	40
	12
	
	
	
	
	
	

	
	Bud 2
	42
	42
	12
	
	
	
	
	Nights/week without symptoms, -0.11
	=0.0470 c

	
	Bud 3
	41
	41
	12
	
	
	
	
	
	

	Simons, Dolovich, Moote, et al., 1997
	Placebo
	80
	55
	52
	
	% rescue-free days, 83
	
	
	% symptom-free nights, 99%
	

	
	Beclo
	81
	67
	52
	
	% rescue-free days, 92
	<0.0010 c
	
	% symptom-free nights, 99%
	NS

	Hoekstra, Grol, Bouman, et al., 1996
	Placebo
	19
	15
	12
	
	
	
	
	
	

	
	Flutic
	15
	15
	12
	
	
	
	
	
	

	Agertoft and Pedersen, 1994
	Control
	62
	
	
	
	
	
	
	
	

	
	Bud
	216
	
	
	
	
	
	
	
	

	van Essen-Zandvliet, Hughes, Waalkens, et al., 1992
	Placebo
	58
	17
	95.3
	Days/wk with symptoms, 2
	Days/wk with symptoms, 2
	
	
	
	

	
	Bud
	58
	29
	95.3
	Days/wk with symptoms, 2
	Days/wk with symptoms, 0
	NS c
	
	
	

	Children younger than 5 years

	Storr, Lenney and Lenney, 1986
	Placebo
	14
	13
	26
	
	% symptom-free days, 75
	
	
	% symptom-free nights, 74
	

	
	Beclo
	15
	15
	26
	
	% symptom-free days, 79
	NS c
	
	% symptom-free nights, 80
	NS c

	Connett, Warde, Wooler, et al., 1993
	Placebo
	20
	19
	26
	
	% symptom-free days, 31
	
	
	
	

	
	Bud
	20
	17
	26
	
	% symptom-free days, 54
	<0.0001
	
	
	


a Statistical significance determined by comparing the absolute change in outcomes from baseline to final time point between groups.

b Statistical significance determined by comparing the percent change in outcomes from baseline to final time point between groups.

c Statistical significance determined by comparing the absolute value in outcomes at the final time point between groups.

d Statistical significance determined by comparing the ‘treatment effect ratio’ between groups.

Evidence Table 1-8.  Symptom frequency and exacerbation outcomes (continued)

B.  ICS vs long-acting Beta-2 agonists

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treat-ment Duration (weeks)
	Baseline Daytime Symptom Frequency
	Final Daytime Symptom Frequency
	p Value
	Baseline Nighttime Symptom Frequency
	Final Nighttime Symptom Frequency
	p Value

	Verbene, Frost, Roorda, et al., 1997
	Salmet
	32
	25
	54
	Days/wk with symptoms, 3
	% pts with no symptoms, 36
	
	Nights/week with symptoms, 3.5
	
	

	
	Beclo
	35
	32
	54
	Days/wk with symptoms, 3
	% pts with no symptoms, 55
	
	Nights/week with symptoms, 3
	
	

	Simons, Dolovich, Moote, et al., 1997
	Beclo
	81
	67
	52
	
	% rescue-free days, 92
	
	
	% symptom-free nights, 99
	NS, outcomes compared by

	
	Salmet
	80
	58
	52
	
	% rescue-free days, 88
	NR
	
	% symptom-free nights, 99
	NS, outcomes compared by


C. ICS vs theophylline

	Citation
	Study Arm
	# En-rolled
	 # Eval-uable
	Treat-ment Duration (weeks)
	Baseline Daytime Symptom Frequency
	Final Daytime Symptom Frequency
	Daytime Symptom Frequency p Value
	Baseline Nighttime Symptom Frequency
	Final Nighttime Symptom Frequency
	Nighttime Symptom Frequency 

p Value

	Tinkelman, Reed, Nelson, et al., 1993
	Theo
	93
	69
	52
	% patients with sx score >4, 55.4
	% pts with score > 4, 25.8
	
	
	
	

	
	Beclo
	102
	76
	52
	% patients with sx score >4, 54.9
	% pts with score > 4, 37.3
	NS c
	
	
	


D. ICS vs nedocromil

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Treat-ment Duration (weeks)
	Baseline Daytime Symptom Frequency
	Final Daytime Symptom Frequency
	Daytime Symptom Frequency p Value
	Baseline Nighttime Symptom Frequency
	Final Nighttime Symptom Frequency
	Nighttime Symptom Frequency 

p Value

	Childhood Asthma Management Program Research Group, 2000a
	Control
	418
	411
	224
	Episode Free days/month, 9.6
	Episode Free days/month, 9.3
	
	Nights/month with symptoms, 0.8
	Nights/month with symptoms, -0.6
	

	
	Exp 2
	312
	307
	224
	Episode Free days/month, 9.9
	Episode Free days/month, 9.3
	NS a
	Nights/month with symptoms, 1
	Nights/month with symptoms, -0.6
	NS a


Evidence Table 1-9.  Medication use outcomes

A. ICS vs placebo (or no ICS)

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Baseline Meds
	Baseline Puffs/Day
	Final Puffs/Day
	p Value
	Oral Steroid Use
	p Value
	Comments

	Children older than 5 years

	Childhood Asthma Management Program Research Group, 2000a
	Control
	418
	411
	38.3% on cromolyn/

nedocromil
	10.2 +/- 9.6
	-5.3 (Mean)
	
	122
	
	Beta-2 agonist use reported as puffs/week

Oral steroid use reported as # courses/100 pt-years

	
	Exp 1
	311
	306
	42.8% on cromolyn/

nedocromil
	10.4 +/- 9.8
	-7.4 (Mean)
	<0.0010 a
	70
	<0.0010 a
	

	Jonasson, Carlsen and Blomquist, 1998
	Placebo
	40
	40
	
	
	
	
	
	
	

	
	Bud 1
	40
	40
	
	
	
	NS c
	
	
	

	
	Bud 2
	42
	42
	
	
	
	NS c
	
	
	

	
	Bud 3
	41
	41
	
	
	
	NS c
	
	
	

	Simons, Dolovich, Moote, et al., 1997
	Placebo
	80
	55
	
	
	
	
	17 courses
	
	Albuterol not required for median 83% of days in controls vs 92% in ICS (p<0.001) 

84% of control group did not require albuterol in vs 95% of ICS group (p=0.03).

	
	Beclo
	81
	67
	
	
	
	
	10 courses
	
	

	Hoekstra, Grol, Bouman, et al., 1996
	Placebo
	19
	
	
	
	
	
	
	
	

	
	Flutic
	15
	
	
	
	
	
	
	
	

	Agertoft and Pedersen, 1994
	Control
	62
	
	
	
	
	
	
	
	At end of study, 58% vs 0% on cromolyn, 64% vs 12 % on theophylline, 42% vs 8% on oral beta-2 agonists, all significantly higher in control group compared with budesonide (p<0.001)

	
	Bud
	216
	
	
	
	
	
	
	
	

	van Essen-Zandvliet, Hughes, Waalkens, et al., 1992
	Placebo
	58
	
	
	52% used no beta-2 agonist
	67% used no beta-2 agonist
	
	48% of patients
	
	Beta-2 agonist use reported as percent of patients using no beta-2 agonists in 2 wks.

Oral steroid use reported as percent of patients with an exacerbation requiring prednisolone. Number of pts evaluated for these outcomes uncertain.

	
	Bud
	58
	
	48.0% on cromolyn nedocromil
	49% used no beta-2 agonist
	71% used no beta-2 agonist
	NS c
	14% of patients
	<0.0010 c
	


a Statistical significance determined by comparing the absolute change in outcomes from baseline to final time point between groups.

b Statistical significance determined by comparing the percent change in outcomes from baseline to final time point between groups.

c Statistical significance determined by comparing the absolute value in outcomes at the final time point between groups.
d Statistical significance determined by comparing the ‘treatment effect ratio’ between groups.
Evidence Table 1-9.  Medication use outcomes (continued)

A. ICS vs placebo (or no ICS)

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Baseline Meds
	Baseline Puffs/Day
	Final Puffs/Day
	p Value
	Oral Steroid Use
	p Value
	Comments

	Children younger than 5 years

	Storr, Lenney and Lenney, 1986
	Control
	14
	13
	
	
	0.98 (Mean)
	
	
	
	Beta-2 agonist use reported as mean number of nebules used per day.  Percentage of days salbutamol required 38% control vs 18% ICS

	
	Beclo
	15
	15
	
	
	0.52 (Mean)
	<0.0500 c
	
	
	

	Connett, Warde, Wooler, et al., 1993
	Placebo
	20
	19
	
	
	1.8 +/- 1
	
	125+/-40 mg/pt


	
	Beta-2 agonist use reported as change in doses/day;  change in nighttime puff/day (pl vs bud), 1.3+/-0.7 vs 0.4+/-0.8, p<0.05; change in total doses of study medication, 1.5+/-0.3 vs 0.7+/-0.3, p NS 

	
	Bud
	20
	17
	
	
	-0.1 +/- 0.9
	NS a
	60+/-33 mg/pt
	NS a
	


B. ICS vs long-acting Beta-2 agonists

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	BaselineMeds
	Baseline Puffs/Day
	Final Puffs/Day
	p Value
	Oral Steroid Use
	p Value
	Comments

	Verbene, Frost, Roorda, et al., 1997
	Salmet
	32
	25
	46.9% on cromolyn/ nedocromil
	
	0.44 (Median)
	
	17 courses
	
	

	
	Beclo
	35
	32
	42.9% on cromolyn/ nedocromil
	
	0.07 (Median)
	=0.0001 c
	2 courses
	
	

	Simons, Dolovich, Moote, et al., 1997
	Beclo
	81
	67
	
	
	
	
	10 courses
	
	

	
	Salmet
	80
	58
	
	
	
	
	15 courses
	
	


C. ICS vs theophylline

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	BaselineMeds
	Baseline Puffs/Day
	Final Puffs/Day
	p Value
	Oral Steroid Use
	p Value
	Comments

	Tinkelman, Reed, Nelson, et al., 1993
	Beclo
	102
	76
	42.0% on theophylline
	
	
	
	81.4% of pts with no oral steroid use
	
	Beta-2 agonist use analyzed by percent of pts with low, medium, and high use.  NS difference between groups. 

Oral steroid  use reported as % of pts requiring no courses of steroids.

	
	Theo
	93
	69
	39.0% on theophylline
	
	
	
	63.4% of pts with no oral steroid use
	
	


Evidence Table 1-9.  Medication use outcomes (continued)

D. ICS vs nedocromil

	Citation
	Study Arm
	#En-rolled
	#Eval-uable
	BaselineMeds
	Baseline Puffs/Day
	Final Puffs/Day
	p Value
	Oral Steroid Use
	p Value
	Comments

	Childhood Asthma Management Program Research Group, 2000a
	Control
	418
	411
	38.3% on cromo-lyn/nedocromil
	10.2 +/- 9.6
	-5.3 (Mean)
	
	122
	
	

	
	Exp 2
	312
	307
	47.4% on cromo-lyn/nedocromil
	10.5 +/- 9.8
	-5.7 (Mean)
	NS a
	102
	=0.0100 a
	




Evidence Table 1-10.  Utilization outcomes

A.  ICS vs placebo (or no ICS)

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Hospital Visits
	p Value
	Missed Days at Work/ School
	p Value
	Comments

	Children older than 5 years

	Childhood Asthma Management Program Research Group, 2000a
	Control
	418
	411
	4.4 hospitalizations/100 pt-years

22 urgent care visits/100 pt-years
	
	
	
	

	
	Exp 1
	311
	306
	2.5 hospitalizations/100 pt-years

12 urgent care visits/100 pt-years
	0.04

<0.001
	
	
	

	Jonasson, Carlsen and Blomquist, 1998
	Placebo
	40
	
	
	
	
	
	

	
	Bud 1
	40
	
	
	
	
	
	

	
	Bud 2
	42
	
	
	
	
	
	

	
	Bud 3
	41
	
	
	
	
	
	

	Simons, Dolovich, Moote, et al., 1997
	Placebo
	80
	
	
	
	% of patients not missing school, 66
	
	Activities affected by asthma 2% of days in control group vs 1% of days in ICS group, NS difference

	
	Beclo
	81
	
	
	
	% of patients not missing school, 81
	NS
	

	
	
	
	
	
	
	
	
	

	Hoekstra, Grol, Bouman, et al., 1996
	Placebo
	19
	15
	
	
	
	
	Number of school absence days was small in both groups and not significantly different.

	
	Flutic
	15
	15
	
	
	
	
	

	Agertoft and Pedersen, 1994
	Control
	62
	
	Total/pt/yr, 0.03
	
	47%
	
	

	
	Bud
	216
	216
	Total/pt/yr, 0.0041
	<0.0010
	62%
	
	

	van Essen-Zandvliet, Hughes, Waalkens, et al., 1992
	Placebo
	58
	
	Total, 3
	
	Total, 23
	
	Missed school reported as total number of patients with no missed school days due to asthma, statistical tests not reported.

	
	Bud
	58
	
	Total, 0
	NS
	Total, 32
	NS
	


a Statistical significance determined by comparing the absolute change in outcomes from baseline to final time point between groups.

b Statistical significance determined by comparing the percent change in outcomes from baseline to final time point between groups.

c Statistical significance determined by comparing the absolute value in outcomes at the final time point between groups.
d Statistical significance determined by comparing the ‘treatment effect ratio’ between groups.
Evidence Table 1-10.  Utilization outcomes (continued)

A.  ICS vs placebo (or no ICS)
	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Hospital Visits
	p Value
	Missed Days at Work/ School
	p Value
	Comments

	Children younger than 5 years

	Storr, Lenney and Lenney, 1986
	Placebo
	14
	
	
	
	
	
	

	
	Beclo
	15
	
	
	
	
	
	

	Connett, Warde, Wooler, et al., 1993
	Placebo
	20
	19
	Total, 8
	
	
	
	Total # exacerbations 10 in placebo group, 5 in antibiotic group, statistical test NR

	
	Bud
	20
	17
	Total, 3
	
	
	
	


B. ICS vs long-acting Beta-2 agonists

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	Hospital Visits
	p Value
	Missed Days at Work/ School
	p Value
	Comments

	Verbene, Frost, Roorda, et al., 1997
	Salmet
	32
	
	
	
	
	
	

	
	Beclo
	35
	
	
	
	
	
	

	Simons, Dolovich, Moote, et al., 1997
	Salmet
	81
	
	
	
	% of patients not missing school, 88
	
	

	
	Beclo
	80
	
	
	
	% of patients not missing school, 81
	NR
	


C. ICS vs theophylline

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	ER Visits
	p Value
	Missed Days at Work/ School
	p Value
	Comments

	Tinkelman, Reed, Nelson, et al., 1993
	Theo
	93
	69
	% pts with ER visits/hospitali-zations, 11.8
	
	
	
	Percentage of missed school days not significantly different between groups, further data not given.

	
	Beclo
	102
	76
	% pts with ER visits/hospitali-zations, 4.9
	NS
	
	
	


Evidence Table 1-10.  Utilization outcomes (continued)

D. ICS vs nedocromil

	Citation
	Study Arm
	# En-rolled
	# Eval-uable
	ER Visits
	p Value
	Missed Days at Work/ School
	p Value
	Comments

	Childhood Asthma Management Program Research Group, 2000a
	Control
	418
	411
	no./100 person-yr., 22
	
	
	
	

	
	Exp 2
	312
	307
	no./100 pt yr., 16
	=0.0200
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