	Evidence Table 4:  Combined Treatments


	Study
	Design and 

Interventions
	Patient Population
	Outcomes Reported
	Results
	Quality Score†/Notes

	
	
	
	
	
	

	Andri, Senna, Betteli, et al., 1992


	Design:  RCT, parallel-group 
Interventions:  

1)  Terfenadine 60 mg bid + nimesulide (NSAID) 100 mg bid (n = 15)

2)  Terfenadine 60 mg bid + placebo (n = 15)

Duration of study treatment:

30 days

No other drugs “likely to affect hay fever” permitted

No pre-trial washout period described

Dates:  5/2/89 - 5/30/89

Location:  Italy

Setting:  Outpatient allergy clinic

Type(s) of providers:  Allergist


	No. of subjects at start:  30

Dropouts/withdrawals:  2 (left area during pollen season)

No. of subjects at end:  28

Inclusion criteria:  History of parietaria pollen AR; positive skin test; RAST positivity; positive nasal provocation

Exclusion criteria:  “Other major disease;” ASA sensitivity

Age:  18-48 (mean 32.1, SD 8.9)

Sex:  18 M, 12 F

Race:  NR

Other:  


	1)  Investigator-assessed symptom severity 

2)  Patient-assessed symptom severity:  nasal itching, nasal obstruction, sneezing, running nose, eye irritation, and eye watering graded daily by patients scale of 0 (none) to 3 (severe)

3)  Patient global assessment of efficacy:  recorded once at end of trial – categorical scale keyed to perceived degree of improvement in symptoms (< 50%, 50-80%, > 80%)

4)  Adverse events:  Not clear how reported/ recorded


	1)  Investigator-assessed symptom severity:  Not abstracted

2)  Patient-assessed symptom severity:  

Mean symptom score shown Figure 2,

P ( 0.005 terfenadine + nimesulide vs. terfenadine + placebo

Table 2:  Average symptom score (no SD reported):

Terfenadine + nimesulide:

Day 1, 8.4; day 15, 2.9; day 30, 1.1

Terfenadine + placebo:

Day 1, 7.4; day 15, 3.6; day 30, 2.6

P ( 0.001 at days 15 and 30

3)  Patient global assessment of efficacy:  

Terfenadine + nimesulide:

Recovering n = 10, good improvement 2, no or slight improvement 2

Terfenadine + placebo:

Recovering 5, good improvement 2, no to slight improvement 7

0.1 < P ( 0.12, by Chi-square
4)  Adverse events:  

3 terfenadine + nimesulide, 2 terfenadine + placebo reported occasional sleepiness and sedation (5 total, with no withdrawal)


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  Yes
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  2b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  No
Blinding adequate:  Not applicable
Dropouts described:  Yes
Intention-to-treat:  Can’t determine
Notes:  

Local pollen counts conducted daily during trial.

No sample size or power calculation.



	Evidence Table 4:  Combined Treatments (continued)


	Study
	Design and 

Interventions
	Patient Population
	Outcomes Reported
	Results
	Quality Score†/Notes

	
	
	
	
	
	

	Backhouse, Finnamore, and Gosden, 1986



	Design:  RCT, parallel-group 
Interventions:  

1)  Terfenadine 60 mg bid + flunisolide (two 25-mcg spray to each nostril bid) (T+F)       (n = 49)

2)  Terfenadine 60 mg bid (T)     (n = 50)

Duration of study treatment:  

11 weeks

No mention of rescue med

No pre-trial washout period described; patients who had received systemic steroid therapy within previous 3 months or anti-allergic treatment within previous 2 weeks were excluded

Dates:  May and Aug (1985?)

Location:  England

Setting:  Outpatient

Type(s) of providers:  Specialist


	No. of subjects at start:  99

Dropouts/withdrawals:  22 total

17 from T group (10 poor symptom control, 1 headache, 1 pregnancy, 1 glandular fever, 2 lack of symptoms, 1 personal reasons, 1 lost to follow-up)

5 from T+F group (2 poor symptoms control, 2 personal reasons, 1 left country)

P < 0.005

No. of subjects at end:  75

Inclusion criteria:  2-year history of moderate-severe seasonal allergic rhinitis
Exclusion criteria:  Pregnant, lactating, URI, nasal obstruction abnormalities, systemic steroids within 3 months, allergy treatment within 2 weeks

Age:  13-65, mean age

Sex:  51 M, 48 F

Race:  NR

Other:  


	1)  Investigator-assessed symptom severity

2)  Patient-assessed symptom severity:  sneezing, runny nose, blocked nose, and eye symptoms assessed on scale of 1-4 by patients in daily diary recordings and at clinic visits at 3,7, and 11 weeks

3)  Investigator-and-patient global assessment:  overall effect of treatment rated (“by both the doctor and the patient”) as excellent, good, poor, none, or symptoms worse at clinic visits at 3, 7, and 11 weeks

4)  Adverse events:  Not clear how reported/ recorded
	1)  Investigator-assessed symptom severity:  Not abstracted

2)  Patient-assessed symptom severity:  

(see Table 2 for week 3 and 7 results)

Week 11 mean scores (SD):

Sneezing:  T group 1.3 (0.6), T+F group 1.0 (0.2), P = 0.12

Nose blowing:  T group 1.3 (0.8), T+F group 1.0 (0.2), P = 0.15

Runny nose:  T group 1.4 (0.8), T+F group 1.2 (0.5), P = 0.03

Stuffy nose:  T group 1.3 (0.7), T+F group 1.2 (0.5), P = 0.28

Eye symptoms:  T group 1.4 (0.8), T+F group 1.1 (0.3), P = 0.18

Note:  significant p-values mostly at week 7,  when pollen count was high

3)  Investigator-and-patient global assessment:  

Week 7, good or excellent response 96% T&F group, 62% T group, P = 0.001
Not reported for Week 11
4)  Adverse events:  

29 pts T group (9 drowsiness, 5 nausea/vomiting, 3 headache, 2 loss of concentration, 1 loss of balance, 1 depression, 8 other), only 12 felt to be due to study drug

35 pts T+F group (10 nasal/throat irritation, 7 drowsiness, 2 headache, 2 hangover, 1 irritation, 1 husky voice, 3 dry throat, 9 other), only 21 felt to be due to study drug


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  Yes
Diagnosis by MD:  No
Objectively confirmed:  No
Outcome measures valid:  No
Level of evidence:  2b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  No
Blinding adequate:  No
Dropouts described:  Yes
Intention-to-treat:  Can’t determine
Notes:  

Single-blind trial.

Local pollen counts recorded during weeks 3-9 of study.



	
	
	
	
	
	

	Benincasa and Lloyd, 1994


	Design:  RCT, parallel-group

Interventions:  

1)  Fluticasone propionate nasal spray 200 μg (2 actuations per nostril) + oral cetirizine 10 mg, once per day (n = 227) (Combo group)

2)  Fluticasone propionate nasal spray 200 μg once per day (n = 227) (FPANS group)

Duration of study treatment:   

8 weeks

Patients provided with eye drops containing a mixture of antazoline and xylometazoline (Otrivine-Antistin®) to be used “if eye symptoms became troublesome”

No pre-trial washout period described; patients who had taken following drugs, in time frames indicated, were excluded:  intranasal or oral corticosteroids, ketotifen, or sodium cromoglycate (4 weeks); astemizole (6 weeks); depot corticosteroids (8 weeks); immunotherapy injections (grass pollen) (6 months)

Dates:  Start date 5/14/90, end date 8 weeks later

Location:  UK

Setting:  64 general practice clinics

Type(s) of providers:  Primary care


	No. of subjects at start:  455 screened, 454 randomized (227 per group)

Dropouts/withdrawals:  68 (1 withdrew prior to randomization, 37 from FPANS group, 30 from Combo group).

No. of subjects at end:  387

Inclusion criteria:  Required treatment for hay fever symptoms during June in previous 2 years; at least 2 of following symptoms (1 nasal symptom):  sneezing, nasal itching, runny nose, or nasal congestion, eye watering/irritation, or headache.  Patients with asthma included if unlikely to require change in medication over 8-week study period.

Exclusion criteria:  Prescription med for respiratory infection in past 2 weeks; treatment for allergic rhinitis in past week; intranasal or oral corticosteroids, ketotifen or sodium cromoglycate in past 4 weeks; astemizole in past 6 weeks, depot steroids in  past 8 weeks, or immunotherapy to grass pollen in past 6 months; nasal surgery past 2 months, nasal pathology (polyp, turbinate hypertrophy, septal deviation), chronic sinusitis; recurrent conjunctivitis, or soft contact lens use; pregnant or lactating

Age:  FPANS group: mean 31 (range 12-80); Combo group: mean 30 (12-66)

Sex:  194 M (95 FPANS, 99 Combo); 260 F (132 FPANS, 128 Combo)

Race:  NR

Other:  


	1)  Patient-assessed symptom severity:  nasal symptoms, eye symptoms, and headache graded daily on scale of 0 (no symptoms) to 7-9 (severe symptoms).  Diaries used weeks 3-8.

2)  Use of rescue med (eye drops):  recorded daily in study diaries

3)  Patient global evaluation of efficacy of treatment:  patients asked at end of study whether treatment had adequately controlled their nasal, eye, and headache symptoms (yes/no)

4)  Investigator global evaluation of efficacy

5)  Adverse events:  not clear how reported/ recorded; all AEs recorded regardless of possible relationship to study drugs


	1)  Patient-assessed symptom severity: 

no significant differences in any symptoms or symptom-free days

Symptom scores (mean [SD]):

Nasal:  1.5 (1.4) FPANS, 1.5 (1.6) Combo

Eye:  1.3 (1.3) FPANS, 1.1 (1.3) Combo

Headache:  0.4 (0.9) FPANS, 0.4 (0.7) Combo

Proportion symptom-free days (mean [SD]):
Nasal:  0.45 (0.38) FPANS, 0.46 (0.4) Combo

Eye:  0.56 (0.36) FPANS, 0.57 (0.36) Combo

Headache:  0.86 (0.22) FPANS, 0.85 (0.25) Combo

2)  Use of rescue medication:  

No significant difference

Proportion of days without rescue medication, mean (SD):

FPANS:  0.81 (0.29)

Combo:  0.82 (0.26)

3)  Patient global evaluation of efficacy of treatment:  

Percentage reporting adequate control:
Nasal:  88% FPANS, 89% Combo

Eye:  75% FPANS, 82% Combo

Headache:  83% FPANS, 86% Combo

4)  Investigator global evaluation of efficacy:  Not abstracted

5)  Adverse events:

Serious AEs: 12 pts (5%) FPANS group, 10 pts (4%) Combo group Highest reported serious AE was drowsiness:  2 FPANS, 3 Combo.  Only 1 SAE in FPANS group and 4 serious AEs in Combo group were judged to be related to study medication.

Minor AEs:  295 events from 124 pts (55%) FPANS group; 286 events from 133 pts (59%) Combo group.  Most AEs were symptoms of seasonal allergic rhinitis (highest reported AE was headache, 28% of FPANS group, 22% of Combo group).  Only 14 (5%) of reports in FPANS group and 17 (6%) in Combo group were considered by MD to be related to study treatment.


	Quality Scoring: 

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  No
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  Yes
Note:  No sample size calculation reported.
(continued on next page)

	
	
	
	
	
	

	Berger, Fineman, Lieberman, et al., 1999




	Design:  RCT, parallel-group 
Interventions:  

1)  Azelastine nasal spray, 2 sprays per nostril bid (1.1 mg/day) + placebo capsule once per day (AZ) (n = 538)

2)  Intranasal beclomethasone dipropionate monohydrate,     2 sprays per nostril bid (336 μg/day) + loratadine 10 mg once per day (BEC+LOR)     (n = 532)

Duration of study treatment:  

7 days

Rescue med:  chlorphenir-amine maleate 4 mg prn during washout, but not 48 hrs prior to randomization

Trial preceded by 1- to 2-week washout period (1 week for pts on oral antihistamine, 2 weeks for pts on nasal steroid) 

Dates:  1998 spring allergy season

Location:  US

Setting:  71 outpatient allergy/ENT centers

Type(s) of providers:  Specialist


	No. of subjects at start:  1070 from 3 separate studies

Dropouts/withdrawals:  15 total

10 pts in AZ group:  1 intercurrent illness,  4 protocol violation, 1 withdrew consent, 1 treatment failure, and 3 pts discontinued due to AEs (1 sinusitis, 1 sneezing, 1 upper respiratory infection)

5 pts in BEC+LOR group:  2 intercurrent illness, 1 protocol violation, 2 discontinued due to AEs (1 vertigo/N/CP, 1 nasal burning)

No. of subjects at end:  1055

Inclusion criteria:  Age ( 12; documented seasonal allergic rhinitis; on monotherapy with either oral antihistamine or nasal steroid; MD-determined candidate for combination therapy due to lack of adequate symptom control; symptoms rating score ( 18 (range 0-50), with at least 3 symptoms of moderate or greater intensity

Exclusion criteria:  Unable to use/tolerate nasal spray; asthma; investigational drug w/in 30 days; use of antidepressants; upper respiratory infection within 30 days; any clinically significant acute/chronic illness

Age:  Mean 35 (range 12-80)

Sex:  57-63% F, 37-43% M

Race:  81-90% white

	1)  Investigator global assessment  

2)  Patient global assessment:  Patients asked to compare how they felt on last day of treatment (day 7) with how they felt prior to treatment on scale ranging from +2 (much better, near complete or complete symptom relief) to -2 (much worse, marked deterioration of symptoms), assessment of +1 or +2 considered improvements

3)  Adverse events:  Not clear how reported/ recorded


	1)  Investigator global assessment:  Not abstracted  

2)  Patient global assessment:  

Improved Study 1:  AZ 80%, BEC+LOR 90%

Improved Study 2:  AZ 77%, BEC+LOR 86%

Improved Study 3:  AZ 84%, BEC+LOR 85%

3)  Adverse events:  

AZ group:  8% aftertaste, 5% headache, 3% rhinitis, 2% somnolence

BEC+LOR group:  1% aftertaste, 6% headache, 1% rhinitis, 1% somnolence


	Quality Scoring:

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  Yes
Diagnosis by MD:  Yes
Objectively confirmed:  No
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Yes
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  Yes
Notes:  

Bottles of nasal steroid looked different.

Reports results of 3 separate RCTs.

Treatment lasted only 7 days.
(continued on next page)

	
	
	
	
	
	

	Bertrand, Jamart, Marchal, et al., 1996


	Design:  RCT, parallel-group 
Interventions:  

1)  Pseudoephedrine 120 mg (extended-release) bid + cetirizine 5 mg bid (n = 70) (COM group)

2)  Pseudoephedrine 120 mg (extended-released) bid (n = 70) (PER group)

3)  Cetirizine 5 mg bid (n = 70) (CTZ group)

Duration of study treatment:  

3 weeks

No mention of rescue med

Pre-trial washout period ranged from 2 days to 6 weeks, depending on pre-trial medication

Dates:  NR

Location:  8 centers in Belgium and Luxembourg

Setting:  Outpatient

Type(s) of providers:  Otolaryngologist


	No. of subjects at start:  210

Dropouts/withdrawals:  39 total

7 CTZ group (1 inefficacy, 2 AEs, 4 protocol violation/personal reasons); 19 PER group (2 inefficacy, 9 AEs, 8 protocol violation/personal reasons); 13 COM group (4 AEs, 9 protocol violation/personal reasons)

No. of subjects at end:  210 included in analysis

Inclusion criteria:  Perennial allergic rhinitis of at least 1 year duration; positive skin or RAST allergy test; presence of nasal obstruction, sneezing, and rhinorrhea

Exclusion criteria:  Pollen-sensitive patients excluded during pollen season; infectious rhinitis; nasal polyposis; nasal septal deviation; dermatitis; infections requiring antibiotic treatment; pregnancy; childbearing potential; breastfeeding

Age:  12-65

Sex:  97 M, 113 F

Race:  NR

Other:  

	1)  Investigator-assessed symptom severity

2)  Patient-assessed symptom severity:  blocked nose, sneezing, runny nose, itchy nose, and itchy eyes graded on scale of 0 (no symptoms) to 4 (severe symptom interfering with daily activities and/or sleep) at end of every day throughout trial

3)  Investigator global assessment 

4)  Adverse events:  Not clear how reported/ recorded


	1)  Investigator-assessed symptom severity:  Not abstracted

2)  Patient-assessed symptom severity:  

Figures 1-5, daily symptom scores per group:
Nasal obstruction:  P < 0.0001, COM vs. CTZ; P = 0.004, COM vs. PER; P = 0.128, CTZ vs. PER
Rhinorrhea:  P = 0.174, COM vs. CTZ;  P = 0.001, COM vs. PER; P = 0.072, CTZ vs. PER
Sneezing:  P = 0.790, COM vs. CTZ;   P = 0.021, COM vs. PER; P = 0.012, CTZ vs. PER
Nasal itching:  P = 0.384, COM vs. CTZ; P = 0.158, COM vs. PER;           P = 0.018, CTZ vs. PER
Eye itching:  P = 0.204, COM vs. CTZ; P = 0.080, COM vs. PER; P = 0.006, CTZ vs. PER
3)  Investigator global assessment:  Not abstracted 

4)  Adverse events:  

31 CTZ (6 somnolence, 4 bronchitis, 3 headache, 2 asthenia, 1 each insomnia and nervousness)

38 PER (7 insomnia, 6 dry mouth, 6 nausea, 5 headache, 4 asthenia, 3 somnolence, 1 nervousness)

35 COM (9 somnolence, 8 headache, 4 each asthenia, dry mouth, nervousness, and insomnia)



	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  Yes
Note:  
Double-dummy blinding technique employed.

(continued on next page)

	
	
	
	
	
	

	Bronsky, Boggs, Findlay, et al., 1995


	Design:  RCT, parallel-group 
Interventions:  

1)  Loratadine 10 mg + pseudoephedrine 240 mg (extended-release) once per day (Combo group) (n = 212)
2)  Loratadine 10 mg once per day (LOR group) (n = 212)
3)  Pseudoephedrine 120 mg (extended-release) bid  (PSE group) (n = 211)
4)  Placebo (n = 212)
Duration of study treatment:  

2 weeks

No mention of rescue med

Trial preceded by washout period ranging from 1 day to  1 month (depending on pre-trial medication) and a 4- to 7-day placebo run-in phase (baseline)

Dates:  Fall allergy season, 1989

Location:  US

Setting:  14 outpatient allergy centers

Type(s) of providers:  Allergists


	No. of subjects at start:  879

Dropouts/withdrawals:  

5 dropouts prior to treatment

54 total discontinuations

11 Combo group (5 treatment failure, 4 AEs, 1 noncompliance,  1 lost to follow-up)

17 LOR group (12 treatment failure, 1 AEs, 4 noncompliance)

13 PSE group (4 treatment failure, 9 AEs)

13 placebo group (11 treatment failure, 2 AEs)

No. of subjects at end:  874 included in safety analysis, 847 in efficacy analysis (27 protocol violations)

Inclusion criteria:  Seasonal allergic rhinitis for at least 1 year, confirmed by skin test to ragweed or other prevalent seasonal allergens; total symptom score     ( 11 on 50% of days during placebo phase; ( 80% compliance with placebo phase drug

Exclusion criteria:  Immuno-therapy within 6 months; asthma requiring steroids; multiple drug allergies; nonresponders or previous reaction to anti-histamines; upper respiratory infection, investigational drug within 1 month; pregnancy/ lactation; significant medical condition

Age:  Range 12-82, median 28-30 

Sex:  Of 847 pts, 395 (47%) male, 452 (53%) female

Race:  Of 847 pts, 747 (88%) white, 43 (5%) black, 57 (7%) other

Other:  


	1)  Investigator-assessed symptom severity:  rhinor-rhea, nasal stuffiness, nasal itching, sneezing, burning or itching eyes, watering eyes, red eyes, and itching of the ears or palate graded on scale of 0 (none) to 3 (severe) during clinic visits on days 4, 8, and 15 of the treatment period.

2)  Patient-assessed symptom severity:  Patients kept daily diary of symptom severity (presumably using same scale as above, though this is not stated).  

3)  Investigator global assessment of response to treatment 

4)  Patient global assessment of response to treatment:  graded on scale of 1 (excellent) to 5 (treatment failure) during clinic visits on days 4, 8, and 15 of the treatment period.  

5)  Adverse events:  Not clear how reported/ recorded


	1)  Investigator-assessed symptom severity:  Not abstracted

2)  Patient-assessed symptom severity:  No quantitative data reported.  Results described as “similar” to those of investigator assessment of symptom severity.

Total symptom score reduction significantly greater (P ( 0.05) in Combo group than in other three treatment groups.

Total symptom score reduction also greater in LOR group than in placebo group (P = 0.04).  Repeated measures analysis P ( 0.01 in Combo and LOR groups compared to placebo (plus Combo vs. PSE group).
Similar results for nasal and nonnasal symptom scores.

3)  Investigator global assessment of response to treatment:  Not abstracted

4)  Patient global assessment of response to treatment:  

Excellent or good response

125 (61%) Combo, 106 (52%) PSE, 95 (47%) LOR, 73 (35%) placebo

5)  Adverse events:  

124 Combo (55 headache, 17 dry mouth, 14 pharyngitis, 13 somnolence, 12 insomnia, 11 nervousness)

102 LOR group (50 headache, 18 pharyngitis, 9 somnolence, 7 dry mouth, 1 each insomnia and nervousness)

133 PSE group (57 headache, 19 insomnia, 16 dry mouth, 11 pharyngitis, 10 somnolence, 8 nervousness)

100 placebo group (60 headache, 15, pharyngitis, 8 somnolence, 6 dry mouth, 1 nervousness)

More AEs in Combo and PSE groups than in placebo group, P ( 0.05

Hyperkinesia higher in PSE group compared to placebo or loratadine.

	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  No
Notes:

Double-dummy blinding technique employed.

Pollen counts determined twice weekly during trial at all study sites.

(continued on next page)



	
	
	
	
	
	

	Brooks, Francom, Peel, et al., 1996



	Design:  RCT, parallel-group 

Interventions:  

1)  Loratadine 10 mg once per day + beclomethasone nasal spray, 2 sprays (about 84 μg) in each nostril twice a day (LOR+BEC) (n = 20)

2)  Loratadine 10 mg once per day (LOR) (n = 20)

3)  Beclomethasone nasal spray, 2 sprays (about 84 μg) in each nostril twice a day (BEC) (n = 20)

Duration of study treatment:   

9 days (2-week study period included 5-day no-treatment run-in period)

Patients instructed not to take any other drugs that might affect their hay fever during study period

Trial preceded by 5-day no-treatment run-in period

Dates:  Aug 18 - Sept 1  (year unknown)

Location:  US (Kalamazoo, MI)

Setting: Pharmaceutical (Upjohn) research clinic

Type(s) of providers:  NR

	No. of subjects at start:  60

Dropouts/withdrawals:  NR

No. of subjects at end:  60

Inclusion criteria:  History of ragweed seasonal allergic rhinitis with strongly positive skin tests

Exclusion criteria:  Evidence of significant complicating disease on history, physical, or laboratory testing; pregnancy

Age:  Reported as “roughly comparable”

Sex:  10M/10F LOR
7M/13F BEC
7M/13F LOR+BEC group

Race:  NR

Other:  


	1)  Patient-assessed symptom severity:  congestion, running/ blowing, sneezing, itching, and eye symptoms graded twice daily on scale of 1 (no symptoms) to 5 (maximum symptoms)

2)  Patient global evaluation of efficacy of treatment:  on last day of study, patients asked to grade overall effectiveness of treatment as “excellent,” “good,” “fair,” or “poor’


	1)  Patient-assessed symptom severity:  

Mean changes shown in Figures 1-5 for 3 segments (days 2-3, days 5-7, days 8-10).

Overall similar improvement with BEC and LOR+BEC for congestion, eye symptoms, and runny nose.  LOR+BEC better than BEC alone for itching (p = 0.13) and sneezing (p = 0.589), but was not statistically significant.  LOR+BEC was significantly better than LOR alone (p < 0.001) for all symptoms.

2)  Patient global evaluation of efficacy of treatment:  

LOR+BEC superior to BEC alone       (p = 0.042), and to LOR alone             (p = 0.001).  No difference between BEC and LOR alone (p = 0.122).
Excellent:  6 BEC, 4 LOR, 11 LOR+BEC
Good:  9 BEC, 5 LOR, 8 LOR+BEC
Fair:  4 BEC, 9 LOR, 1 LOR+BEC
Poor:  1 BEC, 2 LOR, 0 LOR+BEC

	Quality Scoring: 

Population similar:  Not adequately described
Intervention(s) described:  Yes
Comorbidities described:  Yes
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  2b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  No
Blinding adequate:  Not applicable
Dropouts described:  Yes
Intention-to-treat:  Can’t determine
Notes:  

Double-dummy blinding technique employed.

No sample size estimate or adverse events reported.

(continued on next page)



	
	
	
	
	
	

	Brooks and Karl, 1988



	Design:  RCT, parallel-group 

Interventions:  

1)  Terfenadine 60 mg bid + flurbiprofen 100 mg tid          (n = 14)

2)  Terfenadine 60 mg bid     (n = 14)

Duration of study treatment:   

1 week

No mention of rescue med

Trial preceded by 1-week run-in period, during which patients first took the symptomatic treatment of their choice (first ½ of run-in week), then terfenadine 60 mg bid (second ½ of run-in week)

Dates:  NR

Location:  Bronson Clinical Research Unit, Kalamazoo MI

Setting:  Outpatient

Type(s) of providers:  NR

	No. of subjects at start:  28

Dropouts/withdrawals:  1

No. of subjects at end:  27

Inclusion criteria:  “Credible” history of seasonal rhinitis and positive skin test

Exclusion criteria:  Significant complicating disease; aspirin sensitivity

Age:  

Terfenadine + flurbiprofen: mean 36.8 (SD 10.3) 

Terfenadine alone: 37.9 (SD 9.7)

Sex:  

Terfenadine + flurbiprofen: 5M/9F 

Terfenadine alone: 9M/5F

Race:  NR  


	1)  Patient-assessed symptom severity:  discrete symptoms graded  4 times per day on different scales, with 0 always indicating no symptoms and highest number always indicating maximum symptoms; symptoms graded were:  congestion (0-8); drainage/postnasal drip  (0-3); running nose/ blowing (0-4); sneezing in last ½ hour (0-4); hay fever-related itching (0-4); hay fever-related eye symptoms (0-4)

2)  Adverse events:  not clear how reported/ recorded


	1)  Patient-assessed symptom severity:  

Mean daily symptoms scores show in Figures 1-4.  No values reported.  
P-values are based on comparison of mean daily totals.  

P-values significant (< 0.05) on

day 3 (congestion,  P = 0.043; sneeze score, P = 0.026) and d
ay 4 (running/blowing nose, P = 0.006)
2)  Adverse events:  

Several volunteers reported side effects, mostly moderate gastrointestinal symptoms.  Not quantified further.

One dropout after day 1 after experiencing cramps & nausea (received terfenadine + flurbiprofen).


	Quality Scoring: 

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  2b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  No
Blinding adequate:  Not applicable
Dropouts described:  Yes
Intention-to-treat:  Yes
Notes:  

Patients assigned to 1 of 4 strata based on total symptom score, then randomized.

P-values are based on comparison of mean daily totals.  No overall assessment of treatment (e.g., pre- and post-treatment summary scores).  Analysis is incorrect.  Time period of treatment may be too short.

	
	
	
	
	
	

	Bukstein, Biondi, Blumenthal, et al., 1996


	Design:  RCT, parallel-group 
Interventions:  

1)  Nedocromil sodium 1% nasal spray (1 spray per nostril, 4 times per day) + astemizole (one 30-mg dose on Day 1, one 20-mg dose on Day 2, and one 10-mg dose per day thereafter) (n = 147)

2)  Astemizole (as above) + placebo nasal spray (n = 150)

3)  Double-dummy placebo   (n = 74)

Duration of study treatment:  

4 weeks

Pseudoephedrine and artificial tears permitted “for relief of intolerable symptoms”

Trial preceded by washout period ranging from 16 hours to 4 weeks (depending on pre-trial medication) and 1-week baseline period timed to coincide with start of local ragweed pollen season

Dates:  Local ragweed season

Location:  US

Setting:  13 outpatient sites

Type(s) of providers:  Allergists
	No. of subjects at start:  371

Dropouts/withdrawals:  

20 dropouts from treatment failure (12), protocol violation/ noncompliance (6), other (2)

6 not included in analysis (4 withdrawn from poor use of treatment, 1 upper respiratory infection, 1 travel out of pollen area) 

No. of subjects at end:  365

Inclusion criteria:  Seasonal allergic rhinitis to ragweed for 2 years requiring continuous treatment; positive skin test

Exclusion criteria:  Women of childbearing potential; sinusitis; polyposis; immunotherapy; recent astemizole, corticosteroids, cromolyn sodium, short-acting antihistamines, decongestants, vasoconstrictors, or theophylline

Age:  12-64; means 33.9 (nedocromil + astemizole), 35.1 (astemizole), and 31.8 (placebo)
Sex:  279 (76%) male; 86 (44%) female
Race:  NR

Other:  


	1)  Patient-assessed symptom severity:  stuffy nose, runny nose, itchy nose, sneezing, and overall nasal symptoms graded daily on scale of 0 (none) to 4 (very severe)

2)  Patient-assessed sleep disturbance due to rhinitis:  graded daily on scale of 0 to 2 (not described)

3)  Use of rescue med (recorded by patients in daily diaries)

4)  Investigator assessment of clinical signs of rhinitis 

5)  Investigator global assessment of treatment efficacy

6)  Patient global assessment of treatment efficacy:  graded as “good” (symptoms fully or mostly controlled), “fair” (symptoms fairly well controlled), or “poor” (symptoms controlled poorly or not at all) during clinic visits at 1 and 4 weeks

7)  Adverse events:  Not clear how reported/ recorded


	1)  Patient-assessed symptom severity:  

Symptom summary mean (SD):

Nedocromil + astemizole:  1.02 (0.78),    p < 0.001 vs. placebo, p < 0.01 vs. astemizole

Astemizole:  1.21 (0.84), p < 0.001 vs. placebo

Placebo:  1.49 (0.90)
Mean change from baseline (SD): 
Nedocromil + astemizole:  -0.39 (0.76),    p < 0.001 vs. placebo, p < 0.01 vs. astemizole

Astemizole:  -0.22 (0.68), p < 0.001 vs. placebo

Placebo:  +0.21 (0.77)
2)  Patient-assessed sleep disturbance due to rhinitis:  

Nedocromil + astemizole 0.58 (0.63),   p = 0.11  vs. placebo

Astemizole 0.69 (0.62), p < 0.18 vs. placebo

Placebo 0.73 (0.61)

3)  Use of rescue med (pseudo-ephedrine) (tabs/day):

Nedocromil + astemizole 0.34 (0.86),   p = 0.02 vs. astemizole 

Astemizole 0.55 (1.03)
Placebo 0.68 (1.15)

4)  Investigator assessment of clinical signs of rhinitis:  Not abstracted 

5)  Investigator global assessment of treatment efficacy:  Not abstracted

6)  Patient global assessment of treatment efficacy:  

Symptoms controlled fully/mostly:

Nedocromil + astemizole:  64%, p < 0.001 vs. placebo, p < 0.01 vs. astemizole alone
Astemizole:  47%, p < 0.01 vs. placebo
Placebo:  28%
7)  Adverse events:

63 (43%) Nedocromil + astemizole
52 (35%) Astemizole
20 (27%) Placebo 

Trend towards more headache in combo group (p = 0.058)


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No

Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  Yes
Note:  
Pollen counts measured daily at each site.

(continued on next page)

	
	
	
	
	
	

	Busse, Janssens, and Eisen, 1996




	Design:  RCT, parallel-group 

Interventions:  

1)  Nasal spray containing levocabastine (0.5 mg/ml) and oxymetazoline (0.5 mg/ml), 2 sprays per nostril twice per day (n = 251)

2)  Levocabastine nasal spray, 2 sprays per nostril twice per day (n = 255)

3)  Oxymetazoline nasal spray, 2 sprays per nostril twice per day (n = 252)

4)  Placebo nasal spray (n = 257)

Duration of study treatment:   

1 week

No mention of rescue med

No pre-trial washout period described; patients who had taken following drugs, in time frames indicated, were excluded:  systemic cortico-steroids (1 month); topical corticosteroids or sodium cromoglycate (2 weeks); astemizole (6 weeks); other decongestants or anti-histamines (3 days) 

Dates: 1990 fall ragweed pollen season 

Location:  US and Canada

Setting:  Outpatient

Type(s) of providers:  specialists
	No. of subjects at start:  1015

Dropouts/withdrawals:  38 (7 levocabastine, 5 levocabastine-D, 12 oxymetazoline, 14 placebo

No. of subjects at end:  977

Inclusion criteria:  Age 18-60 with 1-year history of seasonal allergic rhinitis; positive skin test to ragweed allergen (≥ 3 mm); moderate-severe nasal congestion and at least one other moderate-severe nasal symptom

Exclusion criteria:  Other forms of rhinitis or sinusitis; moderate-severe asthma; serious comorbid disease; systemic steroids within 1 month; topical steroids  or sodium cromoglycate within 2 weeks; decongestants or antihistamines within 3 days; astemizole within 6 weeks; any use of tricyclic antidepressants, MAOI, other CNS depressants; antihypertensive drugs; change in immunotherapy in past 6 months; pregnant or lactating; investigational drug within 30 days; hypersensitivity to antihistamines; travel outside of pollen area for longer than 1 day

Age:  Eligible 18-60; mean (yrs) reported per group

36.5 placebo

35.8 levocabastine-D

36.5 levocabastine

35.7 oxymetazoline

Sex:  

167M/90F placebo

173M/78F levocabastine-D

168M/87F levocabastine

161M/91F oxymetazoline

Race:  NR

Other:  


	1)  Patient-assessed symptom severity:  nasal congestion, rhinorrhea, nasal itching, sneezing, itching eyes, lacrimation, and redness of eyes graded daily using scale of 0 (absent) to 3 (severe)

2)  Investigator-assessed symptom severity

3)  Patient global evaluation of efficacy:  effect of treatment on overall severity of rhinitis graded at end of trial as “excellent,” “good,” “fair,” “poor,” or “worse”

4)  Investigator global evaluation of efficacy

5)  Adverse events:  spontaneously reported during clinic visits (after 3 days of treatment and at end of week)


	1)  Patient-assessed symptom severity:  

Reported mean change in Area Under Curve (AUC) from baseline.  Statistical significance calculated versus placebo.

Total all symptoms (mean change AUC):
-1.7 placebo

-3.3 levocabastine-D ***

-3.5 levocabastine ***

-1.8 oxymetazoline

*** P ≤ 0.001 compared to placebo

2)  Investigator-assessed symptom severity:  Not abstracted

3)  Patient global evaluation of efficacy:  

Report of excellent or good:

26% placebo

52% levocabastine-D

44% levocabastine

39% oxymetazoline 


4)  Investigator global evaluation of efficacy:  Not abstracted

5)  Adverse events:  

32% placebo

40% levocabastine-D

30% levocabastine

40% oxymetazoline

Headache and application site reactions most frequently reported AEs

Headache:
31 placebo

26 levocabastine-D

15 levocabastine

31 oxymetazoline

Application site reactions:
15  placebo

23 levocabastine-D

17 levocabastine

34 oxymetazoline


	Quality Scoring: 

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  Yes
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes

Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  Yes
Note:  
Data pooled from 3 RCTs sharing a common protocol.

(continued on next page)



	
	
	
	
	
	

	Diamond, Gerson, Cato, et al., 1981



	Design:  RCT, parallel-group 
Interventions:  (34-40 pts per group)

1)  Triprolidine 2.5 mg + pseudoephedrine 60 mg, given in a single tablet 3 times per day (n = NR)

2)  Triprolidine 2.5 mg, 3 times per day (n = NR)

3)  Pseudoephedrine 60 mg,  3 times per day (n = NR)

4)  Placebo, 3 times per day (n = NR)

Duration of study treatment:  

1 day, from 10:00 AM to 6:00 PM (drugs administered and outcomes measured on-site)

No mention of rescue med

Patients instructed to refrain from antihistamines for 48 hours and nasal decongestants for 16 hours before reporting for treatment

Dates:  Grass and ragweed season (Apr-Jun and Aug-Oct)

Location:  US, Kentucky

Setting:  Outpatient (academic medical center)

Type(s) of providers:  NR


	No. of subjects at start:  NR

Dropouts/withdrawals:  NR

No. of subjects at end:  151

Inclusion criteria:  Allergic rhinitis by symptoms, scratch test, and nasal airway resistance

Exclusion criteria:  Nasal defect or pathology

Age:  18 or older

Sex:  100 M, 51 F

Race:  NR

Other:  


	1)  Nasal airway resistance:  measured every hour using two Validyne MP45 transducers and an oscilloscope

2)  Patient-assessed symptom severity:  nasal congestion, sneezing, rhinorrhea, lacrimation, and itching of the eyes, nose, and throat graded on scale of 1-6 (with higher numbers indicating increasing severity) every hour, at time of NAR assessment

3)  Adverse events:  Patients queried every hour about the occurrence of adverse events in general and specifically about whether or not they had experienced dizziness, drowsiness, nervousness, or nausea


	1)  Nasal airway resistance:  Not abstracted

2)  Patient-assessed symptom severity:  

Nasal congestion:  changes in mean scores shown in Figure 2; combination caused greater reduction than placebo at 6, 7, and 8 hours (P ( 0.025), and greater reduction than tripolidine alone at 6 and 8 hours (P ( 0.025)
Symptom complex score:  changes shown in Figure 3; combination (P ( 0.025) and triprolidine had greatest reduction in mean scores

3)  Adverse events:  

Drowsiness most frequently reported AE due to antihistamine; few reports of jitteriness due to decongestant


	Quality Scoring:  

Population similar:  Not adequately described
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  2b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  No
Intention-to-treat:  Can’t determine
Notes:  

Patients assessed for a total of 8 hours over the course of a single day.

(continued on next page)

Number of patients in each treatment group not reported; stated only that there were 34-40 per group.



	
	
	
	
	
	

	Dockhorn, Aaronson, Bronsky, et al., 1999


	Design:  RCT, parallel-group, nonallergic and allergic patients stratified separately

Interventions:  

1)  Ipratropium bromide nasal spray 0.03% (42 μg per nostril tid) + beclomethasone dipropionate nasal spray (84 μg per nostril bid) (n = 207)

2)  Ipratropium bromide nasal spray 0.03% (42 μg per nostril tid) (n = 103)

3)  Beclomethasone dipropionate nasal spray (84 μg per nostril bid) (n = 109)

4)  Placebo nasal sprays (n = 106)

Duration of study treatment:  

2 weeks (Phase III of trial, see Notes)

No mention of rescue med

Multiple-phase trial – see Notes

Dates:  NR

Location:  US

Setting:  10 outpatient clinics

Type(s) of providers:  

Allergy specialists and general practitioners


	No. of subjects at start:  553 (279 allergic, 274 nonallergic)

Dropouts/withdrawals:  43 total

525 completed Part II

510 completed Part III

17 (3%) dropouts due  to AEs

18 (3%) dropouts due to administrative reasons

3 protocol violations

5 lack of efficacy

No. of subjects at end:  510

Inclusion criteria:  Allergic rhinitis (positive skin test and history) or nonallergic rhinitis (negative skin test)

Exclusion criteria:  Complete nasal obstruction; abnormal sinus film; upper respiratory infection; rhinitis medicamentosa; glaucoma; BPH

Age:  8-75 (mean 36.7, SD 16.7, 18% age 8-18)

Sex:  63% F, 37%

Race:  90% white, 2% black, 8% other

Other:  


	1)  Patient-assessed symptom severity:  rhinorrhea, congestion, and sneezing graded daily on scale of 1 (none) to 5 (unbearable); duration of rhinorrhea assessed by having patient record each day the number of hours nose ran between 8 AM and 8 PM

2)  Investigator global assessment of efficacy

3)  Patient global assessment of efficacy:  graded on weekly basis using scale of 1 (no symptom control) to 4 (excellent symptom control); separate assessments for rhinorrhea, nasal congestion, and sneezing

4)  Quality of life:  Assessed using the SF-36 Health Survey and the Rhinoconjunctivitis Quality of Life Questionnaire (RQLQ), administered at baseline and at end of treatment (2 weeks)

5)  Adverse events:  Patients queried about adverse events at each clinic visit; AEs recorded regardless of possible relation to treatment


	1)  Patient-assessed symptom severity:  

Mean rhinorrhea severity and duration reduced in all three treatment groups compared to placebo (values shown in figures, P < 0.05).  Combination therapy caused 45% reduction in rhinorrhea severity and 47% reduction in duration from baseline.

Subgroup analysis of patients with substantial reduction:

Rhinorrhea severity reduction:  74% combination, 57% ipratropium, 64% beclomethasone, 47% placebo.

Rhinorrhea duration reduction:  66% combination, 50% ipratropium, 54% beclomethasone, and 38% placebo.

Combination more effective than ipratropium or placebo in reducing severity of nasal congestion or sneezing, P < 0.05.

Nasal congestion reduction:  31% combination, 23% ipratropium, and 23% placebo.

Sneezing reduction:  37% combination, 26% ipratropium, and 26% placebo.

2)  Investigator global assessment of efficacy:  Not abstracted

3)  Patient global assessment of efficacy:  

Good or excellent control of rhinorrhea:  

73% combination, 65% ipratropium, 68% beclomethasone, 51% placebo

All three active treatments rated as more effective than placebo for nasal congestion, P < 0.05.  Combination more effective than placebo for control of sneezing, P < 0.05.

4)  Quality of life:  

RQLQ scores improved for all 4 treatments compared to baseline,        P < 0.05, combined > ipratropium or placebo.

SF-36 less able to discriminate between treatment groups, although combination treatment superior to ipratropium for 3 domains (role functioning, vitality, health transition)

5)  Adverse events:  

56 (27%) combined (33 possibly drug-related)

31 (30%) ipratropium (10 possibly drug-related)

27 (25%) beclomethasone (10 possibly drug-related)

32 (30%) placebo (9 possibly drug-related)

Most common AEs were pain, headache, nasal dryness, and epistaxis


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  Yes
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Yes
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  Can’t determine
Notes:  

Trial had 4 phases:

Phase I:  1-week run-in period during which patients took no medication (baseline values from this period);

Phase II:  2-week RCT comparing monotherapies (ipratropium vs. beclomethasone vs. placebo);
(continued on next page)

Phase III:  2-week RCT comparing combination therapy vs. monotherapies vs. placebo (described here);

Phase IV:  1-week washout period, during which patients were monitored for signs of rebound of nasal symptoms.

Double-dummy blinding technique employed.



	
	
	
	
	
	

	Dockhorn, Williams, and Sanders, 1996


	Design:  RCT, parallel-group 
Interventions:  

1)  Acrivastine 8 mg + pseudoephedrine 60 mg, given in one capsule, 4 times per day (n = 176)

2)  Acrivastine 8 mg, 4 times per day (n = 175)

3)  Pseudoephedrine 60 mg,  4 times per day (n = 177)

4)  Placebo (n = 174)

Duration of study treatment:  

2 weeks

No mention of rescue med

No pre-trial washout period described (1-day baseline phase); individuals taking antihistamines, nasal decongestants, MAOIs, cromolyn sodium, or corticosteroids within specified times prior to study (based on half-lives of respective drugs) were excluded

Dates:  NR (during ragweed season)

Location:  US

Setting:  13 outpatient clinics

Type(s) of providers:  NR


	No. of subjects at start:  702

Dropouts/withdrawals:  56 total

5% combination, 10% placebo

20 due to AEs

19 due to worsening allergy symptoms (9 placebo, 5 acrivastine, 4 pseudoephedrine, 1 combination)

7 protocol violations

6 lost to follow-up
4 withdrew consent

No. of subjects at end:  646

Inclusion criteria:  Seasonal allergic rhinitis (2-year history), positive skin test to ragweed, 

Exclusion criteria:  Anatomic nasal obstruction; vasomotor rhinitis; women of childbearing potential not on birth control; use of antihistamines/nasal decongestants/MAOIs, cromolyn sodium, or steroids

Age:  11-73, mean age 32

Sex:  53-60% female

Race:  86-90% white

Other:  


	1)  Patient-assessed symptom severity:  runny nose; sneezing; itchy nose/throat; tearing, itching, or redness of eyes; nasal congestion; and mouth breathing graded 3 times per day on scale of 0 (absent) to 5 (very severe) 

2)  Investigator global assessment of efficacy

3)  Adverse events:  Evaluated by spontaneous reports of AEs and changes in vital signs


	1)  Patient-assessed symptom severity:  

Mean diary symptom score (no SD):

10.3 combination, 12.3 acrivastine, 11.8 pseudoephedrine, 13.4  placebo

P < 0.001 combo vs. acrivastine

P = 0.002 combo vs. pseudoephedrine

P < 0.001 combo vs. placebo

Mean nasal congestion score (no SD):

3.8 combination, 4.7 acrivastine, 4.1 pseudoephedrine, 4.9  placebo

P < 0.001 combo vs. acrivastine

Mean allergy symptoms score (no SD):

6.5 combination, 7.6 acrivastine, 7.6 pseudoephedrine, 8.6  placebo

P < 0.001 combo vs. pseudoephedrine

2)  Investigator global assessment of efficacy:  Not abstracted

3)  Adverse events:  

Combination therapy:  9% dry mouth, 7% somnolence, 4% nervousness, 4% insomnia

20 dropouts due to AEs (6 combination, 5 acrivastine, 6 pseudoephedrine, 3 placebo)


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  No
Notes:  



	
	
	
	
	
	

	Drouin, Yang, Horak, et al., 1995


	Design:  RCT, parallel-group

Interventions:  

1)  Beclomethasone dipropionate nasal spray   (100 μg in each nostril twice daily) + loratadine 10 mg once per day (Combo) (n = 76)

2)  Beclomethasone dipropionate nasal spray   (100 μg in each nostril twice daily) (BEC) (n = 78)

Duration of study treatment:   

1 week

No mention of rescue med

Trial preceded by washout period ranging from 24 hours to 1 month, as follows:  topical or oral decongestants (24 hours); oral antihistamines  (48 hours, except astemizole [1 month]); intranasal steroids (72 hours); cromolyn sodium (1 week); systemic or orally inhaled steroids (1 month)

Dates:  NR

Location:  Austria, Belgium, Canada, Germany, England

Setting:  5 medical centers

Type(s) of providers: specialists (2 allergy, 1 ENT, 1 unknown)  


	No. of subjects at start:  156

Dropouts/withdrawals:  2 (1 per group) failed to return for follow-up visit.  

No. of subjects at end:  154

Inclusion criteria:  Moderately severe seasonal allergic rhinitis with positive skin test; patient on immunotherapy must be on stable dose for at least 1 month prior to study

Exclusion criteria:  Severe asthma or COPD; nasal polyps or other structural abnormality; pregnant, lactating or not on medically accepted birth control; significant comorbid disease that might interfere with treatment evaluation

Age:  18-65

Mean 31 yrs Loratadine + Beclomethasone

Mean 32 yrs Beclomethasone

Sex:   

48 M/33 F Loratadine + Beclomethasone

38 M/40 F Beclomethasone

Note: Sex had significant treatment-by-center interaction (P = 0.03) but was determined to have no impact on overall efficacy comparison.

Race:  Noted to be comparable, actual % not reported

Other:  


	1)  Patient-/investigator-assessed symptom severity:  nasal discharge, nasal stuffiness, nasal itching, sneezing, itching eyes, tearing, redness of eyes, and ear/palate itching graded daily (by patients) and on days 3 and 7 (by investigator) on scale of 0 (none) to 3 (severe, very disturbing most of the time)

2)  Patient global evaluation of efficacy:  graded on last day of treatment on scale of 1 (excellent) to 5 (treatment failure)

3)  Investigator global evaluation of efficacy

4)  Adverse events:  recorded by patients in study diaries and elicited by investigators during clinic visits on days 3 and 7


	1)  Patient-/investigator-assessed symptom severity:  


Improvement in total symptom score (“improvement” not defined; mean scores not reported):
Day 3:  54% Combo, 46% BEC alone (P = 0.08)

Day 7:  68% Combo, 58% BEC alone (P < 0.05)

2)  Patient global evaluation of efficacy:  

Combo:
Excellent 39%

Good 51%

Fair 3%

Poor or Failure 7%

BEC alone: 
Excellent 19%

Good 54%

Fair 18%

Poor or Failure 9%

Good to excellent response, 90% Combo vs. 73% BEC, P < 0.05.

3)  Investigator global evaluation of efficacy:  Not abstracted

4)  Adverse events:  

23 pts (30%)  Combo
20 pts (26%)  BEC
Most common AE was somnolence 5% in Combo group, 6% in BEC only group.


	Quality Scoring: 

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  Yes
Note:  Not clear whether symptom data reported was assessed by patients or investigators.


	
	
	
	
	
	

	Falliers and Redding, 1980


Study 1 (seasonal allergic rhinitis)


	Design:  RCT, parallel-group
Interventions:  

1)  Azatadine maleate 1 mg + pseudoephedrine 120 mg, combined in one repeat-action tablet; 3 doses over 2 days   (n = 30) 

2)  Azatadine maleate 1 mg,  3 doses over 2 days (n = 30)

3)  Pseudoephedrine 120 mg, in a repeat-action tablet (60 mg in coating and 60 mg in core), 3 doses over 2 days    (n = 30)

4)  Placebo, 3 doses over 2 days (n = 30)

Duration of study treatment:  

2 days (treatment given and patients assessed on-site)

No mention of rescue med

Patients abstained from antihistamines and decongestants for 12 hours and systemic steroids for at least 4 weeks before reporting for treatment

Dates:  Single pollen season, 1978

Location:  Denver, CO

Setting:  Outpatient

Type(s) of providers:  NR
	No. of subjects at start:  120

Dropouts/withdrawals:  3

No. of subjects at end:  117

Inclusion criteria:  Seasonal allergic rhinitis based on history and positive skin test

Exclusion criteria:  Pregnant women; hypersensitivity to study drugs; illnesses that contraindicate antihistamine or sympathomimetic amine use

Age:  18 or older

Sex:  No difference among groups, values not reported

Race:  NR

Other:  


	1)  Patient-assessed symptom severity:  frequency of nose blowing and sneezing graded on scale of 1 (1) to 8 (more than 15); severity of runny nose, nasal stuffiness, watery eyes, and itching of eyes, nose, and throat graded on scale of 0 (none) to 3 (severe); scores recorded hourly from 8:00 AM to 4:00 PM (both days), then again from 6:00 to 10:00 PM (first day only)
2)  Adverse events:  Symptom scoring cards given to patients included questions about drowsiness, dizziness, jitteriness, nausea, and headache


	1)  Patient-assessed symptom severity:  

Active treatments superior to placebo, P < 0.10; combination treatment superior (P < 0.05) to both azatadine and placebo.

Reductions in mean total symptom score:

70% combination

52% azatadine

43% pseudoephedrine

11% placebo

Reductions in mean nasal congestion symptom score:

68% combination

35% azatadine

62% pseudoephedrine

11% placebo

2)  Adverse events:  

Most common = drowsiness (mild-moderate severity) in 30 of 111 (27%), higher in azatadine (50%) and combination groups (30%), P < 0.10.

Jitteriness higher in pseudoephedrine group (P < 0.10).  Other reactions insomnia, dizziness, nervousness, dry nose, nausea, and headache.  No withdrawals due to AEs.


	Quality Scoring:

Population similar:  Not adequately described
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Yes
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  No
Notes:  



	
	
	
	
	
	

	Falliers and Redding, 1980


Study 2 (perennial allergic rhinitis)


	Design:  RCT, parallel-group
Interventions:  

1)  Azatadine maleate 1 mg + pseudoephedrine 120 mg, combined in one repeat-action tablet, 2 times per day (n = 10) 

2)  Azatadine maleate 1 mg,  2 times per day (n = 10)

3)  Pseudoephedrine 120 mg, in a repeat-action tablet (60 mg in coating and 60 mg in core), 2 times per day (n = 11)

4)  Placebo, 2 times per day (n = 10)

Duration of study treatment:  

6 weeks

No mention of rescue med

No pre-trial washout period described

Dates:  Single pollen season 1978

Location:  Denver, CO

Setting:  Outpatient

Type(s) of providers:  NR
	No. of subjects at start:  41

Dropouts/withdrawals:  2

No. of subjects at end:  39

Inclusion criteria:  Perennial allergic rhinitis (based on history) 

Exclusion criteria:  Pregnant women; hypersensitivity to study drugs; illnesses that contraindicate antihistamine or sympathomimetic amine use

Age:  18 or older

Sex:  No difference among groups, values not reported

Race:  NR

Other:  


	1)  Patient-assessed symptom severity:  rhinorrhea, sneezing, itchy nose, itchy eyes, tearing, conjunctivitis, and nasal congestion graded by patients on scale of 0 (none) to 3 (severe) during clinic visits at baseline and weeks 2, 4, and 6

2)  Investigator global assessment of efficacy

3)  Patient global assessment of efficacy:  Assessed at last clinic visit (6 weeks); method of assessment not described

4)  Adverse events:  Patients asked about AEs at each clinic visit (2, 4, and 6 weeks); physicians specifically asked to note presence/absence of drowsiness


	1)  Patient-assessed symptom severity:  

Active treatments superior to placebo, P < 0.10; combination treatment superior (P < 0.05) to both azatadine and placebo.

Reductions in mean total symptom score:

82% combination

58% azatadine

55% pseudoephedrine

9% placebo

Reductions in mean nasal congestion symptom score:

73% combination

27% azatadine

63% pseudoephedrine

10% placebo

2)  Investigator global assessment of efficacy:  Not abstracted

3)  Patient global assessment of efficacy:  

Overall response, all active preparations superior to placebo, P < 0.01, in decreasing order of preference:  combination therapy, azatadine, pseudoephedrine, placebo

4)  Adverse events:  

Most common = drowsiness (mild-moderate severity) in 8 of 41 (20%), higher in azatadine (50%) and combination groups (30%), P < 0.10


	Quality Scoring:  

Population similar:  Not adequately described

Intervention(s) described:  Yes

Comorbidities described:  No

Diagnosis by MD:  Yes

Objectively confirmed:  Yes

Outcome measures valid:  No

Level of evidence:  1b

Randomized:  Yes

Allocation concealed:  Yes

Double-blind:  Yes

Blinding adequate:  Yes

Dropouts described:  Yes

Intention-to-treat:  No
Notes:  



	
	
	
	
	
	

	Finn, Aaronson, Korenblat, et al., 1998


	Design:  RCT, crossover, allergic and nonallergic patients randomized separately 

Interventions:  

1)  Terfenadine (60 mg bid) + ipratropium bromide nasal spray 0.03% (42 μg per nostril tid)

2)  Terfenadine (60 mg bid) + placebo nasal spray tid

Duration of study treatment:  

2 weeks for each treatment, with a 1-week washout period between periods

1-week run-in/baseline period; no anticholinergic agents, antihistamines, sympatho-mimetic decongestants, nasal/ocular cromolyn, prostaglandin inhibitors, tranquilizers with anti-cholinergic effects, or gluco-corticosteroids permitted before or during study.

Dates:  NR

Location:  US

Setting:  7 outpatient centers

Type(s) of providers:  

Specialists
	No. of subjects at start:  205

(114 allergic, 91 nonallergic)

Dropouts/withdrawals:  

16 excluded from efficacy analysis:

3 with seasonal allergic rhinitis

13 completed only 1st treatment period

15 noncompleters:

8 patients due to AEs

5 administrative reasons

2 protocol violations

No. of subjects at end:  190 completed; 189 used in efficacy and safety evaluations

Inclusion criteria:  Perennial rhinitis (allergic or nonallergic) with clinically significant rhinorrhea; allergic rhinitis defined by positive skin tests; rhinorrhea severity score ( 2 for 2 hours per day

Exclusion criteria:  Complete nasal obstruction; sinusitis; abnormal radiograph; upper or lower respiratory infection; rhinitis medicamentosa; glaucoma; BPH; hypersensitivity to study meds

Age:  Range 18-75, mean 40.1

Sex:  59% F, 41% M

Race:  90% white
Other:  


	1)  Patient-assessed symptom severity:  rhinorrhea graded for severity once daily on a scale of 0 (none) to 5 (very severe) and for duration by the number of hours daily between 8 AM and 8 PM; severity of sneezing and congestion graded once daily on scale of 0-5 (as above)

2)  Investigator global assessment of efficacy

3)  Patient global assessment of efficacy:  overall control of nasal symptoms graded at biweekly clinic visits on scale of 0 (none) to 3 (excellent)

4)  Adverse events:  Patients queried about AEs at each biweekly clinic visit; investigators instructed to record all AEs regardless of possible relationship to study drugs


	1)  Patient-assessed symptom severity:  

Rhinorrhea severity decreased from 2.85 at baseline to 1.78 (38% reduction) with combined therapy       (P = 0.0001); 10% additional reduction over terfenadine + placebo.

Rhinorrhea duration decreased from 6.04 at baseline to 1.78 (46% reduction) with combined therapy       (P = 0.0001); 16% additional reduction over terfenadine + placebo.

No statistical differences between treatment groups for congestion and sneezing.

2)  Investigator global assessment of efficacy:  Not abstracted

3)  Patient global assessment of efficacy:  

Good to excellent control of rhinorrhea:  69% in combined therapy vs. 53% in terfenadine + placebo (P = 0.0008).

Good to excellent control of sneezing:  higher in combined therapy group, P = 0.0452.

No difference in control of congestion.

4)  Adverse events:  

N = 63 (32%) combined therapy (31 [16%] possibly drug-related)

N = 31 (16%) terfenadine + placebo (14 [7%] possibly drug-related).

Higher % of blood-tinged nasal mucus 6.6% vs. 0.5% (combined vs. terfenadine alone), epistaxis (5.1% vs. 1.5%), and nasal dryness (2.5% vs. 1.5%).


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  No
Notes:  



	
	
	
	
	
	

	Grosclaude, Mees, Pinelli, et al., 1997



	Design:  RCT, parallel-group  
Interventions:  

1)  Pseudoephedrine 120 mg (extended-release) bid + cetirizine 5 mg bid (n = 230)

2)  Pseudoephedrine 120 mg (extended-released) bid (n = 226)

3)  Cetirizine 5 mg bid (n = 231) 

Duration of study treatment:  

2 weeks

No rescue med permitted

No pre-trial washout period described; patients who had taken following drugs, in time frame indicated, were excluded:  astemizole (6 weeks); systemic cortico-steroids, ketotifen, or MAOIs (2 weeks); topical cortico-steroids or sedative (1 week); nasal decongestants, anti-histamines, or nasal or ocular cromoglycate (2 days)

Dates:  Mar-Sept 1992

Location:  France and Germany  

Setting:  43 centers (30 France, 13 Germany)

Type(s) of providers:  NR


	No. of subjects at start:  687

Dropouts/withdrawals:  71 total

n = 30 lack of efficacy

n = 22 adverse events

n = 19 unrelated to drug, mostly protocol violations

No. of subjects at end:  616 completers

Inclusion criteria:  Pollen-associated allergic rhinitis of 1 year or more; positive skin or RAST tests to seasonal allergens

Exclusion criteria:  Asthma requiring change in treatment or systemic/inhaled steroids; atopic dermatitis requiring antihistamines or systemic/topic steroids; upper respiratory infection; nasal polyposis; septal deviation; infection requiring antibiotics; many comorbid illnesses; escalating doses of desensitization therapy; drug trial in previous 3 months

Age:  Range 9-66, mean 32

Sex:  48-53% M, 47-52% F

Race:  NR

Other:  


	1)  Patient-assessed symptom severity:  nasal obstruction, sneezing, rhinorrhea, nasal pruritus, and ocular pruritus graded once per day on scale of 0 (absent) to 3 (severe/ hampering daily activities or sleep)

2)  Investigator-assessed symptom severity

3)  Investigator global assessment of efficacy

4)  Adverse events:  Not clear how reported/ recorded; all AEs recorded regardless of possible relationship to study drugs


	1)  Patient-assessed symptom severity:  

Median proportion of “comfortable” days (symptoms absent or mild):  53.3% combination, 30.8% cetirizine, 33.3% pseudoephedrine, P < 0.001

5-symptom mean score over total treatment:  0.85 combination, 1.03 cetirizine, and 1.14 pseudoephedrine, P < 0.001 for combo vs. cetirizine, P < 0.001 for combo vs. pseudoephedrine

Results of 4-symptom score, excluding blocked nose, showed similar difference between combination vs. cetirizine or pseudoephedrine, P < 0.001.

Individual symptom scores showed significant difference for combination vs. cetirizine (P ( 0.01) for all symptoms except itchy eyes, and vs. pseudoephedrine for all symptoms except nasal congestion.

2)  Investigator-assessed symptom severity:  Not abstracted

3)  Investigator global assessment of efficacy:  Not abstracted

4)  Adverse events:  

68 (29.6%) combination

68 (30.1%) pseudoephedrine

54 (23.4%) cetirizine

Severe AEs:
17 (7.4%) combination

15 (6.6%) pseudoephedrine

7 (3%) cetirizine

Withdrawals due to AEs:
9 (3.9%) combination

7 (3.1%) pseudoephedrine

6 (2.6%) cetirizine

Common AEs:
Combination:  Headache, insomnia

Cetirizine:  Somnolence, headache, asthenia

Pseudoephedrine:  Insomnia, headache, dry mouth


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  No
Notes:  

(continued on next page)

	
	
	
	
	
	

	Henauer, Seppey, Huguenot, et al., 1991


	Design:  RCT, parallel-group  
Interventions:  

1)  Terfenadine 60 mg (rapid-release) + pseudoephedrine 120 mg (extended-release), combined in one tablet, taken twice per day (n = 25)

2)  Terfenadine 60 mg (rapid-release) bid (n = 25)

Duration of study treatment:  

2 weeks

No mention of rescue med

No pre-trial washout period described

Dates:  NR

Location:  Switzerland

Setting:  Outpatient

Type(s) of providers:  

Allergy specialist


	No. of subjects at start:  50

Dropouts/withdrawals:  3 withdrew due to AEs (2 combo, 1 terfenadine)

No. of subjects at end:  Results reported on 50 patients

Inclusion criteria:  Perennial rhinitis 

Exclusion criteria:  Allergy to animals; other relevant concomitant diseases and therapies

Age:  35 (SD, 9) M; 27 (8) F

Sex:  21 M, 29 F

Race:  NR

Other:  


	1)  Investigator global assessment of improvement

2)  Investigator-assessed symptom severity

3)  Patient-assessed symptom severity:  nasal congestion, sneezing, rhinorrhea, itchy nose and/or throat, itchy eyes, watery eyes, and red eyes graded once daily on a scale of 0 (no symptom) to 3 (symptom very troublesome)

4)  Adverse events:  Assessed at clinic visits at 1 and 2 weeks using check list of potential AEs (drowsiness, nervousness, headache, insomnia, dry mouth, nausea, palpita-tion)

5)  Rhinoscopy assessments (swelling and hyperemia of nasal mucosa, nasal secretion, and nasal obstruction)

6)  Acceptability of treatment:  Patients asked at final visit (2 weeks) if they would take the medication again


	1)  Investigator global assessment of improvement:  Not abstracted

2)  Investigator-assessed symptom severity:  Not abstracted

3)  Patient-assessed symptom severity:  

All 7 symptoms improved according to patient ratings, appeared to favor combination, but differences between groups were not statistically significant (actual data not shown).

4)  Adverse events:  

20/25 patients in combination group

9/25 patients in terfenadine group

P = 0.004

Frequent AEs:  Insomnia (13 vs. 3), dry mouth (11 vs. 2), headache (8 vs. 4)

5)  Rhinoscopy assessments:  Not abstracted

6)  Acceptability of treatment:

15 (65%) combination

18 (78%) terfenadine


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  No
Objectively confirmed:  No
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Yes
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  Yes
Notes:  

(continued on next page)



	
	
	
	
	
	

	Juniper, Kline, Hargreave, et al., 1989



	Design:  RCT, parallel-group; randomization stratified according to degree of sensitivity to ragweed

Interventions:  

1)  Beclomethasone dipropionate aqueous nasal spray, 50 (g per nostril four times per day + astemizole 10 mg once per day (n = 30)

2)  Beclomethasone dipropionate aqueous nasal spray, 50 (g per nostril four times per day (n = 30)

3)  Astemizole 10 mg once  per day (n = 30)

Duration of study treatment:  

6 weeks 

Patients instructed to take rescue med as follows if symptoms inadequately controlled by study med:  for nasal symptoms, freon-propelled beclomethasone dipropionate nasal spray, one puff (50 (g) in each nostril, up to 4 times per day; for eye symptoms, naphazoline HCl and anatazoline ophthalmic drops, one drop in each eye, up to 4 times per day; sodium cromoglycate eye drops, up to 4 times per day, permitted if this treatment insufficient

No astemizole, steroid nasal spray, or oral steroids permitted within 6 weeks prior to enrollment

Dates:  Ragweed season

Location:  Canada

Setting:  Outpatient

Type(s) of providers:  

Allergy specialists


	No. of subjects at start:  90

Dropouts/withdrawals:  1 due to med noncompliance

No. of subjects at end:  89

Inclusion criteria:  Rhino-conjunctivitis requiring treatment during 2 previous ragweed-pollen seasons; positive skin test to ragweed-pollen

Exclusion criteria:  Pregnant; lactating; astemizole, steroid nasal spray, or oral steroid within 6 weeks

Age:  Mean 39.8-42.2 (SD 11.8-13.8)

Sex:  46 M, 44 F

Race:  NR

Other:  

 
	1)  Patient-assessed symptom severity:  severity and duration of sneezing, stuffy nose, runny nose, eye symptoms, and asthma graded twice per day on scale of 0 (absent) to 3 (severe/continuous)

2)  Use of rescue med:  recorded by patients at end of each day in study diaries

3)  Adverse events:  Patients asked at regular clinic visits (weeks 1, 3, and 6) to report all non-rhinoconjunctivitis symptoms experienced since the previous visit, regardless of whether they perceived them to be related to study treatment

4)  Treatment compliance:  assessed by weighing nasal spray bottles and counting unused tablets (at end of study or at each clinic visit?)


	1)  Patient-assessed symptom severity (mean daily scores):  

Sneezing:

Astemizole 0.395

Beclomethasone 0.193

Combination 0.155
p < 0.05, BEC vs. astemizole

p < 0.05, combination vs. astemizole

p = ns, combination vs. BEC
Stuffy nose:

Astemizole 0.594

Beclomethasone 0.319

Combination 0.322

p < 0.05, BEC vs. astemizole

p < 0.05, combination vs. astemizole

p = ns, combination vs. BEC

Runny nose:

Astemizole 0.406

Beclomethasone 0.152

Combination 0.192

p < 0.05, BEC vs. astemizole

p < 0.05, combination vs. astemizole

p = ns, combination vs. BEC

Eye symptoms:

Astemizole 0.424

Beclomethasone 0.563

Combination 0.335

Asthma:

Astemizole 0.030

Beclomethasone 0.015

Combination 0.048



2)  Use of rescue med:  

Beclomethasone use:

Astemizole 0.871

Beclomethasone 0.206

Combination 0.241

p < 0.05, BEC vs. astemizole

p < 0.05, combination vs. astemizole

p = ns, combination vs. BEC

Eye drop use:

Astemizole 0.707

Beclomethasone 1.016

Combination 0.354

Asthma aerosol use:

Astemizole 0.195

Beclomethasone 0.049

Combination 0.113

3)  Adverse events:  

16 astemizole (9 drowsiness, 3 hunger, 3 dryness, 1 headache)

16 beclomethasone (4 drowsiness, 3 hunger, 2 dryness, 2 nasal bleeding, 1 headache, 2 thirst, 2 skin irritation)

20 combination (4 drowsiness, 4 hunger, 2 dryness, 3 nasal bleeding, 3 headache, 1 thirst, 1 skin irritation, 2 nausea)

4)  Treatment compliance:  

No differences between groups:

Astemizole 99.3% pills, 91.8% placebo spray

Beclomethasone 100.2% placebo pills, 94.1% spray

Combination 99.2% pills, 91.3% spray


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  Yes
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  Yes
Notes:  

Double-dummy blinding technique employed.

Intermittent pollen counts made throughout the study.
(continued on next page)

	
	
	
	
	
	

	Lanier, Gross, Marks, et al., 2001


	Design:  RCT, parallel-group 

Interventions:  

1)  Loratadine 10 mg once per day + olopatadine ophthalmic solution 0.1%, one drop in each eye 2 times per day (n = 45)

2)  Loratadine 10 mg once per day (n = 49)

Duration of study treatment:  

1 week

No mention of rescue med; immunotherapy and inhalers OK if use greater than 3 months

Trial preceded by 1-week washout period

Dates:  May- Nov 1998

Location:  US

Setting:  3 outpatient sites

Type(s) of providers:  

Family practice


	No. of subjects at start:  94

Dropouts/withdrawals:  

10 pts without follow-up or did not meet criteria for efficacy analysis

12 pts (6 per group) withdrew (3 AEs, 2 lost to follow-up, 4 protocol violations, 3 screen failure – numbers overlap with above).

No. of subjects at end:  84

Inclusion criteria:  Age ( 7; moderate-severe seasonal allergic conjunctivitis for at least one season (ocular itching, conjunctival redness); positive skin test 

Exclusion criteria:  Pregnant; lactating; other ocular disorder; ocular surgery within 3 months; concomitant systemic, ocular, or nasal medications with potential to interfere with response to therapy

Age:  Mean 38, range 9-74

Sex:  33 (35%) M, 61 (65%) F

Race:  81 (86%) white, 9 (10%) black, 4 (4%) other

Other:  


	1)  Patient-assessed symptom severity (in-clinic):  During clinic visits on days 0, 3, and 7, patients graded ocular  itching on scale of 1 (none/never) to 4 (very frequently/2 or more times each day)  

2)  Patient-assessed symptom severity (diary data):  ocular  itching and redness graded 4 times each day on scale of 0 (none) to 9 (severe)

3)  Investigator-assessed symptom severity (immediate, post-dose ocular itching and redness)

4)  Patient global assessment of efficacy for ocular symptoms:  graded relative to baseline during clinic visits on days 3 and 7 on scale of 0 (clinical cure) to 5 (significantly clinically worse)

5)  Investigator global assessment of efficacy for ocular symptoms

6)  Quality of life:  Assessed using the Rhinoconjunctivitis Quality of Life Questionnaire (RQLQ) at baseline and end-of-treatment (day 7) clinic visits

7)  Adverse events:  Both spontaneous and elicited AEs recorded throughout study (method of eliciting not described); AEs defined as “any changes from baseline other than efficacy parameters in a patient’s ophthalmic or medical condition”


	1)  Patient-assessed symptom severity (in-clinic):   

Itching (day 7):

Combination 2.21, loratadine 2.74,      P =  0.0436 
2)  Patient-assessed symptom severity (diary data for 7 days):  

Values shown in figures.  Itching significantly lower on days 3, 4, and 6 in combination group (P < 0.05).  Redness significantly lower on day 6 for combination.

3)  Investigator-assessed symptom severity:  Not abstracted

4)  Patient global assessment of efficacy for ocular symptoms:  

Ocular symptoms (day 7):

Combination 1.49, loratadine 2.15,      P = 0.0022 
5)  Investigator global assessment of efficacy for ocular symptoms:  Not abstracted

6)  Quality of life:  

Overall mean score day 7:

Combination 1.45

Loratadine 2.09

P < 0.05

Significant differences also noted for sleep, eye symptoms, activities, and emotions domains.

7) Adverse events:  

13 total AEs from 10 patients

2 AEs due to loratadine use (1 asthenia and dry mouth, 1 dyspepsia); patients continued with study
2 AEs caused withdrawal (1 bronchitis, 1 allergy exacerbation)


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Not applicable

Objectively confirmed:  Not applicable
Outcome measures valid:  Yes
Level of evidence:  2b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  No
Blinding adequate:  Not applicable
Dropouts described:  Yes
Intention-to-treat:  Yes
Note:  
Patients not blinded to treatment (no placebo eye drops).
(continued on next page)



	
	
	
	
	
	

	Lau, Wei, Van Hasselt, et al., 1990


	Design:  RCT, parallel-group 
Interventions:  

1)  Budesonide nasal aerosol 200 (g bid + oxymetazoline nasal drop pipette (0.5 mg/ml), 3 drops 15 minutes before administration of budesonide for first 3 days only (n = 47)

2)  Budesonide nasal aerosol 200 (g bid (n = 48)

3)  Terfenadine 60 mg bid     (n = 47)

Duration of study treatment:  

3 weeks

No mention of rescue med

No pre-trial washout period; pts who had received other steroid treatment during previous 4 weeks were excluded

Dates:  June 1986-May 1988

Location:  Hong Kong

Setting:  Outpatient

Type(s) of providers:  

Otolaryngology


	No. of subjects at start:  142

Dropouts/withdrawals:  12

4 due to AEs (1 nasal pain due to budesonide, 1 HA from budesonide, 2 ulcer pain from taking terfenadine)

8 lost to follow-up
No. of subjects at end:  130

Inclusion criteria:  Age 15-70; perennial rhinitis for 2 years; blocked nose and 2 other symptoms (runny nose, itchy nose, sneezing)

Exclusion criteria:  Steroid treatment within 4 weeks; infection; nasal polyps; septal deviation; pregnant; lactating

Age:  Mean 26.7 (range 15-68)

Sex:  65 M, 77 F

Race:  140 Chinese, 2 Indian

Other:  


	1)  Patient-assessed symptom severity:  blocked nose, runny nose, itchy nose, sneezing bouts, sore eyes, and runny eyes graded once per day on scale of 0 (no symptoms) to 3 (severe/ sufficiently troublesome to interfere with daily activity or sleep)

2)  Patient global assessment of efficacy:  treatment graded as ineffective, slightly effective, moderately effective, and extremely effective during last clinic visit (3 weeks)

3)  Adverse events:  AEs noted on diary cards; patients asked non-leading question about AEs during clinic visits at 1 and 3 weeks


	1)  Patient-assessed symptom severity:  

Values shown in figures.

Improvement for all nasal symptoms in the two budesonide groups compared to baseline (P < 0.05).  Terfenadine improved only in nasal blockage compared to baseline (P < 0.05).

Between-group comparison showed two budesonide groups better than terfenadine group (P < 0.05)

Budesonide with oxymetazoline showed faster relief than budesonide alone, 1 day vs. 7 days, P < 0.05.

2)  Patient global assessment of efficacy:  

No significant differences among the three groups.

3)  Adverse events:  

N = 6 budesonide + oxymetazoline (2 nasal irritation, 2 throat irritation, 2 headache, 1 GI distress)

N = 10 budesonide (3 nasal irritation, 2 headache, 2 GI distress, 1 each dizziness, nausea, and other)

N = 17 terfenadine (10 gi distress, 3 nasal irritation, 1 each dizziness, nausea, dry mouth, and other)


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  No
Objectively confirmed:  No
Outcome measures valid:  No
Level of evidence:  2b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  Can’t determine
Note:  
Double-dummy blinding technique employed.
(continued on next page)



	
	
	
	
	
	

	Meran, Morse, and Gibbs, 1990


	Design:  RCT, crossover 
Interventions:  

1)  Acrivastine 8 mg + pseudoephedrine 60 mg, 3 times daily

2)  Acrivastine 8 mg, 3 times daily

3)  Pseudoephedrine 60 mg, 3 times daily

4)  Placebo

Duration of study treatment:  

6 days each treatment period, with a 1-day washout between periods

No rescue med permitted

Trial preceded by washout period of 24 hours to 1 month, depending on pre-trial medication

Dates:  Apr-Jul 1984

Location:  Switzerland

Setting:  Outpatient

Type(s) of providers:  

Otolaryngology


	No. of subjects at start:  40

(3 with perennial rhinitis, 37 with seasonal rhinitis)

Dropouts/withdrawals:  

5 noncompleters – 3 withdrew due to lack of treatment effect (placebo group), 1 left country, 1 due to headache associated with pseudoephedrine.  Data up to withdrawal included in analysis.

No. of subjects at end:  40

Inclusion criteria:  Age 12-70; seasonal allergic rhinitis; positive skin test to mixed grasses

Exclusion criteria:  Nasal deformity; patients who operated dangerous machinery; other acute or chronic disease; pregnant, lactating, or not on contraception

Age:  Mean 28, range 17-56

Sex:  15 M, 25 F

Race:  NR

Other:  


	1)  Patient-assessed symptom severity:  sneezing, itchy nose/throat, runny nose, blocked nose, watery eyes, itchy eyes, and overall symptoms graded at end of each day on scale of 0 (no symptoms) to 9 (very severe)

2)  Patient global assessment of efficacy:  graded on day 7 of each treatment period as excellent, good, satisfactory, poor, or abysmal

3)  Investigator global assessment of efficacy

4)  Acceptability/patient preference:  Patients asked on day 7 of each treatment period if they would continue with the current treatment if that treatment were available

5)  Adverse events:  Incidence of AEs recorded during day 7 clinic visit of each treatment period, as reported spontaneously or in response to indirect questioning


	1)  Patient-assessed symptom severity:  

Overall symptom score:
Placebo 3.37, pseudoephedrine 2.92, acrivastine 2.04 **, combination 1.66**

** P < 0.01 vs. placebo.  No significant difference between acrivastine and combination.

Combination significantly better than acrivastine, P < 0.01, for symptoms of sneezing, itchy nose/throat, runny nose, blocked nose, and watery eyes (mean values available from table).
2)  Patient global assessment of efficacy:  

Values shown combine patient and investigator responses; no significant differences between patient and MD responses.  Pseudoephedrine better than placebo (P < 0.01); acrivastine alone or in combination better than placebo or pseudoephedrine (P < 0.01).

3)  Investigator global assessment of efficacy:  Not abstracted

4)  Acceptability/patient preference:  

45% placebo, 69% pseudoephedrine, 82% acrivastine,** 87% for combination**

**P < 0.01 vs. placebo

5)  Adverse events:  

16 placebo group

18 pseudoephedrine group

7 acrivastine group

19 combination group

More insomnia with pseudoephedrine than with placebo or acrivastine, P < 0.05.  More fatigue with placebo than with pseudoephedrine, P < 0.01.

	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  [??]
Intention-to-treat:  Yes
Note:  
Double-dummy blinding technique employed.
(continued on next page)



	
	
	
	
	
	

	Negrini, Troise, Voltolini, et al., 1995



	Design:  RCT, parallel-group 

Interventions:  

1)  Astemizole 10 mg + pseudoephedrine 240 mg once daily (n = 102)

2)  Beclomethasone nasal spray (0.05 mg/ml), 2 puffs per nostril twice per day        (n = 102)

Duration of study treatment:   

4 weeks

Vasoconstrictor eye drops (phenylephrine, xylo-metazoline, or naphazoline) provided for use as rescue med

Trial preceded by washout period ranging from 3 days to 6 weeks, as follows:  decongestants (3 days); oral antihistamines (3 days, except for astemizole [6 weeks]); topical corticosteroids and sodium cromoglycate (2 weeks); oral corticosteroids (1 month); immunotherapy (1 month)

Dates:  1992 hay fever season

Location:  Austria, Belgium, Germany, Italy

Setting:  Outpatient

Type(s) of providers:  Specialists (allergy and ENT)


	No. of subjects at start:  204

Dropouts/withdrawals:  Total of 31 patients (15 astemizole-D group, 16 beclomethasone); 12 withdrew due to AEs (9 and 3, respectively); 8 withdrew from treatment inefficacy (4 per group); 1 lost to follow-up; 1 lack of symptoms in beclomethasone group

No. of subjects at end:  173

Inclusion criteria:  Age 12-70 with 1-year history of seasonal allergic rhinitis requiring therapy; positive skin test or RAST for pollen; moderately severe nasal congestion and at least one other nasal symptom of moderate severity

Exclusion criteria:  Pregnancy; serious concurrent medical illness; concomitant therapy that could interfere with assessment
Age:  

Astemizole-D mean 28.4 (range 12-66)

Beclomethasone mean 29.2 (13-66)

Sex:  

Astemizole-D 56 M/46 F

Beclomethasone 54 M/48 F

Race:  NR

Other:  

 
	1)  Use of rescue med (eye drops):  recorded by patients in study diaries

2)  Investigator-assessed symptom severity

3)  Patient-assessed symptom severity:  sneezing, rhinorrhea, nasal itching, congestion, and concurrent ocular symptoms graded daily on scale of 0 (absent) to 3 (severe); severity of rhinitis also graded daily using a visual analog scale ranging from “absent” to “very severe”

4)  Investigator global evaluation of efficacy

5)  Patient global evaluation of efficacy:  effect of therapy graded at end of trial as “excellent,” “good,” “moderate,” or “poor”

6)  Adverse events:  recorded by patients in study diaries


	1)  Use of rescue med (eye drops):  

Astemizole-D:  16% of patients, mean frequency of use 5.5% of treatment days (P < 0.05 compared to beclomethasone)
Beclomethasone:  29%, mean frequency of use 10% of treatment days

2)  Investigator-assessed symptom severity:  Not abstracted

3)  Patient-assessed symptom severity:  

Mean (SEM) Area under the Curve results shows in Figure 1 (1st 2 weeks of therapy) and Figure 2 (entire study period)

No significant difference in nasal congestion, sneezing, rhinorrhea, nasal itching, VAS rhinitis, total nasal, or total symptom scores.  

Trend towards fewer ocular symptoms on astemizole-D (P = 0.07) at end of study (at 2 weeks P = 0.03).

4)  Investigator global evaluation of efficacy:  Not abstracted

5)  Patient global evaluation of efficacy:  

Excellent or good response:
Astemizole-D:  63%

Beclomethasone:  72%

6)  Adverse events:  

Astemizole-D 38 pts (38%)

Beclomethasone 26 pts (27%)

No statistically significant difference

Most common = headache (7 pts asthemizole, 3 beclomethasone), dry mouth (9, 1), nausea (4,4), somnolence (5,2) and fatigue (4,1)


	Quality Scoring: 

Population similar:  Yes

Intervention(s) described:  Yes

Comorbidities described:  No

Diagnosis by MD:  Yes

Objectively confirmed:  Yes

Outcome measures valid:  No

Level of evidence:  1b

Randomized:  Yes

Allocation concealed:  Not described

Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  Yes
Note:  
Double-dummy blinding technique employed.

(continued on next page)



	
	
	
	
	
	

	Panda and Mann, 1998


	Design:  RCT, parallel-group  
Interventions:  

1)  Terfenadine 60 mg + pseudoephedrine 120 mg   (10 mg immediate-release  and 110 mg extended-release), combined in one tablet, 2 times per day (n = 22)

2)  Terfenadine 60 mg 2 times per day (n = 19)

Duration of study treatment:  

2 weeks

Rescue med not permitted

No pre-trial washout period described; patients who had taken oral or topical steroids or sodium cromoglycate in the previous month, and those who had taken antihistamines or decongestants in the previous 48 hours, were excluded

Dates:  NR

Location:  India

Setting:  Outpatient

Type(s) of providers:  

Otolaryngology


	No. of subjects at start:  41

Dropouts/withdrawals:

4 due to AEs (2 per group)

5 lost to follow-up (5 combo, 1 single) 

No. of subjects at end:  32 completers, but results shown for 31 subjects

Inclusion criteria:  Moderate-severe allergic rhinitis

Exclusion criteria:  Hyper-sensitivity to study meds;  pregnant, lactating, or not on contraception; renal, cardiac, or respiratory disorder; non-responsive to antihistamines (new and classic); immunotherapy

Age:  Range 15-56

Sex:  23 M, 18 F

Race:  NR

Other:  


	1)  Patient and investigator global assessment of efficacy:  graded by patient and physician together (?) at 2 weeks on scale ranging from excellent (virtually all signs and symptoms stopped [reduction of 90% or more]) to poor/no response/deterioration  

2)  Patient global assessment of efficacy and adverse events:  graded at 2 weeks on scale ranging from excellent (excellent efficacy with no or mild side effects) to poor

3)  Investigator global assessment of efficacy and adverse events

4)  Adverse events:  Recorded at clinic visits at 1 and 2 weeks


	1)  Patient and investigator global assessment of efficacy:   

Excellent:  10/22 (45.5%) combination group, 2/19 (10.5%) single treatment group
Good:  6/22 (27.3%) combination group, 7/19 (36.8%) single treatment group
Fair:  4/19 (21%) single treatment group

Poor:  3/19 (5.7%) single treatment group.

P = 0.0485

2)  Patient global assessment of efficacy:  

Excellent:  10/22 (45.5%) combination group, 2/19 (10.5%) single treatment group  

Good:  6/22 (27.2%) combination group, 6/19 (31.5%) single treatment group
Fair:  5/19 (26.3%) single treatment group

Poor:  3/19 (15.7%) single treatment group.

P = 0.0236

3)  Investigator global assessment of efficacy and adverse events:  Not abstracted

4)  Adverse events (treatment discontinued):  

2 AEs in combination group (cloudy urine, dizziness/insomnia)

2 AEs in single treatment group (somnolence, insomnia)


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  No
Objectively confirmed:  No
Outcome measures valid:  No
Level of evidence:  2b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  No
Notes:  



	
	
	
	
	
	

	Purello-D’Ambrosio, Isola, Ricciardi, et al., 1999


	Design:  RCT, parallel-group 
Interventions:  

1)  Flunisolide, two 25-(g puffs per nostril twice per day + loratadine 10 mg once per day (n = 15)

2)  Flunisolide, two 25-(g puffs per nostril twice per day + placebo once per day (n = 15)

Duration of study treatment:  

3 weeks

Rescue med not permitted

Trial preceded by 8-week washout period

Dates:  NR

Location:  Italy

Setting:  Outpatient

Type(s) of providers:  

Allergy specialist


	No. of subjects at start:  30

Dropouts/withdrawals:  0 

No. of subjects at end:  30

Inclusion criteria:  Nonallergic rhinitis with eosinophilia for at least 3 years; symptom score ( 5; eosinophil count > 10%

Exclusion criteria:  Positive skin test or positive IgE tests to common allergens; nasal polyposis or sinusitis; on drugs that would interfere with treatment; severe disease; pregnant or lactating women

Age:  Mean 38.7 (range 32-48)

Sex:  12 M, 18 F

Race:  NR

Other:  


	1)  Patient-assessed symptom severity:  sneezes, rhinorrhea, and nasal blockage graded daily on scale of 0 (no symptoms) to 3 (severe symptoms)

2)  Investigator-assessed symptom severity

3)  Eosinophil counts

4)  Adverse events:  Patients instructed to record any unexpected symptom on their diary cards, along with its duration, severity, and presumed relationship to treatment


	1)  Patient-assessed symptom severity:  

Flunisolide + loratadine group had decrease in sneezing compared to flunisolide alone (change of 73.4% vs. 46.6%, P < 0.000001); rhinorrhea (66.7% vs. 26.7%, P < 0.0006).  No differences in nasal blockage (19.9% vs. 20.0%).
2)  Investigator-assessed symptom severity:  Not abstracted

3)  Eosinophil counts:  Not abstracted

4)  Adverse events:  

2 AEs total (1 per group), both subjects with nasal irritation.


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Not applicable
Objectively confirmed:  Not applicable
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Yes
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  Yes
Notes:  



	
	
	
	
	
	

	Ratner, van Bavel, Martin, et al., 1998



	Design:  RCT, parallel-group 


Intervention(s):  

1)  Fluticasone propionate aqueous nasal spray (two 50-μg sprays per nostril once per day + loratadine 10 mg once per day (FP+LOR) (n = 150)

2)  Fluticasone propionate aqueous nasal spray (two 50-μg sprays per nostril once per day (FP) (n = 150)

3)  Loratadine 10 mg once per day (LOR) (n = 150)

4)  Placebo (n = 150)

Duration of study treatment:  

2 weeks

No rescue med permitted

Trial preceded by 7- to 30-day run-in period.  In addition, patients who had taken following drugs, in time frame indicated, were excluded:  loratadine (1 week); astemi-zole (6 weeks); cromolyn sodium (2 weeks); other OTC or prescription drugs that might affect rhinitis symptomatology (e.g., nasal decongestants) (72 hours); inhaled, intranasal, or systemic corticosteroids (1 month). 

Dates:  Actual dates NR, during mountain cedar allergy season 

Location:  South central Texas

Setting:  Professional research centers

Type(s) of providers:  Research center MDs


	No. of subjects at start:  600

Dropouts/withdrawals:  31 total

8 due to AEs

13 due to lack of efficacy

7 withdrew from other reasons 

3 lost to follow-up
No. of subjects at end:  569

Inclusion criteria:  Seasonal AR (positive skin test to mountain cedar allergen, nasal mucosa allergic changes, seasonal symptoms over 2 or more seasons); moderate-severe symptoms on diary during run-in period

Exclusion criteria:  Loratadine within 1 week; astemizole within 6 weeks; cromolyn NA within 2 weeks; OTC nasal meds within 72 hours; steroids (MDI, nasal, oral) within 1 month; septal deviation, nasal polyp; history of nasal septal surg/perforation; candida infection; pregnant/lactating; other impairment 

Age:  12 or older

Sex:  272 M (45.3%), 328 (54.7%)

Race:  462 white (77%); 106 Hispanic (17.7%); 32 other (5.3%)

Other:  


	1)  Investigator-assessed symptom severity

2)  Patient-assessed symptom severity:  sneezing, nasal blockage, rhinorrhea, and nasal itching graded once per day on visual analog scale ranging from 0 (absent) to 100 (severe)

3)  Investigator global evaluation of treatment efficacy

4)  Patient global evaluation of treatment efficacy:  overall response to treatment graded at end of trial on 7-point scale ranging from “significant improvement” to “significant worsening”

5)  Quality of life:  assessed using the Rhinoconjunctivities Quality of Life Questionnaire (RQLQ) at baseline and 2 weeks

6)  Adverse events:  Defined as any untoward medical occurrence, drug-related or not; recorded by clinicians during clinic visits at 1 and 2 weeks


	1)  Investigator-assessed symptom severity:  Not abstracted

2)  Patient-assessed symptom severity:  

Values shown in Figure 1

FP+LOR vs. FP alone, P = 0.006 days 1-7, and P = 0.017 days 8-14

FP+LOR and FP alone vs. LOR, P < 0.05; vs. placebo, P < 0.001
3)  Investigator global evaluation of treatment efficacy:  Not abstracted

4)  Patient global evaluation of treatment efficacy:  

Values shown in Figure 3

FP alone and FP+LOR more effective than placebo or LOR alone (P < 0.001).  No difference between FP alone vs. FP+LOR. No difference between placebo and LOR.
5)  Quality of life (global RQLQ score):

Mean change score (SEM):
Placebo:  -1.3 (0.1)
LOR alone:  -1.3 (0.1)

FP alone:  2.2 (0.1), P < 0.05 vs. placebo or LOR
FP+LOR:  2.3 (0.1), P < 0.05 vs. placebo or LOR
6)  Adverse events:  

5-8% each group with AEs due to study drug

1-2% blood in nasal mucus in active treatment groups, 3% blood in nasal mucus in placebo

(1% epistaxis all groups

(2% xerostomia all groups


	Quality Scoring:  


Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  Yes
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  Yes
Notes:  

Double-dummy blinding technique employed.

Patient population:  90% PC, 10% allergy
(continued on next page)

	
	
	
	
	
	

	Simpson, 1994


	Design:  RCT, parallel-group 
Interventions:  

1)  Budesonide nasal spray, 200 (g (2 puffs in each nostril) bid + terfenadine 60 mg bid   (n = 32)

2)  Terfenadine 60 mg bid     (n = 23)

3)  Budesonide nasal spray, 200 (g (2 puffs in each nostril) bid (n = 30)

4)  Placebo (n = 21)

Duration of study treatment:  

3 weeks

Xylometazoline or metazoline eye drops could be used for “troublesome eye symptoms”; no other rescue med permitted

No pre-trial washout period described; patients taking oral corticosteroids at the time of recruitment, or who had had desensitization therapy in previous 12 months, were excluded

Dates:  May 1-Aug 31

Location:  UK

Setting:  Outpatient

Type(s) of providers:  

Primary care


	No. of subjects at start:  143

Dropouts/withdrawals:  

6 records unusable

20 withdrew due to lack of efficacy (12 from placebo group)

3 withdrew due to AEs

5 noncompliant with follow-up
3 protocol violations 

No. of subjects at end:  106

Inclusion criteria:  Age ( 15; hay fever between May 1 and Aug 31 for ( 2 years; 2 symptoms (blocked nose, runny nose, itching nose, sneezing)

Exclusion criteria:  Oral steroids; upper respiratory infection; desensitization treatment within 12 months; hay fever symptoms outside specified period; pregnancy
Age:  Mean 25.7-29.7 (SD 7.8-12.4)

Sex:  

Placebo  71% M, 29% F

Budesonide 43% M, 57% F

Terfenadine 53% M, 47% F

Combination 41% M, 39% F

Higher proportion of men in placebo group

Race:  NR

Other:  


	1)  Patient-assessed symptom severity:  blocked nose, sneezing, nasal itching, runny nose, sore eyes, and runny eyes graded at end of each day on scale of 0 (no symptoms) to 3 (severe symptoms/discomfort experienced during most waking hours)

2)  Patient global assessment of efficacy:  graded on scale of 0 (ineffective) to 3 (very effective) at end-of-trial clinic visit (3 weeks)

3)  Use of rescue med (eye drops):  Number of drops used recorded each day by patients on diary cards

4)  Adverse events:  Not clear who reported/ recorded


	1)  Patient-assessed symptom severity:  

Mean symptom scores at 1 week shown in figure.  Terfenadine reached maximum efficacy within 1-2 days; budesonide scores were lower than terfenadine after 2-3 days and continued to improve over days 3-7.  Combination treatment had similar effect to budesonide alone.

Mean symptom scores at week 3 graphically shown.  Terfenadine resulted in significant (P < 0.05) reductions in symptom scores for runny and itchy nose compared to placebo.  Budesonide alone reduced all mean symptom scores compared to placebo (P < 0.05); also more than terfenadine but only statistically significant for nasal blockage.  Combination therapy symptom scores were similar to budesonide for blocked/itchy/runny nose. Combination reduced mean sneezing score than terfenadine or budesonide alone (P < 0.05).

2)  Patient global assessment of efficacy:  

Proportion rating treatment as noticeably effective or very effective:

Placebo 40%, terfenadine 46%, 85% budesonide alone or in combination.   P < 0.05 for budesonide alone or in combination vs. placebo or terfenadine.

3)  Use of rescue med (eye drops):  

Eye drop use in all groups remained constant; use in budesonide group higher than terfenadine group (NS)

4)  Adverse events:  

19 total AEs (5 placebo, 2 terfenadine, 7 budesonide, 8 combination).  Most common sneezing and nasal irritation (1 combination pt with palpitations)

3 withdrawals due to AE (1 placebo pt with nausea, 1 budesonide patient with fatigue, 1 combination patient with sneezing and headache)


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No Diagnosis by MD:  No
Objectively confirmed:  No
Outcome measures valid:  No
Level of evidence:  2b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  No
Note:  
Double-dummy blinding technique employed.

(continued on next page)

	
	
	
	
	
	

	Sussman, Mason, Compton, et al., 1999


	Design:  RCT, parallel-group 
Interventions:  

1)  Fexofenadine 60 mg + pseudoephedrine 120 mg (extended-release), twice per day (n = 215)

2)  Fexofenadine 60 mg twice per day (n = 218)

3)  Pseudoephedrine 120 mg (extended-release) twice per day (n = 218)

Duration of study treatment:  

14-20 days

Rescue med not permitted

Trial preceded by a 3- to 5-day placebo run-in period; no other washout period described

Dates:  NR

Location:  Canada

Setting:  18 medical centers

Type(s) of providers:  NR


	No. of subjects at start:  651

Dropouts/withdrawals:  

63 discontinued therapy (3.8% subject/MD decision, 2.8% AEs)

No. of subjects at end:  588

Inclusion criteria:  Age 12-65; ragweed allergy confirmed by positive skin test; clinical response to antihistamines

Exclusion criteria:  Hyper-sensitivity to drug, URI or sinusitis within 30 days, alcohol or drug abuse, pregnant or lactating women

Age:  Mean 31.7-34.9 (SD 11.12-12.35)

Sex:  275 M (42%), 376 F (58%)

Race:  566 (87%) white, 35 (5%) black, 42 (6%) Asian, 8 (1%) multiracial

Other:  


	1)  Patient-assessed symptom severity:  sneezing; rhinorrhea; itchy nose, palate, and/or throat; itchy, watery, or red eyes; and nasal congestion graded twice each day (7 PM and bedtime) on scale of 0 (symptom absent) to 4 (symptom so severe as to warrant an immediate visit to the physician)

TSS = total symptom score; NCS = nasal congestion score

2)  Adverse events:  Patients “were required to record any adverse events”

3)  Work-related productivity:  Assessed using the Work Productivity Activities Index, completed at baseline and at end of treatment


	1)  Patient-assessed symptom severity:  

Primary outcome:  reduction in 7 PM reflective total symptom/nasal congestion score (TSS-NCS):

Combination therapy reduction (2.32) significantly greater than pseudo-ephedrine alone (1.42, P < 0.0001), but not significantly different than fexofenadine alone (2.05, P = 0.1579). 

Change in 7 PM NCS:

Combination therapy reduction (0.56) significantly greater than fexofenadine (0.36, P < 0.0005), but not significantly different from pseudoephedrine (0.45, P = 0.059).
Change in individual symptom scores showed significantly greater reductions in combination therapy compared to pseudoephedrine for all symptoms    (P-values 0.0002 for all symptoms except P < 0.0001 for sneezing).    

Combination therapy had greater improvement than fexofenadine for  nasal congestion only (P = 0.0005).

2)  Adverse events:  

280/651 (43%) had at least 1 AE.

Combination 51.2%, pseudoephedrine 45.4%, 36.2% fexofenadine.  P < 0.001 in fexofenadine group.

29% of 651 had treatment-related AEs. Combination 34.9%, pseudoephedrine 36.7%, 16.5% fexofenadine.  P < 0.001 compared to fexofenadine group.

Most common were headache (combo 9.3%, pseudoephedrine 12.4%, fexofenadine 7.3%) and insomnia (combo 11.2%, pseudoephedrine 12.8%, fexofenadine 1.8%).

3)  Work-related productivity:  

Reduction in work impairment scores:

Fexofenadine 9.8%, pseudoephedrine 7.9%, combination 13% (P < 0.0001 for each group compared to baseline).  Reductions in combination group significant (P = 0.006) compared to pseudoephedrine group, but not different compared to fexofenadine group.

Improvement in work productivity among employed patients:  combination 9.3% compared to pseudoephedrine 6.2%, P < 0.05.  No difference compared to fexofenadine group 8.1%.

Overall work productivity in combination (8.5%) and fexofenadine (8.0%) groups significantly improved from baseline (P < 0.001) compared to pseudoephedrine (4.9%, P < 0.12).

	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  Yes
Intention-to-treat:  Yes
Notes:  

Double-dummy blinding technique employed.

Pollen levels measured daily throughout study.

(continued on next page)


	
	
	
	
	
	

	Vuurman, van Veggel, Sanders, et al., 1996



	Design:  RCT, parallel-group (see Notes)

Interventions:  Allergic rhinitis patients randomized to one of following treatments during 3-day training period:

1)  Acrivastine 8 mg + pseudo-ephedrine 60 mg qid (A+P)   (n = 22)  

2)  Diphenhydramine 50 mg qid (D) (n = 24)

3)  Placebo (n = 22)

In all three groups, treatment was started the evening before the first of three evening training sessions and continued for 3 days.  At the end of the 3-day training period, all allergic rhinitis patients were treated with acrivastine + pseudo-ephedrine, as above, for 14 days, after which they returned for examination phase.

Duration of study treatment:   

17 days+, as follows:  2-hour introduction phase, 3-day training phase, 14-day interval, and 1-hour examination phase

No mention of rescue med

No pre-trial washout period described

Dates:  April - August 1993, Dutch pollen season

Location:  The Netherlands

Setting:  Academic center

Type(s) of providers:  NR; authors from psychiatry, neuropsychology, and psychopharmacology departments


	No. of subjects at start:  68? with seasonal allergic rhinitis (see Table 1) 

Dropouts/withdrawals:  1

No. of subjects at end:  67 with seasonal allergic rhinitis (see Notes); complete symptom score data on 59 patients

Inclusion criteria:  

Documented medical treatment for seasonal allergic rhinitis over the prior 2 years; diary symptom score ≥ 9 prior to treatment 

Exclusion criteria:  Severe mental of physical disorders; alcohol or drug abuse; chronic medication use; drug hypersensitivity

Age:  Overall mean 20.0 (SD 2.3), range 16-25

Control 20.2 (SD 2.6)

Acrivastine + pseudophedrine 20.0 (2.7)

Placebo 19.8 (2.0)

Diphenhydramine 20.1 (1.7)

Sex:  

Control 10 M/18 F

Acrivastine + Pseudophedrine: 13 M/9 F

Placebo 7 M/15 F

Diphenhydramine 14 M/10 F

Race:  NR

Other:  


	1)  Patient-assessed symptom severity (training and examination phases):  rhinorrhea, nasal congestion, sneezing, mouth-breathing, itchy nose/throat, and tearing or red eyes graded daily on 5-point scale ranging from “absent” to “very severe, interfering with daily activities”

2)  Performance on memory tests (training phase)

3)  Performance on learning tests (training and examination phases)


	1)  Patient-assessed symptom severity:  



Mean (SEM) values shows in Figure 1.

Symptom scores improved for drug treatments (A+P and D groups) compared to placebo.  Significant treatment effect on day 1, P = 0.037, but not days 2 and 3.

Placebo vs.  A+P, P = 0.029

Placebo vs. D, P = 0.024
2)  Performance on memory tests (training phase):  Not abstracted

3)  Performance on learning tests (training and examination phases):   Not abstracted


	Quality Scoring: 

Population similar:  No
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  No
Outcome measures valid:  No
Level of evidence:  2b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  No
Dropouts described:  Yes
Intention-to-treat:  No
Notes:  

Study also completed by 28 normal controls with no history of allergic rhinitis, matched for age and intelligence.
Study designed primarily to test performance on a didactic computer simulation.  Patients randomized to separate treatments during 3-day training phase at start of trial.  After training period, all allergic rhinitis patients treated with acrivastine + pseudo-ephedrine for 14 days preceding the examination phase.  Examination lasted approximately 1 hour and was designed to assess retention of knowledge acquired during training phase and measure group differences in performance attributable to the combined effects of allergies 
and treatment during the
(continued on next page)

training period.



	
	
	
	
	
	

	Williams, Hull, McSorley, et al., 1996


	Design:  RCT, parallel-group, randomization stratified to assure uniform sex distribution

Interventions:  

1)  Acrivastine 8 mg + pseudoephedrine 60 mg, combined in a single capsule, four times per day (n = 202-3)  

2)  Acrivastine 8 mg four times per day (n = 202-3)

3)  Pseudoephedrine 60 mg four times per day (n = 202-3)

4)  Placebo four times per day (n = 68)

Duration of study treatment:  

2 weeks

No mention of rescue med

No pre-trial washout period described; individuals taking antihistamines, decongest-ants, MAOIs, cromolyn sodium, or corticosteroids within specified times prior to study (based on half-lives of respective drugs) were excluded 

Dates:  NR (discussion states season lasts from Christmas through February)

Location:  South central Texas
Setting:  6 outpatient centers 
Type(s) of providers:  NR


	No. of subjects at start:  676

Dropouts/withdrawals:  None reported

No. of subjects at end:  676

Inclusion criteria:  Age ( 18; positive skin test reaction to mountain cedar; 2-year history of symptoms

Exclusion criteria:  Nasal obstruction (turbinates, septal deviation); vasomotor rhinitis; contraindication to study medications; pregnant, lactating, or not on acceptable form of contraception; use of meds known to effect response to study drug within specified times based on drug half-life

Age:  Mean 36-37, range 18-76

Sex:  367 F, 309 M 

Race:  81-91% white per group

Other:  


	1)  Patient-assessed symptom severity:  runny nose; sneezing; itchy nose/throat; tearing, itching, or redness of eyes; and nasal congestion graded twice each day (upon arising and at bedtime) on scale of 0 (absent) to 5 (very severe)

2)  Investigator global assessment of efficacy

3)  Adverse events:  spontaneous reports of AEs evaluated


	1)  Patient-assessed symptom severity:  

Mean diary symptom scores days 1-14:

Combination 8.5

Acrivastine 9.8

Pseudoephedrine 10.8

Placebo 11.3

P < 0.001 for combination compared to other 3 treatment groups

Mean nasal congestion scores days 1-14:

Combination 2.3

Acrivastine 2.7

Pseudoephedrine 2.6

Placebo 2.9

P < 0.001 for combination compared to acrivastine

Mean allergy symptom scores days 1-14:

Combination 6.2

Acrivastine 7.1

Pseudoephedrine 8.2

Placebo 8.4

P < 0.001 for combination compared to pseudoephedrine

2)  Investigator global assessment of efficacy:  Not abstracted

3)  Adverse events:  

12 types of AEs, total number not reported.  Most common in combination group relative to placebo group were dry mouth (8%), insomnia (7%), somnolence (7%), and headache (6%). 


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  Yes
Blinding adequate:  Yes
Dropouts described:  yes
Intention-to-treat:  Yes
Note:  
Precise numbers of patients in active treatment groups not reported (all 202 or 203).
(continued on next page)
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	Design:  RCT, parallel-group 
Interventions:  

1)  Cetirizine 10 mg + mometasone furoate nasal spray 200 (g (two squirts in each nostril), once daily (n = 14)

2)  Cetirizine 10 mg + montelukast 10 mg, once daily (n = 11)

3)  Cetirizine 10 mg + placebo, once daily (n = 13)

Duration of study treatment:  

4 weeks

No mention of rescue med

Trial preceded by placebo run-in period, lasting a minimum of 1 week, during which usual medications were suspended

Dates:  June-July 1998

Location:  Scotland

Setting:  Outpatient medical school

Type(s) of providers:  

Allergy specialist


	No. of subjects at start:  40
Dropouts/withdrawals:  2 withdrew during placebo run-in phase prior to randomization
No. of subjects at end:  38

Inclusion criteria:  Symptomatic seasonal allergic rhinitis; positive skin to at least 1 pollen extract

Exclusion criteria:  None specified

Age:  Mean 30 (SEM 1.4), range 16-65

Sex:  26 F, 12 M

Race:  NR

Other:  


	1)  Patient-assessed symptom severity:  runny nose, blocked/stuffy nose, itchy nose, sneezing, itchy eyes, watery eyes, red eyes, and tickly throat graded twice each day on scale of 0 (no symptoms) to 3 (maximal symptoms)

2)  Patient-assessed impact of symptoms on daily activities:  graded twice per day on scale of 0 (no interference with daily activity) to 10 (maximal interference with daily activity)

3)  Nasal peak inspiratory flow


	1)  Patient-assessed symptom severity:  

Total symptom score mean (SEM) after 4 weeks:

Cetirizine 4.3 (1.4) **

Cetirizine + mometasone 2.1 (1.1) ***

Cetirizine + montelukast 5.5 (1.2) **

** P < 0.01 vs. run-in, ***P < 0.001 vs. run-in
Cetirizine significantly improved all symptoms at 4 weeks except eye symptoms.  Cetirizine + mometasone significantly improved all symptoms at 4 weeks.  Cetirizine + montelukast significant improved total, nasal, and eye symptoms only at 4 weeks.  

2)  Patient-assessed impact of symptoms on daily activities:  

Daily activity score after 4 weeks

Cetirizine 1.1 (0.4) **

Cetirizine + mometasone 0.5 (0.3) ***

Cetirizine + montelukast 1.8 (0.5) 

** P < 0.01 vs. run-in, ***P < 0.001 vs. run-in 
Daily activity not improved significantly in cetirizine + montelukast group.

3)  Nasal peak inspiratory flow:  Not abstracted


	Quality Scoring:  

Population similar:  Yes
Intervention(s) described:  Yes
Comorbidities described:  No
Diagnosis by MD:  Yes
Objectively confirmed:  Yes
Outcome measures valid:  No
Level of evidence:  1b
Randomized:  Yes
Allocation concealed:  Not described
Double-blind:  No
Blinding adequate:  Not applicable
Dropouts described:  Yes
Intention-to-treat:  Yes
Notes:  

Double-dummy blinding technique employed.

Pollen levels measured daily during trial.

No data on adverse events.
(continued on next page)




† Quality scoring criteria were as follows:

Population similar:  Was the study population described and reasonably similar to an adult working US population? (Yes [described and similar], No [described, but not similar], Not adequately described)

Intervention(s) described:  Were the intervention protocols referenced or described in sufficient detail to replicate? (Yes, No)
Comorbidities described:  Was the presence of comorbid asthma (or other upper respiratory conditions) described in the study population? (Yes, No)
Diagnosis by MD:  Was the diagnosis of allergic rhinitis based on physician diagnosis? (Yes, No, Not applicable [asthma patients only])
Objectively confirmed:  If physician-diagnosed, was the diagnosis supported by objective evidence of allergy (e.g., skin prick or serum IgE antibody testing)? (Yes, No, Not applicable)
Outcome measures valid:  Were the main outcomes of interest to us measured in a way that has been demonstrated empirically to be valid and reliable (e.g., using a standardized scale such the RQLQ or SF-36)? (Yes, No, Not adequately described)
Level of evidence:  Based on Oxford Center for Evidence-Based Medicine Levels of Evidence (1a, 1b, 1c, 2a, 2b, 2c, 3a, 3b, 4, 5)
Randomized:  Was the study described as “randomized”? (Yes, No)
Allocation concealed:  If the method for concealing allocation from the investigators was described, was it adequate (table of random numbers, computer-generated, coin tossing, etc.) or inadequate (alternating, date of birth, hospital number, etc.)? (Not described, Yes [described and adequate], No [described, but inadequate])
Double-blind:  Was the study described as “double-blind”? (Yes, No)
Blinding adequate:  If the method of double-blinding was described, was it adequate (e.g., identical placebo, active placebo, injection vs. tablet with double dummy) or inadequate (e.g., tablet vs. injection with no double dummy)? (Not described, Yes [described and adequate], No [described, but inadequate])
Dropouts described:  Did the study describe dropouts and withdrawals so that all patients entering the trial could be accounted for? (Yes, No)
Intention-to-treat:  Was the analysis performed according to the intention-to-treat principle? (Yes, No, Can’t determine)
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