Evidence Table 3. Randomized controlled studies evaluating treatment of seasonal and perennial allergic rhinitis
Sedating versus nonsedating antihistamines
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Part I. 

	
	Author

Year

UI
	Intervention
	Duration
	Demographics
	Inclusion criteria
	Exclusion criteria

	
	Brostoff 

1982

83014720
	Perennial 

Allergic Rhinitis

Chlorpheniramine 

vs. terfenadine vs. placebo

RCT- Parallel
	2 weeks
	Location: UK

Mean age: none

Age range: 18-65

%Male: ND

Race: ND

Enrolled: 60

Evaluated: 60 

Number of sites: 1
	Moderate to severe perennial allergic rhinitis symptoms.
	ND

	
	Gastpar 1982

83100633


	Seasonal Allergic Rhinitis

Clemastine vs. terfenadine 

RCT –Parallel
	12 weeks
	Location: Germany

Mean age: ND 

Age range: 16-37

% Male:  50%

Race: ND 

Enrolled:20

Evaluated: 20

Number of sites: 1
	History of seasonal allergic rhinitis 

Positive skin test


	Asthma

Cromoglycate within 24 hours

Corticosteroids within 1 week

Depot corticosteroids within 8 weeks

Malignant/chronic disease

Pregnancy/lactation

Drug abuse/ alcoholism

	
	Malmberg  1983

83253693


	Seasonal Allergic Rhinitis

Chlorpheniramine vs. astemizole vs. placebo

RCT-Parallel
	36 days
	Location: Finland

Mean age ND 

Age range: 16-53

% Male: 43.1%

Race: ND 

Enrolled: 51 

Evaluated:  51  

Number of sites: 1
	Seasonal birch pollen symptoms for 8 years 

Positive birch pollen skin test or birch RAST

Positive nasal provocation with birch pollen
	Other nasal disease
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Part I.  (continued)

	
	Author

Year

UI
	Intervention
	Duration
	Demographics
	Inclusion criteria
	Exclusion criteria

	
	Gutkowski 1985

86030956


	Seasonal Allergic Rhinitis

Dexchlorpheniramine vs. terfenadine 

RCT- Parallel
	14 days
	Location: Canada

Mean age: ND

Age range: 12-60

% Male:  ND

Race: ND 

Enrolled: 177

Evaluated:  174 

Number of sites: 4
	Positive skin test for ragweed

History of ragweed allergy

 
	Corticosteroid within 2 weeks

Pregnant/ lactating

	
	Hugonot 1986

86248368


	Seasonal Allergic Rhinitis

Mequitazine vs. terfenadine 

RCT- Parallel
	1 week
	Location: France

Mean age: 29.7 

Age range: 18-65

% Male: 49.6%

Race: ND 

Enrolled: 147

Evaluated: 141

Number of sites: 1
	Seasonal allergic rhinitis symptoms
	None listed

	
	Backhouse 1987

89062246


	Seasonal Allergic Rhinitis

Chlorpheniramine vs terfenadine 

RCT-Parallel
	6 days
	Location: UK

Mean age: ND

Age range: 18-65

% Male:  47%

Race: ND 

Enrolled: 138

Evaluated:  121

Number of sites: 1
	Positive skin test and documented allergy to grass pollen within past two years. 


	Pregnancy or lactation, any “major systemic illness”, antihistamines within 4 weeks

	
	Johansen 1987

87205847


	Seasonal Allergic Rhinitis

Dexchlorpheniramine vs. terfenadine 

RCT-Parallel
	3 weeks
	Location: Denmark

Mean age: 31

Age range: 18-63

% Male: ND

Race: ND 

Enrolled:42 

Evaluated: 38

Number of sites: 1
	Symptoms of seasonal allergic rhinitis for at least 2 years

Positive skin prick test
	Antihistamines within 3 days, cromoglycate within 3 days, oral corticosteroid use within 2 weeks, depot corticosteroid use within 8 weeks, hyposensitization therapy during previous 12 months, pregnant/lactating
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Part I.  (continued)

	
	Author

Year

UI
	Intervention
	Duration
	Demographics
	Inclusion criteria
	Exclusion criteria

	
	Pastorello 1987

88016480 


	Seasonal Allergic Rhinitis

Dexchlorpheniramine vs. terfenadine

RCT- Parallel
	7 days
	Location: Italy

Mean age: ND

Age range: 13-63

% Male:  ND

Race: ND 

Enrolled: 65 

Evaluated:  62

Number of sites: 2
	History of seasonal allergic rhinitis

Diagnosis by history, RAST, positive skin test
	Oral steroids within 1 week, nasal decongestants within 1 week, other antihistamines, sedatives or tranquilizers within 3 days 

	
	Buckley  1988

88131974


	Seasonal Allergic Rhinitis

Chlorpheniramine vs. terfenadine vs. placebo

RCT-Parallel
	7 days
	Location: US

Mean age:  ND 

Age range: 12-66

% Male:  53% 

Race: ND 

Enrolled:244 

Evaluated: 215

Number of sites: 6
	Reversible seasonal hay fever symptoms >12 years old

Late summer or fall allergic rhinitis and conjunctivitis

Positive skin test


	Asthma, sinusitis, nasal polyposis, pregnant/lactating, upper respiratory infection, history of steroid use during past 2 years, antibiotics or cromoglycate within 7 days,antihistamine or decongestant within 2 years

	
	Druce 

1998

98250349
	Perennial 

Allergic Rhinitis

Brompheniramine vs loratadine vs.

placebo

RCT- Parallel
	7 days
	Location: US

Mean age: 33

Age range: 18-56

%Male: 46.4%

Race: ND

Enrolled: 338

Evaluated: 297

Number of sites: 5
	History of allergic rhinitis 

Active symptoms 

Evidence of nasal mucosal changes with antigen exposure 
	Astemizole within 30 days 

Cold/allergy medication within 72 hours; 

Antihistamine within 24 hours

Pregnancy/lactation 

	
	Thoden

1998

98413360


	Seasonal Allergic Rhinitis

Brompheniramine vs. terfenadine vs. placebo

RCT- Parallel
	14 days
	Location: US

Mean age: ND

Age range: 15- 92

% Male: ND

Race: ND 

Enrolled:370 

Evaluated: 343

Number of sites: 3
	Symptoms of allergic rhinitis 
	Astemizole within 30 days, other allergy medication within 72 days, pregnancy or lactating, contra-indication to antihistamine usage
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Part I.  (continued)

	
	Author

Year

UI
	Intervention
	Duration
	Demographics
	Inclusion criteria
	Exclusion criteria

	
	Weiler  

2000

20143057


	Seasonal Allergic Rhinitis

Diphenhydramine  vs fexofenadine 
	5 weeks
	Location: US

Mean age: 31

Age range: 25-44

% Male:  37.5%

Race: ND 

Enrolled:41

Evaluated: 40 

Number of sites: 1
	History of alcohol use  

Seasonal allergic rhinitis symptoms 

Previous successful use of antihistamine

Licensed driver


	Pregnancy, excessive alcohol use, tobacco use in past year, excessive caffeine intake
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Part II.

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Brostoff 

1982

	Mean total symptom score-

Rhinorrhoea

Sneezing

Itchy eyes

Nasal Congestion

Watery Eyes

Itchy throat

Itchy nose
	0-3 symptom scale, and (9 symptoms scored)

3-severe; 2- moderate; 1- mild; 0- absent
	Mean score improvement from 7.6 to 5.1 with terfenadine

Mean score improvement from 8.0 to 4.6 with  chlorpheniramine

Mean score improvement from 7.8 to 5.8 with placebo

	
	Gastpar

1982

83100633
	Total Mean symptom score

Not indicated


	Symptom Scale

Not indicated

But lab tests (blood chemistry, hematology, and urinalysis) plus IgE antibodies and ophthalmological examinations were conducted
	No clinical data reported

15 patients treated with terfenadine showed significant decrease in IgE values (p< 0.001) vs 5 patients in clemastine group who showed only slight reduction

Terfenadine tablets did not cause abnormal changes in laboratory values (blood chem, hematology, and urinalysis) and did not alter physiological body functions(heart rate, respiratory rate, body temp and blood pressure) after oral administration of (120mg/day)

	
	Malmberg 

1983

83253693
	Total Mean Symptom Score

Running nose

Nasal blockage

Sneezing 

Itchy nose

Itchy eyes

Red eyes

Eye Swelling
	Symptom scale:

4 pt scale (0-3) recorded on diary cards
	Overall patient assessment:  both antihistamines were better than placebo

Overall physician assessment: both antihistamines were better than placebo
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Gutkowski  

1985

86030956
	Total Mean symptom score

Rhinorrhoea

Nasal Congestion

Sneezing

Watery eyes

Itchy nose

Itchy eyes
	Symptom Scale

Symptom severity- 0-3 scale, with 0= none to 3= severe

Overall treatment response assessment scale:

1= excellent- 75% improvement or more

2= good-between 75% and 50% improvement

3= fair-between 50% and 25% improvement

4= poor-less than 25% improvement

5= treatment failure
	Global patient assessment: 

Mean score of 2.5 with dexchlorpheniramine and score of 3.2 with terfenadine. P < 0.001

Global physician assessment

Mean score of 2.4 with dexchlorpheniramine and score of 3.2 with terfenadine. P< 0.001

64% of dexchlorpheniramine group had good/excellent response vs 40% of terfenadine group had good/excellent response

Total signs and symptoms:

Mean symptoms score of 5.9 with dexchlorpheniramine, and score of 8.8 with terfenadine. P< 0.001

Total Nasal Symptoms:

Mean symptom score of 3.9 with dexchlorpheniramine and score of 5.9 with terfenadine. P< 0.001

	
	

	129
	
Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Hugonot 1986

86248368
	Total Mean Symptom Score

Rhinorrhoea

Nasal congestion

Sneezing

Itchy nose

Itchy eyes
	Symptom scale

Patient diary card- with 0 to 3 scale for nasal itching, sneezing, runny nose, blocked nose, irritated eyes, and presence and intensity of somnolence

On day 0 and day 7, patient judged degree of discomfort on visual analogue scale

Physician assessment: on days 0 and 7, physician evaluated associated symptoms (lacrimation, irritated throat, and cough) and judged efficacy on day 7
	Global patient assessment:

Daily symptom score- no difference between treatment groups

Global physician assessment: 

Not much difference in global efficacy between treatment groups

All p values= N/S

	
	Backhouse 

1987

89062246
	Total Mean Symptom Score

Sneezing

itchy or watery eyes

Running or blocked nose
	Symptom Scale

4 point scale

0= absent

1= slight

2= moderate

3= severe
	Sneezing

Overall symptoms core of 83 with chlorpheniramine and score of 78 with terfenadine

Rhinorrhoea

Overall score of 82 with chlorpheniramine and score of 79 with terfenadine

Nasal Congestion

Overall symptom score of 85 with chlorpheniramine and score of 81 with terfenadine

All scores compiled from patient diary scores.

No p values given
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Johansen 

1987

87205847
	Total mean symptom score

Sneezing

Nasal congestion

Runny nose

Itchy nose

Eye symptoms

Tiredness
	Symptom scale

 4-point scale

0= no symptoms

1= mild symptoms

2= moderate symptoms

3= severe symptoms
	Sneezing

Symptom score of 0.58 with dexchlorpheniramine vs score of 0.65 with terfenadine

Nasal Congestion

Symptom score of 0.55 with dexchlorpheniramine vs score of 0.63 with terfenadine

Nasal itch

Symptom score of 0.37 with dexchlorpheniramine vs score of 0.53 with terfenadine

Dexchlorpheniramine revealed significant (p<0.05) improvement in symptoms for nasal itching and tiredness (improved on treatment)

Compared to dexchlorpheniramine, terfenadine did poorly
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Pastorello 

1987

88016480
	Total Mean Symptom Score

Rhinorrhoea

Nasal Congestion

Sneezing

Watery eyes

Itchy nose

 Itchy throat

Itchy eyes

Red Eyes
	Symptom Scale

Symptom severity- 5 point scale:

0= absent

1= poor

2= mild

3= severe

4= very severe

Physician evaluation – based on skin test (+ to ++++), rhinomanometry and symptom evaluation done on “every entry” and after 7 days


	Global patient assessment:

25/32 patients in terfenadine group rated treatment good/excellent; 7/32 patients in terfenadine group rated treatment poor/nil

22/30 patients in dexchlorpheniramine group rated treatment good/excellent; 8/ 30 patients in dexchlorpheniramine group rated treatment poor/nil

Difference between drug effects not significant (p> 0.05)

Global physician assessment: 

Rhinomanometric data: reduction in total nasal resistance after treatment, but not significant from baseline, and no significant difference between two groups

p> 0.05 between 2 groups

[no absolute data]

Nasal Sneezing:

Mean pre-score of 2.2 and post-score of 0.93 with terfenadine; mean pre-score of 2.1 and post-score of 0.82 with dexchlorpheniramine; p > 0.05 between two groups

Rhinorrhoea

Mean pre-score of 1.93 and post-score of 0.93 with terfenadine; mean pre-score of 1.85 and post-score of 1.15 with dexchlorpheniramine. P> 0.05 between two groups

Nasal Congestion:

Mean pre-score of 1.57 and post-score of 1.37 with terfenadine; mean pre-score of 1.64 and post score 1.28 with dexchlorpheniramine. P> 0.05 between two groups

Both drug significantly reduce all symptoms except nasal obstruction for both groups, and cough/itchy throat for terfenadine group

No significant difference between groups
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Buckley

1988

88131974
	Total Mean Symptom score

Rhinorrhoea

Nasal Congestion

Sneezing

Watery eyes

Itchy nose

Itchy eyes

Itchy throat
	Symptom scale

Sneezing, rhinorrhea, nasal itch, ocular symptoms:

5 point scale 

(0= absent to 4= very severe)

effectiveness of patient treatment (at final visit):

6-point scale

(0= worse to 5= complete relief)
	Global patient assessment:

% patients would use treatment again: 60% in terfenadine group with p= 0.04 for terfenadine vs placebo; 66% in chlorpheniramine group with p= 0.006, and 45% in placebo group

p= 0.006 for chlorpheniramine vs placebo and p= 0.01 for terfenadine vs placebo

Global Physician assessment:

P< 0.001 for chlorpheniramine vs placebo and p= 0.001 for terfenadine vs placebo

Sneezing

P< 0.05 for chlorpheniramine vs placebo and p< 0.05 for terfenadine vs placebo

Rhinorrhoea

P< 0.05 for chlorpheniramine vs placebo and p< 0.05 for terfenadine vs placebo

Only p values stated, no raw data
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Druce

1998
98250349
	Mean total symptom score

Rhinorrhoea

Nasal Congestion

Sneezing

Watery Eyes

Itchy Nose

Itchy eyes

Itchy throat

Ocular Redness
	0 – 4 scale for symptom severity

0= none

1= mild

2= moderate

3= severe

4= very severe

11pt scale for global evaluation

0= poor to 10= excellent
	Global Patient Assessment:

At day 3 (visit #2)- Symptom score of 5.8 with brompheniramine, p < .001 for brompheniramine compared to placebo; vs Symptom score of 4.1 with loratadine ,p< 0.001 for brompheniramine vs loratadine; Symptom score of 3.4 with placebo

At day 7(visit#3)- Symptom score of 7.3 with brompheniramine, p< .05 for brompheniramine compared to placebo; vs symptom score of 9.7 with loratadine, p<.05 for brompheniramine vs loratadine; symptom score of 11.6 with placebo

Global Physician Assessment:

At day 3 (visit #2)- Symptom score of 5.9 with brompheniramine, p<0.001 for brompheniramine compared to placebo; vs symptom score of 4.6 with loratadine, p<0.001 for brompheniramine vs loratadine; symptom score of 4.0 with placebo

At day 7(visit #3)- Symptom score of 6.7 with brompheniramine, p<0.05 for brompheniramine compared to placebo; vs symptom score of 8.7 with loratadine, p<0.05 for brompheniramine vs loratadine; symptom score of 10.8 with placebo   

When data from visit #2 and visit #3 were summarized: Loratadine > P, P < 0.05 

Summed cluster symptoms (Rhinorrhoea, Sneezing, and Congestion) 

Global Patient Assessment:

At day 3 (visit #2)- Symptom score of 3.5 with brompheniramine, p< 0.01 for brompheniramine vs placebo; Symptom score of 4.1 with loratadine, p<0.05 for loratadine vs placebo; P < 0.01 for brompheniramine vs loratadine; symptom score of 5.3 with placebo

At day 7(visit #3)- Symptom score of 3.2 with brompheniramine, p<0.01 for brompheniramine vs placebo; symptom score of 4.3 with loratadine, p- NS for loratadine vs placebo; P< 0.01 for brompheniramine vs loratadine; symptom score of 4.8 with placebo

Global Physician Assessment:

At day 3 (visit #2)- Symptom score of 3.4 with brompheniramine, p<0.01 for brompheniramine vs placebo; symptom score of 4.3 with loratadine, p <0.05 for loratadine vs placebo; P<0.01 for brompheniramine vs loratadine;
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Druce

1998

98250349 (continued)
	
	
	symptom score of 5.0 with placebo

At day 7(visit #3)- Symptom score of 3.0 with brompheniramine, p<0.01 for brompheniramine vs placebo; symptom score of 4.4 with loratadine, p<0.05 for loratadine vs placebo; P<0.01 for brompheniramine vs loratadine; symptom score of 4.8 with placebo

	
	Thoden

1998

98413360


	Mean total Symptom Score

Rhinorrhoea

Nasal congestion

Sneezing

Watery eyes

Itchy nose

Itchy eyes

Itchy throat
	Physician assessment- 5 pt  symptom scale (0= none to 4= very severe)

Patient/physician global overall effectiveness- 10 pt scale (0= poor to 10= excellent)

[done 3 times- day3, d7 &d14)
	Overall, brompheniramine did better than placebo and terfenadine in relieving symptoms

Summed symptom score

1)”Severity rating”: 10.1 for 12mg brompheniramine, 11.9 for terfenadine, and 12.9 for placebo; p < 0.05 for 12 mg brompheniramine vs placebo

2) “Total nasal symptom: 4.3 for 12mg brompheniramine, 5.1 for terfenadine, and 5.5 for placebo; p<0.05 for 12mg brompheniramine vs placebo

Improvement in nasal symptoms, including nasal sneezing, congestion, and itching greater in 12mg brompheniramine than terfenadine (p(0.05)

Sneezing: p<0.05 for 8mg brompheniramine vs placebo, and p<0.05 for 12mg brompheniramine vs placebo

Nasal congestion: p<0.05 for 12mg brompheniramine vs placebo; p<0.05 for 12mg brompheniramine vs terfenadine; and p<0.05 for 8mg bromphenriamine vs placebo in chart

Nasal itching: p<0.05 for 8mg bromphenriamine vs terfenadine; p= 0.05 for 12mg brompheniramine vs terfenadine; p= 0.05 for 8mg brompheniramine vs placebo; and p= 0.05 for 12mh brompheniramine vs placebo
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Weiler 

2000

20143057


	Driving skills
	Symptom score – none

Data analyzed with SAS software, versions 6.12 and 7.0
	Overall assessment: Mean coherence value of 0.88 with diphenhydramine, value of 0.915 with fexofenadine, value of 0.92 with alcohol, and value of 0.9 with placebo

Minimum following distance of 16.3m with diphenhydramine, distance of 17.1m with fexofenadine, distance of 15.1m with alcohol, and distance of 17.4m with placebo

Steering instability of 0.527 with diphenhydramine, instability of 0.492 with fexofenadine, instability of 0.512 with alcohol, and instability of 0.495 with placebo

Left-lane excursions of 3.15 with diphenhydramine, excursions of 1.17 with fexofenadine, excursions of 2.12 with alcohol, and excursions of 1.32 with placebo

(based on distance crossed over center line when during left turns)
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Part III.

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Brostoff 

1982

	No major adverse effects.

Minor adverse effects:

-Stomach Upset – 1 patient taking chlorpheniramine

-Headache/Fatigue- 2 patients taking terfenadine

12 withdrawals- 5 due to placebo, 3 due to chlorpheniramine, and 4 due to terfenadine

Minor adverse effects:

-3 patients (20%) from placebo, 9 (53%( from chlorpheniramine, and 6(38% ) from terfenadine

-sedation
	No utility of antihistamines in PAR  (contrast to usual observations in SAR)
	ND

	
	Gastpar

1982

83100633
	No major adverse effects

Minor adverse effects

-Sedation- 2 patients from clemastine group and 0 patients from terfenadine group reported effects

-attacking allergic rhinitis and conjunctivitis- 2 patients from clemastine group and 1 patient from terfenadine group reported effect
	Purpose of study was to evaluate tolerance of terfenadine
	ND
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Part III. (continued)

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Malmberg

1983

83253693
	No major adverse effects.

Minor adverse effects:

4 withdrawals- 3 patients from placebo group due to headaches or fatigue, and 1 patient from pheniramine group (unlisted reason)

Tiredness- 8 patients in pheniramine group, 5 patients in astemizole group, and 5 patients in placebo group

Palpitations- 1 patient in pheniramine group , and 1 patient in placebo group

Headache- 6 patients in pheniramine group, 4 patients in astemizole group, and 3 patients in placebo group

GI- symptoms- 1 patient in pheniramine group
	Not possible to extract meaningful data


	Government 
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Part III. (continued)

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Gutkowski 

1985

86030956
	No major adverse effects.

Minor adverse effects:

45 withdrawals: 22 from dexchlorpheniramine and 23 from terfenadine

34 treatment failures: 14 from dexchlorpheniramine and 20 from terfenadine

5 discontinued due to adverse effects (4 from dexchlorpheniramine group and 1 patient from terfenadine)

Any adverse effect- 49 patients in dexchlorpheniramine group, and 35 patients in terfenadine group; p< 0.05

Dizziness- 4 patients in dexchlorpheniramine group and 6 patients in terfenadine group

Somnolence- 38 (43%) patients in dexchlorpheniramine group and 18 (21%) in terfenadine group. p< 0.002

Headaches- 3 in dexchlorpheniramine group and 4 in terfenadine group

Dry-mouth- 4 in dexchlorpheniramine group and 6 in terfenadine group
	Poor patient characterization

Other reasons for withdrawal- 6 patients for miscellaneous reasons
	ND

	
	Hugonot 

1986

86248368
	No major adverse effects.

Minor adverse effects:

4 patients withdrew from mequitazine treatment: 2 patients from lack of efficacy, 1 patient from severe headache, and 1 patient from blurred vision

2 patients withdrew from terfenadine treatment- 1 for inefficacy, and 1 for somnolence, dizziness, and nausea  (most likely drug-unrelated because was taking terfenadine before study and when resumed again after reported effect, were no side-effects)
	Other reasons for withdrawal:

4 patients excluded because of unallowed concomitant treatment 

2 additional patient excluded due to procedural technicality (assigned 2 patients 1 number  so unable to distinguish between their treatments)
	Pharmaceutical funding
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Part III. (continued)

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Backhouse 

1987

89062246
	No major adverse effects.

Minor adverse effects:

Withdrawal due to drowsiness: 4 patients from the chlorpheniramine group and 2 patients from the terfenadine group; p< 0.05 

Withdrawal due to lack of efficacy: 2 patients from chlorpheniramine group and 1 patient from terfenadine group

Overall  adverse effects: 51% from, chlorpheniramine and 37 % from terfenadine. P= 0.03
	Poorly defined study population

Other withdrawals: 8 withdrawals due to failure to attend, or protocol deviation
	Unfunded

	
	Johansen

1987

87205847
	No major adverse effects.

Minor adverse effects:

Severe tiredness- 6 from dexchlorpheniramine group (2 withdrew) ; 2 from terfenadine group
	Small study

Other reasons for withdrawal: 2 patients, one from each group, did not complete protocol
	ND

	
	Pastorello

1987

88016480
	No major adverse effects.

Minor adverse effects

3/33 in terfenadine group and 16/32 in dexchlorpheniramine group reported adverse effects

Significantly greater number of side effects in dexchlorpheniramine group 
	No baseline characteristics given


	ND
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Part III. (continued)

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Buckley

1988

88131974
	Major adverse effects

No indicated withdrawals due to adverse effects

Minor adverse effects

-Headache- 3.8% of patients from chlorpheniramine group, 11.1% from terfenadine group, and 9.5% from placebo group reported headaches

Sedation- 7.6% from chlorpheniramine, 2.5% from terfenadine and 2,4% from placebo group reported drowsiness

Nausea- 3.7% from terfenadine group, 0% from chlorpheniramine group, and 1.2% from placebo group

Dryness of mouth, nose, throat- 1.2% from terfenadine group, 1.3% from chlorpheniramine group, and 2.4% from placebo group
	Only p values stated, no raw data

-Study well-done but most data reported graphically

-did not look at change in scores, only new scores

-Did not directly compare  p values between chlorpheniramine vs terfenadine

Reasons for patient exclusion from efficacy analysis:

Inter-current infection, non-compliant use of study medication, incomplete data, or use of interfering concomitant medication


	ND

	
	

	141
	
Part III. (continued)

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Druce 

1998

98250349
	No major adverse effects.

Minor adverse effects:

10 withdrawals due to adverse effects: 2 in placebo group due to “cold” and “flu”, 7 in brompheniramine due to somnolence, 1 in brompheniramine due to hypertension

Overall, 25 experienced adverse effects with brompheniramine, 14 with loratadine, 22 with placebo

Any side effect:

At visit 2: 53% taking brompheniramine, 33% taking loratadine, and 36% taking placebo reported adverse effects

At visit 3: 34% taking brompheniramine, 20% taking loratadine, and 29% taking placebo reported adverse effects

Somnolence

At visit 2: 28% taking brompheniramine, 6%taking loratadine, and 9% taking placebo reported somnolence. P<0.001

At visit 3: 10% taking brompheniramine, 2%taking loratadine, and 3% taking placebo reported somnolence. P<0.01

Dizziness

At visit 2: 6.3% taking brompheniramine, 2%taking loratadine, and 0%taking placebo experienced dizziness 
	Poorly defined population

But well designed study
	Pharmaceutical 
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Part III. (continued)

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Thoden

1998

98413360

	No major adverse effects.

Minor adverse effects:

12 subjects withdrew due to adverse effects ( 6 from, 12 mg brompheniramine 2 from  8mg brompheniramine, 3 from terfenadine, and 1 from placebo)

-Somnolence- 37 patients( 34.9%) taking 12mg brompheniramine, 25 patients (23.8%) taking 8mg brompheniramine, 12 patients (11.3%) taking terfenadine, and 6 (11.3%) patients taking placebo

p<0.001 for 12mg brompheniramine vs 8mg brompheniramine, terfenadine and placebo; 

p<0.05 for one vs each other

p< 0.05 for 8mg brompheniramine vs terfenadine and placebo

p<0.05 for one vs each other

-Adverse experiences- 155 (41.9%) total: 61 patients(57.5%) taking 12mg brompheniramine (with p< 0.05 for brompheniramine vs placebo), 40 patients(38.1%) taking 8mg brompheniramine, 33 patients(31%) taking terfenadine, and 21 patients(39.6%) taking placebo
	 Other reasons for withdrawal:

27 subjects  did not adhere to protocol
	Pharmaceutical 

	
	Weiler 

2000

20143057


	No major adverse effects

1 withdrawal (no reason given)

No minor  adverse effects
	Unusual end points, but otherwise valid
	Pharmaceutical 

(Hoechst Marion Roussel, Inc)

	
	


