Evidence Table 4. Randomized controlled studies evaluating treatment of seasonal and perennial allergic rhinitis
Cromoglycate or cromolyn versus placebo
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Part I. 

	
	Author

Year

UI
	Intervention
	Duration
	Demographics
	Inclusion criteria
	Exclusion criteria

	
	Coffman 

1971

72025239


	Seasonal Allergic Rhinitis

Disodium cromoglycate vs placebo

RCT- parallel
	14 days
	Location:  UK

Mean age: ND

Age range: 9-61

% Male: 20/33

Race: British and West Indian 

Enrolled: 35 - 16 (cromoglycate) and 17 (placebo)

Evaluated: 33 - 16 (cromoglycate) and 15 (placebo) 

Number of sites: 1
	Positive prick test to grass pollen

History of seasonal allergic rhinitis for at least 2 years
	None indicated

	
	Engstrom

1971

72012845


	Seasonal Allergic Rhinitis

Cromoglycate 20mg capsules insufflated qid. vs. placebo
	6 weeks
	Location: Denmark

Mean age: ND

Age range: 7-17

% Male 79

Race: ND

Enrolled: 39

Evaluated: 38

Number of sites:2
	2 year history of allergic rhinitis symptoms during birch pollen season.

Positive skin test to birch.

Positive nasal provocation test to birch
	None noted
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Part I.  (continued)

	
	Author

Year

UI
	Intervention
	Duration
	Demographics
	Inclusion criteria
	Exclusion criteria

	
	Holopainen

1971

71066421


	Seasonal Allergic Rhinitis

Cromoglycate vs Placebo

RCT Parallel
	28 days
	Location:  Sweden

Mean age: ND

Age range:  5- 43

% Male: ND

Race: ND

Enrolled: 29

Evaluated: 27 - 13 (cromoglycate) and 14 (placebo)

Number of sites: 1
	Known history of allergic rhinitis due to pollen

Positive skin test

Positive nasal provocation test
	None indicated

	
	Anderson

1972

73004602


	Seasonal Allergic Rhinitis

Disodium cromoglycate 10mg qid vs. placebo

RCT parallel
	2 weeks
	Location: UK

Mean age: 32

Age range: 10-63

% Male ND

Race: ND 

Enrolled:18

Evaluated: 18

Number of sites:1
	History of hay fever symptoms requiring repeat prescriptions

At least two year history of hay fever
	None 

	
	Hopper 

1972

73166771
	Perennial Allergic Rhinitis

Cromoglycate versus Placebo

RCT- Cross-over (extractable)
	28 days
	Location: UK

Mean age: ND

Age range: not given

%Male: ND

Race: ND

Enrolled: ( 38

Evaluated: 38 (19 each group)

Number of sites: 1
	6 month history of perennial rhinitis symptoms

Allergic appearance of nasal mucosa

Eosinophilia ( 6%

Positive skin test 
	None noted

	
	Shore

1972

72159215


	Seasonal Allergic Rhinitis

Disodium cromoglycate 5mg qid vs. placebo 

RCT crossover
	8 weeks
	Location: S. Africa

Mean age: ND

Age range: <18

% Male ND

Race: ND 

Enrolled:41

Evaluated: 41

Number of sites:1
	Symptomatic seasonal allergic rhinitis
	Adenoidal obstruction
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Part I.  (continued)

	
	Author

Year

UI
	Intervention
	Duration
	Demographics
	Inclusion criteria
	Exclusion criteria

	
	Thorne 

1972

73089706


	Perennial Allergic Rhinitis

Cromoglycate vs Placebo

RCT-cross-over (extractable)
	8 weeks
	Location: UK

Mean age: N/A

Age range: 10-65

%Male: ND

Race: ND

Enrolled: 40

Evaluated: 35

Number of sites: 1
	With perennial rhinitis symptoms for at least 2 years

With severe symptoms not responding to antihistamines

Constant symptoms- perennial

10 years and younger
	Those with viral rhinitis or nasal polyposis

Those with seasonal symptoms of oral/ systemic steroids within 3 months 

Pregnant women

	
	Blair 

1973

74098976


	Seasonal Allergic Rhinitis

Sodium Cromoglycate versus Placebo

RCT- Parallel
	6 weeks
	Location:  UK

Mean age: 29

Age range: 10-49

% Male: 17/40

Race: ND

Enrolled: 40 

Evaluated: 40 - 20 people each group

Number of sites: 1
	History of Seasonal allergic rhinitis

Positive skin test
	Viral rhinitis

Nasal polyposis

Those patients who had responded adequately to antihistamines

Pregnant

	
	Hetherington 

1973

73166772


	Seasonal Allergic Rhinitis

Disodium cromoglycate

5mg capsule qid vs placebo

RCT parallel
	14 days
	Location: Australia

Mean age: ND

Age range: ND Adult

% Male ND

Race: ND 

Enrolled:40

Evaluated: 35

Number of sites:1
	Hay fever for past two seasons requiring treatment
	Asthma

Immunotherapy

Nasal disease

	
	Illum 

1973

74133656


	Seasonal Allergic Rhinitis

Disodium cromoglycate vs. placebo 

RCT parallel
	3 weeks
	Location: Denmark

Mean age: ND 

Age range: >18

% Male ND

Race: ND 

Enrolled:37

Evaluated: 37

Number of sites: 1
	2 year history of seasonal allergic rhinitis with grass pollen

Positive skin test to grass pollen

Positive nasal provocation test to grass pollen
	Asthma

Total nasal obstruction

Pregnancy
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Part I.  (continued)

	
	Author

Year

UI
	Intervention
	Duration
	Demographics
	Inclusion criteria
	Exclusion criteria

	
	Jenssen

1973

74098975


	Seasonal Allergic Rhinitis

Sodium cromoglycate 

vs. placebo
	N/A
	Location: Norway 

Mean age: ND Adult

Age range: >18

% Male ND

Race: ND 

Enrolled:10

Evaluated: 10

Number of sites: 1
	Seasonal allergic 

Rhinitis symptoms during grass pollen season
	None noted

	
	Manners 

1973

74098980


	Seasonal Allergic Rhinitis

Sodium cromoglycate versus Placebo

RCT- Parallel
	28 days
	Location:  UK

Mean age: 26 

(cromoglycate) and 29 

(placebo)

Age range: 12-64

% Male: ND

Race: ND

Enrolled: 50 

Evaluated: 46 - 23 

People each group

Number of sites: 1
	At least 2 years of sneezing and nasal discharge during hay fever season

Positive skin prick test to grass pollen

Use of antihistamines for previous 2 summers
	Immunotherapy

Usage of “antispasmodics” or steroids



	
	Sunderman 

1973

73237443
	Perennial Allergic Rhinitis

Cromoglycate vs Placebo

RCT- cross-over (extractable)
	28 days
	Location: Australia

Mean age: 35

Age range: not given

%Male: ND

Race: ND

Enrolled: 74

Evaluated: 68

Number of sites: 1
	3 year history of chronic perennial rhinitis
	Patients with nasal polyposis

Patients responding to antihistamine

Those with steroid therapy within 3 months

Patients with nasal polyps or those with seasonal exacerbations
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Part I.  (continued)

	
	Author

Year

UI
	Intervention
	Duration
	Demographics
	Inclusion criteria
	Exclusion criteria

	
	Brain

1974

76192641
	Perennial Allergic Rhinitis

Cromoglycate Vs Placebo

RCT-cross-over (extractable)
	28 days
	Location: UK

Mean age: 26.5

Age range: 18-65

%Male: 15/29= 51.7%

Race: ND

Enrolled: 34

Evaluated: 29

Number of sites: 1
	1 year history of  perennial rhinitis not responding to antihistamines/ decongestants

Capable of cooperation /completing diary card 
	Those with nasal polyposis, or steroid use within 3 months



	
	Blair 

1975

75185857


	Perennial Allergic Rhinitis

Cromoglycate Vs. Placebo 

RCT- cross-over(extractable)
	8 weeks
	Location: UK

Mean age: none

Age range: 7-54

%Male: 11/19 = 57.9%

Race: ND

Enrolled: 20

Evaluated: 19

Number of sites: 1
	Perennial rhinitis
	With viral rhinitis or nasal polyposis

Patients with local nasal sepsis or previous immunotherapy within 2 years

	
	Fagerberg 

1975

75221540


	Perennial Allergic Rhinitis

Cromoglycate vs Placebo

RCT- cross-over (extractable)
	28 days
	Location: Sweden

Mean age: 30.6

Age range: 17-54

%Male: 12/23

Race: ND

Enrolled: 23

Evaluated: 23 - 12 (Active-Placebo) and 11 (Placebo-Active)

Number of sites: 1
	1 year history of perennial rhinitis requiring treatment
	With nasal polyposis

	
	Girard

1975

76042257
	Perennial Allergic Rhinitis

Cromoglycate versus Placebo

RCT- Parallel
	4 weeks
	Location: Switzerland

Mean age: 30.4

Age range: 14-57

%Male: 16/30

Race: ND

Enrolled: 30

Evaluated: 30 (15 for each group)

Number of sites: 1
	2 year history of perennial rhinitis

Symptoms sufficiently severe as to require treatment
	None listed
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Part I.  (continued)

	
	Author

Year

UI
	Intervention
	Duration
	Demographics
	Inclusion criteria
	Exclusion criteria

	
	Holopainen

1975

76084510
	Perennial Allergic Rhinitis

Cromoglycate versus Placebo

RCT- cross-over (extractable)


	28 days
	Location: Finland

Mean age: 35

Age range: 6-69

%Male: 15/40

Race: ND

Enrolled: 49

Evaluated: 40 - 19 (active-placebo) and 21 (placebo- active)

Number of sites: 1
	2 year history of perennial rhinitis

Sufficiently severe to require treatment 

Symptoms present year-round
	Viral rhinitis

Nasal polyposis

Previous immunotherapy and were no longer symptomatic

	
	Leiferman

1975


	Seasonal Allergic Rhinitis

Cromolyn sodium powder vs Placebo

RCT-Parallel
	49 days
	Location: US

Mean age: 34

Age range: 14-66

% Male:  65%

Race: ND 

Enrolled:26

Evaluated: 24 (12 each group)

Number of sites: 1
	Symptoms of ragweed pollinosis for several years

Positive ragweed skin test

Elevated IgE to ragweed
	Immunotherapy within 5 years

	
	Wilson

1975

76101270


	Seasonal Allergic Rhinitis

Sodium cromoglycate vs placebo

RCT-cross-over (extractable)
	4 weeks
	Location: NZ

Mean age: 28

Age range: 6-76

% Male: 50%

Race: ND 

Enrolled: 39

Evaluated: 38 

Number of sites: 1
	Severe and intractable chronic perennial rhinitis for at least 3 years
	Responded to antihistamine

Steroid treatment within 3 months

Obstructive polyposis

Seasonal exacerbations

Pregnancy
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Part I.  (continued)

	
	Author

Year

UI
	Intervention
	Duration
	Demographics
	Inclusion criteria
	Exclusion criteria

	
	Hasegawa

1976

77001950


	Seasonal Allergic Rhinitis

Cromoglycate 10mg vs placebo

RCT crossover
	1 time dose
	Location: UK

Mean age: ND

Age range: ND

% Male ND

Race: ND

Enrolled: 38

Evaluated: 29

Number of sites:1
	History of seasonal allergic rhinitis confirmed by history, physical and skin testing.

Nasal airway resistance > 1.5

Symptomatic at time of study.
	None noted

	
	Knight

1976

76238158


	Seasonal Allergic Rhinitis

Disodium cromoglycate vs placebo

RCT- cross-over (extractable)
	28 days
	Location: Canada (Toronto and Hamilton)

Mean age: ND

Age range: 10-59

% Male: 29/77

Race: ND 

Enrolled: 77

Evaluated: 77 - 36 (cromoglycate) and 41 (placebo) 

Number of sites: 2
	Allergic to ragweed pollen by history and positive skin prick test
	Large nasal polyps

Chronic nasal/ sinus infection



	
	Backman 

1977

78120309
	Perennial Allergic Rhinitis

Cromoglycate vs Placebo

RCT- cross-over (extractable)
	28 days
	Location: Sweden

Mean age: none

Age range: ND

%Male: ND

Race: ND

Enrolled: 91 

Evaluated: 91 - 51 (Cromoglycate powder) and 40 (Cromoglycate solution)

Number of sites: 1
	Perennial rhinitis or with history, clinical, nasal cytology
	None noted
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Part I.  (continued)

	
	Author

Year

UI
	Intervention
	Duration
	Demographics
	Inclusion criteria
	Exclusion criteria

	
	Frostad 1977

78062986


	Seasonal Allergic Rhinitis

Cromoglycate vs Placebo

RCT Parallel
	3 months- May, June, and July
	Location:  Norway

Mean age: 23.9

Age range: 15- 34

% Male: 21/44

Race: ND

Enrolled: 44

Evaluated: 44 - 25 (cromoglycate) and 19 (placebo)

Number of sites: 1
	History of previous seasonal allergic rhinitis during grass pollen season

Positive test to grass pollen

Positive nasal provocation test to grass pollen

Symptoms of allergic rhinitis during pollen season

Residing in area during grass pollen season
	Asthma

Perennial rhinitis symptoms

	
	Handelman

1977

77119242


	Seasonal Allergic Rhinitis

Cromolyn sodium

Vs. placebo


	6 weeks
	Location: US

Mean age: ND

Age range: 5-51

% Male

Race: ND

Enrolled: 104

Evaluated: 88

Number of sites: 2
	2 year history of ragweed allergy

Positive skin test

Ragweed IgE titer > 60mg/ml

Reside within 25 miles 
	Asthma

Perennial rhinitis

Corticosteroids

Cromolyn 

Bronchodilators

Recent change in immunotherapy Regimen/new immunotherapy regimen

	
	Lofkvist 

1977

77131029
	Perennial Allergic Rhinitis

Intranasal Cromolyn Sodium Vs Placebo

RCT- cross-over (extractable)
	13 weeks
	Location: Sweden

Mean age: 34

Age range: 18-65

%Male: ND

Race: ND

Enrolled: 49 - 25 (placebo) and 24 (cromolyn sodium)

Evaluated: 26 - 2 (placebo) and 24 (cromolyn sodium)

 Number of sites: 1
	Included those with “vasomotor for many years”, and those with negative allergic  skin tests
	Those with asthma, nasal septal deviation, and nasal polyposis were not included
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Part I.  (continued)

	
	Author

Year

UI
	Intervention
	Duration
	Demographics
	Inclusion criteria
	Exclusion criteria

	
	McDowell 

1977

77264819


	Seasonal Allergic Rhinitis

Cromolyn 2% aqueous nasal spray vs placebo

RCT- cross-over (un-extractable)
	4 weeks
	Location: US

Mean age: ND

Age range: 17-71

% Male: ND

Race: ND 

Enrolled: 17

Evaluated: 13 

Number of sites: 1
	At least 3 years of perennial allergic rhinitis by history or physical examination

Immediate symptoms requiring medication

Positive skin test to dust or mold

Otherwise good health
	Asthma

Nasal polyposis

Chronic nasal disease (other than PAR)

Cromolyn or systemic or topical steroids within 3 months

	
	Posey 

1977

78063003


	Seasonal Allergic Rhinitis

4% cromolyn sodium vs placebo nasal spray

[also compares use of drug administered before and during weed pollen season]

RCT-Parallel
	8 weeks
	Location: US

Mean age:  30

Age range: 12-54

% Male:  52.9%

Race: ND 

Enrolled: 34 

Evaluated:  34 

Preseasonal Study-17 each group

Coseasonal Study- 9 (cromolyn) and 13 (placebo)

Number of sites: 1
	Late summer allergic rhinitis symptoms

2-yr history of SAR

positive skin test to ragweed, sage mix

positive nasal allergen challenge
	Sinusitis

Nasal septal deviation

Nasal polyposis

Perennial rhinitis

Topical steroids within 1 month

	
	Van der Bijl 

1977

78033928


	Seasonal Allergic Rhinitis

Cromoglycate Vs Placebo

RCT-Parallel
	4 weeks
	Location: Netherlands

Mean age: 28.4 

Age range: 7-60

% Male:  19/32

Race: ND 

Enrolled:40 (20 each group)

Evaluated:  32 18(cromoglycate) and 14 (placebo)

Number of sites: 1
	Diagnosis of seasonal allergic rhinitis, symptomatic
	None noted

	
	

	152
	
Part I.  (continued)

	
	Author

Year

UI
	Intervention
	Duration
	Demographics
	Inclusion criteria
	Exclusion criteria

	
	Warland 

1977

77262676
	Perennial Allergic Rhinitis

Cromoglycate versus Placebo

RCT- cross-over (extractable)
	28 days
	Location: Norway

Mean age: 25.4

Age range: 15-57

%Male: 9/17

Race: ND

Enrolled: 17

Evaluated: 17 - 10 (active-placebo) and 7 (placebo- active)

Number of sites: 1
	History of perennial allergic rhinitis for at least 1 year
	None noted

	
	Sorri 

1979

79205990


	Seasonal Allergic Rhinitis

Cromoglycate vs. placebo
	4 weeks
	Location: Finland

Mean age: ND

Age range: ND

% Male ND

Race: ND

Enrolled: 38

Evaluated: 38

Number of sites: 1
	1 year history of perennial rhinitis necessitating treatment
	None noted

	
	Sipila

1987

88110026


	Seasonal Allergic Rhinitis

Nedocromil sodium 1% 5.2mg daily vs. placebo

RCT parallel
	 4 weeks
	Location: Finland

Mean age: ND

Age range: >16

% Male ND

Race: ND 

Enrolled:59

Evaluated: 54

Number of sites: 2
	>16 years 

History of birch pollen rhinitis in previous 2 seasons

Positive skin test to birch pollen
	Viral rhinitis

Nasal septal 

Deviation

Steroid use

Vasoconstrictor use

Cromoglycate use

Pregnancy
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Part II.

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Coffman 

1971

72025239
	Total mean symptom score

Sneezing

Rhinorrhoea

Nasal obstruction

Nasal itch
	Symptom score:

Diary cards: 0-3 scale
	Global clinician assessment:

9/16 successful patient response with cromoglycate vs 5/15 successful patient response with placebo

	
	Engstrom

1971

72012845
	Total nasal symptom score

Total eye symptom score

Global assessment by clinician 

Rescue antihistamine usage
	Symptom scale used: Range 0-3

0=none

1=occasional

2=intermittent

3=constant
	Global assessment by clinician as follows:

5 of 18 successes with placebo and 14 of 20 successes in active treatment group (p<0.01)

Significantly improved total nasal score for weeks 3 and 5 and peak pollen season period only with active treatment.

	
	Holopainen

1971

71066421
	Mean sneezing score

Mean rhinorrhoea score

Mean nasal congestion score

Mean nasal itch score
	Symptom scale used:

Range 0-3

0=absent

1=mild

2=moderat e

3=severe


	Mean diary sneezing symptom score:
30.8 in placebo group, 23.5 in active treatment group p>0.05

Mean diary rhinorrhoea score:

59.5 in placebo group vs. 34.3 in active treatment group p<0.025

Mean diary nasal congestion score:

52.3 in placebo group vs. 12 in active treatment group p<0.05

Mean diary nasal itch score:

21.6 in placebo group vs. 13.5 in active treatment group p<0.05

	
	Anderson

1972

73004602
	Total Mean Symptom Score

Rhinorrhoea

Sneezing 

Sore, itching eyes
	No symptom scale

Diary cards and clinician assessment
	8/9 successes and 1/9 failures with cromoglycate

1/9 successes and 8/9 failures with placebo
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Hopper 

1972

73166771
	Mean total symptom score

Rhinorrhoea

Sneezing

Nasal congestion


	Symptom scale:

0= no symptoms

1= occasional symptoms

2= intermittent symptoms

3= constant symptoms
	Global patient assessment: 

16 success + 3 failures with cromoglycate vs 9 successes, 9 failures + 1 unsure with placebo; p< 0.05 for drug vs placebo

Global clinician assessment:

14 successes + 5 failures with cromoglycate vs 8 successes + 11 failures with placebo; p< 0.05 for drug vs placebo

Sneezing (% of scores that fell in 2-3 range on scale):

1% with cromoglycate vs 11% with placebo; p < 0.01 for drug vs placebo

Rhinorrhoea (% of scores that fell in 2-3 range on scale):

12% with cromoglycate vs 32% with placebo; p< 0.01 for drug vs placebo 

Nasal Congestion (% of scores that fell in 2-3 range on scale):

14% with cromoglycate vs 30% with placebo; p < 0.01 for drug vs placebo

Nasal itch

NA

	
	Shore

1972

72159215
	Global assessment by patient

Global assessment by clinician
	No symptom scale specified.


	Global assessment by patient

15 of 21 rated placebo success

16 of 20 rated active treatment successful p>0.05

Global assessment by clinician:

In 7 of 21 rated placebo successful

In 12 of 20 rated active treatment successful p<0.057
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Thorne 

1972


	Mean Total Symptom Score

Rhinorrhoea

Nasal Congestion

Sneezing
	0-3 symptom scale

0= no symptoms

1= occasional symptoms

2= intermittent symptoms

3= constant symptoms
	Global assessment done by patient in diary: Total symptom score of  2608 with cromoglycate vs score of 3053 with placebo, p= ND

Patient Evaluation based on diary score

Sneezing- Symptom score of 18.5 +/-13.7 with cromoglycate vs score of 24.5 +/- 14.1 with placebo; p<0.0005 for cromoglycate vs placebo

Rhinorrhoea- Symptom score of 26.7 +/- 15.9 with cromoglycate vs score of 32.3 +/- 18.7 with placebo; p< 0.002 for cromoglycate vs placebo

Nasal Congestion- Symptom score of 35.7 +/- 24.7 with cromoglycate vs score of 38.5 +/- 24.7 with placebo; p = NS

In those patients receiving placebo, find all symptoms significantly lower (blockage, discharge, sneezing).  

In patients receiving cromoglycate, find only sneezing and discharge (rhinorrhoea) significantly reduced

	
	Blair 

1973

74098976
	Global assessment by patient and clinician of total symptom score 

(rhinorrhoea, congestion, itching and sneezing)

Patient wish to continue with treatment

Whether symptoms improved over last season (patient rated)
	N/A
	Global assessment by patient

3 of 15 placebo successes vs 13/20 active treatment successes p<0.025

Global assessment by clinician

2 of 16 placebo rated successful; 11 of 20  on active treatment rated successful p<0.025

Symptoms improved over last year in 4 of 15 of placebo group and 8 of 19 of active treatment group NS
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Hetherington

1973

73166772
	Rhinorrhoea symptom score

Nasal congestion symptom score

Overall symptom severity as rated by patient.
	Symptom scale:

Severity of nose-running and nose-blocking: range= 0-6

General condition assessment: 3-point scale
	· Rhinorrhoea symptom severity 

No significant difference between groups

· Nasal congestion symptom severity

No significant difference between groups

· Overall symptom severity rating by patient

Good to fair in 10 of 16 of placebo group, 19 of 19 of active treatment group p<0.05

	
	Jenssen

1973

74098975
	Total Mean Symptom Score

Nasal resistance following nasal allergen challenge
	N/A
	Nasal resistance following allergen challenge

Nasal resistance improved in 7 of 8 patients on active treatment 



	
	Illum

1973

74133656
	Total Mean Symptom Score

Sneezing score

Rhinorrhoea score

Nasal congestion score

Nasal itch score
	Symptom scale

Range 0-3

0=no symptoms

3=severe symptoms
	Global assessment by patient:

No significant differences between groups.

No significant difference between groups in sneezing, rhinorrhoea, nasal congestion sneezing and eye symptom scores.



	
	Manners

1973

74098980
	Global assessment by patient

Global assessment by clinician

Sneezing score

Rhinorrhoea score

Nasal congestion score

Nasal itch score

Eye symptoms

Rescue antihistamine usage

Nasal eosinophils on nasal smear
	Symptom scale used

Range 0-3

0=absent

1=mild

2=moderat e

3=severe


	Global assessment by patient:

In placebo group 13 of 23 rated successful vs. 15 if 23 if active treatment group p>0.05

Global assessment by clinician:

7 of 23 rated successes in placebo group vs. 10 of 23 in active treatment group p>0.05

Mean sneezing score week 2 and 3:

19.7 in placebo group vs. 19.2 in active treatment group p>0.8

Mean rhinorrhoea score weeks 2 and 3:

20.3 in placebo group vs. 14.7 in active treatment group p>0.05

Mean nasal congestion score weeks 3 and 4:

12.7 in placebo group vs. 12.4 in active treatment group p>0.9

Mean nasal itch score weeks 3 and 4:

15.3 in placebo group vs. 12.7 in active treatment group p>0.4
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Sunderman 

1973


	Mean total symptom score

Rhinorrhoea

Nasal Congestion

Sneezing
	Symptom scale

No scale given
	Out of 68 patients, 53 patients preferred cromoglycate, 0 preferred placebo, and 15 had no preference; p < 0.05 for cromoglycate vs placebo

Report stated that symptoms of rhinorrhoea, obstruction, and sneezing in cromoglycate group significantly improved p< 0.05 (absolute data not given)

	
	Brain 

1974

76192641
	Mean total nasal symptom score

Nasal sneezing

Rhinorrhoea

Nasal congestion

Nasal itch
	No symptom scale

Mild/Moderate-Severe (0-3) 
	Global patient assessment: 20 preferred cromoglycate, 6 preferred placebo, and 3 indicated no preference

P<.01

Nasal sneezing symptom score of 32.5 with placebo vs. 22.6 with cromoglycate, p<.025

Rhinorrhoea symptom score of 34  with placebo vs. 23.5 with cromoglycate, p<.02

Nasal congestion symptom score of 37.3 with placebo vs 26.2 with cromoglycate, p< .05

Nasal Itch symptom score of 24.8 with placebo vs 16.1 with cromoglycate, p< .012
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Blair 

1975
	Mean total symptom score

Nasal Sneezing

Rhinorrhoea

Nasal congestion

Nasal Itch
	Symptom severity score based on 0-3 scale 
	Overall patient assessment: 14 preferred cromoglycate, and 3 preferred placebo, 1 patient indicated no preference

(out of 18 because one patient symptoms classified as intrinsic or nonallergic) 

Nasal sneezing symptom score (out of 15 people) of  20.5 with cromoglycate vs score of 28.2 with placebo; p> 0.1 for drug vs placebo

[~change in score of -0.7  with cromoglycate vs +0.1 change in score with placebo; p< 0.01 for drug vs placebo]

(*note* out of 15 people, instead of 19,  because some failed to adequately record daily symptoms) 

Rhinorrhoea symptom score of 27.1 with cromoglycate vs 40.3 with placebo; p< 0.05 for drug vs placebo

[~change in score of -0.7 with cromoglycate vs +0.1 change in score with placebo; p< 0.1 for drug vs placebo]

Nasal congestion symptom score of  29.7 with cromoglycate vs 49.1 with placebo; p< 0.1 for drug vs placebo

[~change in score of  -0.1 with cromoglycate vs –0.1 change in score with placebo; p< 0.02 for drug vs placebo]

Nasal Itch symptom score of 19.4 with cromoglycate vs 23.2 reduction with placebo; p> 0.1 for drug vs placebo

[~change in score of  -1.2 with cromoglycate; vs +0.2 change in score with placebo; p< 0.01 for drug vs placebo]
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Fagerberg 

1975
	Mean Total Symptom Score

Rhinorrhoea

Nasal congestion

Sneezing

Itchy nose


	Symptom scale

0-3: Mild-Moderate-Severe
	Sneezing (n=23)

In clinician evaluation, mean difference of –0.7 with cromoglycate vs difference of  –0.3 with placebo; p> 0.1 for cromoglycate vs placebo

In patient evaluation recorded in diary card, mean symptom score of 19.5 with cromoglycate vs mean score of 30.2 with placebo; p < 0.01 for cromoglycate vs placebo

Rhinorrhoea (n=23)

In clinician evaluation, mean difference of –0.8 with cromoglycate vs difference of –0.1 with placebo; p< 0.01 for cromoglycate vs placebo  

In patient evaluation recorded in diary card, mean symptom score of 37.9 with cromoglycate vs mean score of 47.2 with placebo; p < 0.05 for cromoglycate vs placebo

Nasal congestion (n=23)

In clinician evaluation, mean difference of –0.8 with cromoglycate vs difference of –0.3 with placebo; p< 0.02 for cromoglycate vs placebo

In patient evaluation recorded in diary card, mean symptom score of 29.3 with cromoglycate vs score of 35.2 with placebo; p< 0.1 for cromoglycate vs placebo

Nasal Itch (n= 21 included data- 2 cases of inconclusive data)

In clinician evaluation, mean difference of –0.2 with cromoglycate vs difference of +0.1 with placebo; p>0.10 for cromoglycate vs placebo

In patient evaluation recorded in diary card, mean symptom score of 8.7 with cromoglycate vs score of 15.5 with placebo; p> 0.05 for cromoglycate vs placebo
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Girard

1975

76042257
	Mean total symptom score

Rhinorrhoea

Sneezing

Nasal congestion

Nasal itch

Eosinophilia

Nasal outflow resistance


	Symptom scale:

Daily record cards- 0- 3 scale with 

0= no symptoms to 

3= severe symptoms
	Global patient assessment: 

12/15 patients rated cromoglycate successful in symptom treatment vs 6/ 15 in placebo group. P < 0.03 for drug vs placebo

Global clinician assessment:

13/15 successful cases vs 5/15 successful cases. P< 0.008 for drug vs placebo

Sneezing

Mean difference of –0.6 with cromoglycate and difference of 0 with placebo; p < 0.02 for drug vs placebo

Rhinorrhoea

Mean difference of –0.1 with cromoglycate vs difference of –0.6 with placebo; p> 0.05 for drug vs placebo

Nasal congestion

Mean difference of –1.4 with cromoglycate vs difference of –0.3 with placebo; p< 0.02 for drug vs placebo

Nasal itch

Mean difference of –0.7 with cromoglycate vs difference of –0.2 with placebo; p< 0.05 for drug vs placebo 
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Holopainen

1975

76084510
	Mean total symptom scale

Rhinorrhoea

Nasal congestion

Sneezing

Nasal Itch


	Symptom scale

Nasal Symptoms

0-3 scale: none, mild, moderate, and severe

Nasal patency 

0-2 scale: open, partially blocked, and completely blocked

Overall examination of nose: 0-4 scale


	Sneezing

Clinician mean score: score of 0.7 for cromoglycate vs score of 1.0 for placebo; p> 0.10 for drug vs placebo

Patient mean diary score: score of 17.4 for cromoglycate vs score of 22.5 for placebo; 

p<0. 05 for drug vs placebo

Rhinorrhoea

Clinician mean score: score of 1.1 for cromoglycate vs score of 1.4 for placebo; p>0.10 for drug vs placebo

Patient mean diary score: score of 30.9 for cromoglycate vs score of 37.8 for placebo; 

p< 0.01 for drug vs placebo

Nasal Congestion

Clinician mean score: score of 1.2 for cromoglycate vs score of 1.7 for placebo; p < 0.01 for drug vs placebo

Patient mean diary score: score of 32.1 for cromoglycate vs score of 39.1 for placebo; p< 0.01 for drug vs placebo

Nasal itch

Clinician mean score: score of 0.4 for cromoglycate vs score of 0.8 for placebo; p< 0.05

Patient mean diary score: score of 12.2 for cromoglycate vs score of 16.5 for placebo; p< 0.05 for drug vs placebo. 

Study combined groups from each arm of cross-over..
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Leiferman 1975


	Total mean symptom score

Sneezing

Coughing

Stuffy, or runny nose

Red, itchy eyes

asthma
	Symptom score (0-3)

[score 2 times/day- midnight-noon, and noon-midnight]
	Global patient assessment:

All patients(12 pair of patients)- overall score of 9.5 with cromolyn vs score of 10.5 with placebo; p> 0.10 for drug vs placebo 

Group 1 (7pair patients– patients with pre-seasonal Radio-allergosorbent test(RAST) readings > 5% )-  overall score of 7.5 with cromolyn vs score of 12 with placebo; p< 0.03 for drug vs placebo

Group 2 (5 pair patients- those with RAST<5%)- overall score of 11 with cromolyn vs score of 8 with placebo; p> 0.10 for drug vs placebo

[scores approximated from graph]

End-study questionnaire on efficacy of treatment (10 subjects from each group):

40% of cromolyn group vs 10% of placebo group found treatment extremely beneficial

30% in both groups found treatment moderately beneficial

10% in both groups found treatment slightly beneficial

20% of cromolyn group vs 50% of placebo group found treatment not beneficial

80% of cromolyn group vs 50% of placebo group indicated would use treatment next year
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Wilson

1975

76101270
	Mean total symptom score

Nasal blockage

Nasal Discharge

Nasal Sneezing
	Symptom scale

Daily diary cards

No scale given
	Global patient assessment:

Patient preference: 20/38 preferred cromoglycate, and 8/38 preferred placebo

Sneezing:

Physician assessment: From baseline, change in score of – 0.5 with cromoglycate, and change of –0.4 with placebo; data missing on significance, but clearly NS

Patient assessment (n= 37): total symptom score of 19.0 with cromoglycate and score of 20.2 with placebo, p= NS

Rhinorrhoea (nasal “discharge”)

Physician assessment: From baseline, change in score of –0.6 with cromoglycate and change of –0.6 with placebo; p= NS

Patient assessment (n= 37): total symptom score of 32.3 with cromoglycate and score of 31.7 with placebo; p= NS

Nasal Congestion

Physician assessment: From baseline, change in score of –0.9 with cromoglycate and change of –0.6 with placebo; p= NS

Patient assessment (n= 37): total symptom score of 33.7 with cromoglycate and score of 37.8 with placebo; p= NS

No meaningful difference between those groups with placebo or cromolyn administered first

	
	Hasegawa

1976

77001950
	Total nasal symptom score comprising sneezing, rhinorrhoea, congestion and itchy nose.

Nasal airways resistance
	
	Total nasal symptom score improved in 1 of 16 in placebo group and 10 of 16 on active treatment. p<0.05

Nasal airway resistance improved to greater than 1.5 in 0 placebo patients and 11 active treatment patients p<0.05
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Knight 

1976

76238158
	Total Mean symptom score

Sneezing

Nasal obstruction

Rhinorrhoea

Itchy eyes

Itchy nose

Sinus pain


	Symptom scale:

Personal/ telephone interviews: 

Degree- very good, good, or poor responders

Anti-ragweed IgE antibody level (RAST level) ; scale 0-4

0= negative

1= borderline 

2=clearly positive  

3= strongly positive

4=highly positive 
	Overall patient evaluation:

25/34 successful patient responses with cromoglycate, and 12/41 successful responses with placebo

Inconclusive results- there is a Toronto group of patients + Toronto group which are analyzed separately, never together

	
	Backman 

1977
	Mean total Symptom Score

N/A
	Symptom Scale

N/A
	Patient Global Assessment:

Cromoglycate 2% solution Vs placebo - Out of 40 patients

23 patients preferred cromoglycate vs 10 patients preferred placebo (significant p value not given

Cromoglycate powder- 10mg/nostril, 4x daily Vs Placebo- Out of 51 patients

31 patients preferred SCG powder, 3 preferred placebo, 17 patients with no preference indicated

Outcomes only reported for 33/ 40 patients. Information for 7 patients missing.

Also, MD outcomes only given for 2 studies, so un- interpretable for this group
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Frostad 

1977

78062986
	Patient global rating

Clinician global rating

28-day sneezing score

28-day rhinorrhoea score

28 day nasal congestion score

Total nasal symptom score


	Diary card- 

Symptom scale: 0-3 scale

Each patient also asked to record number of antihistamine tablets/ day 
	Global assessment by patient:

5 of 19 of placebo group rated treatment successful vs. 25 of 25 of active treatment group p<0.01

Global assessment by clinician:

Rated 3 of 19 of placebo patients successfully treated vs. 25 of 25 of active treatment. No p value provided.

28-day sneezing score

45.6 in placebo group vs. 25.3 in active treatment group p<0.01

28-day rhinorrhoea score

39.9 in placebo group vs. 22.5 in active treatment group p<0.05

Nasal congestion 28-day score

38.1 in placebo group and 23.8 in active treatment group p<0.01

Total nasal symptom score 123.5 in placebo group vs. 71.6 in active treatment group p<0.01

	
	Handelman 

1977

77119242
	Sneezing

Rhinorrhoea

Ocular irritation

Nose-blowing episodes

Chlorpheniramine usage

IgE titer
	0-3
	Sneezing significantly reduced by cromolyn sodium vs. placebo p<0.013

Rhinorrhoea significantly reduced by cromolyn sodium p<0.001



	
	Lofkvist 

1977


	Mean total symptom score

Blocking

Running

Sneezing

Itching
	No  symptom scale supplied
	Shows an effect with DSCG

No significance for symptom free condition, patient preference, or diary card scores. 

Saw “dramatic improvement in symptoms in some patients  after treatment with SCG” (42)

No significant difference detected between SCG and placebo treatment (42)
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	McDowell 

1977

77264819
	Total Mean Symptom Score

Itchy nose

 Runny nose

Stuffy nose

Mouth breathing

Postnasal drip

Itchy eyes

Itchy throat
	Symptom Scale

Symptom severity: 6 point scale-

0= no occurrence, 1= mild, and 5= extreme and causing considerable interference with sleep and/or life
	Following values are averaged symptom scores for 4 weeks

Sneezing: From baseline of 4.0, score of 3.0 with cromoglycate and score of 3.4 with placebo; p = ND

Rhinorrhoea: From baseline 2.5, score of 1.9 with cromoglycate and score of 2.2 with placebo; p = ND



	
	Posey 

1977

78063003
	Total Mean Symptom Score

Rhinorrhoea

Nasal Congestion

 Sneezing

Itchy nose

Itchy throat

Mouth breathing

Eye-irritation

Post-nasal drip

Nose-blowing
	Symptom scale

5 point scale (0-4) with 0= no symptoms to 4= incapacitating symptoms
	Pre-seasonal study:

Overall patient assessment: 11/17 reported good/very good relief with cromoglycate; 7/15 patient reported good/very good relief with placebo 

(chi-squaredanalysis indicates no significant difference between groups

Overall physician assessment: found no significant differences between groups

P< 0.025

Co-seasonal study 

Overall patient assessment- 4/9 patients treated with cromoglycate rated it good/very good; 8/ 13 patients treated with placebo rated it good/ very good

(2 analysis- revealed no significant difference between two groups; only 1 patient from placebo group reported very good relief

p< 0.025

No raw data- all in graph form

	
	

	167
	
Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Van der Bijl 1977

78033928
	Total Mean Symptom score

Rhinorrhoea

Nasal Congestion

Sneezing

Itchy nose

Itchy eyes


	Symptom severity scale:

4 degrees- none, mild, moderate, severe
	Global patient assessment: Overall success/ failure uncertain

Sneezing:

Clinician assessment: mean change of –0.7 with cromoglycate, and change of 0 with placebo.  P< 0.5 for drug vs placebo

Patient assessment: Mean diary card score of 28.8 with cromoglycate, and score of 35.9 with placebo. P> 0.05 for drug vs placebo

Rhinorrhoea:

Clinician assessment: Mean change of –1.0 with cromoglycate, and change of 0 with placebo. P< 0.1 for drug vs placebo

Patient assessment:: Mean diary card score of 26.7 with cromoglycate and score of 35.4 with placebo.  P> 0.05 for drug vs placebo

Nasal Congestion:

Clinician assessment: mean score of –0.5 with cromoglycate and score of –0.1 with placebo. P>0.05 for drug vs placebo

Patient assessment: Mean diary card score of 28.1 with cromoglycate, and score of 26.5 with placebo. P> 0.05

Nasal Itch

Clinician assessment: Mean change of –0.8 with cromoglycate and score of –0.1 with placebo. P< 0.05 for drug vs placebo

Patient assessment: Men diary score of 23.6 with cromoglycate and score of 23.0 with placebo. P> 0.5 for drug vs placebo
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Warland 

1977

77262676
	Mean total symptom score

Rhinorrhoea

Nasal congestion

 Sneezing

Nasal itch


	Symptom scale:

Clinician and patient daily diary card scores : 0- 3 scale

0= no symptoms to

3= considerable symptoms


	Patient overall preference (n= 17): 6 patients preferred cromoglycate vs 2 patients preferred placebo. 9 patients had no preference

Sneezing

Patient assessment (n= 14): Mean monthly score of 17.9 for cromoglycate vs score of 18.1 for placebo; p> 0.10 for drug vs placebo

Clinician assessment (n= 16): Mean monthly score of 0.8 for cromoglycate vs score of 0.9 for placebo; p> 0.1 for drug vs placebo

Rhinorrhoea 

Patient assessment (n= 14): Mean monthly score of 23.6 for cromoglycate vs score of 26.2 for placebo; p> 0.1 for drug vs placebo

Clinician assessment ( n= 17): Mean monthly score of 0.8 for cromoglycate vs score of 1.4 for placebo; p> 0.10 for drug vs placebo

Nasal congestion

Patient assessment: Mean monthly score of 27.4 for cromoglycate vs score of 28.4 for placebo; p > 0.1 for drug vs placebo- NS

Clinician assessment: Mean monthly score of 1.11 for cromoglycate vs score of 1.3 for placebo; p > 0.1 for drug vs placebo; p> 0.1- NS


Nasal Itch

Clinician assessment- Mean monthly score of 0.5 for cromoglycate vs score of 0.8 for placebo; p> 0.1 for drug vs placebo

	
	Sorri 

1979

79205990
	Patient preference

Sneezing

Rhinorrhoea

Nasal itch

Nasal congestion

Antihistamine usage
	0-3
	Patient preference 

22 preferred active treatment; 

11 preferred placebo;

5 had no preference

No comment on significance

MD symptom assessment

Significant improvement in rhinorrhoea only with active drug.

No significant difference in sneezing, nasal congestion nasal itch or nasal patency
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Part II. (continued)

	
	Author

Year

UI
	Treatment outcomes studied  
	Symptom scale  
	Outcomes-efficacy

	
	Sipila

1987

88110026
	Sneezing score

Rhinorrhoea score

Nasal congestion score

Nasal itch score

Total symptom score

Clinician overall rating

Rescue antihistamine use

Patient preference

Nasal peak inspiratory flow
	Symptom scale

Range 0 – 4


	Mean daily sneezing score

1.4 in placebo group vs. 1.17 with active treatment p=0.31

Mean daily rhinorrhoea score

1.4 in placebo group vs. 1.17 in active treatment group p=0.86

Mean daily nasal congestion score 

1.34 in placebo group vs. 1.38 in active treatment group p=0.82

Mean daily nasal itch score

1.31 in placebo group vs. 0.91 in placebo group p<0.04

Total mean nasal symptom score

5.39 in placebo group vs. 4.7 in active treatment group p=0.34

Patient preference:

8 of  27 preferred placebo;

17 of 27 preferred active treatment p<0.03

Clinician rating:

Rated 14 of 27 successes in active treatment group vs. 7 of 27 successes in placebo group 

P<0.05
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Part III.

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Coffman

1971

UI 72025239
	No major adverse effects.

Minor adverse effects:

“minimal” side effects- specifics not listed
	No inclusion/exclusion criteria given

Outcome measurement ambiguous

Other reasons for withdrawal:

2 (from original group 35)  withdrawals due to failure to comply to protocol, incomplete diaries or failure to report back to review 
	Pharmaceutical 

	
	Engstrom

1971

72012845
	No safety data provided.
	One patient omitted from analysis.

No safety data.

Applicability/Internal validity II/B
	Pharmaceutical.

	
	Holopainen

1971

71066421
	No major adverse effects.

1 patient in placebo group experienced itching of throat.

No minor adverse effects in active treatment group.
	No baseline characteristics reported.

2 patients omitted from final analysis.

Applicability II

Internal validity B


	ND

	
	Anderson

1972

73004602
	No major adverse effects.

Minor adverse effects:

Nasal irritation

Nasal congestion

Nausea 

Headache

No significant difference between groups.
	No baseline characteristics for

Treatment groups.

Applicability II

Internal validity B
	Pharmaceutical 



	
	Hopper 

1972

73166771
	No safety data provided
	Generalizability- II / Internal Validity- C

Reasons for patient exclusion:

-2 due to existing colds

-3 due to existing symptoms other than obstruction, rhinorrhoea, or sneezing

-4 due to incomplete diaries
	Pharmaceutical 
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Part III. (continued)

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Shore

1972

72159215
	No major adverse effects.

Minor adverse effects:

Nausea, sneezing, cough, rash. No information on difference between active and placebo adverse effects.
	No baseline characteristics provided.

No information on difference in adverse effects between treatments.

Applicability III

Internal validity C
	Government

	
	Thorne 

1972


	No major adverse effects.

Minor adverse effects

-DSCG Insufflation followed by sneeze- 2 patients taking placebo and 1 patient taking cromoglycate reported effect

-Soreness of nose- 1 patient  taking placebo and 1 patient taking cromoglycate reported effect
	Data combined from crossover areas

Evaluated 35/40

Only 32 patients had complete diary data
	Pharmaceutical 

	
	Blair 

1973

74098976
	No major adverse effects.

Minor adverse effects: nasal irritation, sore throat in both groups; in addition, headache and unpleasant taste in active treatment group and itching of face in placebo group. No information on statistical significance of difference between groups.
	Four patients omitted from final analysis as responded to rescue antihistamines – all in placebo group.

No information on rescue antihistamine usage by group.

Applicability II

Internal validity B
	ND

	
	Hetherington

1973

73166772
	No major adverse effects.

Nasal irritation occurred in 1 patient in placebo group and 7 patients in cromoglycate group.
	No baseline characteristics of groups.

35 of 40 patients evaluated

Applicability II

Internal validity B
	Pharmaceutical 

	
	Illum

1973

74133656


	No major adverse effects.
	Global assessment by patient:

No significant differences between groups.

No significant difference between groups in sneezing, rhinorrhoea, nasal congestion sneezing and eye symptom scores.
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Part III. (continued)

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Jenssen

1973

74098975
	Nasal resistance following allergen challenge

Nasal resistance improved in 7 of 8 patients on active treatment 

No safety data
	Small sample size

Omitted 2 patients from analysis.

No baseline characteristics of group provided.

Applicability III

Internal validity C
	

	
	Manners

1973

74098980
	No safety data
	Only analyzed individual symptom scores for weeks 3 and 4 of trial.

Omitted 4 patients from final analysis as non-compliant with medication and diary keeping regimen.
	ND

	
	Sunderman

1973


	No major adverse effects.

6 patients withdrew- no information

Minor adverse effects

-Sneezing- 1 patient taking placebo, and 0 patients taking cromoglycate reported effect
	Pooled cross-over data

No baseline characteristics

Reasons for withdrawal not given
	Pharmaceutical 

	
	Brain 

1974

76192641
	No major adverse effects in either group. 

5 withdrawals –(1 due to severe nasopharyngitis, 1 due to severe nasal irritation development, 2 didn’t complete visits, and 1 patient immunotherapy during study)

Minor adverse effects-

Headache

Dry throat

Sore throat

Dizziness

Nasal irritation
	No baseline characteristics 

Analyzed 29/32 patients

Cross-over trial pooled data 

No period 1 data
	Pharmaceutical 

	
	Blair 

1975
	No major adverse effects.

Minor adverse effects:

No withdrawals for adverse effects (but one female patient after trials withdrew, finding the treatment “unpleasant and distasteful”)

-Nasal irritation and Sore throat 

(4 from placebo, and 3 from cromoglycate)
	Pooled data from cross-over answers

No baseline- find period data given

Small sample size

Analyzed 19/20
	Pharmaceutical 
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Part III. (continued)

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Fagerberg 

1975
	No major adverse effects.

Minor adverse effects

-Itching/ nasal irritation- 3 patients taking placebo, and 4 patients taking cromoglycate

-Sneezing- 3 patients taking placebo and 0 patients taking cromoglycate

-Headache- 1 patient taking placebo, and 0 patients taking cromoglycate

-“other” – 6 patients taking placebo, and 3 patients taking cromoglycate
	Crossover pooled data


	ND

	
	Girard

1975

76042257
	No major adverse effects.

Minor adverse effects: 

Nasal irritation- 5 patients in cromoglycate group and 3 patients in placebo group

Headache- 0 patients in cromoglycate group and 1 patients in placebo group
	Small sample size

No outcome data on rescue antihistamine use

Analysis was intention to treat

Randomization method / site not specified

Generalizability- II/ Internal validity- B

Other reasons for withdrawals:

3 withdrawals from active group- 2 due to treatment failure, and 1 due to partial success

8 withdrawals from placebo group- 6 due to no treatment benefit, and 2 due to induced nasal obstruction
	Pharmaceutical 

	
	Holopainen

1975

76084510
	No major adverse effects.

Minor adverse effects:

Nasal irritation- 8 reports due to cromoglycate and 9 reports due to placebo

Headache- 1 report due to cromoglycate and 1 report due to placebo

Eczema- 1 report due to cromoglycate, and no reports of effect due to placebo

Tiredness- 1 report due to cromoglycate, and no reports of effect due to placebo
	Analyzed 40/49 

Mixed allergic and nonallergic perennial rhinitis

Generalizability: II / Internal Validity: C

Reasons for withdrawal: (9 total)

2 due to change in environment

2 were on another therapy

2 did not return after admission 

2 did not return after treatment 1


	Pharmaceutical 
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Part III. (continued)

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Leiferman

1975


	Minor adverse effects

1 patient from placebo group withdrew  due to nasal irritation

(later also withdrew his treatment pair)
	Unclear of what specific inclusion criteria

Gave graph results of total score over whole time period only after saying that data from peak pollen period probably of greater value

Did not give breakdown of scores by symptom

Minimal data on  SE

1-tailed p-values

small N
	Government and private foundation

	
	Wilson 

1975

76101270
	No major adverse effects.

Minor adverse effects:

-Nausea: 1 patient from cromoglycate group

-Headache: 1 patient from cromoglycate group

-Sneezing- 3 patients from cromoglycate group and 1 patient from placebo group

-Nasal dryness and Irritation- 1 patient from cromoglycate group and 6 patients from placebo group

Epistaxis- 1 patient from cromoglycate group and 1 patient from placebo group

Other adverse effects- 3 patients from cromoglycate group and 4 patients from placebo group

(other effects include sore throat, itchy eyes, tiredness, aggravated symptoms, mucosa flakiness, dry mouth at night, and stinging
	Small cross-over study, washout, unclear what scores mean
	Pharmaceutical 
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Part III. (continued)

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Hasegawa

1976

77001950
	No safety data
	No baseline characteristics

Pooled crossover data

NO absolute values for individual or total nasal symptom scores.

Applicability II

Internal validity C
	ND

	
	Knight

1976

76238158
	Sneezing, Coughing, and Headache- occurring in a few patients, but no numbers given

-sneezing + coughing- seemed more prevalent in placebo group

headaches- seemed more prevalent in the cromoglycate group
	Inconclusive data

Useless data

Indeterminate number of subjects
	Pharmaceutical 

	
	Backman 

1977
	No major adverse effects

No withdrawals for adverse effects

Minor adverse effects

-Nasal Irritation- 9 taking placebo and 8 taking SCG reported effect

-Headache- 1 taking placebo and 1 taking SCG reported

-Eczema- 1 taking placebo and 0 taking SCG reported effect

-Tiredness- 1 taking placebo, and 0 taking SCG reported effect
	No withdrawals for adverse effects noted

No data on 7 out of 40 patients- possible withdrawals, but not indicated as such

No information given on possible withdrawals


	ND

	
	Frostad 

1977

78062986
	No major adverse effects noted

Minor adverse effects as follows:

Nasal irritation, no significant difference between groups.

No withdrawals for adverse events.
	Applicability II

Internal validity B
	ND
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Part III. (continued)

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Handelman 1977

77119242
	No data on withdrawals

No major adverse events

Minor adverse events:

Nasal irritation

Sneezing

No significant difference between groups in incidence of these.
	Only analyzed week 2-5 data of 6 weeks

Analysis did not include all enrolled participants

No information on reasons for study dropouts


	ND

	
	Lofkvist 

1977


	No major adverse effects.

Minor adverse effects

-Dryness and irritation in nose and throat 

(5 patients with SCG, and 4 patients with placebo)
	Adequate duration study 
Shows an effect with DSCG
	Pharmaceutical 

	
	McDowell 

1977

77264819
	No major adverse effects.

Minor adverse effects:

Transient burning and stinging- 10/17patient reports with cromoglycate and 13/17 patient reports with placebo

Mild rash/pruritis- 2 patients in cromoglycate group and 3 patients in placebo group

Nausea and dizziness- 1 patient in cromoglycate group and 1 patient in placebo group

Nosebleed- 3 patients in cromoglycate group and 6 patients in placebo group

Headache- 8 patients in cromoglycate group and 5 patients in  placebo group

Treatments had no effect on blood pressure, heart rate, respiratory rate, hematologic profiles, urinalysis or blood chemical parameters 
	Cross-over, washout period

All data merged

Nothing on order of drugs

Reasons for withdrawals: 4 total:

 3- poor compliance or incomplete data

1- severe nasal congestion, but not significant rhinorrhoea or sneezing
	Pharmaceutical 
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Part III. (continued)

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Posey 

1977

78063003
	No major adverse effects.

Minor adverse effects:

2 withdrawals: 1 patient due to severe symptoms not controlled by antihistamines; 1 patient from placebo group due to development of severe chemical rhinitis after 1 week

Nasal irritation, rhinorrhea, and sneezing 
(no data given)
	No raw data- all in graph form
	ND

	
	Van der Bijl 

1977

78033928
	No major adverse effects.

Minor adverse effects:

Nasal Irritation: 1 patient in placebo group

Dizziness and Sneezing- 1 patient in cromoglycate group
	Omitted 8 patients from final analysis (did not follow treatment protocol)
	ND

	
	Warland 

1977

77262676
	No major adverse effects.

Minor adverse effects:

Nasal irritation- 1 complaint due to cromoglycate and 3 complaints due to placebo 

Headache- 4 complaints due to cromoglycate and 2 complaints due to placebo

Nausea- 1 complaint due to cromoglycate and 0 complaints due to placebo

Other- 4 complaints due to cromoglycate and 3 complaints due to placebo 
	Combined data from cross-over trial

Small sample size

Not all patients enrolled were analyzed

Generalizability- II / Internal Validity- C

Other reasons for withdrawal

4 drop-outs total:

1 due to steroid use

3 due to lack of cooperation
	ND

	
	Sorri 

1979

79205990
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Part III. (continued)

	
	Author

Year

UI
	Outcome-safety
	Potential Bias
	Funding

	
	Sipila

1987

88110026
	No major adverse effects

Minor side effects as follows:

Sneezing 5 in active treatment

Group

Unpleasant taste 2 in placebo group

Nasal irritation 2 in placebo group 2 in active treatment group

Throat irritation

2 in active treatment group

Dizziness

1 in placebo group
	Considered data from peak pollen season only

5 patients omitted from analysis
	ND

	
	


