Table 19.1
Topical
 steroids versus placebo in atopic eczema: results of RCTs 2-17
	Intervention and duration
	Number of participants

(age in years)
	Outcome

	Triamcinolone acetonide 0.05% twice daily for 2 weeks2 
	100
	Clear or marked improvement: 38% active treatment, 22% controls



	Prednicarbate ointment 0.25% twice daily for 4 weeks3

	51(18-60)
	Excellent, good or fair: 79% active treatment, 37% controls. Significantly reduced pruritus on active treatment

	Fluocinolone acetonide 0.01% twice daily for 2 weeks4
	94(2-12)
	Good or excellent: 87% active treatment, 39% controls

	Clobetasol propionate 0.05% twice daily for 2 weeks5
	229(2-12)
	Clear or nearly clear: 73% active treatment, 36% controls

	Betamethasone diproprionate ointment 0.05% twice daily for 3 weeks6
	36(2-63)
	Good or excellent: 94% active treatment, 13% controls

	Hydrocortisone valerate cream 0.2% three times daily for 2 weeks7
	20(2-75)
	Excellent or better: 75% active treatment, 20% controls.

	Halcinonide cream 0.1% twice daily for 3 weeks8
	58(0.8-86)
	57% of people achieved a better response with active treatment than control (“better response” not defined)



	Halcinonide ointment 0.1% three times daily for 2 weeks9
	233(2-67)
	Good or excellent: 85% active treatment, 44% controls.

	Hydrocortisone valerate ointment 0.2% twice daily for 2 weeks10
	64(>12)
	Disease severity score: 70% reduction with active treatment, 15% with control

	Betamethasone dipropionate cream 0.05% twice daily for 4 days11
	30(19-57)
	Itch free on days 3-4: 36% active treatment, 22% controls

	Desonide cream once daily for 1 week12
	40(0.4-15)
	Improvement or resolution: 67% active treatment,16% controls 

	Fluticasone propionate 0.005% twice daily for 4 weeks 13
	203(12-82)
	Cleared, excellent or good: 80% active treatment, 38% controls.

	Fluticasone propionate 0.005% twice daily for 4 weeks 13
	169(12-84)
	Cleared, excellent or good: 80% active treatment, 34% controls.

	Hydrocortisone buteprate cream 0.1% once daily for 2 weeks14
	194(17-76)
	Excellent or good: 69% active treatment, 26% controls

	Clobetasol proprionate cream 0.05% twice daily for 4 weeks15
	81(>12) 
	Good, excellent, or clear: 82% active, 29% controls

	Triamcinolone acetonide 0.5% once daily 16
	40 (2 with atopic dermatitis )
	One cleared in actively treated area, the other showed no improvement in either area.

	Hydrocortisone acetate1% twice daily for 1 week then emollient only for 1 week versus 2 weeks of emollient only17
	69(>16)
	Global assessment of parameters showed marked improvement in both groups. Trend towards greater improvement in the steroid group but not statistically significant


Table 19.2
Twenty three RCTs of oral antihistamines for atopic eczema

	Author
	Main reported results
	Authors conclusions
	Comment and Quality



	Savin 79
	Neither of the drugs altered the likelihood of scratching bout beginning in wakefulness or in any stage of sleep. However, both drugs, especially trimeprazine, made sleep less broken, and the reduced time spent in stage 1 of sleep accounted for a modest reduction in the overall amount of scratching during the night.
	Both trimeprazine and trimipramine sleep becomes less broken, with a lessening of the time awake and in stage 1 sleep, and that these actions, which may be helpful to some patients, were associated with a modest reduction in the number and length of scratching bouts.
	Unclear if parallel or x-over study. Length of study unclear. Method and concealment of randomisation unclear, study described as double blind. Withdrawals or dropouts not mentioned in this study. Unclear if the changes in sleep pattern helped the patient's eczema.

	Klein 80
	The group receiving hydroxyzine had a daytime percentage improvement of 32.14 ( 4.98 (mean ( S.E.M.) over their baseline pruritis for the entire week, which is significantly greater (p<0.001) than the percentage improvement for the cyproheptadine group of 6.21 ( 4.90.
	This study suggests that hydroxyzine is more effective than cyproheptadine for the management of pruritus associated with atopic eczema in children.
	Unstable data shown on a graph with inflationary % scale but no actual data given. Method and concealment of randomisation unclear, study described as double blind. Not clear if any dropouts or withdrawals.

	Foulds 81*
	Although it was found that there was a significant difference between individual patients for patient assessed day pruritus (P<0.001) and night pruritus (0.01<P<0.025) there was no difference between the treatment periods.
	This study does not demonstrate any significant advantage in adding an H2 receptor antagonist to the H1 receptor antagonist commonly used in young adults with severe chronic atopic eczema
	Method and concealment of randomisation unclear, study described as double blind. Only one loss to follow-up, no ITT analysis carried out. No actual data given for clinical outcomes - only 'p' value for statistical comparisons.

	Frosch 84*
	Analysis of  cimetidine plus chlorpheniramine results  for weeks 2, 3 and 4 for both day and night time patient assessed itch compared to chlorpheniramine and placebo failed to show any significant difference.
	The combined administration of H1 and H2 receptor antagonists is of no benefit in the treatment of atopic eczema.
	Randomisation was conducted according to a Latin square, study described as double blind. Baseline itch not given, therefore unable to calculate change. No standard errors given. Missing baseline data. Two dropouts, no ITT analysis carried out.

	Simons 84
	The scores for atopic eczema severity and distribution were significantly reduced at the end of treatment for both doses of hydroxyzine (P(0.05). 
	Hydroxyzine 0.7mg/kg three times daily was as effective as hydroxyzine 1.4mg/kg three times daily in relieving pruritus and promoting resolution of the skin lesions.
	This trial was buried in the middle of a case-series. Only presented mean score at end of treatment rather than mean change in score. Itch data and baseline scores not given. Sample size unclear. Point of randomisation was after the single dose study. Method and concealment of randomisation unclear, study described as double blind. Unclear of any withdrawals or dropouts. Far too small a study to establish equivalence effects.

	Savin 86
	No significant difference was detected between the limb movement times on placebo and on active treatment with LN2974. The difference between the mean scores of the visual analogue assessment of itching on placebo and on LN2974 did not reach statistical significance although tending to favour LN2974.
	No significant suppression of scratching, as measured by limb movement meters, or of itching, recorded on visual analogue scales, could be demonstrated.
	No actual data given. Method and concealment of randomisation unclear, study described as double blind. Unclear if any withdrawals or dropouts.

	Hjorth 88
	Terfenadine reduced severity of itch in approximately 52% of patients, 34% reported no change and 14% reported increased severity of itch. No data given for placebo.
	Terfenadine is if value in some patients with atopic eczema and a history of contact urticaria
	No outcome data given and no information whatsoever on placebo response.. Method and concealment of randomisation unclear, study described as double blind. Unclear if any dropouts or withdrawals. Author since deceased.

	Berth-J 89


	There was no evidence of any difference between terfenadine and placebo. The mean scores for itch over the last 4 days of treatment (and standard errors of the means) were 23.95 ((4.9) for the terfenadine phase and 25.13 ((5.1) for the placebo phase. There was no evidence of carry-over or period-effect when pruritus scores were assessed.

	There was no benefit from terfenadine.


	Method and concealment of randomisation unclear, study described as double-blind. 4 withdrawals for failure to comply, not clear at which point and in which initial arm. No intention to treat analysis. Low power to detect carry-over effect in only 20 patients. No data in graphical form. First and last period data not presented separately. Terfenadine double normal dose.

	Doherty 89
	Acrivastine significantly reduced itching when compared with placebo according to the doctor’s assessment (p=0.021). Both acrivastine (p=0.026) and terfenadine (p=0.037) improved the patient’s condition significantly more than placebo according to the patient’s assessment of the degree of benefit obtained. No significant differences were found between the two active treatments.
	Acrivastine and terfenadine can partially relieve itching in atopic eczema.
	Method and concealment of randomisation unclear, study described as double blind. Visual analogue data only given for day 7. Five dropouts (4 active, 1 placebo), no ITT analysis. Unclear what was being assessed and what was meant by “careful examination of the skin”.

	Ishibashi 89(a)

(Japanese translation)
	No significant difference in general improvement rating, overall severity rating and general usefulness rating among the three dose groups. A significant difference in improvement ratio was found among three dose group in the signs if itch, papules, erythema, and lichenification.
	No translated data available
	No translated data available

	Ishibashi 89(b)

(Japanese translation)
	No difference in final general improvement rating or general usefulness rating among the three groups. The effectiveness and usefulness in the treatment of atopic eczema were considered similar for the three groups. There was a significant difference in overall safety rating between the 4mg/day and 2mg/day groups. The safety rating was higher in the 2mg/day group than in the 4mg/day group. The overall safety rating showed no significant difference between the 4mg/day and ketotifen groups or the 2mg/day and ketotifen groups.
	No translated data available
	No translated data available

	Zuluaga de Cadena 89

(Colombia) translated


	At the end of the 4 week evaluation period, 8 out of 15 patients on Terfenadine compared with 8 out of 17 patients on Astemizole and 6 out of 8 patients on Hydroxyzine had improvement in itch.  Global improvement was noticed in 14 out of 15 cases on Terfenadine, 15 out of 17 cases on Astemizole and 7 out 8 cases on Hydroxyzine.  Improvements in other outcome measures was similar between all 3 groups.  Other laboratory measures were also recorded.
	Antihistamines may be beneficial in atopic eczema with Astemizole conferring a prolonged benefit.
	Outcome measures and their combination were quite complex.  Method and concealment of randomisation unclear.  Study described as single (investigative)-blind.  No intention-to-treat analysis. Small numbers and no placebo group.

	Wahlgren 90
	No significant changes difference in itch intensity between the three treatment periods was detected with Pain-Track, nor was there any difference in time awake without pruritus. No significant changes in itch magnitude appeared during each period (days 0-3).
	The antipruritis effect of 3 days of treatment with terfenadine (non-sedative) and clemastine (sedative) did not differ from that found with placebo.
	Very short trial of only 3 days. Method and concealment of randomisation unclear, study described as double blind. No withdrawals or dropouts. Underpowered.

	Monroe 92


	The daily pruritus score decreased 57% in the 14 patients treated with loratadine, 38% in the 14 patients treated with hydroxyzine, and 33% in the 13 placebo patients.
	Loratadine demonstrates a significant antipruritic effect in atopic eczema. 

2mg/5ml chlorpheniramine elixir 
	Patients excluded if unresponsive to antihistamines. No baseline values given. Method and concealment of randomisation unclear, study described as double blind. Very short study at 1 week.

AD diagnostic criteria not specified. Method of randomisation and concealment not clear

	Hannuksela 93*
	There was a non-significant difference between groups in patient assessed pruritus intensity at baseline. All groups improved significantly (P=0.005). This improvement was significantly more pronounced for cetirizine 40mg compared to placebo.
	The sedation observed probably was partly responsible for pruritus relief, authors suggest that cetirizine has other properties responsible for skin lesion healing.
	Method and concealment of randomisation unclear.  A high dropout rate of 51, 20 for side effects (mainly sedation) and 19 non-compliers, doesn't specify drug group. No ITT analysis carried out. Possible benefit of cetirizine when used at four times normal dose, but at the expense of sedation.

	Langeland 94
	The study detected a significant effect of loratadine, as compared with placebo, on patient assessed pruritis during the day and night and severity of rash.
	Loratadine may be tried as an adjuvant therapy in the management of severe and moderate atopic eczema, in patients complaining of pruritus.
	Complex design, six consecutive x-overs. Changes in pruritis on visual analogue scale all small differences. No data for period or carry over effects shown. Method and concealment of randomisation unclear, study described as double blind (block randomised). 

	LaRosa 94
	Patient diary card scores showed a statistically significant decrease in erythema and other cutaneous symptoms such as lichenification, in the cetirizine group. Improvement over baseline total mean global score of 230 for cetirizine reduced to 155 after 8 weeks treatment, and 205 baseline for placebo reduced to 180 (p>0.05) after 8 weeks treatment (estimated from graph).
	The results of this preliminary study suggest that cetirizine can effectively control pruritus and other cutaneous symptoms in children suffering from atopic eczema without noticeable side effects.
	Method and concealment of randomisation unclear, study described as double blind. Only one dropout (voluntary withdrawal). Higher baseline scores in those on active treatments suggests that regression to the means could partly amount for results.

	Hamada 96*
	Itching score and scratch marks were improved significantly. Physician ‘improved’ and ‘markedly improved’ was 89.3% in antihistamine and steroid group compared with 50% in the topical steroid only group.
	Combination of terfenadine ingestion and topical alclometasone application is more effective than betamethasone application only
	Used different topical steroids in each intervention and no oral placebo. No ITT.

	Patel 97*
	Loratadine reduced patients perceived severity of their overall condition by 20.8% at endpoint. Incidence of somnolence was 9% with cetirizine and 3% with loratadine.
	In the management of symptoms of atopic eczema, loratadine is as effective as cetirizine and is less sedating.
	Study excludes non-responders before study started but not told how many. The report suggests 'intent-to-treat' but fails to carry it out. Unclear if either drug is of benefit in absence of placebo group. Method and concealment of randomisation unclear, study described as double blind.

	Henz 98
	Mean overall % response rate based on physician's global score was 36.4%, 25.0% and 27.3% in the azelastine, cetirizine and placebo groups respectively. Baseline data and exact numbers of atopic eczema patients in each group were not stated. Mean itching score dropped from 2.2 to 1.4 in the cetirizine group and from 2.2 to 1.2 in both azelastine and placebo groups (estimated from graphs). 
	The data underline the low efficacy of antihistamines in atopic eczema.
	Neither drug reduced itching significantly more than placebo. Statistics not given for AE patients, no description of what constituted a response, placebo looks very impressive, clearly no difference in AE patients. High dropout rate of 37, no ITT analysis carried out.

	Simons 99
	During the 18 month long study, only 48 children treated with cetirizine and 51 treated with placebo dropped out "for any reason" (P=0.737); of these, only 11 and 15 children, respectively, dropped out because of symptoms or events (P=0.421). Serious events were reported in 37 children (9.3%) receiving cetirizine and in 54 children (13.6%) receiving placebo. Hospitalisations were reported in 36 children receiving cetirizine and in 47 receiving placebo (P=0.189). Fatigue and insomnia were slightly, but not statistically significantly, raised in cetirizine group. No difference in somnolence between cetirizine and placebo. No efficacy data given.
	The safety of cetirizine has been confirmed in this prospective study, the largest and longest randomised, double blind, placebo-controlled, safety investigation of any H1 antagonist ever conducted in children and the longest of prospective safety study of any H1-antagonist conducted in any age group.
	Good description of randomisation and blinding. Well reported study. Ninety nine dropouts, no intention to treat analysis carried out. Clinical efficacy outcome data eagerly awaited.

	Diepgen 2002


	No significant difference in severity of AD between cetirizine and placebo. Fewer patients in the cetirizine

group used antihistamines compared to controls (18% vs 24.9%, p=0.03). The use of moderate-to–potent

topical corticosteroids could be reduced in the cetirizine group compared to the placebo group. This

‘corticosteroids sparing effect’ was statistically significant (p=0.014) in patients with AD of greater severity

(SCORAD indeed at baseline >=25 points) and was also seen in patients sensitised to grass pollen or house

dust mite (p=0.096)
	No evidence of treatment effect 


	A large international study. AD diagnostic criteria not specified. Method of randomisation and concealment not clear

	Munday 2002


	No significant difference in night-time itch between groups.

Use of antihistamines in AD does not affect the amounts of topical treatment used over the short-term


	given as adjunct therapy to conventional emollient and 1% hydrocortisone

cream is no more effective than placebo in relieving night-time itching and the symptoms of AD


	


Table 19.3
RCTs of dust mite reduction for the treatment of established atopic eczema.
	Study
	Interventions
	Population & sample size
	Design and period of follow-up
	Main outcome measures
	Main results
	Quality of reporting
	Comment

	Colloff 89

(UK)
	Daily natamycin (spray to kill house dust mites) versus placebo spray with and without vacuum cleaning of the mattress (i.e. 4 treatment groups).
	20 young adults with atopic eczema and a positive RAST for house dust mite IgE.

Active spray + vacuuming (n=6), active spray, no vacuuming (n=4), placebo spray + vacuuming (n=5), placebo spray, no vacuuming (n=5).
	Parallel group double-blind factorial RCT. 

Follow-up: 4 months.
	· House dust mite load.

· Disease severity (six features at 16 sites - not a validated scale).
	· Vacuum cleaning, (not natamycin spray) had a significant impact on reducing house dust mite numbers.

· Reduction in house dust mite was not associated with improvements in clinical severity.
	Method of randomisation and concealment not reported, no intention-to-treat analysis. Very small sample size.
	This trial was too small to be able to provide generalisable results. Nevertheless, the effectiveness of vacuuming compared to sprays may be useful in informing future study design.

	Tan 96

(UK)
	Active intervention: Goretex bedcovers, benzyltannate spray and daily high-filtration vacuum 

Placebo intervention: cotton covers, water & ethanol spray and daily vacuum cleaning with a normal machine.
	30 adults and 30 children (aged >7 years) with atopic dermatitis. 

48 completed the study - active group (n=28), placebo group (n=20).
	Parallel group, double-blind, placebo controlled trial.

Follow-up: 6 months.
	· House dust mite load.

· House dust mite allergen Der p1.

· Disease severity (SASSAD).
	· Although the weight of dust removed was significantly lower for the active versus the placebo group, the level of the major dust allergen Der p1 in bedroom carpets was dramatically reduced in both groups.

· Disease severity reduced by a small amount in both groups, but more so in the active group (12.6 versus 4.2 units).

· Subgroup analysis suggested that only children had a statistically significant improvement and that there was no correlation between clinical improvement and positive skin prick tests at study outset.
	Method of randomisation and concealment not reported, no intention-to-treat analysis. Small sample size.
	This was a small but important study.  

Blinding may not have been successful given the very different vacuum cleaners used.

This study suggests that vacuuming with an ordinary household cleaner achieves similar reductions in house dust mite antigen levels in bedroom carpets to those achieved by the more expensive high filtration vacuum cleaners.



	Endo 97

(Japan)
	Intensive vacuum cleaning of carpets, mattresses and quilts by researchers every 3 weeks versus the same cleaning with the vacuum cleaner on 50% power.
	30 children with atopic eczema. 


	Parallel group, randomised controlled trial.

Follow-up: 1 year
	· Physician assessed severity.

· House dust mite load.
	· A statistically significant decrease in mite numbers in favour of the intensive cleaning group was only noted for the room floors. 
· Clinical scores were significantly improved in the active group compared with baseline but not in the control group. 
	Method of randomisation and concealment not reported, no intention-to-treat analysis. 

Clinical scores were given in graphical form only and the appropriate statistical test of mean difference between the two treatments was not reported.
	Patients were probably not blinded adequately, although clinical scores were assessed by a physician blind to treatment allocation.

Comparison with normal vacuuming would have been helpful.

	Ricci 00

(Italy)
	Active intervention: encasing mattresses & pillows, hot weekly wash of bedding, living room and bedroom vacuumed twice a week, soft toys washed weekly and removed from the bedroom.

Control intervention: normal cleaning.
	41 children aged (2 years with atopic dermatitis.
	Two-part study.

Part 1: single-blind randomised controlled trial of 2 months duration.

Part 2: all patients allocated to active intervention and followed-up from 2 months to 1 year.
	· Disease severity (SCORAD).

· House dust mite load and allergens Dep p1 and Der f1).
	· Severity scores in the active group improved from 33 to 26 (21%) at 2 months. In the control group scores reduced from 27 to 24 (11%).

· Dust mite load and allergens were reduced in both groups.

· Follow-up study. 
After 12 months, both groups showed improvements in clinical severity and dust load, but there was no longer a control group.
	Randomisation method not clear and probably inappropriate. No intention-to-treat analysis.

The appropriate statistical test of mean difference between the two groups was not reported.
	This study had an unusual design and it is not entirely clear why they abandoned the initial randomised groupings after 2 months.

The active intervention was very intensive and probably not appropriate for wide-scale implementation.

	Gutgesell 01

(Germany)
	Active intervention: allergen-impermeable mattress cover, plus acaricide spray (tannic acid & benzylbenzoate).

Placebo intervention: cotton bed covers, plus water & ethanol spray).
	20 adults with moderate to severe atopic dermatitis with sensitization to the house dust mite.
	Double-blind, placebo-controlled randomised controlled trial.

Follow-up: 1 year.
	· Disease severity (SCORAD).

· Dust mite allergen (Der pl).

· Topical steroid usage.

· Patient-assessed pruritus and pruritus-induced sleep loss.
	· A significant reduction in dust mite allergen was found, but this did not translate into significant improvements in clinical severity, topical steroid use or patient-assessed pruritus.
	Randomisation method was not clear, but otherwise the methods were reasonably robust. The most limiting factor of the study was its small sample size, although all 20 patients did complete the study.
	This is again a very small study.  Nevertheless, Gutgesell et al. should be commended for the inclusion of patient-specific outcome measures in this study, as the clinical relevance of small improvements on disease severity scales is often difficult to assess.



	Holm 01

(Sweden)
	Active intervention: mattress and pillow covers, duvets washed monthly at >60o , carpets and mattress vacuumed weekly.

Placebo intervention:

cotton covers only.
	43 adults with atopic dermatitis. Exclusion criteria included the use of potent topical steroids.
	Double-blind, placebo-controlled trial.

Follow-up: 1 year.
	· Disease severity (SCORAD).

· House dust mite load.

· Total IgE and IgE to house dust mite in blood serum.

· Weekly diary of itch intensity (not mentioned in results).
	· Disease severity was reduced in both groups (45% in the active group, 39% in the control group). 

· Compared to baseline, house dust mite exposure was significantly reduced in the active group as was house dust mite specific IgE.

· Patients not sensitized to house dust mite allergens benefited from the bedcovers as much as sensitized patients.
	Randomisation method and concealment were unclear, no intention-to-treat analysis was performed and the appropriate statistical test of mean difference between the two groups was not reported.
	This was a small and relatively inconclusive study.

The active intervention was again, very intensive.

	Oosting 02
(Netherlands)
	Mattress, duvet and pillow encasings versus cotton bedding


	86 people with AE (children and adults), who are allergic to house dust mite.

Active n = 45, control n = 41


	Parallel group, double blind, placebo controlled RCT. Follow-up period: 12 months
	· Primary outcome: clinical skin score. 

· Secondary outcomes: early allergic response test to the intradermal test (IDT) with Der p1, the APT with Der p1, and the VAS for itching and sleeplessness; total serum IgE; specific IgE levels against Der p 1; and total blood eosinophil counts.
	· Casings significantly reduced the allergen load but there were no differences in the symptoms / clinical parameters.


	Randomisation procedures and concealment of allocation unclear. No ITT analysis


	This was a small study that failed to show any significant benefit to patients, despite significant reductions in dust mite load


Table 19.4
Studies of elimination diets in the treatment of those with established atopic eczema
	Study

(Country)
	Interventions  (co-treatments)
	Study population and sample size
	Design and period of follow up
	Main outcome measures
	Main results
	Quality of reporting
	Comment

	Atherton 78

(England)
	Egg and cows’ milk exclusion diet (with Soya milk substitution) versus control diet with egg and cows’ milk

[hydrocortisone, emollients and antihistamines]
	36 children aged 2 to 8 years attending a dermatology clinic with clinically typical atopic eczema
	Crossover design that examined three four-week periods. During the 1st and 3rd period, patients were placed on an egg and mill elimination diet and randomly allocated to a soy-based preparation or one containing egg and cows’milk
	Eczema area and activity using an unpublished composite score, degree of adherence to diet and skin prick tests
	Of 20 children who completed the trial, 13 showed an improvement during the trial diet period, 6 showed no change and 1 showed deterioration. On control diet period, 3 showed improvement, 11 no change and 6 deteriorated. Itch was not statistically significant between the two groups
	Method of randomisation and concealment unclear. Study described as double blind although some unblinding of parents cannot be excluded. No intention to treat analysis and high (44%) dropout rate
	Marked order effect i.e. improvements greater at end of first versus second period whatever the diet content. Soya milk (which itself can be allergenic in atopic eczema) used as “control” food.

	Munkvad 84 (Denmark)
	Elemental diet (amino acids, essential fatty acids, glucose, trace elements, sorbic acid and vitamins) versus a blended diluted diet of foodstuffs consumed by hospital inpatients

[emollients, a topical steroid and antihistamines]
	33 adults with atopic eczema covering more than 10% of the body, 13 of whom had a history of intolerance to one or more food elements
	Parallel group RCT of hospitalised patients on diets for 3 weeks
	Various unpublished extent and intensity signs scored between –3 and +3, photographs before and after, patient itch and sleep, and various serum markers of inflammation. A “major activity score of >100 was defined as the criterion for a positive response to treatment
	Of 25 evaluable patients, five out of 16 improved on the elemental diet compared to 4 out of 9 on the placebo diet (NS). Itch, sleeplessness, antihistamine use and immunological tests were no different between the 2 groups
	Method of randomisation and concealment unclear. Unclear if the reported “double blinding” was successful in view of the different composition of the two diets.   No intention to treat analysis with a 24% dropout rate
	History of food intolerance in patients not confirmed during study. Small study of an intervention which is unpalatable, impractical and requires hospitalisation and dietetic input

	Cant 86 (England)
	Exclusion of egg and cows’ milk (with soya substitute) in mothers of infants with atopic eczema who were exclusively breastfeeding versus inclusion of egg and milk [topical steroids and emollients]
	Nineteen mothers and babies with established atopic eczema
	12 week x-over study divided into three four week periods. During 1st two periods, mothers excluded cows’ milk, egg and other foods from their diet and were randomised in 1st or 2nd period for milk substitutes containing cows’ milk and egg or soya. Normal diet in 3rd period
	Combined area/intensity score (unpublished) with a maximum score of 60.
	Of 17 mothers completing the study, the activity scores decreased by 20% in four babies on soya and one on egg and milk. No statistically different mean scores between the two groups. Marked period effect in that children of mothers on normal diet in 3rd period continued to improve 
	Method randomisation described. Concealment of allocation unclear. Study described as double-blind although almost half mothers correctly identified substitutes. Attention to treat analysis was attempted
	Well reported although very small study conducted alongside a before and after study. Soya used as control diet.

	Nield 86

(England)
	Egg and cows’ milk free diet (using soya as substitute) versus normal diet [topical steroids and antihistamines]
	53 unselected atopic eczema outpatients aged 1 to 23 years
	Crossover trial with three 6 week periods. During first and third periods, patients were placed on an egg and cows’ milk exclusion diet and randomised to either soya or a milk containing egg and cows’ milk
	Patient reported itch and sleep loss, use of co-treatments, composite score of area and intensity and skin prick tests
	Of 40 evaluable patients, there was little difference for change in score (area, itch cotreatment use) between the treatment periods and none were statistically significant 
	Method of randomisation and concealment of allocation unclear. Study reported as “double blind” although test substances might have tasted differently. No intention to treat analysis and high (25%) dropout rate
	High dropout rate due to diet too difficult to adhere to. Unclear if there was a period or carry-over effect. Confidence intervals suggested that if anything, patients did worse on the exclusion versus normal diet

	Mabin 95

(England)
	Children allocated to three groups: i) few foods diet (eliminating all but five to eight foods) plus whey hydrolysate ii) few foods diet plus casein hydrolysate or iii) remain on usual diet [antihistamines and topical steroids]
	85 children (median age 2.3 years) which persisted despite conventional treatment and involving more than 12% of body. Breastfed children were excluded 
	Parallel single-blind RCT with follow-up until 6 weeks
	Skin severity score incorporating extent and severity, and parental record of itch, sleep loss and global improvement
	Of 46 evaluable patients, sixteen (73%) of the 22 controls and 15 (58%) of the 24 who received diet showed a greater than 20% improvement in skin severity score. Improvement in skin severity score in controls and daytime itch score in the whey hydrolysate group was statistically significantly in the  12 statistical outcome comparisons made
	Method of randomisation clearly described. Concealment of allocation unclear. Study described as investigator blind. No intention to treat analysis and very high drop out rate (46%).
	Good description of patient flow and interventions. 35 out of 39 dropouts were in the diet group, illustrating the difficulty of adopting the few foods diet in even a motivated hospital group. No evidence to support benefit from diet and some evidence suggesting that control diet was better

	Lever 98

(Scotland)
	Egg exclusion diet for young children as advised by a dietician versus general advice from a dietician only [mild to moderate topical steroids and emollients]
	62 children all with positive IgE blood antibodies to egg, only seven of which had a history suggestive of egg allergy
	Parallel randomised prospective study of 4 weeks duration
	Eczema severity as assessed by extent in % terms and a composite severity score in 16 body sites
	Of 55 evaluable children, the area involved by eczema reduced from 19.6% to 10.9% in egg-free group compared with 21.9% to 18.9% in control group (p=0.02). Severity score reduced from 33.9 to 24.0 in the egg-free group compared with 36.7 to 33.5 in the control group (p=0.04)
	Method of randomisation unclear. Randomisation performed by same dietician who was giving the intervention. Parents unblinded. Assessor reported as blinded. No intention to treat analysis. Cotreatment use not reported.
	Study suggested that egg free diet in those with a positive RAST test to egg may be useful. Methodological concerns such as lack of randomisation concealment and increased motivation and ancillary care in intervention group could have resulted in bias

	Isolauri 95

(Finland)
	Children with atopic eczema allocated to  whey hydrolysate versus an amino-acid derived formula containing no peptides 
	45 children who were not being breast fed, who had been fed substitute cows’ milk for at least 6 months and who showed a positive reaction to a masked challenge with cows’ milk 


	Parallel prospective randomised study drawing patients from an initial study to determine cows’ milk allergy. Children were followed up for 8 months
	Atopic eczema severity (extent, intensity of signs and symptoms) measured by the SCORAD system. Infants’ growth was also measured
	Weight gain and infant length was statistically less in the whey hydrolysate group. Eczema severity decreased from a SCORAD of 17 to 5 in 22 children on whey hydrolysate compared with a baseline of 21 to final score of 4 at 8 months in the amino acid group


	Method and concealment of randomisation allocation unclear. Randomised part of the study probably not blinded. No dropouts.
	Highly selected population. Study mainly concerned comparison of growth in amino-acid versus hydrolysate formulae. Main statistical comparison of change in eczema severity between the 2 groups not reported in results although children in amino acid group had higher baseline score

	Niggermann  01

(Germany, Finland, France)
	Extensively hydrolyzed cow's milk formulae versus amino acid based formulae.

[Mild or moderate topical steroids].
	73 infants aged 1 to 10 months, with atopic dermatitis and cow's milk allergy/intolerance (proven by double-blind, placebo-controlled, food challenge).
	Multi-centre, parallel group, randomised controlled trial of 6 months duration.
	Disease severity (SCORAD), growth (length and weight-for-length).
	Both groups showed significant improvements in disease severity compared to baseline (p<0.001). There were no significant differences between the two groups at 6 months. Mean scores for each group reported in graphical form only.
	Method of randomisation unclear. No mention of blinding, or standardisation  of methods between centres. Unclear if all patients completed or not.
	This study suggested that extensively hydrolyzed milk formulae and amino-acid based formulae can be helpful in reducing disease severity in children with proven cow's milk intolerance. However, in the absence of a control group, interpretation is difficult.


	Leung 2004 (Hong Kong)


	Following a 4 week run in patients were randomised to either hypoallergenic, milk-free, lactose and sucrose-free,

Complete elemental formula with free AA (Neocate) or placebo (patients with pre existing formulae) for 6 weeks. This was

Followed by a wash out period for 6 weeks and then crossed over to the other intervention for 6 weeks.
	Paediatric allergy and dermatology clinics. 15 children (<3 yrs)  


	Cross over study for 18 weeks
	AD severity was assessed using SCORAD before and after each phase
	The median changes for SCORAD and its area, intensity, pruritus and sleep loss components, as well as global health

score and urinary EPX (eosinophil protein X) levels were not statistically significant during the active or placebo phase.

The results do not support the use of AA-based elemental milk formula in treating young children with AD irrespective of

their food allergy status.
	Randomisation and concealment of allocation was unclear
	Significant treatment x period interaction effect was found for SCORAD and its intensity and pruritus components.

There were 4 drop outs: 2 drank less than daily milk requirement, one refused to drink Neocate and one was discontinued

due to too mild AD. 




Table 19.5
Randomised controlled trial of probiotics in the treatment of atopic eczema
	Study

(Country)
	Interventions  (co-treatments)
	Study population and sample size
	Design and period of follow up
	Main outcome measures
	Main results
	Quality of reporting
	Comment

	Majamaa 97 (Finland)
	Cows’ milk elimination (extensively hydrolysed whey formula) with and without a probiotic (Lactobacillus GG)
	27 infants with clinical history suggestive of cows’ milk allergy who were confirmed as being sensitive to cows’ milk by double-blind placebo controlled challenge. 19% of the children also had gastrointestinal symptoms
	Parallel randomised prospective study monitored for one month
	Atopic eczema severity measured by SCORAD. No a priori statement of minimum clinically significant benefit
	Of 27 evaluable children, the median SCORAD at baseline was 21 and 26 in the whey alone versus whey plus probiotic groups respectively. These decreased to 19 and 15 respectively at the end of 1 month. 
	Method and concealment of randomisation allocation unclear. No blinding reported. No dropouts.
	Authors report statistical significance for the change in score from baseline to the end of the study separately for each intervention, but do not test the difference between the two treatments. Regression to the mean could have accounted for the greater improvement in the probiotic group

	Isolauri 2000

Finland


	Extensively hydrolysed (eHF) whey formula supplemented with Lactobacillus GG versus eHF whey formula supplemented

with Bifidobacterium lactis Bb-12  versus eHF alone for 6 months

	Highly selected  population (age <2 yrs, challenge-proven cow’s milk allergy, and mild to-moderate eczema) of 27 infants

(mean 4.6 months), whose eczema developed during breastfeeding


	Randomised double-blind study, and patients were divided into three groups


	Severity of atopic eczema assessed by the SCORAD method. Extent was estimated using the rule of nines, the intensity

being the sum of the scores for erythema, oedema and /or papules, excoriation, lichenification and dryness. Pruritus and

sleep loss, were assessed from parents’ estimations.


	Eczema severity (SCORAD) significantly improved in the probiotic-supplemented groups at 2 months. At 6 months the

SCORAD scores were similar in all groups


	Randomisation and concealment of allocation was unclear. Withdrawals/drop-outs not discussed. No results table
	Small study. Minimal reporting makes judgement of this study quality difficult

	Kirjavainen 2003


	Extensively hydrolysed (eHF) whey formula supplemented with L. rhamnosus GG versus  heat inactivated L.rhamnosus

GG-  versus eHF alone for 6 months


	35 infants (mean age 5.5 months) with atopic eczema and allergy to cow’s milk


	Double blind-placebo controlled study. Two month study period


	Severity of atopic eczema assessed by SCORAD


	Atopic eczema and subjective symptoms were significantly alleviated in all groups. The decrease in SCORAD within the

viable LGG group tended to be greater than within the placebo group. No significant difference between groups. 
	
	Study prematurely terminated at pilot stage due to concerning adverse GI symptoms that were limited to the heat

inactivated LGG group



	Rosenfeldt 2003


	Two Lactobacillus strains (lyophilised L. rhamnosus 19070-2 and Lactobacillus reuteri DSM 122460) versus placebo
	Unselected  group of 58 children (mean age 5.2 yrs)


	Randomised double-blind cross-over study. Each intervention period was separated by a 6 week washout period
	Severity of atopic eczema (SCORAD) 


	There was no significant difference in SCORAD score observed during active treatment compared with the change during

placebo treatment. 56% of patients in the probiotic group believed their symptoms had

improved compared to 15% of those on placebo (p=0.001).  In a subset of allergic patients (at least one positive skin prick

test response and elevated IgE levels) the total SCORAD decreased significantly (p=0.04) in the probiotic group

compared to the placebo group. 
	Randomisation and concealment of allocation unclear
	

	Taniuchi 05


	Raffinose prebiotic containing extensively hydrolysed cow's milk formula with or without Bifidobacterium breve M-16V at 5

15x10e9 cfu/day.


	17 children aged 3-18 months with atopic eczema diagnosed by Hanifin and Rajka criteria, and cows milk hypersensitivity

diagnosed by suggestive history plus evidence of cow milk specific IgE. All participants had reduced levels of

Bifidobacteria in their faeces (under 30% of total bacteria) and were receiving extensively hydrolysed cow's milk formula

for at least 2 weeks prior to randomisation
	3 month parallel group randomised controlled trial..


	Investigator-rated eczema scoring system


	Administration of bifidobacteria to infants with cow’s milk hypersensitivity with AD might improve their allergic symptoms


	Concealment of allocation unclear.  Blinding unclear
	Study mostly about changes in fecal microflora



	Viljanen 2005

Fnland


	Extensively hydrolysed whey formula (EHF) plus L. rhamnosus GG versus EHF plus mixture of 4 probiotics versus EHF

alone(placebo)


	230 infants (1.4-11.4 months) with suspected cows milk allergy 


	Randomised double-blind placebo controlled study. Treatment period 4 weeks and follow-up 8 weeks post-treatment
	SCORAD severity scores at 4 weeks
	No statistically or clinically significant differences between the three groups at 4 weeks or in the subgroup of infants found

to have true cows milk allergy, determined by double blind placebo controlled food challenges. A statistically significant

difference was found from baseline to 4 weeks post treatment between the LGG group and placebo in those who were

IgE sensitised.
	Concealment of allocation unclear.  Unclear if analysis done by ITT. Unclear if all analysis were pre-specified
	Treatment with LGG may alleviate atopic eczema sysmptoms in IgE-sensitised infants but not non-IgE sensitised infants



	Weston 2005

Australia


	Lactobacillus fermentum VRI-033 PCC versusplacebo for 8 weeks


	
	
	Change in severity of AD (SCORAD)


	No statistically significant difference in SCORAD at 16 weeks. No differences were seen for DFIQ, co-treatment with topic corticosteroids or parental perception in improvement.
	The study was well reported
	More severe cases were present in the placebo group at baseline, however no adjustment was made in the analysis for

this

	Brouwer 06

Netherlands


	Extensively hydrolysed whey-based formula given alone, with Lactobacillus rhamnosus at 5x10e9 cfu/100mls or

with Lactobacillus GG at 5x10e9 cfu/100mls. The study formula was offered at all feeds during the intervention

period.


	50 infants under 5 months age with atopic eczema diagnosed using Hanifin and Rajka criteria, and a clinical history

suggestive of cow's milk allergy. All participants were exclusively formula fed, and received an extensively hydrolysed

formula for 3-5 weeks prior to receiving the study intervention. Infants receiving antihistamines, oral corticosteroids or any

probiotic/antibiotic/antimycotic in the preceding 4 weeks were excluded, as were those with a congenital gastrointestinal

malformation
	Randomised controlled trial. Follow-up at 1,2 and 3 months


	SCORAD
	No statistically significant effects of probiotic supplementation on SCORAD, sensitisation, inflammatory parameters or

cytokine production between groups were found.


	Concealment of allocation unclear.  Blinding unclear, no ITT analysis


	Oral supplementation with these probiotic bacterial strains will not have a significant impact on the symptoms of infantile  AD



	Folster-Holst 06

German


	Lactobacillus GG at 10e10 cfu/day as a twice daily dose, or microcrystalline cellulose placebo. Interventions given as

capsules, which were mixed with milk if bottle fed, or mixed with water if not bottle fed.


	53 children aged 1-55 months with atopic eczema diagnosed using Hanifin and Rajka criteria. 


	8 week parallel group randomised controlled trial. Assessments made at 2,4,6 and 8 weeks after the start of the study


	1.Parent global assessment of disease severity

2. Quality of life score

3. SCORAD

4. Use of topical corticosteroid and systemic antihistamine treatment


	At end of treatment there were no significant differences between the groups with respect to clinical symptoms

(SCORAD, pruritus, sleep loss), the use of topical corticosteroids and antihistamines, immunological parameters or health

related-quality of life of the parents.


	Concealment of allocation unclear.  Blinding unclear


	Results could not confirm LGG as an effective treatment of AD in infancy



	Gruber 06


	Lactobacillus GG at 10e10 cfu/day as a twice daily dose, or placebo
	102 children aged 3-12 months with atopic eczema and SCORAD 15-40, not receiving antiinflammatory treatment.


	12 week parallel group randomised controlled trial. 


	1. SCORAD

2. Use of 1% hydrocortisone ointment


	No significant difference in SCORAD between the groups


	Concealment of allocation unclear.  Blinding unclear, analysis by ITT


	No therapeutic effect of LGG on mild to moderate AD in infancy



	Passeron 06

France


	Skim milk powder, potato starch and lactose containing prebiotic, with or without Lactobacillus rhamnosus Lcr35 at

3.6x10e9 cfu/day given as a three times daily dose mixed with cold water or other liquid.


	48 children aged 2-12 years with atopic eczema diagnosed by UK Working Party Criteria and total SCORAD over 14.

Exclusion criteria were current flare of eczema, exposure to systemic corticosteroids or immunosuppressants in the

previous 3 months or other known immune deficiency. 


	3 month parallel group randomised controlled trial. Assessments made at baseline,1,2 and 3 months


	1. Parent or participant global assessment of eczema severity

2. SCORAD

3. Investigator global assessment of eczema severity


	There were no significant differences between the two treatment groups with regard to total SCORAD
	Concealment of allocation clear.  Participants, clinician and outcome assessers all blinded, analysis by ITT


	Both synbiotics and prebiotics used alone seem able to significantly improve the manifestations of AD in children aged 2 years and over



	Sistek 06

New Zealand


	Microcrystalline cellulose placebo or Lactobacillus rhamnosus and Bifidobacterium lactis given together once daily at a

combined total dose of 2x10e10 cfu/day. Treatment capsules administered as either a powder mixed with food or drink, or

taken in capsule form.


	60 children aged 1-10 years with atopic eczema diagnosed by UK Working Party criteria, SCORAD of at least 10 at

recruitment and a positive skin prick or RAST test to at least one common evironmental or food allergen. Exclusion criteria

were oral corticosteroid, immunosuppressant or antibiotic in the previous month, previous immune deficiency or

malignancy and greater than 10 point improvement in SCORAD during 2 weeks prior to commencing study treatment. 


	12 week parallel group randomised controlled trial. Assessments at 2 weeks before treatment, start treatment, then 2,12

and 16 weeks 


	SCORAD


	No significant difference in SCORAD at 12 weeks when probiotic was compared to placebo


	Concealment of allocation clear.  Participants, clinician and outcome assessors all blinded, analysis by ITT


	A combination of Lactobacillus rhamnosus and Bifidobacteria lectis improved AD only in food sensitised children




Table 19.6
Randomised controlled trials that have evaluated treatments for clinically infected atopic eczema

	Study (country)
	Interventions and (comparator)
	Study population and sample size
	Trial design, description and follow up
	Outcome measures
	Main reported results
	Quality of reporting
	Comment

	Oral antimicrobials

	Salo 1988

(Finland)
	Oral erythromycin acistrate (EA) 400 mg three times daily versus oral erythromycin stearate (ES) 500 mg three times daily for 5 to 12 days (topical steroids and emollients) 
	42 adults admitted with clinically infected atopic eczema. Most had bacteriological isolates of S aureus and four had combined Staph/Strep infection
	Parallel group randomised double-blind study for 5 to 12 days
	Investigator and patient assessment of treatment efficacy on a five point scale.
	At the end of treatment, 75% and 83% of those in the EA and ES groups respectively were noted to show “good” or “very effective” improvement. Similar results according to patients. Gastrointestinal side effects similar in both groups.
	Method of randomisation and concealment unclear. No intention to treat analysis
	Difficult to evaluate since two “actives” were being compared in the presence of inpatient care and potent co-treatment. That 7 patients with clinically infected eczema did not have positive bacteriology underscores the difficulty understanding the link between disease and bacteria

	Weinberg 1992

(South Africa)
	Oral cefadroxil 50mg/Kg/day in two equal doses versus placebo for 2 weeks (no mention of co-treatments)
	33 children with bacteriologically confirmed infected atopic eczema caused by either S aureus or mixed Staph/Strep infection
	Parallel group randomised double-blind study for 2 weeks
	Clinical clearance of infection , eczema severity, number of patients with positive cultures and global improvement
	Of 30 evaluable patients, all 13 in the cefadroxil group no longer had clinical evidence of superinfection at the end of the study compared with  6 out of 15 in the placebo group. Positive isolates fell from 13 to 4 and from 17 to 9 in the cefadroxil and placebo groups respectively. 
	Method of randomisation and concealment unclear. No description of blinding. No intention to treat analysis
	Results clearly in favour of cefadroxil for these children with infected atopic eczema. Poor quality of reporting. 

	Topicals

	Wachs 76

USA
	Betamethasone valerate cream versus gentamcin/betamethasone valerate versus gentamicin cream t.i.d.
	83 infected moderate to severe atopic dermatitis patients
	Prospective, randomised parallel study of 22 days
	Global assessment and overall severity, degree of inflammation, degree of infection, erythema, pruritus, pustules, crusting, exudation, vesiculation, lichenification
	Improvement over baseline on a scale of 0-10: betamethasone/gentamicin group baseline score of 6.1 reduced to 1.0, betamethasone group 6.1 reduced to 1.8 and gentamicin group 6.6 baseline reduced to 4.2
	Method and concealment of randomisation unclear, study described as double blind, 4 dropouts, no ITT.
	Treatment responses were very slightly larger for steroid/antibiotic combination but none statistically significant. Bacterial growth similar in all 3 groups.

	Thaci 99 Germany
	Fusidic acid 2% plus 0.1% betamethasone cream versus fusidic acid 2% plus 0.1% betamethasone ointment versus ointment vehicle twice daily
	59 patients with potentially infected atopic dermatitis
	Prospective, randomised, parallel study of 10 days duration
	Bacteriological tests, signs and symptoms on a 4-point scale, investigator assessed overall clinical response
	Overall clinical response assessed by invrestigator as "clearance" or "marked improvement" in 92% fusidic acid/

Betamethasone cream patients, in 84% fusidic acid/

Betamethasone ointment patients, and 25% ointment vehicle patients. No statistically significant difference between the two formulations
	Method and concealment of randomisation unclear, study described as double blind, no withdrawals or dropouts mentioned
	Abstract only. Only results reported in text given.

	Hjorth 85
	Betamethasone 17-valerate 0.1% versus betamethasone 17-valerate plus 2% fusidic acid
	60 atopic dermatitis patients with “potentially infected” atopic eczema.
	Prospective, randomised, left, right, parallel study of 7 days duration
	Bacteriological swabs. Clinical symptoms: vesicles, oedema, erythema, excoriation, crusting, lichenification, itching
	Data for mean atopic dermatitis score not given, only result is investigator preference: 29 no preference, 22 preferred betamethasone plus fusidic acid and 9 preferred betamethasone alone
	Method and concealment of randomisation unclear, study described as double blind, no dropouts or withdrawals.
	More data requested from author but has sadly deceased. Study provides no evidence of improved efficacy of betamethasone/fusidic acid  combination above betamethasone alone in infected AE.

	Leyden 74 (USA)
	Flucinolone acetonide plus 0.5% neomycin sulphate (Neo-synalar) cream v fluocinolone acetonide (Synalar) cream
	36 patients with ‘typical but rather severe atopic dermatitis’
	Parallel group study, 7 days duration
	Clinical score derived from 5 parameters: Pruritus, Erythema, Lichenification, Oozing and crusting, Scaling (scored 0-3, then graded % reduction); change in isolation rate of S. Aureus; change in bacterial counts in S. Aureus
	S. Aureus counts reduced by 83% in the treatment group compared with control. Excellent response (>75% improvement) in 75% of neosynalar group v 30% of controls


	Randomisation and blinding unclear; no dropouts, no ITT


	This poor quality study suggests some benefit of combined topical steroid/antibiotic combination at 7 days.

	Gong 2006 (China)
	Hydrocortisone butyrate ointment and mupirocin ointment v Hydrocortisone butyrate ointment and vehicle ointment 


	327 patients of whom 119 patients with atopic dermatitis as defined by Hanifin and Rajka). Infected or non infected included, but acute eczema with exudate treated with zinc oxide oil for 3 days before enrolment.
	Prospective, multicentre double blind, randomised parallel group study; 28 days
	EASI score (Eczema area and severity index) day 0 and 28; isolation of S. Aureus day 0, 7, 14, 28
	No difference in EASI scores between treatment and control groups on day 7, 14 or 28. Good response (at least 50% change in EASI score) in 89- 95% of patients in both groups. Isolation of S. Aureus at day 7 reduced from 80% to 40%, across both groups with no difference between groups. Figures not given for end of study. Subgroup analysis (not in original protocol) was reported showing additional benefit for combination treatment at day 7 in patients with EASI score >7.
	Randomisation unclear; no ITT results (but was stated as ITT in text), subgroup analysis not part of pre determined outcomes.
	This recent study shows no additional benefit of steroid antibiotic combination over steroid alone in a mixed group of infected and noninfected atopic dermatitis. It confirms the ability of topical steroid alone to reduce S. Aureus.

	Wilkinson 85 (UK)
	0.1% betamethasone plus 2% fusidic acid cream versus 0.1% betamethasone plus 0.5% neomycin cream 2 or 3 times daily
	43 infected or potentially infected atopic eczema patients
	Prospective, randomised, parallel study of 2 weeks duration
	Severity of lesions assessed by patient and doctor as either very severe, severe, moderate, mild, minimal, or absent. Swabs taken for infection
	95% patients (91% doctors) felt lesions improved after betamethasone plus fusidic acid after 2 weeks versus 100% patients (100% doctors) felt betamethasone plus neomycin.

No separate data for bacteriological efficacy for atopic dermatitis 
	Method and concealment of randomisation unclear, study described as double blind, 9 withdrawals and dropouts but unclear which type of eczema these patients had (7 types of dermatoses reported)

	Impossible to assess the additional benefit of antibiotics in the absence of a steroid only group.

	Zienicke 93
	Prednicarbate 0.25% cream versus prednicarbate 0.25% cream plus didecyldimethylammoniumchloride 0.25%
	180 superinfected atopic eczema patients
	Prospective, randomised, parallel study of 34 days duration
	Redness, swelling, papulovesicles, vesicles, pustules, bullae, papules, oozing, crusting and scaling on a score of 1-5
	Clinical score at baseline of over 25 for both drugs reduced to 13.5 for prednicarbate and 13 for prednicarbate + didecyldimethyl ammoniumchloride. 30% patietns still had Staphylococcus aureus at day 34 compared to 100% at start
	Method and concealment of randomisation unclear, study described as double blind. 44 withdrawals/

Dropouts, no ITT carried out.
	Duplicate publication of Korting 94. No clinical or statistical difference between groups.

	Meenan 88
	Hydrocortisone 17-butyrate 0.1% plus 3% chlorquinaldol (Locoid C) versus 0.1% triamcinolone acetonide plus 0.25% neomycin plus 0.025% gramicidin plus nystatin (Triadcortyl)
	40 children with eczema for 3 months to 14 years with secondary infection
	Prospective, randomised parallel study of 14 days duration
	Pruritus, erythema, lichenification, oozing/crusting, scaling. Skin swabs for infection. Patient and physician global score
	"Both treatments produced a highly significant (p<0.001) linear reduction in the scores for all parameters, no significant difference between treatments." "Highly significant reduction in infection for both treatments (p<0.001)"
	Method and concealment of randomisation unclear, study described as double blind. Withdrawals or dropouts no data given.
	Another uninformative study because both agents contain an antimicrobial/

antiseptic, and no steroid-only comparator


Table 19.7
Randomised controlled trials that have evaluated antiseptics for atopic eczema

	Study (Country)
	Interventions (comparator)
	Study population and sample size
	Trial design, description and follow up
	Outcome measures
	Main reported results
	Quality of reporting
	Comment

	Harper 1995

(England)
	Standard proprietary bath emollient (Oilatum) vs the same with added antiseptic 6% w/w benzalkonium chloride and 2% triclosan (Oilatum plus) 
	30 children aged 1-9 years with recurrent infections and/or frequent exacerbation
	Randomised crossover study of two 4 week treatment periods with a 2-week washout period in between
	Composite sign and symptom score (max 100), patient recorded global overall impression, and global change scales
	Based on 26 evaluable patients, the change from baseline score (baselines scores not given) was 9.0 for those using the antiseptic emollient compared with 2.7 for those with regular emollient at 4 weeks.

Patient rated scores did not show any significant differences between the two treatments (data not shown)
	Method of randomisation was described, but no ITT analysis. 

Only statistical tests of change in scores from baseline for each treatment separately rather than the appropriate test of the difference in score changes between the two treatments.


	Study published in a ‘round table’ discussion document sponsored by the manufacturer.

Difficult to interpret in view of the wrong statistical tests being used and missing patient-reported data.



	Holland et al 1995

(England)
	Comparison of a standard proprietary bath emollient (Oilatum) vs  same emollient with 6% w/w benzalkonium chloride and 2% triclosan (Oilatum plus) 
	15 patients aged 4-34 years with moderate-to-severe atopic eczema with S.Aureus on their skin
	Parallel randomised double-blind study of 4 weeks’ duration
	Clinical scores of signs, symptoms and extent and bacterial counts
	At the end of 4 weeks’ treatments, clinical scores in the emollient/antiseptic group had fallen more than those in the emollient only group, but these were not statistically significant.  There was no statistically significant difference in S.Aureus counts between the two groups at the end of the treatment period.

Five drop-outs in the emollient only group
	No description of randomisation process or ITT analysis

Although described as a parallel study, patients were paired for matching pre-treatment S.Aureus population densities
	Difficult to interpret the lack of demonstration of efficacy in such a tiny study with high drop-outs

	Breneman 2001 (USA)
	1.5% triclocarban bar versus placebo soap.
	50 patients with moderately severe atopic eczema.
	Prospective randomised double-blind study. 14 day standardisation period followed by 42 day treatment period and 21 day regression period
	Rating scale of extent and severity of disease including itch. Investigators global evaluation of change from day 0 to days 14, 28 and 42 on a scale of –5 to 5. 

Bacterial counts and topical steroid usage were also recorded..
	Mean global improvement scores from start of treatment through to end of regression period shown on graph only.  Comment that global improvement was significantly greater in antibacterial than placebo (no p value or CI’s given) Microbiology results shown on graph – selected only patients with S.Aureus at start.

.
	Method of randomisation and concealment not given. Blinding difficult to assess. One drop out because of adverse event mentioned. Not clear how many drop outs altogether and not clear if ITT. Lack of actual data for most results. 
	Although the authors claim a statistically significant improvement in the group using the antibacterial soap throughout, no actual data is given. The data shown is graphical form shows a marked difference in baseline scores, followed by a parallel degree of improvement in each group.

	Hizawa et al 1998

(Japan)
	Daily povidone-iodine solution to one arm vs nil else on opposite side (emollients only)
	16 volunteers with atopic eczema aged 12-29 years with similar eczema lesions in each elbow fold
	Right/left investigator-blinded comparison study of 1 week duration
	Physician-assessed before and after photographs and colony counts of S.Aureus
	Of 15 evaluable patient, physicians reported an improvement in the povidone-treated sites (p<0.01), but not on the control sites

Bacterial colonisation was significantly reduced on the treated but not untreated site

No summary data of differences between treatments reported
	Unclear method and concealment of randomisation

Investigator masking suspect as iodine stains the skin
	Inconclusive study in view of threat of unblinding, short duration, and failure to perform the appropriate statistical tests Worth pursuing in a larger double-blind study as povidone-iodine is a cheap antiseptic with good anti-staphylococcal properties

	Sasai-Takedatsu et al 1997

(Japan)
	Comparison of spraying infants with water twice a day for one week or an acid electrolytic water (pH<2.7) using a spray gun (no co-treatment allowed in this period)
	22 children aged 2 to 56 months with mild to moderate atopic eczema
	Parallel randomised double blind study of one week duration
	Colony counts of S.Aureus composite grading score and scores for itching and sleep disturbance
	Colony counts decreased by around 50% in the active but not in the water group (though baseline scores were quite different)

Global severity scores fell from 9 to 5 in the active group compared with a rise from 7 to 8 in the water group; scores for itching and sleep also decreased in the active group but not in the water group.

Although the authors found a statistically significant change in all of these measures for the active group compared with baseline, they did not do the appropriate test of difference between the two groups
	Although described as randomised, this is suspect because authors state that the 22 patients were ‘arbitrarily divided by a referee physician into two groups of 11’; blinding also seems unlikely due to the acidic taste and sensation of the acid
	Difficult to interpret as the correct statistical comparison has not been done and because of the short duration of the study

Some serious concerns about the study quality

The ethics of spraying an acid onto young infants is also questionable.

	Stalder et al 1992

(France)
	Proprietary brand of chlorhexidine solution compared against 1:20,000 dilution of potassium permanganate solution for 7 days in addition to topical desonide (a topical steroid)
	20 children aged 5 months to 9 years

No details of whether  they were clinically infected
	Parallel double-blind randomised study of 1 week duration
	Bacterial counts, composite clinical severity score and patient reported tolerance
	Total severity score fell from 8.8 at day 0 to 5.7 at the end of the 7 days for chlorexidine and from 11.1 to 8.8 for the permanganate group (p=0.63)

Intensity and number of affected sites also showed very little difference between the two groups

Bacterial counts fell substantially in both groups but they were not statistically significant (p=0.37) and baseline scores in the two groups were quite different

Clinical tolerance was ‘good’ in both groups
	Poor quality of reporting with very few methodological details
	Difficult to interpret  such a small study which compares two active treatments.

Clinical tolerance data were useful


Table 19.8
Randomised controlled trials of systemic corticosteroids in atopic dermatitis
	Study (Country)
	Interventions (comparator)
	Study population and sample size
	Trial design, description and follow up
	Outcome measures
	Main reported results
	Quality of reporting
	Comment

	Dickey 76* (USA)
	betamethasone sodium phosphate 4.0mg/ml injection versus dexamethasone sodium phosphate 4.0mg/ml injection o.d.
	22 patients with moderate to severe atopic dermatitis
	Prospective, randomised, parallel study of 24 hours duration
	Inflammation, vesiculation, pruritus, exudation, excoriations, overall evaluation
	Overall evaluation on a 4 point rating scale: baseline 3.44 for betamethasone reduced to 2.89 and 3.62 for dexamethasone reduced to  2.69
	Method and concealment of randomisation unclear, study described as double blind. Withdrawals and dropouts not mentioned
	Although a placebo group might have been ethically difficult, patient-based views on treatment response would have been useful.

	Heddle 84 (UK)
	oral plus nasal beclomethasone dipropionate q.i.d. versus placebo
	27 children with moderate to severe atopic eczema
	Prospective, randomised, crossover study of 4 weeks duration
	Patient assessed itch and sleep loss (VAS). Doctor assessed redness, vesiculation, crusting, excoriation, lichenification. 
	Parental score for itch and antihistamine use were significantly lower on beclomethasone than placebo, but, use of topical steroids and sleep loss did not show any significant change. Other significant changes especially surface damage
	Method and concealment of randomisation unclear, study described as double blind. 1 withdrawal, no ITT.
	Crossover study with significant treatment order interactions. Large treatment effects.

	Rosa 95* (Italy)
	Systemic flunisolide 640-1200(g b.d. versus placebo
	20 children with severe atopic dermatitis
	Prospective, randomised, crossover study of 2 weeks duration
	pruritus, erythema/oedema, excoriation, papulation/erosion/scaling, lichenification
	improvement over baseline for total clinical severity score: group A 75 reduced to 34 and group B 74 reduced to 29 
	Method and concealment of randomisation unclear, study described as double blind.Withdrawals/dropouts not mentioned
	Big treatment effects.


Table 19.9
Randomised controlled trials of phototherapy and photochemotherapy in atopic dermatitis

	Study

(Country)
	Interventions and comparator

(Cotreatments)
	Study population and sample size
	Trial design, description and follow up
	Outcome measures
	Main reported results
	Quality of reporting
	Comment

	Jekler 88

Study 1
	Thrice weekly UVB 

(20-153mJ/cm2 up to 63-816mJ/cm2) versus placebo (visible light)

3 times per week (emollients and hydrocortisone)
	17 patients

over the age of 15 years, most of whom had skin type III (tans easily, seldom burns) 
	Prospective, randomised, controlled left/right parallel study of 8 weeks duration
	Patients assessed for pruritus, lichenification, scaling, xerosis, vesiculation, excoriations, erythema. Variables assessed on a scale of 0-3, plus a global assessment. 
	Improvement from baseline of 1.5 (mean) to 0.7 for UVB and 1.4 for placebo for overall clinical response (P<0.001) Thus the total score was significantly lower for the UVB treated side
	Described as randomised but method unclear. Blinding unlikely due to mild burning on UVB-treated side. No intention to treat analysis
	Unclear if randomisation referred to side of active/placebo treatment or whether to type of minimal erythemal dose. Large magnitude of treatment effect for all parameters. Large (11/17) dropouts due to “intercurrent disease” and lack of time for treatments

	Jeckler 88 

Study 2
	Thrice weekly UVB given at 80% of minimal dose required to produce redness (MED) versus UVB at 40% of MED (emollients and hydrocortisone)
	25 patients with mean age of 25.9 years, most with skin type III
	Randomised right/left side parallel study for 8 weeks
	Same as for study 1 above
	Clearing or considerable improvement in 15/25 on high dose UVB versus 16/25 with low dose (nto statistically significant)
	Methods very scanty. Randomisation unclear. Probably unblinded. No intention to treat analysis
	Further details of study found in Jeckler 1992 thesis. This study of high versus low dose UVB suggested very little difference between the two, but power of study is very limited.

	Jekler 91
	UVA (average 8.1 mW/cm2) versus UVB (0.85 mW/cm2)

3 times per week

(emollients and hydrocortisone)
	33 patients with mean age of 23.3 years. Mean disease duration of 19.6 years. Most with skin type III.
	Prospective, randomised left/right parallel study of 8 weeks duration
	Patients assessed for pruritus, lichenification, scaling, xerosis, vesiculation, excoriations, erythema and an overall evaluation on a score of 0-3 (none to severe). Healing evaluated on a scale of 3 to -1 (3=healed, -1=worse)
	Improvement from mean baseline of 10.3 (range 6-18) for clinical signs (total score) decreased to 5.5 for UVA and 6.4 for UVB. Pruritus scored separately with baseline of 2.2 improving to 1.1 after UVA and 1.3 after UVB
	Described as single blind and randomised but methods unclear. Differential tan on UVA side of the body likely to have unblinded study. 12 withdrawals and dropouts, no description given, no ITT analysis
	Both treatments induced  large improvements compared with baseline, with some small statistically significant change in favour of UVA. Most patients preferred UVA.

	Jekler 92 
	Mixed UVA (74%) and UVB (26%) versus UVB 3 times per week
	30 patients with mean age of 24.8 years and mean disease duration of 20.5 years
	Prospective, randomised left/right parallel study of 8 weeks duration
	Patients assessed for pruritus, lichenification, scaling, xerosis, vesiculation, excoriations, erythema and an overall evaluation on a score of 0-3 (none to severe) healing evaluated on a scale of 3 to -1 (3=healed, -1=worse)
	A decrease from baseline score of 10.8 to 5.2 for UVAB and 6.1 for UVB (P=0.002 for difference in scores between treatments). 21/24 patients reported mild burning with UVB which was sever in 6 patients compared with 3 episodes of mild burning with UVA/B (none severe)
	Described as randomised but method unclear. No blinding. No withdrawals or dropouts.
	This thesis also presents the two studies reported in Jeckler 88 in more detail. A further 3 small left/right comparison studies are also described comparing UVA versus UVB and low dose UVB versus UVA/B, and UVA versus UVA/B, but it is unclear if these were RCTs

	Krutmann 92
	High doseUVA1 

(0-130J/ cm2 once daily) versus 

UVA-UVB therapy (up to 30mj/ cm2 UVB and 7.5j/ cm2 UVA daily. (Emollients)
	25 young adults with atopic eczema and definite atopy
	Prospective, randomised, parallel study of 15 days duration
	Costa scoring system: erythema, oedema, vesicles, exudation, crusts, excoriations, scales, lichenification, pruritus, loss of sleep on a 7-point scale (0=no lesion, 6=extremely severe)
	A decrease from baseline of 53 (overall score) to 14 after UVA1 (p<0.001 against comparator change).

Comparative data for UVA-UVB not given but shown in graphical form only. UVA-UVB 52 at baseline changed to 38 (estimated from graph)
	Described as "randomly selected patients" but method unclear. Author contact "treatments randomly allocated". No blinding. No dropouts or withdrawals.
	Unclear if patients randomised but confirmed by authors. Large treatment effects – all in favour of high dose UVA1 over UVA/B

	Krutmann 98
	High dose UVA1 

130J/ cm2 o.d.

  versus once daily fluocortolone 0.5% cream or ointment

versus

UVA-UVB minimal erythema dose-dependent o.d.
	53 patients

acute severe exacerbation of atopic eczema
	Prospective, randomised, parallel study of 10 days duration
	Costa scoring system: erythema, oedema, vesicles, exudation, crusts, excoriations, scales, lichenification, pruritus, loss of sleep on a 7-point scale (0=no lesion, 6=extremely severe)
	Improvement over baseline for total clinical score:

High-dose UVA1 baseline of 56 reduced to 26, fluocortolone baseline of 60 reduced to 35 and UVA-UVB baseline of 60 reduced to 42 (all after 10 days treatment) p<0.0001. Mean reduction in total disease activity was 9.7 for 21 evaluable patients on narrowband UVB, 4.8 on UVA and 0.4 on placebo, the change significant at the 5% level for narrow band UVB versus placebo only
	"A randomisation sequence generated by random numbers". No blinding. No withdrawals or dropouts.
	Very short duration. Results had to be estimated from graphs. Useful to have a comparison with topical steroids. Study suggests superiority of high dose UVA over a topical steroid

	Reynolds 99


	Narrow-band UVB (up to max. of 1.2 J/cm2) versus UVA (up to max of 15 J/cm2)  or placebo (visible light) all twice weekly (mild to moderate topical steroids plus emollients)
	73 adult patients with moderate to severe atopic eczema
	Prospective, randomised, double blind parallel study of 12 weeks duration
	5 clinical features at 6 separate body sites plus itch and sleep loss (VAS), and extent of disease recorded by one observer
	The proportion of patients reporting reduction in itch over 24 treatments was 90% (P=0.02) for narrow-band UVB, 63% for UVA and 53% for placebo (p=0.02 compared with placebo). Changes for sleep loss failed to reach statistical significance. 
	Study described as randomised (in balanced blocks), controlled, and double blind. No intention to treat analysis
	Published in abstract form only at time of report. Only 47 out of 73 patients completed study. Study possibly partly unblinded due to lack of pigmentary changes on one side and burning in others.

	Der-Petrossian 2000

(Austria)


	Narrow band UVB versus bath PUVA 1mg/L as 

8-MOP three times per week


	12 patients with severe/chronic atopic dermatitis with a mean age of 27 years ( S.D of 11.3 years,
	Prospective, randomised, single blind half side comparison of 6 weeks duration.
	Patient rated (PR) itch and sleep loss (VAS 0-10cm) as part of SCORAD, doctor-rated (DR) global severity, DR global changes of modified SCORAD for 8 signs and symptoms
	Baseline scores of 100% SCORAD for bath-PUVA and UVB reduced by 65.7% for bath-PUVA treated side and 64.1% for UVB treated side (P=0.48)
	Study described as randomised, and investigator blinded. No intention to treat analysis carried out. 2 withdrawals, one due to exacerbation of AD, an another due to a differential response in terms of less erythema reactions to the bath-PUVA side.
	A small study which took care to ensure that both treatments were given in equal doses. Big falls in SCORAD scores for both treatments with little difference between the two.

	Reynolds 2001

UK


	Twice weekly TLO-1 narrow band UVB (150mJ/ cm2) Vs UVA 15 J/cm2 for twelve weeks or visible fluorescent light.
	73 patients 16-65yrs old
	Prospective, controlled randomised study with follow up 3 months after last dose.
	Patient-assessed itch scales, area scores and physician assessed six site score summation for disease activity.
	UVB reduced disease score by 6.7 points (95%CI 2 to 12) over visible light. UVA reduced the same by -1 points (95% CI –5 to 3).
	Structured intention to treat analysis and adequately attempted blinding.
	13 drop outs had to be included.

Data suggest advantage of narrow-band UVB over UVA, although confidence intervals for such assessments all overlap.

	Tzaneva 2001 (Austria)
	Five times weekly high dose UVA1 to one side of body versus half dose to contralateral side for total of three weeks
	10 adults with severe atopic eczema (median baseline score of 67)
	Randomised comparison of one half body to the contralateral side 
	Modified SCORAD
	Modified SCORAD reduced by 34.7% at 3 weeks in the high dose UVA1 group compared with 28.2% in the medium-dose UVA1 group (p=0.14).
	Assessor blinded. Randomisation and concealment of allocation not well described. All patients completed the study.
	Study claimed equivalence between high and medium dose UVA1, yet study too small to confidently exclude important treatment differences. No confidence intervals given around treatment differences.

	Legat 2003 (Austria)
	Narrow band UVB or medium dose UVA1 three times weekly for up to 8 weeks
	Nine adults with chronic atopic eczema
	Randomised comparison of one half body to the contralateral side
	Costa and Leicester scoring systems
	Median reduction in Costa score 40% in the narrow-band UVB group versus 33% in the UVA1 group. Median reduction in Leicester score was 50% and 30% respectively. Differences not statistically significant.  Confidence intervals not given.
	Poorly reported letter. Unclear how randomisation was done and concealed. Unclear if assessments were blinded. Two patients dropped out early due to better response on UVB side.
	Response to narrow-band UVB looked greater, but study too small to demonstrate superiority. Inconclusive.


�Carolyn still has to insert 2 more studies into this table





