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Topic selection

2010 Asthma Partnership project 

BTS/SIGN guidelines 

Speak to people

Patient workshop



PPI

18 attendees 

Professional facilitators

1. What do you do when you have an asthma attack

2. Problems/issues with regular inhaler

3. Asthma control

Survey online

“Asthma can take over your life but having the right support makes that easier to deal 
with.” Informing research priorities by exploring the barriers and facilitators to 
asthma control: a qualitative analysis of survey data, Normansell R, Welsh E, Asthma 
Research and Practice20151:11, DOI: 10.1186/s40733-015-0011-5



Asthma management
Asthma education for school staff

Cognitive behavioural therapy (CBT) for adults and adolescents with asthma

Home telemonitoring and remote feedback between clinic visits for asthma

Interventions to improve adherence to inhaled steroids for asthma

Interventions to improve inhaler technique for people with asthma

Lay-led and peer support interventions for adolescents with asthma

Patient- and parent-initiated oral steroids for asthma exacerbations

Personalised asthma action plans for adults with asthma

Pulse oximeters to self monitor oxygen saturation levels as part of a personalised 
asthma action plan for people with asthma

Remote versus face-to-face check-ups for asthma

Shared decision-making for people with asthma



Asthma therapies
Different oral corticosteroid regimens for acute asthma

Gastro-oesophageal reflux treatment for asthma in adults and children

Increased versus stable doses of ICS for exacerbations of chronic asthma in 
adults and children

LAMA added to LABA/ICS versus LABA/ICS for adults with asthma

LAMA added to ICS versus addition of LABA for adults with asthma

LAMA added to ICS versus higher dose ICS for adults with asthma

LAMA added to ICS versus the same dose of ICS alone for adults with asthma

Stepping down the dose of inhaled corticosteroids for adults with 
asthma

Stopping LABA for adults with asthma well controlled by LABA and ICS

Stopping LABA for children with asthma well controlled on LABA and ICS

Sublingual immunotherapy for asthma

Vitamin D for the management of asthma



Asthma monitoring

Exhaled nitric oxide levels to guide treatment for adults with asthma

Exhaled nitric oxide levels to guide treatment for children with asthma



Vital statistics

1 patient workshop

25 reviews

48 authors

72 peer reviewers

285 included studies

16 translations of 11 papers

334 meta-analyses

557,983 words





Timescale

Draft protocol: 2.0 months

Publish protocol: 3.2 months

Draft Review: 7.3 months

Publish review: 4.2 months

Title registered to review published: 14.6 months







Vitamin D for asthma:



Commissioning
Press release
Support from comms
Timing
Hot topic









Preventing and treating 
asthma attacks
Four reviews:

• Sublingual immunotherapy 
• Improve adherence to inhaled steroids 
• Improving inhaler technique 
• Finding the right dose of oral steroids 



Sublingual immunotherapy for 
asthma



Sublingual immunotherapy for 
asthma
52 studies included, randomly assigning 5,077 participants 
to SLIT or control

Many different target allergens e.g. HDM, various pollens, 
cat dander, cockroach

Duration one day to three years

Largest study 834 participants, and the smallest 15



Sublingual immunotherapy for 
asthma



Sublingual immunotherapy for 
asthma



Sublingual immunotherapy for 
asthma
Bottom line

• Insufficient evidence of efficacy for asthma

• Other SRs seem more promising – but included meta-
analyses with composite symptom scores and 
heterogeneity extremely high 

• Validated tools such as AQLQ and ACT/ACQ would help

• Appears free from serious adverse effects in a mild-
moderate asthma population 

• Efficacy for allergic rhinitis more conclusive so may not 
be contraindicated in people with co-morbid asthma 



Improving adherence and 
inhaler technique 



Improving adherence and 
inhaler technique 
Included RCTs assessing any adherence or inhaler 
technique intervention vs a control 

Both adults and children 

Separate comparisons for different types of intervention 
e.g. education, technology.

Adherence review included 39 studies and 16,303 
participants

Inhaler technique review included 29 studies and 2,210 
participants



Improving adherence and 
inhaler technique 
Both adherence and inhaler technique interventions 
improved adherence and inhaler technique (!) 

Measurement variation limited meta-analysis

Quality of life and asthma control often not measured, or 
measured but not using validated scales 

Most studies underpowered or too short to detect 
differences in clinical outcomes such as exacerbations or 
admissions 



Improving adherence and 
inhaler technique 
Bottom line 

• Despite over 18,000 people taking part in trials in these 
two reviews, conclusions are limited

• Cannot say for sure whether interventions lead to 
clinical benefits 

• Many are labour-intensive and time-consuming; 
realistic? 

• More research needed that includes clinical outcomes 
and combined technique and adherence 



Improving adherence and 
inhaler technique 



Different and durations of oral 
steroids for asthma attacks 



Different doses and durations 
of oral steroids for asthma 
attacks 
Included RCTs assessing any dose or duration of steroids 
versus any other dose or duration

Both adults and children 

Separate comparisons adults and children – longer/higher 
dose course vs shorter/lower dose courses and 
prednisolone vs dexamethasone

We included 18 studies and 2,438 participants



Different doses and durations 
of oral steroids for asthma 
attacks 
Two primary outcomes - hospital admission and serious 
adverse events - events too infrequent 

Symptoms reported in different ways 

Secondary outcome meta-analysis e.g. relapse, lung 
function and adverse events limited 



Different doses and durations 
of oral steroids for asthma 
attacks 
Bottom line:

• No convincing evidence of better outcomes with higher 
dose/longer courses or fewer side effects with the 
opposite 

• Evidence not strong enough to suggest any change to 
existing guidelines 

• Larger, well-designed trials required to support or 
challenge current practice 



Different doses and durations 
of oral steroids for asthma 
attacks 



Vitamin D for asthma 



Vitamin D for asthma reduces…

Rate Ratio of exacerbations requiring oral steroids



Vitamin D for asthma also reduces

Adults or children with hospitalisation or ED visit



The risk is halved: 

In the control group 6 out of 100 people had a visit to ED or hospitalisation over 8 
months, compared to 3 (95% CI 1 to 5) out of 100 on vitamin D.



Vitamin D for asthma

Adults or children with study-defined exacerbation



11 people saved an 
exacerbation per 100

In the control group 29 out of 100 people had a study-defined exacerbation over 7 
months, compared to 18 (95% CI 10 to 29) out of 100 on Vitamin D.



Grading the evidence was contentious

Adults or children with hospitalisation or ED visit



Cochrane review - Authors' conclusions 
Whilst we are confident that Vitamin D reduced 
the risk of asthma exacerbation in these trials 
(high quality GRADE assessment), we recognise 
that there is uncertainty about how these 
findings might be applied in practice. 

More research is needed to clarify whether there is 
a difference in effect between adults and children 
and with respect to asthma severity, baseline 
vitamin D status and doses.



Question one – the average effect
•We were confident that there was a 

reduction in exacerbations

–In adults or children with mild/moderate 
asthma

–From a variety of different countries

–Given a variety of different Vitamin D 
treatments



Question one – the average effect
• Where measured, mean/median baseline 

serum 25(OH)D concentration ranged 
from 48 nmol/L, in Castro 2014, to 89 
nmol/L, in Majak 2011; a small minority 
of participants had serum 25(OH)D 
concentrations in the profoundly 
deficient range (less than 25 nmol/L).

Castro%202014
Majak%202011


Question two – baseline Vitamin D level
• What about IPD data?

• This has now been published in relation 
to trials on Vitamin D for prevention of 
respiratory infections

• Martineau AR, Jolliffe DA, Hooper RL, Greenberg L, Aloia JF, Bergman P, et 
al. Vitamin D supplementation to prevent acute respiratory tract 
infections: systematic review and meta-analysis of individual participant 
data. BMJ 2017;356:i6583



What about IPD data?
Results 25 eligible randomised controlled trials 
(total 11 321 participants, aged 0 to 95 years) were 
identified. IPD were obtained for 10 933 (96.6%) 
participants. Vitamin D supplementation reduced 
the risk of acute respiratory tract infection among 
all participants (adjusted odds ratio 0.88, 95% 
confidence interval 0.81 to 0.96; P for 
heterogeneity <0.001). 



What about IPD data?
Results (continued)

In subgroup analysis, protective effects were seen 
in those receiving daily or weekly vitamin D 
without additional bolus doses (adjusted odds 
ratio 0.81, 0.72 to 0.91) but not in those receiving 
one or more bolus doses (adjusted odds ratio 0.97, 
0.86 to 1.10; P for interaction=0.05).



What about IPD data?
Results (continued)

Among those receiving daily or weekly vitamin D, 
protective effects were stronger in those with 
baseline 25-hydroxyvitamin D levels <25 nmol/L 
(adjusted odds ratio 0.30, 0.17 to 0.53) than in 
those with baseline 25-hydroxyvitamin D levels 
≥25 nmol/L (adjusted odds ratio 0.75, 0.60 to 0.95; 
P for interaction=0.006). 







What about IPD data?
Conclusions

Vitamin D supplementation was safe and it 
protected against acute respiratory tract infection 
overall. Patients who were very vitamin D 
deficient and those not receiving bolus doses 
experienced the most benefit.



What have we learnt?

Employed systematic reviewers are amazing!

Dissemination work is hard and time consuming but 
exciting and rewarding for those involved (but does it 
really make a difference??)

Working with volunteer authors is like herding cats, but 
can done

Slow and steady wins the race 

Developed PPI skills


