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Real-Life Pragmatic Trials In Respiratory Disease
Perspective based on ELEVATE trial What is effectiveness?What is effectiveness?

Efficacy x Efficacy x 

“real“real--life” population of patients xlife” population of patients x

Population
 Reversibility 
 Severity
 Age / sex mix
 Attitude to disease
 Smoke exposure
 Concomitant disease
 Individual variation in 

response

EffectivenessEffectiveness
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A quote from Sir Michael Rawlings

“RCTs are often carried out on specific
types of patients for a relatively short period of time,

whereas in clinical practice the treatment will be used on a
much greater variety of patients - often suffering from other

medical conditions - and for much longer. 

There is a
presumption that …… the benefits shown in an RCT
can be extrapolated to a wide population; but there is

abundant evidence to show that the ….value of an intervention 
is often missed in RCTs.”
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Current reversibility precludes 75% + of patients
In Australia 7-18% meet criteria depending on level2
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Median 4%
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References cited in GINA with level A or B evidence grade

Travers et al. Thorax 2007
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Classical short-term RCTs  suggest greater efficacy in 
tightly controlled populations over short-term RCTS
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 HTA wanted to assess effectiveness and cost‐
effectiveness

Study Design Study Design 
ELEVATE Study ELEVATE Study –– ICS ICS vsvs LTRA LTRA 

Tailored treatment as indicated by 

LTRA

Ideally no ICS use

SABA  

RandomisationRandomisation
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Week           Week:
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 Designed to answer important questions facing patients, clinicians, 
and policymakers.

 Compare medical interventions directly relevant to clinical care or 
health care delivery and strive to assess those interventions’ 
effectiveness in real-world practice.

U b d li ibilit it i d it ti t f i t f Use broad eligibility criteria and recruit patients from variety of 
settings to include patients whose care will be influenced by results. 

 Medical management consistent with usual clinical care – often 
omitting procedures such as blinding that alter “ecology” of care.

 Ideally, measure all outcomes important to patients and decision 
makers

 Treatment duration and follow-up sufficient to adequately assess 
treatments’ benefits and risks.

 Changeover of treatment may lead to greater 
likelihood of equal results

 Open‐label essential may bias patient and Open label essential may bias patient and 
physician response and behaviour
 Need objective as well as subjective outcome

 Exacerbations and lung function

 Physicians more likely to change non‐guideline 
treatment

 Follow‐up rates need to be high 

 Age ≥12 yearsAge ≥12 years

 Physician diagnosed asthmaPhysician diagnosed asthma

 PEF >50% predicted while withholding β2 agonist for PEF >50% predicted while withholding β2 agonist for 4 4 5 p g β g5 p g β g 44
hourshours

 Asthma Control Questionnaire score of ≥1 point and Mini Asthma Control Questionnaire score of ≥1 point and Mini 
Asthma Quality of Life Questionnaire of <6 points Asthma Quality of Life Questionnaire of <6 points 
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ELEVATE

Step 2; N=306

GOAL

Strata 2; N=1163

Sex (% Female) 51% 59%

Age * 45.8 (16.4) 40.4 (16.5)

li f if ( i

Demographics and drop out rates
Comparison to another key classical RCT

* = Mean (SD), NR = not reported, NA = not applicable, %PPEF= Percent predicted PEF, %PFEV1= Percent 
predicted FEV1 

1- Bateman et al. AJRCCM. 170. p.836, (2004); 2- Bjermer et al. BMJ. 327. p.891, (2003) 

Quality of Life (Juniper AQLQ 1, 
worst, to 7)

4. 74 (1.04) 4.6 (1.1)

Lung Function * 86 
%PPEF

78  
%PPEF

Percent reversibility * 8.9% (9.86) (Median = 22%
≥15% for eligibility) 

Smokers – current 21.9% 6% (<10 pack-yrs for 
eligibility)

Drop out rate 4.0% 15.4%

 Recruiting real‐life doctors and real‐life patients

 Equipoise rarely exists in medical decisions

D t  i i l  f ll   id li   ki   Doctors increasingly follow guidelines – making 
pragmatic  trials difficult

 Switch to standard care inevitable in a proportion of 
patients



6

Was Sir Michael Rawlings Right?


