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A known issue

• There are good reasons for exclusion

 Optimize power

 Constraints on trial recruitment

 Constraints on trial duration

• Many reasons for exclusion

 Disease severity, age and comorbidity, prescribing

• Exclusions are not always justified
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 Strongly justified in only 47% of RCTs
 Comorbidity (81%), age (72%),       

co-prescribing (54%) of exclusions

2709 exclusions
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How many people are excluded?

He et al. https://doi.org/10.1186/s13063-020-4139-0
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How many people are excluded?

Median exclusion
• Asthma 96.0%
• Type 2 diabetes 93.3%
• Type 1 diabetes 91.6%
• Rheumatoid arthritis 91.6%
• COPD 84.3%
• Hypertension 83.1%
• Coronary heart disease 74.6%
• Stroke/TIA 71.2%
• Breast cancer 56.6%
• HIV 41.8%
• Atrial fibrillation 37.5%

He et al. https://doi.org/10.1186/s13063-020-4139-0
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Acceptable for use in research

No restriction on age

Prior database enrollment

≥2years prior to day 0

Available data

OutcomesPopulation

1,169,451 patients at 30/11/2015

Registered with a GP providing UTS data

Conditions, prescriptions, blood tests, 
demographic & lifestyle information

Censoring : data disenrollment, 
death, trial outcome

Follow-up to 30/11/2018

Project

Large scale comparison of trial eligible vs trial ineligible populations

Tool built on top of data from CPRD linked to hospital / mortality data

Inform guideline development
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Phenotypes

308 physical and mental health conditions that involve intensive use of health-
care resources selected from:

- CPRD GOLD Read codes

- inpatient consultant episodes ICD-10 & OPSC-4 codes

- blood test values

Included conditions with codes had either:

-more than 10 000 finished consultant episodes

-prevalence was greater than 0·01% and considered clinically important

https://www.caliberresearch.org/portal/phenotypes
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Sex-standardised cumulative incidence (%) of the top 50 diseases for 
individuals aged 20-29 years (left) and >=80 years (right)
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Kuan et al. Lancet Digital Health 2019;1: e63–77
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Acceptable for use in research

No restriction on age

Prior database enrollment

≥2years prior to day 0

Inclusion criteria

OutcomesPopulation

32,844 gout patients at 30/11/2015

Registered with a GP providing UTS data

Adults with gout

Censoring : data disenrollment, 
death, trial outcome

Follow-up to 30/11/2018

Febuxostat versus Allopurinol Controlled Trial (FACT)
RCT randomising 762 people with gout to receive febuxostat 80mg, febuxostat 120m
g or allopurinol 300mg

Serum urate >= 480 μmol per liter

Exclusion criteria Serum creatinine >133 μmol per liter

Use of Azathioprine, 6-MP, thiazide diuretics, or 
medications with aspirin

BMI >50, active liver disease, prednisolone >10mg 
od, history of alcohol abuse

-84 to 0 days
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Characteristics of 
FACT eligible vs ineligible 
gout patients
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Eligible Ineligible

n % n %

Prevalent clinical population (n=32,844)

Alcohol Problems 1086 5.2 2329 19.4

Barrett's oesophagus 242 1.2 188 1.6

Cerebrovascular disease 1440 6.9 1126 9.4

CKD - all 3734 17.9 4179 34.7

CKD_Stage_3a 3141 15.1 1459 12.1

CKD_Stage_3b 585 2.8 1785 14.8

CKD_Stage_4 2 0.0 771 6.4

CKD_Stage_5 6 0.0 164 1.4

Coronary heart disease 3119 15.0 2446 20.3

Diabetes 3550 17.1 2886 24.0

Gastritis and duodenitis 1550 7.4 1174 9.8

Heart failure 981 4.7 965 8.0

Hypertension 9886 47.5 8163 67.8

Liver disease 0.0 648 5.4

Oesophagitis and oesophageal 
ulcer 1813 8.7 1318 11.0

Peptic ulcer disease 807 3.9 744 6.2

Peripheral arterial disease 633 3.0 663 5.5

None of the Above 6789 32.6 1323 11.0
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Future work

 Build phenotypes specific to certain trial criteria that could be added to the 
portal

 Implement further phenotypes as they become available

 Phenotype development requires a community approach to maintain

 Feed into guideline development
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