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‘The beginning of 

wisdom is found 
in doubting; 
by doubting we 
come to the 
question, and 
by seeking we 
may come upon 
the truth.’

Pierre Abélard (1079-1142)

Abelard and Héloïse depicted 

in a 14th century manuscript

http://en.wikipedia.org/wiki/Image:Abelard_and_Heloise.jpeg


Failure to address uncertainties 
about the effects of treatments 

has resulted in avoidable 
suffering and death



Cerebral palsy





Long-Term Effects of Caffeine Therapy for Apnea of Prematurity

Barbara Schmidt, M.D., Robin S. Roberts, M.Sc., Peter Davis, M.D., Lex W. 

Doyle, M.D., Keith J. Barrington, M.D., Arne Ohlsson, M.D., Alfonso Solimano, 

M.D., Win Tin, M.D., for the Caffeine for Apnea of Prematurity Trial Group 

Conclusions Caffeine therapy for apnea of prematurity improves the rate of 

survival without neurodevelopmental disability at 18 to 21 months in infants with 

very low birth weight

Volume 357:1893-1902 November 8, 2007 Number 19

http://content.nejm.org/content/vol357/issue19/index.dtl


Because uncertainties were not investigated thirty years ago
about the effects of: 

• antibiotics for women in spontaneous preterm labour 

• caffeine for preterm neonates with apnoeic episodes

it is probable that tens of thousands of people are now
living with cerebral palsy that could have been prevented.







The James Lind Initiative

Funded since 2003 by the National Institute of Health 

Research and the Medical Research Council

to promote acknowledgement of 
uncertainties about the effects of treatments, 

and research to address them.





James Lind (1716-1794)
Painted in 1783, by Sir George Chalmers (c1720-1791)

Printed by John Hepner, 2009. 





Programme of work of
The James Lind Initiative

2010-2013

1. Explaining and illustrating the development of fair 
tests of treatments in health care:                     
James Lind Library 2 and Testing Treatments 2

2. Identifying and publishing uncertainties about the 
effects of treatments:                                                    
UK Database of Uncertainties about the Effects of Treatments 

3. Identifying patients’ and clinicians’ shared priorities 
for research about the effects of treatments:                                                                  
James Lind Alliance
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Abu Bakr Muhammad 
ibn Zakariyya al-Razi
(865-925 CE; 251-313 AH) 

Kitab al-Hawi fi al-tibb
[The comprehensive 
book of medicine]. 

http://images.google.co.uk/imgres?imgurl=http://www.muslimheritage.com/uploads/Rhazes.jpg&imgrefurl=http://muslimheritage.com/topics/default.cfm%3FTaxonomyTypeID%3D11%26TaxonomySubTypeID%3D55%26TaxonomyThirdLevelID%3D-1%26ArticleID%3D692&h=325&w=200&sz=18&hl=en&start=3&sig2=2qk7pP4X4zRSNfoHJvhrZQ&tbnid=njeExsk1cGKipM:&tbnh=118&tbnw=73&ei=F4NJR6qBOpWwwAGg2vHjCg&prev=/images%3Fq%3Drhazes%26gbv%3D2%26svnum%3D10%26hl%3Den%26sa%3DG




“So when you see these symptoms, then 

proceed with bloodletting. For I once saved 

one group [of patients] by it, while I 

intentionally neglected [to bleed] another 

group. By doing that, I wished to reach a 

conclusion.”
Al-Razi 10th C CE; 4th C AH.
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www.library.nhs.uk/duets

UK Database of Uncertainties 
about the Effects of Treatments

http://www.library.nhs.uk/duets


Types of uncertainty 
about the effects of treatments

„We‟re uncertain whether 
anyone knows the effects‟    uncertain uncertainty

„We‟re uncertain what the
effects will be on you‟ stochastic uncertainty

„We‟re uncertain because
we don‟t know your values‟ value uncertainty

„We‟re uncertain because 
no-one knows the effects‟  certain uncertainty



“As we know, there are 
known knowns. There are 
things we know we know. 

“We also know there are 
known unknowns. That is to 
say we know there are some 
things we do not know. 

“But there are also unknown 
unknowns, the ones we don't 
know we don't know.”

Donald Rumsfeld

One creditworthy contribution to posterity:
identifying different types of uncertainty 

http://images.google.co.uk/imgres?imgurl=http://chuckcurrie.blogs.com/chuck_currie/rumsfeld.gif&imgrefurl=http://chuckcurrie.blogs.com/chuck_currie/iraq/index.html&h=300&w=239&sz=46&hl=en&start=21&sig2=xLBlFRRFuiiBexThhmXXrw&um=1&tbnid=w5dam8QvwHieWM:&tbnh=116&tbnw=92&ei=TbTFRs_UBIK20wTT24ScBw&prev=/images%3Fq%3Drumsfeld%2Buncertainty%26start%3D20%26ndsp%3D20%26svnum%3D10%26um%3D1%26hl%3Den%26sa%3DN




Questions that are important 
to patients and clinicians 

have too often been ignored by 
commercial and academic research 

funders and researchers



Osteoarthritis of the knee
Tallon D, Chard J, Dieppe P. Relation between agendas of the 
research community and the research consumer. Lancet 
2000;355:2037-40.



1st choices among research priorities 
in survey of 67 patients

Knee replacement (35.8) 
Education and advice (20.9)
Complementary therapy (6.0) 
Tablets (4.5) 
Injections in the knee (4.5) 
Physical therapy (3.0) 
No treatment at all (1.5) 
Miscellaneous other priorities (23.9) 



Analysis of 460 randomised trials of 
treatments for osteoarthritis of the knee

380 trials of drugs
29   trials of complementary therapies
24   trials of physiotherapy/exercise
14   trials of education
13   trials of surgery



Outcomes that are important 
to patients and clinicians 

have too often been
ignored by researchers



Researchers
- Improvement of 3+ points on the ADCog

- Delay in admission to institutional care
- Maintenance of ADLs

Patients
- Improvements in mood
- Increased confidence
- Reduction in fear and distress

Carers
- Reduction in caring for challenging behaviours
- Reduction in anxiety
- Improved sleep 

Dementia treatment outcomes
Cream J, Cayton H. New drugs for Alzheimer’s disease 
– a consumer perspective. CPD Bulletin Old Age Psychiatry 
2001;2:80-82.





Priority treatment outcome 
from a survey of patients 
with rheumatoid arthritis

was not pain



Priority treatment outcome 
from a survey of patients 
with rheumatoid arthritis

was not pain

It was fatigue!



How often are treatment 
uncertainties considered important 
by patients and clinicians reflected 

in the  research agenda?



A bibliography of research reports about 
patients’, clinicians’ and researchers’ 
priorities for new research.
Oliver S, Gray J. 2006.

In only 6 of 334 studies were patients’ 
priorities compared with researchers‟ 
priorities.  

In only 3 of 334 studies were clinicians’ 
priorities compared with researchers‟ 
priorities. 

[71 reports advocated or described patient 
involvement in setting research priorities].



UK DUETs’ working definition 
of uncertainties about

the effects of treatments

There are no up-to-date, reliable systematic 
reviews addressing the uncertainty

OR

Up-to-date, reliable systematic reviews 

confirm that uncertainty exists



Populating UK DUETs

Sources of uncertainties about the effects of treatments

● Patients, carers and clinicians
• surveys/focus groups
• patient information/advice services 
• clinical question answering services 
• other sources

● Systematic reviews, clinical guidelines 
• Cochrane, NIHR
• NICE research recommendations
• BMJ Clinical Evidence
• SIGN and NICE clinical guidelines

● Ongoing research
• protocols for systematic reviews (Cochrane, NIHR)
• protocols for clinical trials (www.ictrp.who.int) 

http://www.ictrp.who.int/


Sources of uncertainties 
about the effects of treatments







Cancer 13 83 97

Breast cancer - 13 13

Head and Neck 

cancer

4 6 6

Lung cancer 3 8 8

Prostate cancer - 2 2

Skin cancer - 7 9

Colorectal cancer - 21 25

Oesophageal 

cancer

- 2 6

Stomach cancer - 5 6

Cardiovascular 

diseases

4 50 54

Heart disease 3 35 38

Heart failure 1 19 22

Myocardial Ischemia - 2 2

Stroke 1 6 7

Ear, nose and throat 11 121 130

Hearing disorders 17 21 25

Otitis Media 17 17 19

Rhinitis 19 18 19

Tonsillitis 9 8 8

Eyes and vision 1 54 66

Age related 

macular 

degeneration

- 11 11

Glaucoma - 41 41

Retinal vein 

occlusion

- - 12

Gastroenterological 

and liver diseases

6 122 170

Mental Health 171 237 272

Dementia - 7 7

Depression 5 61 61

Learning 

Disabilities

2 3 3

Schizophrenia 153 153 188

Musculoskeletal 

diseases

7 60 119

Osteoarthritis - 14 22

Osteoporosis - 14 16

Psoriatic Arthritis - 0 3

Rheumatoid 

Arthritis

- 12 22

Spinal disease - - 20

Neonatal diseases 6 11 11

Neurological 

conditions

8 112 129

Epilepsy 1 88 89

Nutritional 

metabolic & 

endocrine disorders

52 137 142

Diabetes 39 111 116

type 1 condition 

management

- 41 44

type 2 condition 

management

- 33 33

Thyroid disorders 9 17 17

Oral and dental 

conditions

2 8 9

Public Health - - 0

Respiratory diseases 314 324 324

Wounds - 1 1

Symptoms 2 4 4

Trauma 6 39 57

Urological and 

genital disorders

3 159 184

Kidney diseases 2 17 35

Urinary 

incontinence

1 141 148

Enuresis - 17 17

Mixed - 3 3

Neurogenic - 15 15

Nocturia - 7 7

Overactive 

bladder

- 13 13

Retention - 2 2

Stress - 15 15

Urge - 7 7

Women's health 

conditions

68 92 108

Dysmenorrhoea - - 7

Endometriosis 31 35 37

Pregnancy and 

childbirth

15 27 28

Hypertension in 

pregnancy

14 16 16

Urinary 

incontinence

- - 6

UK DUETs – Number of uncertainties by collection over time May 2008-April 2010



In summary:

The UK Database of the Uncertainties about the 
Effects of Treatments (UK DUETs):

● seeks uncertainties directly from patients, carers and

clinicians, as well as in research recommendations

● makes uncertainties explicit

● sets uncertainties in the context of relevant, reliable,
up-to-date systematic reviews, and refers to relevant
ongoing studies
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Agree shortlist of highest 

priority uncertainties

Notify highest priority uncertainties

to research funders

Publish ‘raw uncertainties’

UK DUETs

Identifying and prioritising uncertainties 

about the effects of treatment

Derive ‘indicative uncertainties’

(from ‘raw uncertainties’)

Prioritize uncertainties

James Lind Alliance
(and other approaches)

Harvest ‘raw uncertainties’



To increase the focus of the therapeutic 
research agenda on questions and priorities 
shared by patients and clinicians. 

To promote Priority Setting Partnerships 
involving patients and clinicians to 
identify and promote their shared priorities 
for therapeutic research.

To increase general awareness and 
understanding of the need to refocus the 
therapeutic research agenda.



Sally Crowe
Chair, JLA Monitoring &
Implementation Group

Lester Firkins
Chair, JLA Strategy

& Development Group

Patricia Atkinson
Administrator,
JLA Secretariat



James Lind Alliance
Priority Setting Partnerships

•Past
•Asthma 
•Urinary Incontinence 
•Vitiligo

•Current
•Type 1 Diabetes 
•Epilepsy
•Prostate Cancer
•Schizophrenia
•Balance disorders
•Wound Management

•Future
•Stroke
•Tourette syndrome
•Cochrane Pain, Palliative & Supportive Care Review Group
•Intensive Care
•Anaesthesia



JLA Priority Setting Partnerships 

bring together patients and clinicians

to identify their shared priorities for research.





Top Priorities



Research response required:

(i) Systematic reviews of existing evidence, 
probably mostly non-randomized cohort 
studies and case-control studies

(ii) Additional data collection if the 
systematic reviews show this is needed



"The JLA priority setting exercise in asthma has 
identified a series of research questions that 
certainly would not have been identified 
otherwise. Of particular interest is the selection 
of drug-related side effects, breathing exercises 
in treatment and the different ways to treat 
severe asthma. I am delighted that the HTA is 
taking forward several of these to work them up 
into researchable questions with strong 
justification.”

Prof Stephen Holgate 2008
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Vitiligo survey results:

* British Association of Dermatologists (BAD)ordinary and trainee members only 

** Email reminder was sent to all the UK Dermatology Clinical Trial Network (UK DCTN) members n=540. 

There is an overlap between UK DCTN members and BAD members

Paper surveys sent:

Vitiligo Society n=1268

BAD * n=835

+Online reminders**

Returned surveys n=461:

Vitiligo society  n=307

BAD * n=119

Online** n=35

Uncertainties identified:

Total n=1,427

Treatment related  46% (660)

Others (e.g. natural history, causes, 
prevention)  54% (837)

Indicative uncertainties:

60 %(284)  were made by 
patients 

32% (153) were made by BAD/UK 
DCTN members



Prioritisation process:

Research 
uncertainties 

submitted

Indicative/unique 
uncertainties 
identified for 

ranking

TOP 20 
uncertainties for 
priority setting  

workshop 

Final TOP 10 
treatment 

uncertainties

Ranking exercise Final prioritisation workshop

Refining process Steering group



Prioritising treatment uncertainties (1)

Moving from a long list (often over 100) to a short list of 20

• Online and postal voting (usually top 3 or 5)

• Postal ranking (rank long list)

• Focus groups

• Consensus within JLA Priority Setting 
Partnership Steering Group



Recruitment for ranking exercise: 
vitiligo experience

• E-mail invites / articles:

– members of UK Dermatological Clinical Trials Network (560) 

– members of the JLA Priority Setting Partnership (n = 40)

– people from initial survey (n = 280)

– Centre for Evidence-Based Dermatology consumer panel

– Vitiligo Society members / RSM meeting: Medicine and Me 

– The Voice newspaper 

– British Dermatological Nursing Group journal

– Primary Care Dermatology Society

• Paper copies 

– People from initial survey (180)



Prioritising treatment uncertainties (2)
Moving from a short list of 20 to ‘top ten’

• Priority Setting Workshop

• Up to 45 participants – split between patients and 
clinicians 

• Nominal Group Technique = voting and dialogue

• Neutral facilitators  





• Inclusive balance of interests and perspectives, (but no 

pure researchers or pharmaceutical representatives).

• Transparent everyone can see the process and the data 

preceding the workshop.  Participants complete 

declarations of competing interests. There is an agreed 

protocol.

• Evidence-based working with known unknowns, 

experiences of patients and clinicians and uncertainties 

from research literature 

JLA Priority Setting Workshop principles



James Lind Alliance
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www.JLAGuidebook.org

http://www.jlaguidebook.org.uk/


What happens to priorities? 

 Partner organisations reflect on their own 

R&D strategy and funding

 Priorities highlighted to relevant Cochrane 

Review Groups and other specific research 

hubs/centres

 Priorities worked up into feasibility studies 

and submitted to commissioning and funding 

organisations
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James Lind Library

www.jameslindlibrary.org

UK DUETs

www.library.nhs.uk/DUETs

James Lind Alliance

www.lindalliance.org

http://www.jameslindlibrary.org/
http://www.library.nhs.uk/DUETs
http://www.lindalliance.org/

