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Overview of talk

Overview of Scottish Intercollegiate Guideline Network 
(SIGN) methodology

Challenges this level of rigor imposes considering the lack 
of high level evidence for many of the pediatric outcomes 

Examples of some clinical recommendations in SIGN 132 



Scottish Intercollegiate Guidelines 
Network (SIGN)

Formed in 1993
•Objective:
•Improve the quality of health care for patients in Scotland 
(and elsewhere) 
•Reduce variation in practice – through the development 
and dissemination of clinical guidelines based on a 
systematic review of the current  scientific evidence
•Neither Cookbook nor Textbook 
•Not “expert opinion”
•Importantly do not do a cost effective analysis around any 
recommendations (cf NICE)



SIGN methodology complies with AGREE: 

(Appraisal of Guidelines for Research and Evaluation 
in Europe) 

•A
ll relevant disciplines 
included in guideline 
development group - 
multidisciplinary 

•C
learly described 
objectives / questions

•P
atient involvement

•S
ystematic methods used 
to search for evidence

•R
ecommendations clearly 
linked to evidence

•G
uideline has undergone 
external review prior to 
publication



SIGN 132 updates SIGN 76 (2004)

Wallace, W.H.B., Thompson, L. & Anderson, R.A., 2013. Long term follow-up of survivors 
of childhood cancer: summary of updated SIGN guidance. BMJ (Clinical research ed.), 346, 
p.f1190. 



SIGN Topic Selection

•Wid
e variation in practice or outcomes –clinical uncertainty

•Prov
en effective treatment to reduce mortality and morbidity

•Iatro
genic diseases or risky interventions

•Clini
cal priority areas (Cancer & Children)

•A 
body of evidence available for critical appraisal

•Perc
eived need for the guideline from stakeholders



The Guideline Development Group: SIGN 132

Multidisciplinary
Patient Involvement
No financial inducements (expenses)
Everyone completed a conflict of interest statement

Multidisciplinary
Patient Involvement
No financial inducements (expenses)
Everyone completed a conflict of interest statement



The SIGN Guideline Process



Timetable for guideline 
development



Key questions identified



Literature searches



Guidelines 

Review Recommendations+



Critical appraisal of the evidence



Grades of Recommendation: 
Linked to strength of the evidence



From Evidence to Recommendations

•T
he grading of the recommendation (A, B, C or D) does Not relate 
to the importance of the recommendation - but to the strength 
of the supporting evidence. 

•N
aturally problematic as it is assumed that a B or C level 
recommendation is more important than a D recommendation – 
this is not the case.

•P
erhaps a traffic light system would be more explicit and helpful?



Traffic Lights

S
top –Don’t do it..

N
ot sure –More Research 
required

Y
es, Go do it..



Timetable for guideline 
development



Timetable for guideline 
development



Timetable for guideline 
development



Problems with reaching recommendations from the 
Late Effects Evidence base

•Ofte
n evidence identified of increased risk of adverse outcome – from 
prospective cohort studies 

•Usu
ally no evidence for effectiveness of intervention – eg screening 
for that outcome

•Lead
s to recommendations such as  “should be aware of increased risk 
of…”



Subsequent Primary Cancers



Subsequent Primary Cancers



Cardiac Effects



Treatment of cardiac problems

There is limited evidence on the efficacy of ACE inhibitors 
for the treatment of anthracycline-induced cardiomyopathy 
in childhood cancer survivors



Fertility preservation (Males and 
Females)



Risk of congenital abnormalities in 
offspring of survivors of childhood 
cancer treatment

•T
wo Danish population based cohort study rated 2+

• Winther JF et al. JCO 2012;30(1):27-33

• Winther JF et al. Clin Genet 2009;75(1):50-6



Implementation
SIGN



SIGN Implementation strategy

•Dis
semination throughout each NHS Heath Board in Scotland
• Facilitated by the MSN for Children and Young People with cancer in Scotland

•Au
dit tool needs to de designed and key points to audit highlighted

•Inv
olvement of patient groups

•Inv
estment in nurse led and medically supervised long-term follow up

•Int
ernet applications (Apps)





SIGN 132 on my iphone



SIGN app: International uptake

•Downloads April 
1st 2011 - April 1st 2013

•81, 81, 
279279

•Top 10 by country 



Summary (SIGN 132)

•Rigorous methodology, time consuming, multidisciplinary 
(including patients) & has some limitations when the 
strength of the evidence base is weak
•Level of Recommendations are linked to the strength of 
the evidence, not the importance of the recommendation
•Limited value as a clinical tool because of lack of evidence 
for interventions
•Highlight areas for future research
•Implementation is difficult – development of App is a 
positive step
•No cost effective analysis



Acknowledgeme
nts
SIGN 132



Thank You



ESLCCC 2014
15-16 September 2014 Edinburgh, 

Scotland

ESLCCC14

Save the date and join us 15 – 16 September 2014 in the historic city of Edinburgh UK
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