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• Rigorous, systematic and ongoing programme 
• Trusted, authoritative scientific resource
• Provides the most up-to-date information on reducing cancer risk

Introduction to the Continuous Update Project (CUP)
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Who is involved in the CUP?
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Summary of the CUP process

Global research 
on diet, nutrition, 
physical activity, 

and cancer

Systematically 
collated and 

analysed by CUP 
team at Imperial 
College London; 

stored in CUP 
Database

Judged, using 
pre-determined 
grading criteria, 
by expert panel

Evidence 
presented 
in report
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Research team Global research CUP application CUP database

Data synthesis and analysis
CUP Expert Panel

Internal quality control: guidelines, standardisation, double checks
External quality control: Peer reviewers, CUP Expert Panel 

Findings

The systematic process of the CUP
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CUP publications
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The evidence is judged using grading criteria

Decreases 
risk

Increases 
risk

Strong 
evidence

Convincing

Very Likely

Limited 
evidence

Limited -
suggestive

Limited – no 
conclusion

Strong 
evidence

Substantial 
effect on risk 

unlikely

Pre-determined criteria for 
grading the evidence:
• Design and number of 

studies
• Quality of exposure and 

outcome assessment
• Exclusion of chance, bias or 

confounding
• Heterogeneity within and 

between study types 
• Biological gradient (dose-

response)
• Evidence of mechanisms
• Size of effect

Basis for 
Recommendations

Evidence Matrix

wcrf.org/dietandcancer/judging-evidence



Obesity and cancer risk associations supported 
by convincing evidence

8
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• Strong association and unlikely to change in future
• No unexplained heterogeneity
• At least two independent cohorts
• Good quality studies that account for error
• Dose response
• Robust evidence from laboratory studies

Conclusions in the ‘convincing’ category
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Findings: Summary of conclusions
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Interactive matrix
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Cancer Prevention Recommendations 2018
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The CUP 2.0

• Evidence search and synthesis process – reviewing the robust process 
by which we conduct our work. 

• Outcomes after a cancer diagnosis – furthering our understanding of 
nutrition and lifestyle during and after cancer.

• Childhood cancers – outlining how the WCRF network can investigate how 
diet, nutrition and physical activity affect survival from childhood cancers.

• Cancer subtypes – understanding how different factors affect different 
subtypes of cancer.

• Dietary and lifestyle patterns – gaining a better understanding of how 
patterns of eating and behaviour affect cancer risk.

• Life course – understanding how diet, nutrition and physical activity across 
the whole life span link to cancer.

• Biological data – digging deeper into key biological mechanisms that 
underpin the associations we observe.

• Systems approach – creating a framework to better understand the cancer 
process at multiple levels.
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Leveraging International Multidisciplinary Expertise to 
Improve Childhood Cancer Survivor Outcomes

Melissa M. Hudson, MD

Director, Survivorship Division
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• Most children, adolescents and young adults diagnosed with cancer 
will become long-term survivors.  

• Cancer and its treatment predispose to excess morbidity that increases 
risk of early mortality.

• Late effects research provides data to anticipate treatment-related 
health risks.

• Health screening/surveillance provides opportunity for prevention, 
early detection, and interventions that may preserve health.

• Survivors and providers need guidance to be proactive about cancer-
related health risks.

Why we need long-term follow-up guidelines?



▪ Survivors of childhood cancer comprise a relatively small population.
– Estimated 500,000 in U.S.

▪ Pediatric cancer includes heterogeneous subtypes managed with 
diverse therapeutic strategies and associated with variable health risks.

▪ The prevalence of many late effects is relatively low.
– Therapy has been modified/risk-stratified to reduce risk, particularly of life-

threatening toxicities.

▪ Many health events present years from diagnosis and completion of 
therapy when survivors have been discharged from follow-up care.

▪ Implementation of randomized clinical surveillance trials is often not 
feasible.

Challenges with pediatric follow-up guidelines



Evidence-Based Guidelines for Childhood Cancer Survivors: 

A Hybrid Model

Evidence linking late 
effects with 
therapeutic 
exposures

Screening 
recommendations 

based on 
expert clinical 

experience

Matches magnitude of risk 

with intensity of screening

Allows identification of high-

risk categories

Guideline Design



Long-term follow-up guidelines



Optimize use of expertise

▪ Pediatric/radiation oncology

▪ Pediatric/medical subspecialties

▪ Late effects

▪ Systematic reviews/meta-analysis

▪ Clinical epidemiology

▪ Guideline methodology

Harmonize national guidelines

▪ Reduce duplication of effort

▪ Establish standards of 
survivorship care 

▪ Improve quality of survivorship 

▪ Identify research agenda

▪ Enhance research opportunities

Benefits of Collaboration



International Late Effects of Childhood Cancer 
Guideline Harmonization Group

Initiated in 2010 by 

National guideline groups 

Cochrane Childhood Cancer Group

In partnership with the PanCareSurFup Consortium 

Goal

Establish a common vision and integrated strategy for the surveillance of

late effects in childhood, adolescent, and young adult cancer survivors



Established core group 
Chaired by Melissa Hudson and Leontien Kremer

Dynamic guideline groups
~ 300 experts involved

Resources
Handbook and methodology paper 

Website: www.ighg.org

International Late Effects of Childhood Cancer 
Guideline Harmonization Group

http://www.ighg.org/


KNOWLEDGE

RECOMMENDATION

Guideline development



Harmonization process

Standardized guideline development method

Step 1  Determine concordances and discordances

Step 2  Formulate clinical questions

Step 3  Identify available evidence by systematic literature searches

Step 4  Summarize and grade evidence

Step 5  Formulate and grade recommendations



For the evidence & recommendation
key issues that need to be addressed

WHO? Who needs surveillance?

WHEN?
At what age or time from exposure should surveillance be 
initiated and terminated?

HOW OFTEN? At what frequency should surveillance be performed?

HOW? What surveillance modality should be used?

ACTIONS? What should be done when abnormalities are identified?



▪ Evidence-based methods

– Institute of Medicine’s Developing Trustworthy Guidelines

– Appraisal of Guidelines for Research & Evaluation

▪ Evaluation of quality of evidence

– American Heart Association’s “Applying Classification of 

Recommendations and Level of Evidence”

– Grading of Recommendations Assessment Development and 

Evaluation (GRADE) criteria

Harmonization Methods



Grading system



Recommendations

STRONG recommendation “is recommended ”

WEAK recommendation “may be reasonable”

NOT TO DO recommendation “is not recommended”

MODERATE recommendation “is reasonable “



▪ Methodology (Pediatr Blood Cancer 2013)

▪ Breast cancer (Lancet Oncol 2013, J Clin Oncol 
2020) 

▪ Cardiomyopathy (Lancet Oncol 2015)

▪ Premature ovarian insufficiency (J Clin Oncol 
2016)

▪ Fertility preservation review (Cancer 2016)

▪ Male gonadotoxicity (Lancet Oncol 2017)

▪ Thyroid cancer (Cancer Treat Rev 2018)

▪ Ototoxicity (Lancet Oncol 2019)

▪ Meningioma surveillance practices (J Neuro-
Oncol 2020)

▪ Cancer-related fatigue (J Cancer Surviv 2020)

▪ Obstetrical care (Am J Obstet Gynecol, 2020)

▪ COVID-19 survivorship statement (Pediatr 
Blood Cancer,2020)

▪ Fertility preservation series (female, male, 
ethics) (Lancet Oncol, in press)

▪ Meningioma screening (Lancet Oncol, in 
press)

IGHG Publications



IGHG COVID-19 Working Group

COVID-19 Guidance for childhood, adolescent, young adult survivors 

▪ Definition of survivor: diagnosis < 25 years, > 1 year off therapy

▪ “……collaborative approach that utilized methods that balanced the 
paucity of information regarding the incidence and clinical course of 
COVID-19 in CAYA cancer survivors with the rapidly emerging need for 
guidance within the survivorship community and beyond.”

Methods

▪ Review of local/national health authorities’ recommendations for general 
population

▪ Systematic review of COVID-19 outcomes (hospitalization, mechanical 
ventilation, ICU admission, death)

▪ Translation of findings to survivorship care



• Organized through 
collaboration of 
individuals from North 
America, Europe, Asia, 
and Oceania

• Available in 11 languages 
at www.ighg.org

• Disseminated through 
PanCare, SIOP, ASPHO, 
other national 
cooperative groups and 
institutions

• Focuses on precautions 
for survivors with health 
conditions associated 
with severe course of 
COVID-19 in general 
population

• Addresses interventions 
for reducing exposure/ 
infection and staying 
emotionally healthy 

• Emphasizes adherence to 
national/local guidelines

http://www.ighg.org/


IGHG COVID-19 Working Group

Long-Term Follow-Up Provider Survey

• Describe LTFU care services offered

• Describe how COVID-19 has affected care

• Evaluate personal impact of COVID-19

• Evaluate anticipated impact on future 
survivorship care

• Describe novel strategies that have 
facilitated care during COVID-19

37 countries, 5 continents, 226 clinics contacted. 

Region
Institutions 
Contacted 

(n)

Institutions 
Responded 

(n)
%

Europe 121 95 79

Asia 50 45 90

North America 34 24 71

Central/South America 14 10 71

Australia 8 4 50

Total 226 178 79



Manuscript draft/under review

▪ Pituitary deficiencies

▪ Coronary artery disease

▪ Bone mineral density deficit

▪ Education & employment

▪ Mental health

In process

▪ Pulmonary toxicity

▪ Metabolic syndrome

▪ Renal toxicity

▪ Hepatotoxicity

▪ Neurocognitive deficits

▪ Thyroid dysfunction

▪ Gastrointestinal neoplasms

▪ Cardiomyopathy update

Current activities

Proposed

▪ Dexrazoxane cardioprotection

▪ Growth hormone use/safety

▪ Asplenia/Hyposplenia

▪ HPV vaccination



Summary

▪ IGHG provides an infrastructure to facilitate global collaboration to 
define and update standards of survivorship care. 

▪ The IGHG methodology involves a multidisciplinary collaboration, an 
evidence-based approach, and transparency in deriving and rating 
the strength of recommendations.  

▪ IGHG activities aim to improve survivorship outcomes by facilitating 
early detection of late effects and timely initiation of interventions 
to preserve health and optimize survivor quality of life. 

▪ IGHG efforts also identify priority research objectives to address 
knowledge gaps in survivorship care.  



Thank you for your attention! 

www.ighg.org

http://www.ighg.org/

