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Ensuring your trial is designed for all who could benefit

Trial teams need to do everything possible to make their trial relevant to the people to whom the results are intended to apply (often patients) and those expected to apply them (often healthcare professionals). The four questions below are intended to prompt trial teams to think about who should be involved as participants, and how to facilitate their involvement as much as possible. These questions should be considered by trial teams in partnership with patient and public partners, including individuals from, or representing, groups identified in Question 1. Note that:  
· ‘Intervention’ means the treatment, initiative or service being evaluated.  
· ‘Comparator’ means the what the intervention is being compared to.
· ‘Effective’ means the intervention provides important benefits for people with the disease or condition that is the focus of the trial. 
We recommend that trial teams use the worksheets to help them think through their answers to the four key questions.  

1. Who should my trial results apply to?
Which groups in the community could benefit from the intervention if it was found effective, or benefit from not having it if it was found ineffective and/or harmful?

2. Are the groups identified in Question 1 likely to respond to the treatment in different ways?
How might the disease or cultural factors mean that some groups in the community respond to, or engage with, the treatment(s) being tested in different ways? 

3. Will my trial intervention and/or comparator make it harder for any of the groups identified in Question 1 to engage with the intervention and/or comparator?
How might the intervention and/or comparator, including how they are provided, make it harder for some groups in the community to take part in the trial?

4. Will the way I have planned and designed my trial make it harder for any of the groups identified in Question 1 to consider taking part? 
How might elements of trial design, such as eligibility criteria or the recruitment and consent process, make it harder for some groups in the community to take part?
	1. Who should my trial results apply to?

	Completed from the trial registration document https://www.isrctn.com/ISRCTN59757862, the lay summary on the Cancer Research UK website https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/a-trial-to-find-out-how-long-to-give-chemotherapy-after-surgery-for-bowel-cancer and the NIHR report https://doi.org/10.3310/hta23640 . 
[bookmark: _Hlk51841839]We were not involved in designing this trial, we did not discuss the information on the worksheets with the trial team, and the worksheets were completed retrospectively rather than at trial design, none of which is ideal. Given the above, the information in the worksheet may not be a proper reflection of the trial because we did not have access to all the trial materials. The information is therefore intended to be illustrative, not definitive.
3-month versus 6-month adjuvant chemotherapy for patients with high-risk stage II and III colorectal cancer: 3-year follow-up of the SCOT non-inferiority RCT. Participants were randomized to (1) 6 months of XELOX/FOLFOX chemotherapy, (2) 3 months of XELOX/FOLFOX chemotherapy. 
In the UK, there are 42,886 new colorectal cancer cases each year. Rates of colorectal cancer are lower in Asian and Black ethnic groups and in people of mixed or multiple ethnicity compared to the White ethnic group, in England (2013-2017).
Ideally, the treatments should be suitable for all those at risk of the disease, and the trial population should aim to look similar to UK census data; appreciating that rates of bowel cancer are lower in some ethnic groups.




	2. Are the groups identified in Question 1 likely to respond to the treatment in different ways? ( VIEW WORKSHEET )

	One study found differences in toxicity profiles of FOLFOX chemotherapy in Asian versus White patients. Neutropenia and thrombocytopenia were more frequent in East-Asian patients. Peripheral sensory neuropathy was less common on East-Asian patients. Other studies have shown that FOLFOX can show a lower response rate in Black patients.
XELOX might have similar discrepancies by ethnic groups, but there is no clear evidence to support this.



	3. Will my trial intervention and/or comparator make it harder for any of the groups identified in Question 1 to engage with the intervention and/or comparator? ( VIEW WORKSHEET )

	Depending on which arm the patient draws and which regiment they are given, there are implications to numbers of visits to hospital. The control arm (6 months chemotherapy) receiving XELOX regimen would have 8 cycles at 3 weekly intervals or if receiving FOLFOX regimen – 12 cycles at 2 weekly intervals. The experimental arm (3 months chemotherapy) receiving XELOX regimen would have 4 cycles at 3 weekly intervals, or if receiving FOLFOX – 6 cycles at 2 weekly intervals. Clinical follow-up after the trials is monthly for 3 months (experimental arm only), 3 monthly until month 12, 6-monthly until month 24, then annually thereafter. Maximal duration of follow-up: 7 years.
The only difference between the intervention and comparator is the length of chemotherapy. Since the shorter chemotherapy course has monthly check-ups after it that make up for the difference in therapy length, the two are very similar timewise from the participant’s perspective. The only barriers might be those that stand in the way of patient’s receiving cancer care outside of the trial as well.

	4. Will the way I have planned and designed my trial make it harder for any of the groups identified in Question 1 to consider taking part? ( VIEW WORKSHEET )

	All trial participants will have a diagnosis of colorectal cancer – there are differences in routes of presentation for diagnosis and in stage at presentation between ethnic groups. It is not clear from the information available whether information about the trial is only available in English, and only in writing – if this is the case, this will reduce the ability of people from some ethnic groups to participate in the study. It is also not clear how potential participants will be approached about the trial, but this is likely to be by a member of the surgery/oncology team. A shared MDT decision to approach may be more inclusive than an individual decision at the discretion of the member of the team.



Worksheets for thinking through factors that might affect ethnic group involvement in a trial

These worksheets are intended to be used by trial teams in partnership with patient and public partners to ensure that ethnic group involvement is considered at the trial design stage. Before completing the worksheets, the trial team should have answered Question 1 of the INCLUDE Key Questions with regard to ethnic group involvement.    
The worksheet may cover issues that some trial teams already think about. The intention is that the worksheet will help to highlight issues consistently across trials for all trial teams, as well as raising some questions that may not be routinely considered at present.    
Finally, while the worksheet asks trial teams to think about possible differences between ethnic groups, it is important to remember that there are also differences within ethnic groups, especially between generations and between men and women. No ethnic group is homogenous. See Appendix 1 for more on our definition of ethnicity.  

[bookmark: WorksheetONE]Worksheet 1
This worksheet provides some questions to guide your thinking about ethnic group involvement when answering Question 2 of the INCLUDE Key Questions.  
Disease and cultural factors that might influence the effect of treatment for some ethnic groups

	Disease
	How might the prevalence of the disease vary between each ethnic group in the target population? 

	Response:
There are 42,900 new bowel cancer cases in the UK every year (2016-2018 data; https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/bowel-cancer#heading-Zero).  The National Bowel Cancer Audit, covering England and Wales and the period 1 April 2017 to 31 March 2018, reports 31,676 patients diagnosed with bowel cancer, of which 8,874 were diagnosed with rectal cancer https://www.nboca.org.uk/content/uploads/2020/01/NBOCA-2019-V2.0.pdf.  The Audit does not report on ethnicity.  
Data from England 2013-2017 – bowel cancer incidence rates are lower in the Asian and Black ethnic groups and in people of mixed or multiple ethnicity compared to the White ethnic group (https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/bowel-cancer#heading-Zero). 
 

	
	How might the severity of the disease vary between each ethnic group?
	Response: Data from Scotland suggest that uptake of bowel screening (FOB) is lower among Indian, Pakistani, Bangladeshi and other South Asian men and women than among White Scottish men and women (https://bmjopen.bmj.com/content/10/10/e037011). Analysis of English data confirms that stage at diagnosis is related to relative survival https://www.nature.com/articles/bjc201549#Tab3  
Among Black Caribbean colorectal cancer patients with known stage (2012-2013), the proportion diagnosed at late stage was significantly higher than among White British colorectal cancer patients (http://www.ncin.org.uk/view?rid=3286).  There were no other significant differences. 
Data from the Thames Cancer Registry (2000-2012) including 77,057 colorectal cancer patients showed that patients from a Black Afro-Caribbean background were diagnosed at a younger age than the White British patients.  Black Afro-Caribbean patients were more likely to present with Stage IV tumours than white patients, and this association persisted after adjustment for social deprivation and age.  However patients with rectal cancer were less likely to be diagnosed with stage IV disease that those colon cancer (https://www.sciencedirect.com/science/article/pii/S1877782117300152).   


	
	How might the disease present in people from each ethnic group (this may include symptoms, type or pattern or rate of disease progression)?

	Response: : In a survey of 1013 adults aged 60 years and older, symptom awareness for bowel cancer was significantly lower among all non-white ethnic groups compared to white British/Irish https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7967942/#!po=42.3077.  Symptom awareness was also lower among those whose first language was not English compared to those whose first language was English. In the same survey, awareness of national screening for bowel cancer was lower among Afro-Caribbean and Somali adults compared with White British/Irish adults.  
There are differences in route to diagnosis of cancer by ethic group but the patterns are not clear https://www.nature.com/articles/s41416-022-01847-x#MOESM4
See also above section for comments on stage at presentation.  


	
	How close is the match between each ethnic group living with the disease and the ethnic groups living in the areas where the trial is to be run?
	Response: Patients were recruited from 244 oncology clinicals from six countries (UK, Denmark, Spain, Sweden, Australia and New Zealand). The specific number of people recruited from each site is not mentioned.
In England, where this statistic is available, colorectal cancer patients are 90% White, 2.1% Asian, 1.4% Black and 0.3% Mixed. According the 2021 census, 82% of people in England and Wales identify as White, 9% - Asian, 4% Black, 3% - Mixed.

	
	Other factors to consider: 

	Cultural
	How might perceptions of the disease and social stigma around it be different for each ethnic group in the target population?
	Response:
In interviews of 1916 adults in England in 2016, levels of cancer stigma were low, but individuals from a Black, Asian and Minority Ethnic background had higher stigma scores (on the Cancer Stigma Scale) than those from a White background https://bmccancer.biomedcentral.com/articles/10.1186/s12885-019-5787-x.  In the same study, higher cancer stigma was associated with not being screened as recommended for colorectal cancer.  
https://news.cancerresearchuk.org/2022/09/23/health-inequalities-breaking-down-barriers-to-cancer-screening/ 
In a systematic review which included 15 studies (6 from the UK) identified a number of themes in relation to interactions with healthcare services (discrimination, lack of autonomy, language barrier, embarrassment, preference or/use of “traditional medicine”), emotional reactions to cancer (fatalism, God’s will, punishment from god, superstition, cancer is deadly, fear delaying help seeking, fear motivating help seeking, secrecy, avoidance, stigma, taboo) and knowledge and beliefs (low health literacy abut cancer, causes of cancer, cancer treatment and prognosis, and cancer signs and symptoms) in minority ethnic groups https://onlinelibrary.wiley.com/doi/10.1111/ecc.12556   
Patients from Black or Asian ethnic groups report more negative experiences of cancer care than patients from white ethnic groups (smaller proportions report that care was excellent, that they always understood the clinical nurse specialist, and that they trusted and had confidence in hospital doctors and ward nurse (http://raceequalityfoundation.org.uk/wp-content/uploads/2018/07/REF-Better-Health-471-1.pdf).   


	
	How might ways of describing the disease be different for each ethnic group?
	Response:
Response:
The systematic review https://onlinelibrary.wiley.com/doi/10.1111/ecc.12556 described above includes some quotes from the original research articles: 
· we don’t even talk loudly about cancer: we whisper when cancer is mentioned or discussed.
· People feel that if they don’t talk or think about it, it won’t happen.
Many minority ethnic languages do not have a word for the disease. https://www.bmj.com/content/314/7080/535.9


	
	How might cultural practices, beliefs and traditions influence the acceptability of, and adherence to, the treatment(s) for each ethnic group?

	Response:
Qualitative research involving 55 cancer patients from an ethnic minority background or their carers identified inequalities faced by ethnic minority patients, including deciding the best treatment and a dismissive attitude towards incorporating alternative forms of medicine as part of their treatment.  https://northerncanceralliance.nhs.uk/wp-content/uploads/2021/09/NHSE-Qualitative-report-Experiences-of-ethnic-minority-patients-in-England-2020-1.pdf


	
	How or when might people in each ethnic group access healthcare for this disease differently?
	Response:
See comments above in relation to screening, stage of presentation and route to diagnosis.  

	
	Other factors to consider:


[bookmark: WorksheetTWO]
Worksheet 2
This this worksheet provides some questions to guide your thinking about ethnic group involvement when answering Question 3 of the INCLUDE Key Questions.

Intervention and comparator factors that might affect how some groups engage with the intervention and/or comparator*

	
What
	How might the intervention(s) and comparator limit participation of people from each ethnic group in the target population?
	The intervention and comparator only differ in chemotherapy length – 6 versus 3 months. 
Since the shorter chemotherapy course has monthly check-ups after it that make up for the difference in therapy length, the two are very similar timewise from the participant’s perspective. The only barriers might be those that stand in the way of patient’s receiving cancer care outside of the trial as well. This can include poor transport links, timing and length of research visits, financial reasons, distrust of researchers. Many of these factors disproportionately impact people from poor socioeconomic backgrounds, which often includes ethnic minority groups.


	
	How, and in what way, were people from each ethnic group involved in selecting or designing the trial intervention/comparator?
	Patients were involved in the conception of the study, a review of the original study protocol and the proposal to extend study follow-up. However, it is not clear whether people from different ethnic groups were involved in selecting or designing the trial intervention/comparator.

	
	Other factors to consider:

	
Who
	How might the person delivering the intervention/comparator limit participation of people from each ethnic group in the target population?
	Response: It is not clear who will deliver the interventions/comparator but it is assumed that it will be delivered by the normal surgical/oncology teams within the treating hospital.  
The ethnic profile of doctors in the NHS is more diverse than the wider population, with around 40% coming from ethnic minority backgrounds. Asians represent almost 30% of NHS medical staff. This may help with recruitment of some ethnic groups, although racism and prejudice among some members of the majority population could have the opposite effect.
Ethnic minority patients report lower satisfaction and less positive experiences of care overall and ethnic minority patients remained less positive than those in the White British group, after statistical adjustment. Ethnic minority patients also reported lower confidence in, and less understanding of, healthcare professionals, including clinical nurse specialists, doctors, and ward nurses.
It is unclear what impact these factors will have in the trial. Clear, culturally sensitive communication between doctor, patient and family will, as always, be helpful for both care delivery and the trial.

	
	Other factors to consider:

	
How
	How might the mode of delivery (e.g. telephone, video-call, face-to-face, in groups) limit participation of people from each of the ethnic groups in the target population?
	Response:
All participation in the trial was face-to-face in hospital, including all follow-ups after the trial since at each follow-up full blood count, urea and electrolyte levels, liver function ad carcinoembryonic antigen were all tested along with a computed tomography of the chest, abdomen and pelvis. People could be limited from participation due to poor transport links, timing and length of research visits, financial reasons. Many of these factors disproportionately impact people from poor socioeconomic backgrounds, which often includes ethnic minority groups.

	
	Other factors to consider:

	
Where
	How might where the intervention/comparator is delivered (e.g. hospital, general practice, local library) limit the participation of people from each ethnic group in the target population?
	Response:
All participants will be in hospital and have had a diagnosis of rectal cancer. 

	
	Other factors to consider:

	
When & Intensity
	How might when the intervention/comparator is delivered (e.g. during working hours) or the intensity (e.g. number of times it is delivered, over what period, time commitment for each session and overall) limit participation of people from each ethnic group in the target population?
	Response:
There is no mention of the exact time the intervention or comparator is delivered. The treatment itself will have the same time commitment as chemotherapy would have for these patients even if not participating in the study.
The follow-ups might present a big time commitment considering participants need to be at hospital and have multitudes of tests. 

	
	Other factors to consider:



*These factors are taken from TIDieR (http://www.equator-network.org/reporting-guidelines/tidier/).


Worksheet 3a
This worksheet provides some questions to guide your thinking about ethnic group involvement when answering Question 4 of the INCLUDE Key Questions.

Trial eligibility and participation factors that might affect how some groups engage with the trial
	Eligibility
	How might eligibility criteria exclude members of each ethnic group in the target population for reasons other than their clinical eligibility for the trial (e.g. availability of medical history, must speak English, location, gender, age, discussing pregnancy, internet/mobile telephone access)?
	Response:
The inclusion criteria are primarily clinical. There is a criteria “written informed consent” but it is not clear from the information available if the PIL/ICF is available in languages other than English (or any of the first languages in other recruitment countries). There are contraceptive requirements (for women and men) within the organ preservation arms (not clear if this is just in the Phase III study, or in the relevant arms in the Phase II study).  . 

	
	Other factors to consider:

	Opportunity to participate
	How might the way(s) (and by whom) potential participants are made aware of the trial (e.g. posters in clinic, written letter from a doctor, asked by a nurse) limit the participation of each ethnic group in the target population?
	Response:
From the information available (registration documents, trial website), it is not clear how participants are approached or made aware of the study.  

	
	How might the information that tells potential participants about the trial (e.g. participant information leaflet) limit the participation of each ethnic group?
	Response:
From the information available, it is not clear what information potential participants receive, or whether the information is available in languages other than English, or whether it is available in a non-written form.  


	
	How might cultural practices, beliefs and traditions change the way each ethnic group perceives the information they are given?
	Response:
The information that is available does not detail the information that potential participants receive about the study.  It is not clear whether members of the public from any ethnic group were involved in preparing the information that potential participants receive about the study (either in writing or orally).  Differences in attitudes to health research are likely to limit participation of people from different ethnic groups unless this are considered as part of the information they receive.

	
	Other factors to consider:

	Consent procedures
	How might the way consent is sought (i.e. where, by whom, written vs verbal, verbal translations/multiple languages, access to interpreters) limit the participation of each ethnic group in the target population?
	Response:
The protocol for this trial is not publicly available, and the registration documents do not detail how consent is sought or recorded, or who will receive consent. It is also not clear whether any members of the public from any ethnic group were involved in preparing the consent materials and this may limit the ability of some ethnic groups to participate.

	
	How might the way people would like to discuss participation with family before providing consent differ for each ethnic group?
	Response:
It is not clear if PIL/ICF are available in languages other than English, or if provision has been made to use translators.  
If written material is a key part of the information provision for the trial this is likely to limit participation of individuals from any ethnic group with low literacy levels. If recruiting staff can speak the same language as the potential participant, this problem may be mitigated. Even with translation, older people from some ethnic groups do not read the language they speak.
It is also unclear if the written information has been developed together with people from a range of ethnic groups. It is possible that even for non-White British who read English well, the text may inadvertently limit participation

	
	How might the way the research team can check how well consent information is understood differ for each ethnic group?
	Response:
From the information available, it is not clear how the research team will check how well consent information is understood.
The challenge for the research team to understand how well consent information has been understood is around language ability and cultural competence (i.e. an awareness of issues that maybe be important to some ethnic groups but not others, or more to some groups than others). If the research team member is White-British it is unlikely that they will have this for any ethnic group other than White-British unless they have received training.

	
	Other factors to consider:





[bookmark: WorksheetTHREEA]Worksheet 3b
This worksheet provides some questions to guide your thinking about ethnic group involvement when answering Question 4 of the INCLUDE Key Questions.
Trial data collection factors that might affect how some groups engage with the trial

	
What
	How, and in what way, were people from each ethnic group in the target population involved in selecting the trial outcomes? 

	Response: 
The protocol for this trial is not publicly available – it is not clear from the information available who was involved in the selection of outcomes.   

	
	How might the trial outcomes themselves, or other data being collected (e.g. a patient’s background information) limit the participation of each ethnic group?
	Response:
The main outcomes being collected were disease-free survival, overall survival, and toxicity. At follow-up sessions, full blood count, urea and electrolyte levels, liver function and carcinoembryonic antigen were tested. Additionally, computed tomography of the chest abdomen and pelvis was conducted. Health-related quality of life was assessed using the European Organisation for Research and Treatment of Cancer (EORTC) questionnaires. Neuropathy was assessed using the Functional Assessment of Cancer Therapy/Gynecologic Oncology Group–Neurotoxicity (FACT/GOG-Ntx4) questionnaire. It is unclear whether questionnaires were available in languages other than English. Follow-ups may limit the participation of ethnic groups due to limited transportation options, financial issues and time restrictions.

	
	Other factors to consider:

	
Who
	How might the people who collect data limit the participation of each ethnic group in the target population?
	Response:
From the information available, it is not clear who the people collecting the data are – likely to be NHS staff.  There are also participant questionnaires but it is not clear how these are delivered (for example by post or at a face-to-face follow-up visit).

	
	Other factors to consider:

	
How
	How might data collection methods limit the participation of each ethnic group in the target population?
	Response:
If the clinical outcomes are extracted from medical notes after routine follow-up appointments, the data extraction process itself is unlikely to limit participation of any ethnic group.  
It is not clear whether the questionnaires are available in languages other than English – if they are not, this is likely to impact on participation.  

	
	Other factors to consider:

	
Where
	How might where data are collected limit the participation of each ethnic group in the target population?
	Response:
Since data collection involves additional visits to hospital, the issues described previously (transport links, timing/length of visit) are likely to have an impact.


	
	Other factors to consider:


Worksheet 3c
This worksheet provides some questions to guide your thinking about ethnic group involvement when answering Question 4 of the INCLUDE Key Questions.
Factors that might affect the planned analysis of trial results

	
Retention
	How might the trial data available for participants differ between each ethnic group in the target population?
	Response:
It is not clear what trial data was available for participants and whether this was offered in multiple languages.

	
	Other factors to consider:

	
Benefits
	How might the benefits of the trial intervention(s) differ between each ethnic group in the target population?
	Response:
It is not clear whether the benefits of each of the trial interventions are likely to differ between each ethnic group.  

	
	Other factors to consider:

	
Harms
	How might the possible harms of the trial intervention(s) differ between each ethnic group in the target population?
	Response:
It is not clear whether the harms of each of the trial interventions are likely to differ between each ethnic group.  

	
	Other factors to consider:

	
Subgroup analyses
	How should variation between ethnic groups in the target population be explored– should there be planned subgroup analyses?
	Response: 
6088 patients were recruited (3044 per group). Subgroup analyses could be possible but were not done. 

	
	Other factors to consider:

	
Interim analyses
	How should any interim analysis handle variation between ethnic groups in the target population?
	Response:
There is no information available on planned interim analysis.  Any interim analysis could look for signals in harms or benefits in one or more ethnic groups.   

	
	Other factors to consider:

	
Stopping triggers
	How should any rules to stop the trial early on safety or benefit grounds handle variation between ethnic groups in the target population?
	Response:
Any stopping rules should consider the benefits or harms by ethnic group. The certainty available for this will be less than for the majority population.  

	
	Other factors to consider:










Worksheet 3d
This this worksheet provides some questions to guide your thinking about ethnic group involvement when answering Question 4 of the INCLUDE Key Questions.
Factors that might affect the planned reporting and dissemination of trial results

	
What
	How, and in what way, were people from each ethnic group in the target population involved in planning the reporting and dissemination of the trial results? 
	Response:
The dissemination plan that is available on in the ISRCTN registration documents (https://www.isrctn.com/ISRCTN14240288) does not indicate any planned PPI input in the reporting and dissemination of trial results. The registration document indicates that a lay summary will be made available on the Cancer Research UK website.

	
	Other factors to consider:

	
How
	How might planned reporting and dissemination methods limit engagement with each ethnic group in the target population?
	Response:
As noted above, a lay summary will be made available on the Cancer Research UK website. This may limit engagement.  Written information that people have to find for themselves is not conducive to engagement by any ethnic group.  Different methods of dissemination may help to increase engagement with the findings of the study.

	
	Other factors to consider:

	
Where
	How might where trial results are planned to be reported and disseminated limit engagement of each ethnic group in the target population?
	Response:
See response to “how” above.

	
	Other factors to consider:


Worksheet for thinking through measures to address factors that might prevent full community involvement
Use this worksheet to list key factors that might affect the involvement of some ethnic groups in the target population of your trial, along with measures to mitigate the effect of those factors and their cost. Add extra rows as needed.
Please remember that there are also differences within ethnic groups, especially between generations and between men and women. No ethnic group is homogenous.

	Factors that may prevent full community involvement
	Proposed measures (several options may be needed)*
	Cost of measures

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	


*See https://centreforbmehealth.org.uk/resources/toolkits/ for suggestions for how to address factors that affect community-wide involvement.
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