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Figure 1: Participant journey flow chart

• Pathogenic variants (PVs) in several cancer 

susceptibility genes (CSGs) increase the risk of 

developing breast, ovarian, endometrial and colorectal 

cancers - many are potentially preventable

• Effective preventive options include risk-reducing 

surgery, medical prevention, screening and lifestyle 

changes

• Genetic testing is currently only offered to women 

identified as high-risk using clinical/family-history 

based criteria via specialised genetics clinics 

• Thresholds for testing are high: 50-80% of PV-carriers 

do not meet the current testing criteria and are missed

Introduction

Inclusion criteria:
• Protect-C will recruit 5,000 women, trans men and non-

binary people with female reproductive organs who are 

≥18 years

Exclusion criteria: Individuals who have:

• Undergone genetic testing for one or more of the 

following CSGs: BRCA1, BRCA2, PALB2, RAD51C, 

RAD51D, BRIP1, MLH1, MSH2, MSH6

• One or more first- or second-degree relatives with a PV 

in any of above CSGs; or

• Inability to provide informed consent 

Eligibility

• PROTECT-C is a completely digital 

prospective cohort study evaluating 

population-based genetic testing using a 

Direct-to-Participant (DTP) approach

• Participants are recruited via self-referral 

and invitations sent through NHS Digitrials 

• Saliva samples will be collected via post

• Recruitment, genetic testing consent process, 

and return of results will be undertaken via a 

bespoke digital app platform

• Participants will be supported by a dedicated 

helpline, email or virtual appointment with a 

specially trained counsellor

Study Design

Scan here for 

more information

Analysis, Results and Conclusions
• Recruitment is expected to open in early 2026 and is anticipated to 

take 18-24 months

• Analysis of the primary objective will be undertaken after the final 

participant has undergone genetic testing and received a valid result

• The end of the study will be 24 months after receipt of the last (Year 

8) follow-up questionnaire from the final participant

• PROTECT-C will address knowledge gaps including the uptake and 

acceptability, psychosocial outcomes and cost-effectiveness of DTP 

population-based testing

PRIMARY OBJECTIVE: to evaluate the impact of 

population-based genetic testing on identification of 

pathogenetic/likely pathogenic variants in high and 

moderate penetrance CSGs compared with 

family-history genetic testing

Objectives

Impact of genetic testing 

on quality of life and 

psychosocial wellbeing

Impact of return of variants 

of uncertain significance

Uptake of 

cascade 

testing

Cost-

effectiveness 

Experience with 

using & usability of 

the PROTECT-C App

Uptake of risk management options in 

CSG specific PV-carriers & women at 

moderate/high risk of breast & 

ovarian cancers

Satisfaction and regret with 

population-based testing

Experiences of 

participants with 

undergoing 

genetic testing 

Secondary objectives:
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Opening soon!
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