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C-AFTER

Adjuvant Radiotherapy in Patients with High-risk Primary Cutaneous Squamous

Cell Carcinoma AFTER surgery (SCC-AFTER): An Open Label, Multicentre, Two-
arm Phase lll Randomised trial.

Thank you for your interest in taking part in the SCC-AFTER clinical trial. Below is a brief synopsis of the rationale behind the trial
and its objectives, details of the intended patient cohort, inclusion and exclusion criteria and a summary of the trial pathway.

Cutaneous squamous cell carcinoma (cSCC) is a common skin cancer and high-risk cases (defined as BWH staging
system T2b/3) are usually cured by surgery. Unfortunately, it is estimated that 1 in 3 of these patients may develop
recurrent disease in the surgical site or nearby lymph glands (loco-regional recurrence) which can lead to significant
morbidity, impaired quality of life and mortality attributable to cSCC.

Currently, it is not well established if treating high-risk patients with adjuvant radiotherapy (ART) after their surgery
leads to better outcomes. Our feasibility work confirmed clinical equipoise around the best approach for standard of
care, which differs between clinicians and hospital trusts.

The SCC-AFTER trial aims to definitively show whether giving ART plus close clinical follow up (versus close clinical
follow up alone) is beneficial in reducing loco-regional recurrence of high-risk primary cSCC following surgery. The
outcomes from this study will hopefully provide robust and reliable evidence to guide future national treatment
recommendations and improve patient outcomes.

PRIMARY OBJECTIVE SECONDARY OBJECTIVES
e To evaluate the efficacy of ART plus close clinical e Quality of life (QoL) - measured using EORTC QLQ
follow up compared to close clinical follow up alone C30, Skin-specific Skin Cancer Index, Picker Patient
in reducing loco-regional recurrence (LRR) following Experience 15 questionnaire
complete excision of high-risk (BWH T2b/3) primary » Distant metastasis-free survival
¢SCC. e  Overall survival

e Safety and toxicity
e Cost-effectiveness of ART

Participants

The SCC-AFTER trial is designed to be both representative of the population affected by high-risk ¢SCC, and inclusive
of those patients historically under-represented in trial participation, including older, frailer patients, those with
multiple long-term conditions including the immunocompromised and from socio-economically disadvantaged
groups. To that aim, within the trial design we have incorporated the Quintet Recruitment Intervention (QRI) and
the INCLUSION SWAP to help identify barriers to recruitment and optimise involvement of under-served groups,
through exploratory interviews and analysis of recruitment processes.

The trial aims to recruit 840 participants over 25 UK wide sites over 4 years.

Please contact SCCAfter@cardiff.ac.uk with any queries
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INCLUSION CRITERIA EXCLUSION CRITERIA

. High-risk primary cSCC (T2b/T3 by BWH staging
criteria) excised with adequate peripheral and
deep surgical margins (according to BAD
guidelines) with histologically clear margins
(21mm by RCPath criteria). Time since excision
surgery < 3 months (or < 4 months if necessary
but < 3 months is preferred).

Eastern  Co-operative  Oncology  Group
Performance Status (ECOG PS) of <3 at
enrolment.

Adults aged 18 years or older at time of
consent

Fit for ART and able to attend radiotherapy
outpatient appointments

Life expectancy > 6 months

Provision of a signed and dated ICF prior to any
mandatory study-specific procedures, sampling,
and analyses.

Any current clinicopathological evidence of loco-regional
recurrence of the index tumour

Previous (within 3 years) or current non-index primary
¢SCCin skin drained by the same lymph node basin*

cSCC on anatomical sites which interfere with suitability for
ART (such as vermilion lip, eyelids, breast, anogenital area)
Patients with evidence of regional or distant disease at
time of primary cSCC diagnosis

Previous radiotherapy to the same area

Patients with reproductive potential who are not willing to
use contraception for the duration from trial consent until
the last dose of radiotherapy if they are randomised to the
ART arm.

Unable to lie still unattended for 5 minutes in order to
receive ART

Participation in another interventional clinical study that
may affect the recurrence of cSCC (primary end point)
History of another malignancy where metastasis could
cause diagnostic uncertainty or patients receiving active

systemic anti-cancer treatment (excluding hormonal
treatment for prostate or breast cancer) or
radiotherapy.**

*Please consider discussing all patients with multiple cSCC draining to the same nodal basin as the index cSCC with the SCC-AFTER trial team including those within the last 3 years.

**please discuss patients with malignancy of concern with the SCC-AFTER trial team

Trial Design

Following surgery to excise their cSCC and confirmation of eligibility, participants will be randomised to either the
ART followed by close clinical follow up arm or the close clinical follow up arm.

Those assigned to the ART arm will receive ART as follows, to begin within 4 months of their surgery:

e Total field diameter 8cm or less: 45Gy in 10 treatments over 2 weeks, or 55Gy in 20 treatments over 4
weeks, or 60Gy in 30 treatments over 6 weeks.

e Total field diameter greater than 8cm: 55Gy in 20 treatments over 4 weeks, or 60Gy in 30 treatments
over 6 weeks.

It is estimated that the majority of trial patients would be treated with electrons/direct skin apposition. Physical
examination, toxicity and QoL assessments will be completed as per the schedule of assessments, with progression
and survival data collected throughout the trial.

Follow up will be 3 monthly for the first 2 years and then 4 monthly in year 3 to align with standard of care for this
group of patients.

Trial Management

Chief Investigators: Prof. Agata Rembielak, Prof. Catherine Harwood
The Centre for Trials Research, Cardiff University are managing the trial and Cardiff University are Sponsor.
NIHR have funded this trial (NIHR151760) to enable this important research to be carried out.

Please contact the SCC-AFTER team on SCCAfter@cardiff.ac.uk if you would like further information, have any
queries or would be interesting in becoming a recruiting site.

Please contact SCCAfter@cardiff.ac.uk with any queries
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Trial Schema

Adjuvant Radiotherapy in Patients with High-risk Primary Cutaneous Squamous Cell
Carcinoma After surgery (SCC-AFTER):
An Open Label, Multicentre, Two-arm Phase |ll Randomised Group Sequential Trial

Trial Design: Phase Il two-arm group sequential trial with embedded pilot
Population: >18 years, post-surgical, completely excised primary high-risk cSCC
T3/T2b BWH scale, ECOG <3 Trial Setting: 25 UK radiotherapy centres.

TRIAL ENTRY: Eligibility check and informed consent INTEGRATED
| QUINTET
RECRUITMENT
RANDOMISATION INTERVENTION
l l (QRI) and SWAP:
Close Clinical Follow Adjuvant Radiotherapy + Aim:
Up Close Clinical Follow Up Optimise
n =420 0=l recruitment &

informed consent,

Fo_llow-up assessments as per clinical practice particularly among
On-trial assessments: (S)AEs, Qol, HE data, and PRO-CTCAE underserved
- - T groups.
END OF YEAR 1: Pilot Progression Criteria Assessed !
i. Recruitment per centre per month . . P
" - i . 4 STOP/GO decision Duration:
. lotal recruitmen First 24 months of
| recruitment

INTERIM ANALYSIS at end year 3 and end year 4

Parameters: 90% power, two-sided a = 5%

Primary Outcome: Loco-regional Recurrence (LRR)- free Survival Time

Key Secondary Outcomes:

* Qol — measured using EORTC QLQ €30, Skin-specific Skin Cancer Index (SCI), and Picker Patient Experience 15
guestionnaire (PPE-15).

* Distant metastasis-free survival, defined as days from randomisation to the date of distant metastasis or death from
any cause.

* 0S, defined as days from randomisation to death for any reason.

+ Safety /toxicity as measured by common terminology criteria for adverse events (CTCAE) V5.0 scoring system and
serious adverse events, including patient-reported outcomes version of the CTCAE.

* Cost-effectiveness determined by health utility using EQ-5D and recording health resource use. Primary economic
outcome, cost per quality-adjusted life year (QALY). Secondary economic outcome, resource use and costs.

Set-up: 6 months. Recruitment: 4 years.
Follow-up: 3 years. Trial Closure/Analysis: 6 months.

! Progression criteriafor the embedded pilot will need to be satisfied atyear 1 to allow full recruitment intothe trial, incorporates lost to fol low-up of 10%

C5CC: cutaneoussquamous cell carcinoma; Qol: Quality of Life; PRO: Patient Reported Outcome; (S)AEs — (serious) adverse events.

Please contact SCCAfter@cardiff.ac.uk with any queries
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