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What is the significance of this paper?
This debate paper summarises the rationale and design of the ACT3 component of the UK
national PLATO anal cancer umbrella trial. The results from this trial will, for the first time,
provide an evidence base for the management of early stage anal margin cancers.

Anal squamous cell carcinoma is an uncommon Human Papilloma Virus (HPV)-related
malignancy, the incidence of which has increased two- to four-fold over the past three
decades [1, 2]. Results from the first three phase III trials, performed in the 1990s (the
largest being the ACT I trial in the UK [3]), established concurrent mitomycin C (MMC), 5fluorouracil chemotherapy and radiotherapy (CRT) as the main primary treatment. Three
subsequent trials (including ACT II in the UK [4]), performed between 1998 and 2008,
demonstrated evidence of no benefit from the use of additional chemotherapy before or after
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CRT, or concurrent cisplatin. These trials broadly used a “one size fits all” radiotherapy
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approach for a wide spectrum of the loco-regional disease stages at presentation.
Today, patients undergo staging pelvic MRI, and increasingly FDG-PET, to better

define tumour (T) and nodal (N) stage. While these new imaging technologies have some
weaknesses in clinic (for example, imperfect specificity for nodal involvement [5]), there are

nonetheless greater opportunities to identify sub-groups that require stratified approaches to
treatment. One such subgroup is early stage cancer (T1N0) of the anal margin, which todate has been understudied. The anal margin is defined as the pigmented skin immediately

surrounding the anal orifice, extending laterally to a radius of approximately 5 cm. Clinical
trial data indicate that 12% [4] to 23% [3] of anal cancers arise from the margin, but these
statistics only account for patients undergoing CRT. We estimate that only 4% of all anal
cancers are anal margin tumours treated by local excision (LE) [6]. The oncological
principles in this setting are: complete excision of T1N0 tumours is achievable in many
patients without major surgical morbidity, with avoidance of the CRT-related morbidity, and a
low risk of subsequent local relapse or nodal spread.
However, large-scale data to support the above principles are lacking. In the

literature, studies are mainly historical small retrospective case series (Table 1) [7-13].
There is heterogeneity of tumour stages and treatments and a lack of definition and
reporting of histological margin involvement. Some centres used post-excision radiotherapy,
generally without clear selection criteria, such that the results of this strategy are unclear.
Until the 7th Edition of the AJCC Staging System (2009) [14], anal margin cancers

were staged by skin cancer criteria. In the latest 8th Ed AJCC [15], the criteria were revised
in line with anal canal cancers. Nonetheless, there remains a historical misconception that
these tumours are similar to skin cancers. The latter are routinely treated with repeated
excision but the perianal anatomy limits the usefulness of this strategy, and experience
shows that repeated excision results in significant morbidity. By contrast, HPV-related anal
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cancers are radiosensitive and lower doses are likely to achieve excellent outcomes for
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residual microscopic disease, with less toxicity in comparison with higher doses required to
treat skin cancers.
For early stage anal margin tumours, the 2014 ESMO guidelines [16] recommended

> 5 mm surgical clearance, presumably based on principles for skin cancers. These
guidelines state that a poorly differentiation histology is a contra-indication to LE, but as
Table 1 indicates, there is a paucity of data to support this. The 2017 ACPGBI guidelines

[17] state that “the tumour should be excised with a margin of normal perianal skin and
deeper tissue” – but without defining a clear margin. Thus, there is a dilemma. The results of
some series, such as those from Manchester (Table 1), suggest that selective CRT is
appropriate, whereas if the ESMO guidelines were followed, nearly all patients should
require post-excision CRT.
The PLATO (PersonaLisingrAdioTherapydOse in anal cancer, ISRCTN88455282)

trial [18] is a single protocol ‘platform’ comprising the ACT3, 4 and 5 trials with the aim of
personalising radiotherapy dose across the spectrum from early to locally advanced stage
disease. The ACT3 trial is designed as a non-randomised, phase II multi-centre trial in
patients with T1N0 anal margin cancers. It assesses a pre-defined treatment strategy using

LE for T1N0 anal margin tumours. Patients with margins >1 mm undergo active surveillance;
whereas selective post-excision low-dose involved field CRT (41.4Gy in 23 fractions with

concurrent day 1 MMC and capecitabine 825mg/mg bd on days of radiotherapy) will be used
for patients with close or positive margins (Figure 1). Due to the lack of high quality
evidence, a consensus view† was developed where we defined an involved margin as
microscopic carcinoma present  1mm at the lateral or deep margin. To address the concern

that conventional post-excision CRT is associated with considerable morbidity, there is a
rationale for the use of lower dose radiotherapy underpinned by previous published studies
[19, 20] and modelling [21] of treatment doses lower than those conventionally used.
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ACT3 will recruit ninety eligible patients, who have undergone LE, and aims to
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demonstrate a 3-year loco-regional failure rate of <10% following frequent clinical
assessments (3 monthly in first 2 years; 6 monthly in year 3) and pelvic MR imaging at 12
and 36 months. In PLATO ACT3, the strategy of low dose CRT for margins ≤1 mm will
discourage ad hoc use of post-excision CRT and the practice of repeated excisions.
Recruitment commenced in January 2017. Patients who consent to participate in

ACT3 will know their proposed treatment approach as this is defined by margin status (the
study is not randomised). The first year identified barriers to recruitment, which we are
addressing. First, while patients may present through several clinical routes, we expect most
will come through colorectal surgeons. There are clear opportunities for this surgical
community to be pivotal in identifying potential patients and referring these timely to the
regional anal cancer MDT for trial recruitment. Second, we have recently widened the

inclusion criteria to include piecemeal excisions to reflect presentations in clinical practice –
for example, after haemorrhoidectomy - provided there is source data documentation prior to
excision that the lesion was <2 cm. Third, there is a subset of patients with asymptomatic

anal cancer excised on surveillance which have recently been defined by the LAST
consensus as ‘superficially invasive squamous-cell carcinoma’ (SISCCA) of the anus.

SISCCA is defined as an invasive squamous cell carcinoma that (i) has an invasive depth of
≤3 mm from the basement membrane, and (ii) has a horizontal spread of ≤7 mm in maximal
extent, and (iii) has been completely excised [22]. These lesions are superficial when
present in the anal margin skin and are limited to the mucosa in the anal canal, contrasting
with larger lesions of the anal canal for which local excision is contra-indicated [16, 23].
In this understudied group of early stage anal cancers, where management is

currently heterogeneous, we hope to define strategy suitable for international use through
the ACT3 trial.
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