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Treatment compliance in early-stage anal cancer ®

From the first report from Nigro et al. in the 1970s, che-
moradiotherapy gradually became the standard of care for
early-stage squamous cell carcinoma of the anus (SCCA).*
Despite the lack of randomised data, high cure rates and
sphincter preservation following this treatment justified
relegation of abdominoperineal resection the then-
standard approach to a rescue procedure for refractory
or locally recurrent tumours. Nowadays, a minimum
radiotherapy dose of 45—50.4 Gy delivered in 25—28
fractions combined with 5-fluorouracil and mitomycin C is
recommended by international guidelines? with 3-year
progression-free survival (PFS) rates of about 75%.> While
this outcome applies to unselected populations, poor
prognostic factors have been identified and include male
sex, advanced T/N stage, skin ulceration and non-HPV-
related etiopathogenesis.>”’ Furthermore, results of pre-
vious studies in anal cancer and extrapolation of data from
other tumour types have long suggested the importance of
fully adhering to the treatment plan.® *° This contention is
now confirmed by a retrospective, post-hoc analysis of the
ACT |l trial, the results of which have been published by
Glynne-Jones et al. in this issue of the Annals of
Oncology.™*

The ACT Il trial is the largest randomised phase Il study
ever conducted in the setting of early-stage SCCA and it
substantially contributed to defining the optimal manage-
ment of this disease. It ruled out any beneficial effect of
adding maintenance chemotherapy after standard chemo-
radiotherapy, suggested the equivalence between mito-
mycin C and cisplatin as companion agents for 5-fluorouracil
and established the optimal time point for the assessment
of tumour response.>* Glynne-Jones et al. now take
advantage of its unique design (i.e. absence of predefined
treatment breaks except for weekends) to address the
prognostic value of treatment compliance. By analysing
data from 99% of the trial population, they found that a
delay of >4 days in delivering the total radiotherapy dose
occurred in 10% of cases; this was associated with worse
PFS [hazard ratio (HR) 1.58, P = 0.01] and overall survival
(0OS) (HR 1.72, P = 0.006). A similar association was
observed for the ~21% of patients who showed reduced
compliance to the second cycle of chemotherapy at week 5
with delays/reductions and omissions leading to poorer PFS
(HR 1.56, P = 0.002 and HR 2.39, P = 0.001, respectively)
and OS (HR 1.92, P < 0.001 and HR 2.88, P < 0.001,
respectively).'*
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If we had to summarise these findings and provide
guidance for physicians who manage early-stage SCCA
patients we could simply use the take-home message ‘Do
not reduce, delay or omit, and stick to the treatment
plan!” The analysis was conducted by a group of interna-
tional experts using data from a well-conducted landmark
trial and the results are robust and practice informing.
Also, they built on previous evidence representing indirect
confirmation of the association between lower biologically
effective radiotherapy dose or chemotherapy dose in-
tensity and increased risk of accelerated tumour repopu-
lation.**** Nevertheless, a number of questions remain
which are especially relevant when trying to translate the
study observations into recommendations for daily clinical
practice. First, a potential association between lower
compliance and unfavourable baseline prognostic factors
or on-treatment events including toxicity cannot be
entirely excluded. For instance, chemotherapy compliance
in the ACT Il trial was significantly lower (58% versus 80%)
in patients with a baseline glomerular filtration rate of
<60 ml/min, while information about prognostic variables
such as performance status and HPV infection was not
available. Second, it is not clear which treatment compli-
ance should be considered more important to avoid
suboptimal therapeutic effects and poor outcome. For
instance, in the presence of toxicity or logistical issues that
preclude delivery of radiotherapy would it be better (if
feasible and not clinically contraindicated) to deliver
chemotherapy as planned to avoid delays or omissions?
This question remains unanswered as the ACT Il study
protocol mandated chemotherapy delays if radiotherapy
had to be interrupted for toxicity as confirmed by the
substantially higher proportion of patients having
chemotherapy dose reduction, delays or omissions in the
radiotherapy noncompliant group (45% versus 16%). Third,
is the prognostic impact of treatment compliance similar
across all patients or are there individual categories for
whom adherence to the chemoradiotherapy plan is most
crucial? Subgroup analyses from the ACT Il trial suggest
that dose reductions and/or delays of chemotherapy at 5
weeks may be detrimental to patients with T3/4 tumours
whereas no interaction exists between radiotherapy
compliance and T stage or other factors. Of note, these

hypothesis-generating findings appear to somehow
contrast with the rationale underlying the stage-
dependent radiotherapy dose escalation/de-escalation

design of the ongoing Personalising Anal cancer Radio-
Therapy dOse (PLATO) trial** and would require confir-
mation before prompting individualised, risk-based
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management decisions. Fourth, what is the minimum
length of a radiotherapy interruption that could have a
meaningful detrimental effect on patient outcome? In
their study, Glynne-Jones et al. used >4-day delay as a cut
off according to the 2015 UK contemporary national
guidance. Mathematical modelling of data from other
tumour types though suggest that each day of uncom-
pensated radiotherapy interruption may be associated
with an absolute reduction of local tumour control of
>1%.° Finally, should modifications to the treatment plan
occur, what would be the most effective way to
compensate for these? This is indeed a highly debated
topic and a number of compensation methods to retain
the overall treatment time in case of radiotherapy in-
terruptions have been proposed including among others
treatment on weekends, twice-daily sessions and
increased doses per fraction.'> No specific recommenda-
tion regarding compensation strategies was provided to
the ACT Il investigators and the group of patients who
received a compensatory higher radiotherapy dose (i.e.
>50.4 Gy) to likely account for treatment gaps is too small
to draw any conclusions.

While waiting for more data to address these questions
and bearing in mind the potential of intensity-modulated
radiotherapy (IMRT) and proton beam radiotherapy to
increase treatment compliance,® the analysis by Glynne-
Jones et al. represents an important warning for health-
care providers who should be prompted to put in place all
preventive and corrective measures that are needed to
reduce to a minimum the risk of treatment modifications.
Prevention, early identification and management of
treatment-related toxicities as well as adequate staff and
technical resources, quality assurance programs and effi-
cient contingency plans to account for unscheduled radio-
therapy interruptions are paramount. National guidelines
on this topic are now available,"”"*® but it remains unclear
to which extent their recommendations are routinely
implemented in everyday practice. The ACT Il trial suggests
the existence of a substantial heterogeneity across centres
at least in terms of efficiency of preemptive compliance
measures with a more than doubled rate of treatment
modifications in low as compared with high recruiting study
sites (38% versus 17%). These data reinforce the importance
of multidisciplinary, academic initiatives to define quality
frameworks for the optimal management of SCCA as well as
the need to include treatment compliance among the main
indicators of quality treatment of national audit programs.
Also, they raise the question of whether centralised care
models based on integrated cancer networks should be
considered.

SCCA has been historically neglected especially if
compared with other tumour types in terms of clinical
research, funding and health policy initiatives, largely due to
the low incidence which is however on the rise.' It is clear
that the risk of suboptimally delivered treatments and care
inequalities across centres exist and appropriate measures
to tackle these issues should be taken as soon as possible.
In other words, it is time to mind and fill the gap!
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