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Abstract

The aim of this editorial is to focus on the urgent need to improve clinical outcomes in patients with bulky primary anal

canal carcinoma.
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Clinical commentary

Anal canal carcinoma is a relatively rare malignancy with an
estimated 50,865 new cases/year and almost 19,300 cancer-
related deaths/year globally [1]. Definitive radiotherapy with
concurrent mitomycin C and 5-fluoruracil-based chemother-
apy (CRT) provides a 5-year overall survival (OS) rate of
more than 65% with a colostomy-free survival of approxi-
mately 60% and is considered a well-established standard of
care worldwide [2]. However, it is associated with persistent
disease in 10-15% of patients and a 30% recurrence rate,
especially in cases with adverse prognostic factors, such
as bulky primary tumor [3]. Generally speaking, primary
tumor size has been shown as an independent predictor
of disease-free survival and OS in anal cancer patients, as
shown in the RTOG 98-11 trial [4]. This finding prompted
the American Joint Committee on Cancer (AJCC), in the
8th edition of the TNM staging system, to subdivide stage
II squamous cell carcinoma of the anal canal into stage IIA
(cT2NOMO) and stage I1IB (cT3NOMO), based on primary
tumor maximum dimension (<5 versus>5 cm) [5]. Even
more, bulky anal canal carcinoma has a dismal prognosis
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(OS at 5 years <40%),] but despite the poor long-term out-
comes, its management has remained relatively unchanged
for more than 4 decades [3].

Over the years, different treatment strategies have been
tested to improve clinical outcomes, but all failed [6, 7].
Novel treatment options are therefore urgently needed in this
clinical setting. Currently, the landscape of clinical trials
has shifted to immunotherapy. Based on the assumption that
anal cancer can be associated to head and neck cancer—
mainly because of histology (the vast majority are squa-
mous cell carcinoma), risk factors (most anal canal carci-
noma are human papilloma virus (HPV)-related), treatment
approaches (definitive CRT) and extended target regions
(including therapeutic and prophylactic target volumes)—
and considering the recently demonstrated superiority of
xevinapant plus CRT in patients with unresected locally
advanced squamous cell carcinoma of the head and neck [8],
the addition of an inhibitor of inhibitor of apoptosis proteins
(IAPs) may be an attractive research hypothesis to be tested
in patients with bulky anal canal carcinoma, to potentially
improve clinical outcomes. Evaluating IAP inhibitors in this
setting of patients could represent a window-of-opportunity
for patients with anal canal squamous cell carcinoma.

Funding Open access funding provided by Universita degli Studi di
Roma La Sapienza within the CRUI-CARE Agreement. The author
declares that no funds, grants, or other support were received during
the preparation of this manuscript.

Declarations

Competinginterests The author has no relevant financial or non-finan-
cial interests to disclose.

@ Springer


http://orcid.org/0000-0002-5119-8358
http://crossmark.crossref.org/dialog/?doi=10.1007/s12032-023-02224-1&domain=pdf

356 Page2of2

Medical Oncology (2023) 40:356

Open Access This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, distribution and reproduction in any medium or format, as long
as you give appropriate credit to the original author(s) and the source,
provide a link to the Creative Commons licence, and indicate if changes
were made. The images or other third party material in this article are
included in the article’s Creative Commons licence, unless indicated
otherwise in a credit line to the material. If material is not included in
the article’s Creative Commons licence and your intended use is not
permitted by statutory regulation or exceeds the permitted use, you will
need to obtain permission directly from the copyright holder. To view a
copy of this licence, visit http://creativecommons.org/licenses/by/4.0/.

References

1. Sung H, Ferlay J, Siegel RL, Laversanne M, Soerjomataram I,
Jemal A, Bray F. Global cancer statistics 2020: GLOBOCAN esti-
mates of incidence and mortality worldwide for 36 cancers in 185
Countries. CA Cancer J Clin. 2021;71(3):209-49.

2. Nigro ND, Vaitkevicius VK, Considine B Jr. Combined therapy
for cancer of the anal canal: a preliminary report. Dis Colon Rec-
tum. 1974;17(3):354-6.

3. Glynne-Jones R, Sebag-Montefiore D, Meadows HM, Cun-
ningham D, Begum R, Adab F, Benstead K, Harte RJ, Stewart
J, Beare S, Hackshaw A, Kadalayil L, ACT II study group. Best
time to assess complete clinical response after chemoradiother-
apy in squamous cell carcinoma of the anus (ACT II): a post-hoc

@ Springer

analysis of randomised controlled phase 3 trial. Lancet Oncol.
2017;18(3):347-56.

4. Ajani JA, Winter KA, Gunderson LL, Pedersen J, Benson AB
3rd, Thomas CR Jr, Mayer RJ, Haddock MG, Rich TA, Willett
CG. Prognostic factors derived from a prospective database dic-
tate clinical biology of anal cancer: the intergroup trial (RTOG
98-11). Cancer. 2010;116(17):4007-13.

5. Amin MB, Edge S, Greene F, Byrd D, Brookland R, Washington
M, Meyer L. AJCC cancer staging manual. 8th ed. New York:
Springer; 2017.

6. Dee EC, Byrne JD, Wo JY. Evolution of the role of radiotherapy
for anal cancer. Cancers (Basel). 2021;13(6):1208.

7. De Felice F, Musio D, Tombolini V. Induction chemotherapy in
patients with anal canal cancer: a pilot study. Clin Colorectal Can-
cer. 2020;19(3):e137-9.

8. Tao Y, Sun XS, Pointreau Y, Le Tourneau C, Sire C, Kaminsky
MC, Coutte A, Alfonsi M, Calderon B, Boisselier P, Martin L,
Miroir J, Ramee JF, Delord JP, Clatot F, Rolland F, Villa J, Magne
N, Elicin O, Gherga E, Nguyen F, Lafond C, Bera G, Calugaru
V, Geoftrois L, Chauffert B, Damstrup L, Crompton P, Ennaji A,
Gollmer K, Nauwelaerts H, Bourhis J. Extended follow-up of a
phase 2 trial of xevinapant plus chemoradiotherapy in high-risk
locally advanced squamous cell carcinoma of the head and neck:
a randomised clinical trial. Eur J Cancer. 2023;183:24-37.

Publisher's Note Springer Nature remains neutral with regard to
jurisdictional claims in published maps and institutional affiliations.


http://creativecommons.org/licenses/by/4.0/

	IAP inhibitor plus chemoradiotherapy for the treatment of bulky anal canal carcinoma
	Abstract
	Clinical commentary
	References




