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EDITORIAL — BONE AND SOFT TISSUE SARCOMAS

Abdominal Desmoid Tumors: Hands Off?
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The reported incidence of desmoid tumors (DT) seems
to increase from about two cases per million people in 1993
to about five cases per million people in 2013." Because it
lacks the ability to metastasize, a desmoid tumor is clas-
sified as a benign disorder. Nevertheless, the sequelae of
this disease and the applied treatments may be underlined
by the fact that patients with familial adenomatous poly-
posis (FAP) may die from the consequences of DT.
Moreover, substantial morbidity due to invasive growth is
frequently seen. Because of the poor understanding of the
natural history of the disease, its tumor biology, and the
lack of randomized studies comparing different treatment
options, the recommended treatment options vary widely
depending on tumor aggressiveness, location, patient wish,
and preferences of the treating physicians.

With respect to the existing treatment options, surgery
has been the cornerstone in treating DT. The reported
recurrence rate after resection varies greatly, from 5 to
63 %, with most studies reporting recurrence rates of
approximately 20 %.>° The prognostic value of several
characteristics has been investigated. The reported results
about the importance of age, location, resection margins,
and adjuvant radiotherapy are conflicting.*”'*"'? Also,
radiotherapy has been widely applied for DT, both in pri-
mary and adjuvant settings. Results have been ambiguous,
especially for adjuvant radiotherapy.*®'"'* A study by
Keus et al. addressed the role of radiotherapy in a primary
setting. They reported partial and complete response in
50 % of patients and durable stable disease in 41 % of
patients, with a local control rate of 81 % at 3 years.'*
Literature on systemic treatment for DT is heterogeneous
and limited. Antihormonal drugs, nonsteroid anti-
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inflammatory drugs, chemotherapy, and tyrosine kinase
inhibitors have all been applied using different regimens.
Most studies consist of relatively small cohorts, rendering
it difficult to put results into perspective. Prospective trials
are currently running with sorafenib (NCT 02066181),
pazopanib (NCT01876082), sirolimus (NCT 01265030),
and PF-03084014 (NCTO01981551), and their results are
eagerly awaited. Isolated limb perfusion is reserved for
patients with advanced disease without the possibility of
limb preservation in case of surgery. This procedure is only
performed in specialized centers. Three European Organi-
zation for Research and Treatment of Cancer sarcoma
centers reported good results, with limb preservation rates
up to 88 %.'° Key questions in managing DT are when and
how to treat. Importantly, expected benefits from therapy
should be well balanced against potential treatment-in-
duced untoward effects.

Recent years have seen a growing interest in a wait-and-
see approach for patients presenting with DT, an approach
prompted by observations of spontaneous regressions and
durable disease stabilization.**"'

The study by Burtenshaw et al. published in this issue of
Annals of Surgical Oncology substantially adds to our
knowledge of the wait-and-see approach of abdominal
DT—that is, abdominal wall (AW) and intra-abdominal
(IA) DT.!"” Most studies have mingled TA tumors, tumors
on the trunk, extremities, and head/neck, primary and
recurrent lesions, FAP and non-FAP related, and pregnancy
related. These heterogeneous populations lead to conflict-
ing reports regarding the biology and management of these
tumors. Burtenshaw et al. clearly recognized this problem;
they focused on abdominal DT only and stratified for pri-
mary and recurrent disease. They concluded that since the
wait-and-see approach had been implemented for abdom-
inal DT at their institution, over half of patients observed
required no intervention with prolonged follow-up. Fur-
thermore, tumors less than 7 cm at presentation and AW
DT were favorable prognostic factors in this study. The
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need for surgical intervention in asymptomatic patients is
questionable.

A possible drawback of the current study of Burtenshaw
et al. is that IA and AW DT, with or without FAP or
pregnancy, were analyzed as one entity. Most publications
on this topic group extra-abdominal, IA, and AW tumors
together. However, there is growing evidence that patients
with AW tumors have excellent outcomes regardless of
treatment strategy and that IA and AW DT likely have
different inherent biology. It is thus likely that this is not a
single entity to treat; as a consequence, IA DT needs a
different treatment approach than AW DT. For example, in
surgery, morbidity and recurrence rates are significantly
different between AW DT and IA DT; recurrence rates and
morbidity in IA are significant higher, and even mortality is
reported. Additionally, within the TA DT, there is a dif-
ference between FAP DT and non-FAP-related DT. In
several publications describing FAP-associated 1A DT,
surgical resection is associated with morbidity rates of 22—
60 %, perioperative mortality rates of up to 36 %, and
recurrence rates of 65-88 %.'®*! Non-FAP-associated TA
DT can be resected with low morbidity and mortality in
specialist centers and is associated with low rates of local
recurrence.’! Moreover, FAP-associated DT harbor more
genetic changes compared to sporadic DT.** A recent study
by Huss et al. investigated genetic and clinicopathologic
features of IA DSs.** They found a difference in biology,
as IA tumors were solid, bulky, and localized, and they
originated from the mesentery. Extra-abdominal and AW
tumors, however, were flat and grew in an infiltrating
manner. In addition, molecular characteristics may also
differ: many IA tumors showed CTNNBI mutation, espe-
cially T41A, a subtype associated with a low recurrence
risk. 2426 Last, patient characteristics are different. IA
tumors presented mostly in men with a median age of 50,
whereas the extra-abdominal and AW tumors have a
threefold increased incidence in women with a median age
of 35 years. The above-mentioned findings suggest that
(non-)FAP-associated IA or AW DT may have different
tumor biology and should therefore be treated as a distinct
entity. This difference is probably also present in preg-
nancy and non-pregnancy-related DT.*’

Biological behavior and how to predict it remains a
subject for future studies. Several study groups are inves-
tigating the tumor behavior under a wait-and-see policy in
a prospective manner (NCT01801176, NCT02547831).%%
This information will provide further guidance to an indi-
vidualized treatment strategy. In the recent European DT
consensus, all major types and locations are included,
different treatments are advised on the basis of tumor
location, and IA tumors are included and regarded as dif-
ferent from all other types of locations, in line with World
Health Organization classification.”*

DT remain challenging. A staging system that stratifies
patients according to the severity of disease is a prerequi-
site to understanding the natural history of the disease, to
compare treatments, and to delineate guidelines for a
peculiar disease (as DT is). An attempt has been done by
the Collaborative Group of the Americas on Inherited
Colorectal Cancer (CGA-ICC) in 2005 for the manage-
ment of patients with IA DT.*" Additional variables may
interact with outcome, such as FAP, pregnancy associated,
or B-catenin status. Larger multi-institutional experience
must be gathered in the future for patients with DT; these
would be able to provide a more accurate assessment of
different sites and clinicopathologic features as it pertains
to outcome. This large study by Burtenshaw et al. contains
important information and will help unravel the mysterious
ways of DT.
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