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DIAGNOQOSIS

2.1. Biopsy

A biopsy confirming DF diagnosis 1s mandatory and
a definitive histology should be awaited before under-
taking any further treatment steps. In most cases, diag-
nosis of DF can be made on core needle biopsies using
|14G or 16G systcm-;l an excisional biopsy 1s not needed.
(iven the rarity of this disease, a diagnosis of DF has to
be confirmed by an expert soft tissue pathologist.
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Management of desmoid tumors: A nationwide survey of labeled
reference center networks in France

From 2010 to 2013, the expert pathologists of FSG confirmed the
diagnosis of DT in 861 pts

445 pts initially diagnosed outside the referral centers, were reviewed
Prior to the review, DT was diagnosed in 389/545 cases (71-3%)
156/545 cases (28-7%) had another diagnosis

The most common misdiagnoses were:

sarcoma in 35/156 cases (22-4%)

GIST in 26/156 cases (16-6%)

nodular fasciitis 20/156 cases (12-8%)

lelomyoma 6/156 cases (3:8%)

Penel et al ESMO 2015 (EJC 2016 in press)
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A prognostic nomogram for prediction of recurrence in desmoid
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Analysis of factors predicting local recurrence after desmoid resection

Univariate

Multivariate

Hazard ratio

Hazard ratio

Factor (95% CT) p-value (95% CT) p-value

Margin status (R1 vs. R0) 1.18(0.78.1.80) 042 099 (0.65.1.52) 097
Presentation status

(recurrent vs. primary) 1.32(0.82,2.14) 0.28 1.16 (0.70, 1.90)  0.57
Depth (deep vs. superficial) 156(0.63.384) 034 1.37(0.54,3.45) 051
Gender (female vs. male) 1.17(0.75.1.84) 049 132(0.82,210) 025
Location (vs. abdominal wall)

Extremity 521(225121) =0001  502(2.14,842) <0001

Chest wall 331(127,862) 0014 312(120,842) 002

Intraabdominal 279(1.03, 7.55) 0043 273(098 759) 0054

Other 1.52(0.31.7.56) 0.61 1.54(0.31,7.63) 0.6
Size (>10 cm vs. <10 cm) 187(122.286) 0005  194(123,305) 0004
Age (vs =65y.0)

<25 y.o. 427(151.122) 0006  3.55(1.23,10.3) 0.013

26-65 y.o0. 1.99(0.72,548) 0.19 202(0.72,570) 021
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Extra-abdominal primary fibromatosis: Aggressive management

could be avoided in a subgroup of patients™
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Figure 2. Event-free survival according to the quality of surgery (R0 versus
no-surgery versus R1, R2, R not evaluated) (R? = R not evaluated).



* 5-year PFS: 49.9% for the W&S group

Observation

(these pts were over treated before)

» 5-year PFS: 58.6% for the medical therapy

group

* 50 % pts with primary avoid any treatment

* For pts who progressed, median TTP: 14

months
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FIG. 1 Progression-free survival in the whole series
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ABSTRACT

Purpose. Surgery is still the standard treatment for des
moid-type fibromatosis (DF). Recently, the Institut Gustave
Roussy (0GR), Villejuif, France, reported a series of
patients reaied with a front-line conservative approach {no
surgery and no radiotherapy). The disease remained stable
in more than half of patients. This study was designed to
evalrate this approach on the namral hisgory of the disease
in a larger series of patients.

Methods. A total of 142 patients presenting to the IGR or
Istite Mazionale Tumori (INT), Milan, Italy, were ini-
tially treated using a front-line deliberately conservative
policy. Their progression-free survival (FFS) was observed
and a multivariate analysis was performed for major clin-
ical variables.

Resulis. Seventy-four patients presented with primary
umar, 68 with recorrence. Eighty-three patients received a
“wait & see" policy (WE&S), whereas 59 were initially
offened medical therapy (MT), mainlyhormonal termpy and
chemotherapy. A family history of sporadic colorectal can-
oef was present in 8% of patients. The 5-year PFS was 49.9%
for the W&S gmoup and 586% for the medically treated

Dt were presenied ai the Connedive Tissme Oncology Society
(CTOS) 1 48h Anemal Meeting, London, UK, November [4=17, 2008
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patients (P = 0.3196). Simiar reslis emerged for primary
and recurrent DF. Multivariate analysis identified no clinical
variables as independent predictors of PFS. In e event of
progression, all patients were subsequent]y managed safely.
Conclusions. A conservative policy could be a safe
approach to primary and recorrent DF, which could avoid
unnecessary morbidity from surgery anddor radiation ther-
apy. Half of patients had medivm-term stable disease afier
WE&S or MT. A muoltidisciplinary, stepwise approach
should be prospectively tested in DF.

Desmoid-type fibromatosis (DF) is a clonal fibroblastic
proliferation marked by an infiltrafive growth and an
ingbility to metstmsize ' For decades, standard treatment
has been complete macroscopic surgical resection How-
ever, sizshle mates of local recurrences have been neporied
{range 20-60% at 5 years in major retrospective s.lmlji:'s)."'éh
Griven the unpredictable ouicome of te disease and the lack
of metagatic potential, te aggressivenes of argery has
evolved over tme. Cumrently, it differs from that of soft
tissue sarcomas.* In fact, until 1998 the standard treatment
fior DF consisted of primary resection with wide margins,
possibly with radiotherapy when negative margins could
mat be achieved or swrgery would have resulied in major
functional or cosmetie defects® Lawer, function- prese rving
surgery was advocated for DF, with particular emphasis on
limiting unnecesary morbidity, <5 A “wait & we” (WES)
policy alone was first proposed for recomment bot atable
lesions."® An initial period of observation also was con-
sidered for unresectable primary tumors. " Furthe rmore, DF
may respond to chemaotherapy or other systemic treatments
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Table 1
Patients and tumour characteristics in the two treatment groups.

Surgery group (n = 94) Non-surgery group (n = 122)

CT(n=19) Medical treatment (n = 29) WE&S (n=70) RT (n=4)

Sex
Female 51 (54%) 11 (58%) 23 (79%) 48 (69%) 2 (50%)
Male 43 (46%) 8 (42%) 6 (21%) 22 (31%) 2 (50%)
Age (median) 43 30 43 41 31
Size (median) 7 10 9 7 10
Site
Intra-abdominal 28 (30%) 6 (32%) 9 (31%) 10 (14%) 2 (50%)
Extremity/girdles 25 (27%) 6 (32%) 10 (353%) 26 (37%) 1 (25%)
Head/neck 10 (10%%) 2 (10%) 3 (10%) 2 (3%) 0
Trunk 31 (33%) 5(26%) T (24%) 32 (46"%) 1 (25%)
Strategy modification
Yes NA T(37%) 18 (62%) 28 (40%) 0
No NA 12 (63%) 11 (38%) 42 (60%) 4 100%0)

CT, chemotherapy; W&S, wait and see; RT, radiotherapy; NA, not applicable; ILP, isolated limb perfusion.
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Evaluation of management of desmoid tumours associated with
familial adenomatous polyposis in Dutch patients

MH Nieuwenhuis™', EM Mathus-VIiegenl, CG Baeten®, FM Nagengast",] van der Biil“", AD van Dalsen®,
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BACKGROUND: The optimal treatment of desmoid tumours is controversial. We evaluated desmoid management in Dutch familial
adenomatous polyposis (FAP) patients.

METHODS: Seventy-eight FAP patients with desmoids were identified from the Dutch Polyposis Registry. Data on desmoid
morphology, management, and outcome were analysed retrospectively. Progression-free survival (PFS) rates and final outcome were
compared for surgical vs non-surgical treatment, for intra-abdominal and extra-abdominal desmoids separately. Also, pharmacological
treatment was evaluated for all desmoids.

RESULTS: Median follow-up was 8 years. For intra-abdominal desmoids (n= 62), PFS rates at 10 years of follow-up were comparable
after surgical and non-surgical treatment (33% and 49%, respectively, P=0.163). None of these desmoids could be removed entirely.
Eventually, one fifth died from desmoid disease. Most extra-abdominal and abdominal wall desmoids were treated surgically with a
PFS rate of 63% and no deaths from desmoid disease. Comparison between NSAID and anti-estrogen treatment showed
comparable outcomes. Four of the 10 patients who received chemotherapy had stabilisation of tumour growth, all after doxorubicin
combination therapy.

CONCLUSION: For intra-abdominal desmoids, a conservative approach and surgery showed comparable outcomes. For extra-
abdominal and abdominal wall desmoids, surgery seemed appropriate. Different pharmacological therapies showed comparable
outcomes. If chemotherapy was given for progressively growing intra-abdominal desmoids, most favourable outcomes occurred
after combinations including doxorubicin.

British Joumal of Cancer (201 1) 104, 37—42. doi:10.1038/s.bjc.6605997 www.bjcancer.com

Published online 9 November 2010
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Prognostic Factors Influencing Progression-Free Survival
Determined From a Series of Sporadic Desmoid Tumors:
A Wait-and-See Policy According to Tumor Presentation

Sébastien Salas, Armelle Dufresne, Binh Bui, Jean-Yves Blay, Philippe Terrier, Dominique Ranchere-Vince,
Sylvie Bonvalot, Eberhard Stoeckle, Louis Guillou, Axel Le Cesne, Odile Oberlin, Véronique Brouste,
and Jean-Michel Coindre

Table 4. Multivariate Progression-Free Survival Analysis

Variable Crude HR 95% ClI P
Median age 1.97 1.36t02.84 < .001
Median size 1.64 1.13t02.36 .008
Tumor site
Abdominal wall
Intra-abdominal tumor 1.95 0.82t04.15 084"
Extra-abdominal tumor 2.55 1.48t04.4 < .001

Abbreviation: HR, hazard ratio.
“Not significant.
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« 29 year-old woman, No past history

* Right parietal mass increasing in size (8 cm) for 5 months
« Percutaneous needle core biopsy / sonography

« Desmoid tumor, Somatic mutation CTNNB1 T 41 A




*Gave birth to a healthy baby april 2013
Clinically: £ 12 cm mass (+50%)
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April 2013 +1Year + 50%
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The treatment of desmoid tumors: a stepwise clinical
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Biopsy proven desmoid tumor,

/\

Rapidly enlarging Other tumors at less critical sites|
or at anatomical sensilive sites Asymptomatic
(Head and neck, limb girdles)

Adopt wait and see
Stop of contraceptive
MRI @2 months

A

Significant progression Stable disease:
(RECIST) continue observation

Treatment
(Figure 4)

Figure 3. Initial treatment algorithm for primary desmoids.
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Front-line Approach
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Postop functional impairment expected?
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Stepwise Active Approach
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Diagnosis (core needle biopsy)

k4
. - In case of Stabilization or
Front-line approach: Watch & Wait (1-2 years) — Regression: Watch & Wait
w
In case of Progression
(consider - if dinically possible - to wait until 2 subsequent progression )
W ki W I
Intra-  |Retroperito- Extremity / girdles / Head & neck /
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Fig. 1. Consensus algorithm. Abbreviations: HT, hormonal therapy, S, surgery; 5", surgery 15 an option if morbidity is hmited; MT, medical
therapy: RT, Radiotherapy; CT, chemotherapy, ILP, isolated limb perfusion; HY: hyperthermia.
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Exemple of « wait and see » policy on a resectable AF

MRI 1998 MRI| 2012

36-year-old woman

Primary fibromatosis (surgical biopsy)

No treatment

No change i)
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Wait and see

May 2005 Oct 2015
Female: 50 years old
Biopsy: Desmoid (review FSG)

Size criteria is not sufficient...

Regression/Stabilisation in desmoids is likely to have been underestimated
as it has been calculated in a group of patients with recurrences where
surgical options have been exhausted...
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The treatment of desmoid tumors: a stepwise clinical
approach

S. Bonvalot', A. Desai', S. Coppola', C. Le Péchoux?, P. Terrier3, J. Domont* & A. Le Cesne*
"Departments of Surgery; “Radiotherapy; *Pathology; *Medical Oncology, Institut Gustave Roussy, Vilgiuif, France

Significant progression

Further treatment
Intra abdominal/ Extremities Head and neck
thoracic and abdominal wall Limb girdles
Elderly patients
ILP
Surgery
(in those patients where :
resection is feasible Radiotherapy
without major sequelae)
Figure 6. Treatment algorithm in cases of documented progression on
MRI (part 2). O
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Medical options

Non-steroidal anti-inflammatory drugs (Sulindac, Meloxicam...)

COX-2 partially regulates proliferation because of beta-catenin stabilization in AF. COX-blocking agents results in reduced
proliferation.

Hormone therapy (Tamoxifen, Toremifene, Gn-RH analogues)
Antiestrogen treatment could be mediated by estrogen receptor (ER) beta (Deyrup AT et al. Cancer. 2006)

Tyrosine kinase inhibitors
Interferon
Chemotherapy (single or multiple agents):

- Vinca alkaloid (Vinblastine or Vinorelbine) + MTX
- Anthracycline alone or in association (Doxo, liposomal Doxo, Doxo + Dacarbazine)

> No randomized trial




MRI May 2012
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34 years old female: post partum
Percutaneous biopsy: Desmoid
Tamoxifen and agonist LHRH: 18 months

» The surgery would have been mutilating
» The radiation source of sequelae in this young patient
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Response to liposomal doxorubicin
CT scan before (A,C) and after (B,D) 9 cycles of
liposomal doxorubicin
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Background: Desmoid tumours am rare neapl ined by danal profferation of
lasts that da ise, but often exhibit an infilrative pattem and fiunc-
tional Impai ‘When 4 ids arise in the @ T , surgiaal 1

iz seldom possihle without e-altering lass of intestinal function.

Methods: Retrospective eview of the clinical management of 52 consecutive patients frea-

ted far desmaids of the intestinal mesentery from January 2001 to August 2006, A mmuitidis-

ciglinary treatment plan was developed based on primary disease extent, tumour

behaviour and reapctability. Patients with stable but unresectable diseass were observed

without treatment. Patfients with resectable disease underwent surgery, and patients with
N -

T

Fihromatoses

progressng mamt Eposamal dmea-
rubicin, fallwred by surgery i che motherapy rendered the disesse resactabls
Resailts: At a median follour-up of 0.0 manths frange 4 6-217), 50 patients 86%) have e ither
na recurmence or ra diographically stable disease. Mo patient requires tatal parenteral nutri-
tHan.
Condusion: These data indicate that the extent of disease; tumour behaviour and resect-
akikity are the important fictors when defininga treatment plan for mesnteric desmaid
tumours. A multidisciplinary approuch of surgery combined with chemotherapy & an
effective and function-sparing strategy £ managing this disesse

© 2008 Elsevier Ltd Al rights neserved.

1. Background and aims

4 ids sften itan infltrative pattemn of
spread in an abundant cdlagen matrix, giving them a dense,

Desmoid tumours, als known s desmoid ibromatoses, are fibmotic chameter! As a result, thess tumours can produce
uncommon soft tissse neopasms. Although they do not  local tissue destruction leading to significant morbidity and
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Isolated limb perfusion with tumor necrosis factor-
alpha and melphalan has a possible role

N CR PR Stable Local
progression
Lev- chelouche 6 2 3 2
(Surgery 1999) (Follow up 45
months)
Bonvalot 8 1 6 1
(Ann Surg Oncol (Follow up 27
2010) months)
van Broekhoven 25 2 16 7 Amputation
(BJS 2014) 3 pts
(Follow up
84months)

20 years old Female Fibromatosis of the thigh



Female 59 years old

Surgical biopsy: desmoid
Initial walit and see
Progression

Exclusive radiotherapy 60 Gy

L 4

-
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Surgery versus radiation therapy for patients with aggressive
fibromatosis or desmoid tumors
A comparative review of 22 articles

1983 Surgery + RT RT
1998 alone
Margins
Local
Control . + overall
rate
94% 75%

« RT alone or S + RT results in significantly better local control than S alone

 When radiotherapy is expected feasable and necessary, why to operate
the patient if RT alone seems equivalent to S+RT??

Nuyttens JJ et al Cancer. 2000



Surgery and Radiotherapy




Conclusions

« Aggressive treatments that take their indications from

retrospective studies should be re evaluated in the light of new
data

« Observation alone could be considered for primary tumors

- In case of diagnosis certitude (biopsy)

- located such that progression would not cause significant morbidity
- Surgery is not the best treatment of pain

* In cases of RECIST progression, treatment is tailored according
to age, gender, location, symptoms...in specialized team
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