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Background















An initial W&S approach does not influence the efficacy of further treatments when

needed. Thus being safe and not harmful, this approach is now considered the first

step after diagnosis in the majority of patients. Neither surgery nor other forms of

active treatments are proposed as primary therapy at diagnosis. Considering the

biology and unpredictable course of the disease, active treatments should be

considered only in the case of persistent progression. Progression at a single

assessment, especially in the absence of specific symptoms and in non-critical

anatomic sites, should not per se be considered as an indication to start an active

treatment immediately





Observational studies in Europe

• Italian study: Tailored β- catenin mutational approach in extra-

abdominal sporadic desmoid tumori patients (clinicaltrial.gov identifier

NCT02547831- Closed)

• French study: Peripheral Primitive Fibromatosis. Study Evaluating a

Simple Initial Monitoring With Search of Scalability Predictive Factors

and Registration of Treatments in Case of Progression (clinicaltrial.gov

identifier NCT01801176- Closed)

• Netherlands study: GRAFITI Growth of aggressive fibromatosis without

therapeutic intervention- Recruiting
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Aims of the study

• To confirm prospectively the retrospective data on 
wait and see approach

• To prospectively correlate the mutational status to the 
clinical outcome



Methods



• Biopsy proven primary tumor or incompletely resected with 

measurable residual disease (R2 resection) 

• No association with FAP

• Any site

• Measurable disease by RECIST

Inclusion criteria



• This is a prospective multicenter observational study of all
consecutive patients affected by histology proven primary sporadic
DT observed at the 2 participating centers

Study design

Desmoid tumor
Observation

Progression

Treatment

Beta-catenin

mutational 

analysis

Defined as tumor growth proven 

by imaging and/or clinical 

examination

Observation



Study end-points

• Primary end-point 

• Progression Free Survival (PFS) according to RECIST

• Secondary end- points

• Treatment Free Survival (TFS)

• Correlation of Beta-catenin mutational status with outcome

• QoL



Statistics

• The analyses were performed using SAS and R software packages

• In the WP, the maximum increase/decrease in patients with 
unfavorable/favorable outcome  were considered

• Regression after PD was calculated based on the size at PD 

• PFS and TFS were calculated from the date of biopsy

• The Cox proportional hazard regression model was used for 
univariable and multivariable analysis (covariates: size, age, 
anatomical site and Beta- catenin mutational status)



Results



Pts. characteristics

• Between 2013 and  2018 114 pts (82% female, 18% male) were 

included 

• Of them 108 pts had Beta-catenin mutational status available and 

form the basis of our study

• Median age 39 (IQ range 34-48 years)

• Median size 50 mm (IQ range 40-80 mm)



Site distribution

• Head&Neck 4% (4/108)

• Trunk 23% (25/108)

• Abdominal wall 54% (59/108)

• Intra-abdominal 3% (3/108)

• Extremity 16% (17/108)



Beta-catenin mutational analysis

• Beta-catenin mutational status was performed using Sanger
sequencing

41A  50% (54/108)

45F 12% (13/108)

WT 19% (20/108)

Other 19% (21/108)

For WT DT, NGS was conducted according to the material availability on 6. A specific mutation was

identified in 4 (1 45F, 2 45P, 1 deletion). In 2 pts, WT was confirmed. For 8 pts material was not available.

In 10 pts, NGS is ongoing.



At a median FU of 14.6 months
37% (40/108) of patients experienced a RECIST progression



Objective Response – RECIST v1.1 – Placebo (N = 35)

25

ORR: CR/PR: 20%,  95% CI 8 – 37%

Responses 1st observed from 8.8 

months to 31.5 months

All patients with PR continue to 

respond

Mrinal M. Gounder, MD



PFS at 2yrs 56.7% (95%, CI 46.5-69.2)



At a median FU of 14.6 months
30% (21/69) of patients had spontaneous regression after initial progression
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PD RECIST was not a criterion for starting an
active treatment

• In the PD RECIST group (40 pts) we observed 10 spontaneous
regression (2 complete regression) and 16 pts were treated

• In the PD non RECIST group (29 pts) we observed 11 spontaneous
regression (no complete regression) and 6 pts were treated

• In the SD RECIST group (16 pts) we did not observe any spontanous
regression and 10 patients were treated



In total 32/108 patients received active treatment

TFS at 2 yrs 68.6% (95%CI 59.7-79)



Univariable and Multivariable analysis on PFS



PFS according to Beta catenin mutational status



Univariable and Multivariable analysis on TFS



TFS according to Beta catenin mutational status



• Active surveillance for primary sporadic desmoid tumor was safe and associated to a

spontaneous regression in 41% (44/108, 23 initial regression and 21 following initial

progression) patients among which a complete remission in 8 pts.

• 30% (21/69) of patients initially experiencing progression had a subsequent

spontaneous regression

• Size and location (extremity being the worse) of the initial tumor significantly

correlated with the need of an active therapy

• Likewise a trend towards a worse outcome was observed in patients affected by DT

harboring 45F point mutation, relative to all others.

• A longer FU is needed to confirm these results

In brief…



Lessons learnt while conducting the study

• RECIST criteria are not appropriate for

• defining progression

• making a decision for an active therapy (also important for future studies, which use progression as an 
inclusion criterion)

• Alternative methods for assessing the disease course are under evaluation (e.g. changes in T2 
weighted MRI sequences, etc)

• Patients’ symptoms should be managed separately from DT: however if the tumor shrinks, 
symptoms improve, but a balance between treatment related permanent side effects and the 
need of tumor shrinkage is critical.

• Surgery could be avoided in all cases



Future plans

• Data merge with the other 2 observational studies

• Evaluate the natural history of DT during pregnancy on a 
larger scale

• Evaluate QoL during W&S

• Characterize the inflammation/immunological profile of DT 
for patients under W&S focusing on the link with specific 
Beta catenin mutation
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