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�� Peripheral Peripheral desmoiddesmoid tumorstumors
�� Peripheral Peripheral desmoiddesmoid tumors are firm, smooth, and mobile. tumors are firm, smooth, and mobile. 
�� They often adhere to surrounding structures. They often adhere to surrounding structures. 
�� The overlying skin is usually unaffected. The overlying skin is usually unaffected. 
�� The presence of such a soft tissue growth should alert the cliniThe presence of such a soft tissue growth should alert the clinician to cian to 

delve more deeply into the family history for evidence of familidelve more deeply into the family history for evidence of familial al 
polyposispolyposis coli and Gardner syndromecoli and Gardner syndrome. . 

�� ExtraExtra--abdominal abdominal desmoiddesmoid tumorstumors are rare and may be first evident as are rare and may be first evident as 
gradually increasing leg swelling.gradually increasing leg swelling.

�� IntraIntra--abdominal abdominal desmoiddesmoid tumors may be seen. Extratumors may be seen. Extra--abdominal abdominal 
desmoiddesmoid tumors may also be seen (rarely) in the urological system, tumors may also be seen (rarely) in the urological system, 
including in the bladder and scrotum.including in the bladder and scrotum.
�� IntraIntra--abdominal abdominal desmoiddesmoid tumors remain asymptomatic until their growth tumors remain asymptomatic until their growth 

and infiltration cause visceral compression. and infiltration cause visceral compression. 
�� Symptoms of intestinal, vascular, Symptoms of intestinal, vascular, uretericureteric, or neural involvement may be , or neural involvement may be 

the initial manifestationsthe initial manifestations. . 
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CTNNB1 mutations are highly common 
(85%)  in desmoid tumors. Patients
harboring CTNNB1 (45F) mutations are at 
particular risk for recurences (67%)

Alexander J.F (Am J Pathol 2008
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Desmoid Risk 
factors
� Trauma / abdominal 

surgery
� Pregnancy
� Oral contraceptive
� Family history for 

desmoid
� Specific APC gene 

mutation
� Sex
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OR : 0.24 ( 0.11-0.50)

73% desmoids < 40 yrs age

Bertario L Int J Cancer 2001



Cumulative life-time risk of desmoid tumours in 
FAP



RegisterRegister HereditaryHereditary ColorectalColorectal
TumoursTumours

n. 1417 FAP n. 1417 FAP ptspts..
n. 170 FAP n. 170 FAP ptspts withwith DesmoidsDesmoids. . 
(12%)(12%)

Cumulative Cumulative riskrisk : 20%: 20%

n. 15  n. 15  deathsdeaths x x desmoidsdesmoids (9%)(9%)
-- n. 12 n. 12 intraintra abdabd..
-- n 1 n 1 intraintra abdabd + + abdabd. . WallWall
-- n. 2 Multiplen. 2 Multiple

54%

7%
5%

34%

ABD. ABD WALL EXTRA ABD. MULT

37% PTS. MULTIPLE 
DESMOIDS

90% DESMOIDS 90% DESMOIDS 
CORRELATED  TO  a CORRELATED  TO  a 
SURGICAL SITESURGICAL SITE



Life table analysis of survival



Figure 2. APC cDNA (below) and extracolonic genotype–phenotype correlations (above). Except for CHRPE (congenital
hypertrophy ofthe retinal pigment epithelium), most lesions can occur with mutations anywhere along the APC gene, but are 
more likely in the locationsillustrated. AFAP = attenuated FAP. Adapted from Fearnhead et al. (7), Foulkes (8), Bertario et
al. (84), and Cetta et al. (92).

(Am J Gastroenterol 2006;101:385–398)



APC protein domains and FAP phenotype association with APC protein domains and FAP phenotype association with 
(truncating) germline mutation position(truncating) germline mutation position

HeptadHeptad repeatsrepeats
((dimerisationdimerisation))

EB1 and EB1 and 
HDLG HDLG 

binding sitesbinding sites

Armadillo repeatsArmadillo repeats

1515--amino acid repeats amino acid repeats 
((ββββββββ--catenincatenin binding)binding)

2020--amino acid repeatsamino acid repeats
((ββββββββ--catenincatenin binding, GSK3 binding, GSK3 ββββββββ phosphorylationphosphorylation))

Basic domainBasic domain
(Microtubule binding, (Microtubule binding, 

tubulintubulin
polymerisation)polymerisation)

6   57 6   57 453               767             1020     1169    1262         453               767             1020     1169    1262         2033                   22002033                   2200 2400         2560       28432400         2560       2843

13951395 20002000
DesmoidsDesmoids

457457 1444 1444 

CHRPECHRPE

12501250 14641464
severe FAPsevere FAP

13091309

SAMP1SAMP1NESR3NESR3

Classical FAPClassical FAP
168168 15801580

15801580
AAPCAAPC

400400
AAPCAAPC

7878

by Ian Tomlinson, modified

Duodenal adenomas (976-1067)



codon Authors

Critical Reviews in Oncology/Hematology 61 
(2007) 153–161

The occurrence of desmoids in FAP has been linked to mutations at the 
3 end of the APC gene , in general downstream codon 1400. This
correlation does not always appear to be consistent.



Conclusions
Desmoid Risk Factors

3.2 - 259Apc mutations
Yes v. No

7.5 - 88 25Apc >1444

1.56  -4182.55Sex

1.26 - 3.382.06Osteoma

95 % CIORFactors



MutationsMutations of adenomatous of adenomatous polyposispolyposis coli (APC) coli (APC) 
gene are gene are uncommonuncommon in in sporadicsporadic desmoiddesmoid tumourstumours

16 sporadic and four FAP-related desmoids were analysed in 
order to investigate the possible involvement of APC in non-
syndromic cases also.

Somatic mutations were found in three FAP-associated
desmoids (75%) and two sporadic tumours (12.5%). In one of 
the latter cases, both alleles were affected. 

Giarola M. Br J Cancer. 1998 
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Cumulative life-time risk of desmoid tumours in FAP
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1.77-110.6113.99Other surgery

3.19-185.8224.35IAA

2.34-132.7617.63IRA/ISA

2.56-142.519.12SURGERY

OR 95% CI

SURGERY & DESMOIDS



SignificanceSignificance of of IncidentalIncidental DesmoidsDesmoids
IdentifiedIdentified DuringDuring SurgerySurgery forfor FamilialFamilial

Adenomatous Adenomatous PolyposisPolyposis

A A recentrecent systematicsystematic studystudy of the of the incidenceincidence of of 
IADsIADs in in patientspatients undergoingundergoing laparotomylaparotomy forfor FAP FAP 
fromfrom ourour ownown institutioninstitution foundfound unexpectedunexpected and and 
thereforetherefore subclinicalsubclinical. . IADsIADs toto bebe presentpresent in in 3 %3 %
of of patientspatients at the time of at the time of theirtheir first first operationoperation and and 
in in 36%36% of of thosethose whowho requiredrequired a a secondsecond
operationoperation

J. E. Hartley Dis Colon Rectum 2004;
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Desmoid clinical course
� 10% of tumours resolve spontaneously,

� 30% undergo cycles of progression and 
resolution

� 50% remain stable after diagnosis

� 10% progress rapidly N. Julian Familial Cancer
(2006)



Management
� Given the problems with the treatment of desmoids,there is a 

good case for simple observation of many tumours, 
particularly if asymptomatic.

� Following diagnosis, a small tumour which is not encroaching
on any nearby structures may be followed up by regular 
clinical examination (perhaps every 6 months) with or without
imaging, usually by CT

� Rapidly growing tumours, or those which are symptomatic, 
usually warrant treatment

� Symptoms need to be managed



QUESTION: What is the appropriate treatment of desmoid
tumours?

In contrast to sporadic desmoid tumours, the majority of the tumours
associated with FAP are located in the abdominal wall or intra-
abdominally.
The options for treatment are pharmacological treatment (NSAIDs
and/or anti-estrogens ), chemotherapy, surgical excision or 
radiotherapy Evidence for the efficacy of these treatments is poor and 
is based on small, non-controlled studies. An additional problem for the 
evaluation of efficacy is that desmoids have a variable natural history
with some tumors showing spontaneous regression in the absence of 
treatment.



� Currently, the first line of treatment in patients with
large or growing intra-abdominalor abdominal wall
tumours is sulindac (300 mg) usually in 
combination with tamoxifen (40-120 mg) or 
toremifene (180 mg) (52-54;57). In patients with
progressive intra-abdominal tumours that do not
respond to this treatment, chemotherapy (e.g. 
doxorubicine and dacarbazine or methotrexate
and vinblastin) or radiation therapy is indicated



� CONCLUSION: 
Non-randomised, non-controlled studies suggest
that sulindac in combination with tamoxifen is
effective in FAP patients with intra-abdominal
desmoids and desmoids located at the 
abdominal wall (Category of evidence III). Also
small non-controlled studies indicate that
chemotherapy or radiotherapy may be of benefit in 
those with progressive growing desmoids (Category
of evidence III). The role of surgery of ( intra)-
abdominal-(wall) tumors is controversial (Category
ofevidence III)



Desmoids Dilemma
� The definition of desmoid disease has been used

inconsistently. 
� In some patients, desmoid tumors do not progress or are 

very slow growing and may not need therapy. 
� There is no consistent, systematic way to evaluate the 

response to therapy. 
� There is no single institution that will enroll enough patients to

perform a randomized trial 

No randomized clinical trials using these agents have been performed and 
their use in clinical practice is based on anecdotal experience only. 



Moslein G. 2006
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94 pts.

80 alive ( 22 DF )

5 Desmoid Deaths
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Intra abdominal Desmoid
Staging

I
27%

II 
11%III

51%

IV
11%Stage III-IV : 5 Deaths (12%)

Stage III: 11-20 cm slowly growing

Stage IV: > 20 cm   fast growing

RHCT INT Milan

P= ns



CyclooxygenaseCyclooxygenase--2 and 2 and PlateletPlatelet--DerivedDerived GrowthGrowth FactorFactor ReceptorsReceptors
asas PotentialPotential TargetsTargets in in TreatingTreating Aggressive Aggressive FibromatosisFibromatosis

Signoroni S., Clin Cancer Res 2007
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CONCLUSIONSCONCLUSIONS

The The perfectperfect isis the the enemyenemy of the of the 
goodgood..

Voltaire


