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YA CIX R TR M 35RO AN BR SRS & L 722\ ERAE 25 A0 I B Al o> v P G R L 2 S
FEND, IRFYIBRIC X2 FIRSIEROE IR E B X b TE R, % OMD TR
FIER (20-70%) 205, HEEAPBELE (vait & see) LHMIAHE (NSAID, PricthA/LE
VIR BIBAAL S TREERIIRIEEE) SOHUHRRIRE e &L FIRLISA OIREIE O G NER B
i, MEBRIND LX) TETCWD, BEOFEN - MR, FEORAETRA - K
BN D0, 72 EOBERZ BE Z L ITHREARIZEEE LT, ADL, QOL% R KBRIZHERF,
BT E DLW RIRFIEZEIRT & Th D0, HIFERE R 2R WERINZ W T2 AN L]
IRIRIRE 2T DIBENRZ N, Lizdo T, MWUIRBIEATA RT7A U ERETHZ L BNE
THDHM, PR2TEE L TORFRILUCES W TIER Lo I A R4 VIREIR, 7V =
TN T AF a LR ERS T\ o Te, ETIEBRET VT X LEZBEUNTER L, &
DRETIT V= JNI T AF a v EMH LTctk, BRI RIA LV ERET D ENNLEL
EZ O, AR TIE, BEEEAEAT A4 RERHEE ST 57 V=V = AF
3 VTROBIFEIA RTA LV ERETHI ERREHNE LT, (DEENEAET AEA R
ARUBRHEREE I %9~ 222 7 L 2 R AOfENL & BERT - BT CTOFRME, (2) A
T AEA RERUBRHEIERE DR EEZET B WD TIER N O FM SN T\ 5D BT = g gutalh
DA RYE. 3 L OCTNNBIZ T DB R OMENT, (3) WELZ Wi L OPR(FIBIE T % C0X-2
PR AN O N FAHE TR T DY Rk B 1 7 = g Ye oo FIMEC BT 2 Mg
(4) 7 AEA RABRMERENE (235 1F 2 CTNNBIZS 248 & [ PR R AR O B s AT . (5) IR 1% B3 &0k
U7 MEREAN AT A A RAUKRHERRIE (53~ D IR A, (6) IR AR T A4 R
FRMERESE IR A R T A UMERIZTe T 727 V= A7 = AF 3 UEKR, 2EET 52 &%
HiE Lz,
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(1) BEWENFET A A RERGRHENESE(Z R 25287 L 3 X A ORESL & ERT - BE 2T
TOHRE -



National Comprehensive Cancer Network (NCCN). European Society for Medical Oncology
(ESMO) . British Sarcoma Group (BSG). Australian Sarcoma Study Group (ASSG) D 7E
L7eT AEA PRBHEIRIE (T 22 A R4 v 2RR L, TOFTOBRKT LT
AL U, FR264F I YFFEIE CHEME L 727 AT A FUBHEEIE OHRICE T 5
T — FRARE R EMENC BT DR A R T A L iR L, WFEAERETIH
INT AT A REUGHERIE ISR 9 2 29 7 L 3 Y X LR 2R, AFFE 08 TR - e L,
AWFFEBERIRRE 2 AER LTz, WRIZ, AAREIEAREZ O T, BIEIEET 25 A PR
MENEIE 2 & Lo B I D AE ., T MIESZ 50, DOV ROFLHE L TWDHFE -
WEIEEE B 2SR T VT X LARORG 2 KIE L7,

(2) NEWESN ST 2B A FEGRAEIERERZWTIC 51T 2 B 0 T = Yt D HIMER#AT
MEIESNFE AT 2 A FASRHENRIE B F OWr AL, BEEE B KO A R T4
CHENLIZNT T2 F9E ) BE~OBNfRR KL 0 . 7 AF A FRBRHEIEAE & P BER2 I O DU IE
BIZERE L, B I T =Tk DR E W Yeta s 52k L 7=, fiikiIBeta—Catenin
Mouse Monoclonal Antibody (Novocastra™) Z U T, bOfFAIRIC TS L7-, YerEidsz
N &I A3 CERE L. BRI XV Strong, Moderate, Weak, NegativeD4EEIZAEA
L7ce EBIFEETHRIR D 237 LN T — MRk 2 L CCTNNBIZE SRARHT 21T > 72,
(3) NEIEAN I T A A NEGRHENERERZ W 01 236 Y ERfk B 0 T = Yuta DA HIMEARAT -

WFFERFE R ICIBN T, JEVES AT AT A REBHEIRIE & R EL2 W S v, COX-2FHE
FIVaRE 2 F2hti L 72406 (B L2y 7 226, A m ¥ A38M) Zxtfl Uiz, FEEMEKRE
NRRESE D BE 1L E N7 h o 72, COX-2FHEHR| DB & B 1XResponse Evaluation Criteria
in Solid Tumors (RECIST)IZHE~ TRl L7z, SofbetuiI BT =B LU Y VAL B
HT =R NE 7 a—F Ui E O C00fF A BRI T EE Uiz, Yetalkidrem &
BT CEM L. BEEIZ X Y Strong, Moderate, Weak, NegativeDABEIZHFEL =, &
BIBRSIES R R & 2\ NI T LR T — MRIR &2 fH] L CCINNBLZE Bt 21T - 7,

(4) NSNS A= T A 8 A REURHERREE OO CTNNB 1 28 52 & i PR il 0 BRELARATT -

MEWEANFE LT A F A FIRUBRMENRSE & i BRR2 I S AV TEFIZ 50T, CTNNBLZE SR ARAT % 52
ML, ZREAREHLNI L, o, BERERED 20337 7 0 s R RIK
Z FIVN TCTNNBLZE SR AT 2 520 L 72, FIRBIZ DWW TIZFFE O A IE & SAEERIRIA 36 L O
CTNNB1ZZ LAY & D B 2 it L7, #ERH PRI FIEII N A ZRMEH S\ FFisher’ s exact
testz W,

(5) T i %8 % 2k LT IEIBEAN I8 A2 T A B A RAUBRMENEE 1250k 3~ 5 1R MR AR i A

2003472 5 20154F DN Y gk 2 272 LT IEMESN AT A A NIRER & 1% 5 tHAIZHR
L7z, 64 HULRIRRROE 288 L 2 7273619 it I eZofl o > 7z, 9B Hr8fin
BT TR T4, MBEilr IRILLBI7E T Th o 7o, MBEFsEId . 3flicEinlo
FARTA3 SBNTILFEBIBRIN 23T o T, BVEARI, ZerEsB, FIRI Tk DA X231, 1
ik (3-67) | FEAEIEBOLITRERTIHI, FE2BITH o7, CTNNBIOZSEIET41A 3651, S45F 2451,



wild type 16, 3BIIIARMNT CTH o72, COX2MLEINARZ & Lo RAFHIMFE 3T 2 Kb %
RECISTCRIEAM L, FEFRELIB & IEFFRAL6ABI DM T 21T > 72, FIEPDTH - 7 EFNE
Z D% DOIRHERR 2 A L7z,

(6) REWESNIEAET AT A RERMEERERZIRE T A K74 MERRICTR T 722 U=V = AF
a B

RGPS CHERKREEEEZ, 7V =DV xF a3 (Q) LIz, £
T, 2T 50Q, FITEERICET 200, EWIERIZET H00F I L., HEE
PRARREAR T B 5 0Q, B IC4E T 5 CQOELA T10IE HARE DOCQITE W A T2,

(i B~ D BC )

BEORFEERR T, BT = L PSR OV TIEE ANFROE Y 2 +45 1
B L., BEMFFRICE T D fMEER (CFAR204ETH 31 A &FckiE) 1CHEL , B fn1248 SAMRHT
IZOWTIEE M7/ A - BARFRITITSEIC BT 2 fmBidast (CFAk204E12H 1 A —H#itiE) 12
YU, & BREERRERHMG IR B S D &ARB KOS INE O &R TORE 2151
ETITo7m, 2. ISR TOMBEEROARES- ETITo 72,

C. M7 A
(D) MEEANIE AT A A FRUERAENEE (256 2520 7 /L Y A L OFfESL & T - B3 I
TD¥AE:

REFOER LT-ZHFET LTI RLARIZX LT, FZENLEAOERNS -T2, Zh
LOERZSZIC L CTHERZIER., BEE RN OEREE-#%. A AAEARFEE -
G Z BRI L, ZENOHEsDERZG, ZNLDOEREZSEBIEELELT
NTAY ZALREEAER L, B - SRS BRI HERD, AR S, Bl &k E A AR
BRI TRRE SN, ez, § - IEGEZERZBE Th ik
I XY BAREIEAR PR IAE = 2 — 2551095 (CERK29F4H 15 H81T) ITHBi T E &
molc, Fl AARBIARIFE DR — A= ST,

(https://www. joa. or. jp/public/bone/algorithm. html)

Q) AR ftia% . o flaaR L 0 5H12661 D7 A€ A RARGRHEEE MR 2B L=, NaRIX
AR 5961, B REE 176 ESZAAARE R 2 — 2361, [ lRE 1661, JLINK
F 2B THY | FTEHRAT DN TIET LT — N OEM DB 7)o To T2 DFRHTE R 2> & RS
L7c, CTNNBIZEHE & =t K rald W NFABICA T DIERNZT261 (57%) Th -7, 7261F, B8
BT = DY DN T NBEAEIL40. 3% (strong:2. 8%, moderate 7% weak 30.5%) .
FORE B E1Z50% (strong:2. 1%, moderate 2.1%, weak 45.8%) Tdh-o7=, E7zwild type
& O TZ12661 2B OMATIZ W TEENEGE366%, MITaE G620 TdH - 72,

(3) NEEANIE T AT A RAHEIRIEZ T I C 31T DFE Y (b B 0 7 = L Yeta DA FIPER#YT

CTNNBI 8582 =1 R 41 & BT 45 (ICH T DIERNE 72 i (57%) TH -7, 40 i, B
BT = DY ENEIZ DUV TN TEREM L 12 5 C strong, moderate 22 5, weak 6 4.



https://www.joa.or.jp/public/bone/algorithm.html

negative 0l Cdh o7, FV Vb B T = OEENBAEIL, 2 #]T strong, moderate 13
%], weak 21 f5]. negative 4 il TH o772, B H T = HNE ML, 21 §#] T strong, moderate
19 5, weak 0 fl, negative 0| TH -7z, FEV VB BT = OMIERMEIZX, 6 6T
strong., moderate 13 fil, weak 21 f§l. negative 0| Cd o7z, CTNNBl ZSEAEMTHE R & B
T = R R RO MICA BRI X e o 7203 (P=0.43) . FEY VR B BT =%
YL L ORICIZEBEREELED - (P=0.025), Ytttz 2 BE2551T 5 & (negative and
weak vs moderate and strong). FEV VEL B U T = OENYLEIE L C0X-2 BHEARIDEE
R & ORNCE B Z2BE 2580 (P=0.022), B I T = OENYENME L ORIZITHAE
Bl 27RO o7z (P=0.38), MIFE YL EMEIZ DWW TITIEY U Eefk B 07 = (P=0.51) |
B 717 = (P=0.75) & HITHERBEEZRBD RN T2,
(4) IEIEANIE T A A NBRUBRMERESE D CTNNB1 28 HL & [ PR Rl o BEELARNT
RS HRNR. 7> O R S UM RS 105 BT 0 (R 18 5l ENEA AFsEt v
4 —25 B, FEIFA BT 30 B, RUELRS: 4 B, LK 16 B, JUMERF: 12 ), Z oo
T DNA il AR BAER] 24 1], BRIRT —Z D7 1 il 2 < & 80 BIMENT %72~ 7=, F7-
WFFEARFIEAER] D 91 Fl& AT, # 171 iz CINNBL figtrefg & L. T O TRiiE
S5 89 51 A TR HERIAKE & CTNNB1 2852 & DBt et g2 & L7z, FIR3EHE 89 Bl NERIZ S
P 31 51, 2otk 58 B, FEAEFIAL TIARR T A2 < | CINNBL 2% 55 1] (62%) (2572,
DIBRZAEATG CIZ RO 42 i, R1 44 il R2 3T o7, HF%E 316 (35%) IZFBD, FHI
BT SR & UTHEFE (P=0.056), T4 (P=0.017) A3fhii =417, CTNNBI 8 5%
L FHEERE ORIZHBERBEEN o T,
(5) i P4 F%E % 3k U 7= RN A2 7 A B A R AUKRMERESE |2 k3~ 2 1R i i A
FFEBITIX 9 I 5 5] (55.6%) 23, FEFFFEHEITIL 64 il 22 B (34. 4%) ARAFHINNIE
WZxf L PD ThH Y, FRHICTHEIUEZ R TREFD ZVMER & 72> 72 (p=0.28), T3 PD T
& o7z b BNV & MTXHVBL 2 K Db EIED AT Sdv, 21 SD & 72 57273 1 N ERE
oG, 1 BN AR R TE Lz,
(6) MEEAN AT AT A RERHEIE BT A R T A MERICTe T 727 V=NV s = 2F
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9. FAEFNLITFIT ORI O TERBUER T & 72D H
10. FEAEFNLITTIRIRAE O T HRABUVER 1 & 72570
11. X =71 a 0
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D. H%

T AEA RERHERERE DB A R T A4 VREIZANT CRERFHLE LT, BT LT
URXLDHESL, 7V =HIN T T AF a VORENEEL 2D, REEORFEENRIZL
T, £7, BETNATY ZLEMIL LT, T AFA FMUBHERIEZROHEMFE Th 54K
FFRBIBE R, H AR 22E - G EBERZ B CHaCMat Lc L CHER S,
AR FROR—LX—=VIBfl SN, BEPLGLT 7 BEATELERER-TERE
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DTHOLMNITE, ZOWRERIITA RTA TSN D FREENRRENEE XD,

CTNNB1 Z8 578 & FAFARRRAE ORI DWW TOM L A BT 5, AFFEFEEICBNTYH
CTNNB1 Z8 LAY & FTR R RcE & OB 2 fift L7223 A B Tl oTo, JEFIBSEZRY
RNELEZ LD, AN (FH) oI1F 525 CINNBL ZBFA X v & iR kiicsk< B
HLTWDZ EDRBE N7, F72 CINBL BREFRMMME L OWRE LV IR, JHEE
2B ORI S X0 Sanger 1EIZ K D28 BMATRGEL . ERIBURIR O IRAEIRRE 72 & FRREAG 9~~~ & AU
ZNEBEXD,

Wite A & 72 LIEGNC KT T DR OBRIRE 7 V=V 2 AF a0 L LTEETH
Do AW T, it R & ok U7 BIG OTS B L 13m0 AS . MTXHVBL 2 Hl & L 7R A7
FIEHRIC X DRI AKND Z EAH LN oot ZOFBRITHERELICE > TEY
L5,

TS OHFZERE RO EEEIRFE L ZR L CLL OV V=N T T AF g U EREL
2o S%A/VIERBTH DIEIEN AT AT A REURMEIEE I Z 0 243527 L— K& G A7
WL AMERR T D720 NbD 7 V=V T AF 3 VZEZ DD OLBRR, v A
TRT AT L a—ZWET L TETHD,
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Simple resection of truncal desmoid tumors: A case series

YOSHIHIRO NISHIDA, SATOSHI TSUKUSHI, HIROSHI URAKAWA, SHUNSUKE HAMADA,
EINI KOZAWA, KUNIHIRO IKUTA and NAOKI ISHIGURO

Department of Orthopedic Surgery, Nagoya University Graduate School of Medicine, Nagoya, Aichi 466-8550, Japan

Received March 9, 2015; Accepted June 7, 2016

DOI: 10.3892/01.2016.4792

Abstract. Desmoid tumors of the extra-abdominal and
abdominal wall have been associated with morbidity due to
the aggressive nature of the surgery and high recurrence rates.
Surgery that does not cause functional impairment is desired
for patients with desmoid tumors. In the present study, among
patients with desmoid tumors who were prospectively and
consecutively treated with identical conservative treatment with
meloxicam, a selected patients of patients were treated with
less invasive surgery than wide-resection. Out of 60 patients
pathologically diagnosed with desmoid tumors, 9 patients with
tumors refractory to conservative treatment and 4 patients who
refused to receive this type of treatment were treated with
planned simple resection. Subsequently, the clinical outcome
of the patients and the mutational status of the catenin (-1
(CTNNBI) gene in the tumors were analyzed. The mean age
of the 13 patients that underwent planned simple resection was
39 years, and the tumors were located in the abdominal wall
in 6 cases, the chest wall in 4 cases and the neck in 3 cases.
All excised specimens were evaluated and positive microscopic
margins were identified; however, during the mean follow-up
period of 30 months, 12/13 cases, 7 of which had T41 A mutations
and 5 of which had no mutations (wild-type), did not develop
recurrence. Only 1 initial case with an S45F mutation in the
CTNNBI gene developed recurrence. The results of the present
prospectively treated with simple resection and retrospectively
analyzed study suggest that planned simple resection could
serve as a therapeutic modality for extraperitoneal desmoid
tumors, particularly truncal ones with a wild-type or T41A
mutational status.

Introduction

Desmoid tumor, also known as aggressive fibromatosis, is a
rare, deep-seated, mesenchymal fibroblastic tumor. This type
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of tumor does not metastasize, but is highly locally invasive,
and exhibits a propensity for recurrence, even following
aggressive surgery with free surgical margin (1). Surgery has
been the mainstay of treatment for desmoid tumors; however,
there has been controversy about the association between the
microscopic margin status and recurrence rates (2-9), and
therefore, no definitive conclusion has been reached regarding
the significance of the histological margin status.

A few studies have investigated the predictive value of
catenin -1 (CTNNBI) mutation, which is harbored by the
majority of sporadic desmoid tumors, for the outcome of
surgical treatment. The results of these studies, however, have
been controversial, possibly due to the fact that they focused
on retrospective cohorts with inhomogeneous treatment
modalities (i.e. with or without radiotherapy) and different
surgical margin statuses [microscopically negative (RO) or
positive (R1) margins] (10-12). In previous studies by the
present authors, patients with extraperitoneal desmoid tumors
were prospectively and consecutively treated with meloxicam,
a cyclooxygenase-2 (COX-2) inhibitor (13,14), and a significant
predictive value of CTNNBI for this conservative treatment
was demonstrated (15).

The present authors hypothesized that simple resections
with positive surgical margins could be applicable to patients
with truncal desmoid tumors, and that the outcomes of surgical
treatment would be correlated with the mutational status of
CTNNBI. In the present study, the surgical outcome in patients
with extraperitoneal desmoid tumors mainly treated with
meloxicam followed by planned simple resection was analyzed,
and the mutational status of these tumors was evaluated.

Patients and methods

Treatment strategies for patients with extraperitoneal desmoid
tumors. Until 2003, patients with extraperitoneal desmoid tumors
were surgically treated with wide surgical margins; however,
an unsatisfactory recurrence rate, even in cases with micro-
scopically negative margins (9), prompted a treatment change
to meloxicam, a COX-2 inhibitor, from 2003 onwards, based
on the results of a study using genetically modified mice (16).
Meloxicam treatment for patients with extraperitoneal desmoid
tumors was approved by the Institutional Review Board of the
Center for Advanced Medicine and Clinical Research of Nagoya
University (Nagoya, Japan). Favorable short-term results were
initially reported (14,17); however, several patients subsequently
exhibited resistance to meloxicam treatment (18). Since 2009,
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Table I. Demographic data of 13 patients prospectively treated with simple resection.
Age, Tumor size, Follow-up
years Gender Tumor site cm duration, months Antecedent treatment Rec Mutation
30 F Abd 18.0 63 Meloxicam - WT
19 F Abd 13.0 54 Meloxicam + S45F
25 F Back 5.0 48 No - T41A
45 M Back 5.0 38 No - T41A
29 F Neck 7.1 38 Meloxicam - WT
39 F Abd 8.4 45 Meloxicam - WT
70 F Neck 8.7 26 Meloxicam, Chemo - T41A
36 F Neck 4.5 26 No - WT
39 F Back 17.0 14 Meloxicam, Chemo - T41A
35 F Abd 14.0 13 Meloxicam - T41A
40 F Abd 12.0 10 Meloxicam - WT
62 M CW 12.0 9 Meloxicam - WT
36 F Abd 4.5 6 No - T41A

Chemotherapy consisted of methotrexate plus vinblastine. F, female; M, male; Abd, abdominal wall; CW, chest wall; Chemo, chemotherapy;

Rec, recurrence; WT, wild-type.

the treatment modality was formally organized with low-dose
chemotherapy (methotrexate and vinblastine) or planned simple
surgery for patients with desmoid tumors refractory to or stable
to meloxicam treatment. In order to select patients for planned
simple resection, functional impairment should not be antici-
pated. These selection criteria exhibited a tendency to include
truncal desmoid tumors, and exclude extremity desmoid tumors.
Since 2010, the mutational status has been considered as one
of the selection criteria based on the reports describing poor
surgical outcome of patients harboring a tumor with S45F muta-
tion (10-12). Informed consent for simple resection and use of
anonymized samples for research was obtained from all patients
in the present cohort. The study protocol, which included the
analysis of the mutational status of CTNNBI, was approved by
the Institutional Review Board of Nagoya University.

Mutation analysis for the CTNNBI gene. In all patients enrolled
in the present study since August 2008, desmoid tumors were
histologically diagnosed using specimens obtained by incisional
biopsy at the time of referral and treated at Nagoya University
Hospital. Part of the obtained specimens were snap-frozen and
stored at -80°C for mutation analysis as previously described (15).
Briefly, DNA was extracted from the frozen tissue or 5-ym-thick
formalin-fixed, paraffin-embedded tissue using the High Pure
PCR Template Preparation kit (Roche Diagnostics GmbH,
Mannheim, Germany), according to the manufacturer's protocol.
The extracted DNA was subjected to polymerase chain reac-
tion (PCR) analysis in order to determine the existence of point
mutations in codons 41 or 45 of CTNNBI exon 3 using two
pairs of primers spanning these mutation sites, as previously
described (15). Amplified PCR products were subjected to direct
sequencing. All sequencing results were compared with 3-catenin
sequences in the National Center for Biotechnology Information
databases using The Basic Local Alignment Search Tool to
evaluate the mutational status of the CTNNBI gene.

Planned simple resection. Simple resection was planned to
minimize the extent of resection of surrounding normal tissue,
including muscles, fascia and other connective tissues, which
reduced the rate of soft tissue reconstruction. No major nerve
injury occurred as aresult of simple resection in the present study.
Desmoid tumors were excised without the cuff of surrounding
tissues. Muscles were partially excised along with the tumors
when detachment proved challenging. Excised specimens
were all subjected to pathological evaluation. Two-directional
surfaces through the midline of the excised specimens were
examined for microscopic margin status by experienced pathol-
ogists. Patients with planned simple resection were routinely
evaluated for local recurrence with computed tomography (CT)
and/or magnetic resonance imaging (MRI) every 3 months until
1 year after surgery, and every 6 months thereafter.

Statistical analysis. Data were analyzed using the Fisher's
exact test for dichotomous variables to determine correlations
between the mutational status of CTNNBI and clinico-
pathological characteristics. Continuous variables of age and
tumor size were compared between the two groups using the
Student's 7 test. All statistical analyses were performed using
SPSS version 20 (IBM SPSS, Armonk, NY, USA). P<0.05 was
considered to indicate a statistically significant difference.

Results

Patient demographics. Since 2003, there were 60 consecutive
cases with desmoid tumors of the abdominal or extra-abdom-
inal wall histologically diagnosed histologically diagnosed
at Nagoya University Hospital, Nagoya Memorial Hospital,
and Konan Kosei Hospital. Patients treated with meloxicam
(10 mg/body daily) received MRI and/or CT follow-ups at the
outpatient unit of the Department of Orthopedic Surgery of
Nagoya University Graduate School of Medicine (Nagoya,
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Figure 1. A 19-year-old female patient presented with a desmoid tumor in the abdominal wall. (A) A T2-weighted axial magnetic resonance image indicated
the presence of a desmoid tumor (arrows). (B) CTNNBI genotyping revealed that the tumor had an S45F mutation in exon 3. (C) The sagittal and axial surfaces
of the resected tumor were subjected to histological examination. The surgical margin was R1. (D) Desmoid tumor recurrence (arrow heads) was confirmed
using T2-weighted axial magnetic resonance image 16 months after R1 resection. R1, microscopically positive.
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Figure 2. A 30-year-old female patient presented with a desmoid tumor in the right abdominal wall. (A) A T2-weighted axial magnetic resonance image
indicated the presence of a desmoid tumor (arrows). (B) CTNNBI genotyping revealed that the tumor was wild-type in exon 3. (C) Resected desmoid tumor.
(D) The sagittal and axial surfaces of the resected tumor were subjected to histological examination.

Japan) every 3-6 months. Since 2009, 9 patients with progres-
sive disease (PD) who received meloxicam treatment and
4 who refused to receive meloxicam treatment were subjected
to planned simple resection, according to the Response Evalu-
ation Criteria in Solid Tumors. In total. 2 out of the 9 patients
with PD were initially treated with methotrexate and vinblas-
tine, followed by planned simple resection. Of the 13 patients,
11 were female and 2 were male, with a mean age of 39 years
(age range, 19-70 years). A total of 6 tumors occurred in the

15

abdominal wall, 4 in the chest wall, 2 in the posterior and 1 in
the anterior neck region. The mean diameter of the tumors was
9.9 cm (range, 4.5-18.0 cm). The mean and median follow-up
periods after planned simple resection was 30 and 26 months,
respectively (range, 6-63 months; Table I).

Mutational status of the CTNNBI gene. Point mutations
of CTNNBI exon 3 were confirmed in 7/13 cases (54%),
and 2 patterns of mutations were identified. Replacement
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of threonine by alanine (T41A) in codon 41 was detected in
6 cases, and replacement of serine by phenylalanine (S45F)
in codon 45 was detected in 1 case (Table I). No mutation
(wild-type) was detected in exon 3 in 3/6 desmoid tumors
arising in the abdominal wall, while codon 41 mutation (T41A)
was detected in 2 tumors and codon 45 mutation (S45F) in
1 tumor. No significant differences were observed in the tumor
site (P=0.9100), size (P=0.7600), gender (P=1.000) or age
(P=0.9700) between the wild-type and mutation groups.

Outcome of surgical treatment and mutational status. All
13 patients underwent simple desmoid tumor excision. Soft tissue
reconstruction following resection was required in 2/13 cases.
The desmoid tumor site in both cases was the abdominal wall,
and a small portion of an iliotibial band was used to patch a
rectus sheath defect. No patients had surgery-related compli-
cations. Histological examination of the excised specimens
revealed the surgical margin to be microscopically positive in
all 13 cases. Only 1/13 cases (8%) presented with recurrence
16 months after surgery, and this case was characterized by
an S45F mutation (Fig. 1). The other 12 cases, which did not
present with recurrence, had a T41 A mutation or had no muta-
tion (wild-type) (Fig. 2). There was a trend of recurrence in
patients with S45F mutation (P=0.077).

Discussion

The present study demonstrated the feasibility of simple
resection in a cohort of truncal desmoid tumors prospectively
treated with meloxicam. Of note, although tumor sites of the
present cohort were limited in the trunk region (abdominal
wall, chest wall and neck), 12 tumors with either T41A or no
mutations (wild-type) did not recur with microscopic positive
margins. Several recent studies investigated the association
between CTNNBI1 mutational status and clinical outcome
of surgery (10-12,19-21). Lazar et al revealed with a single
institution-based study that desmoid tumors with an S45F
mutation had a worse recurrence-free survival following
surgical treatment than patients with other mutations (11).
Subsequently, Colombo et al reported their multicenter retro-
spective study (10), including Lazar's study cohort. The results
of that study, which was based on 179 cases that received
surgical treatment, indicated that tumors with an S45F muta-
tion had a significantly higher recurrence rate compared with
those with other mutations or wild-type tumors; however, of
the 166 patients with a margin status that could be evalu-
ated, 98 (59%) had microscopically negative (RO) resection
and 68 (41%) had microscopically positive (R1) resection,
indicating that the margin status was not identical in their
cohort, making it difficult to draw any definitive conclusions
regarding the association between recurrence and mutational
status and/or margin status. Contrary to the results of the
above studies, Mullen ef al reported a slightly worse 5-year
recurrence-free survival for patients with CTNNBI1 mutated
tumors (58%) than for those with wild-type tumors in 115 cases
treated with curative-intent surgical resection (12). In that
study, radiation therapy was delivered in an adjuvant manner
at the discretion of the surgeon and radiation oncologist when
a high risk of recurrence was predicted on clinical grounds,
which may have masked the correlation of the mutational
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status of CTNNBI1 with local recurrence. Domont et al (20)
demonstrated a significant correlation (P=0.02) between higher
risk of recurrence and CTNNBI-mutated tumors; however, no
significant differences were observed among mutation types.
Of note, after analyzing patients with RO resection, it was
observed that the recurrence rate was significantly higher in
patients with mutated tumors than in those with wild-type
tumors (P=0.02) (20). Considering that RO resection appears
to be more associated with functional impairment in patients
with desmoid tumors, the significance of a specific genotype,
including wild-type, in patients with R1 resection should be
investigated. The present study could suggest the possible
favorable prognostic value of wild-type and T41 A mutation in
patients with R1 resection.

The present study, however, had certain limitations. Thus,
although prospectively treated patients with identical cohort
(microscopic positive margins and no radiotherapy) were
included in the study, only a small number of cases could
be enrolled. Desmoid tumors arising in the extremities were
not included in the present study, since a previous study had
indicated a significantly higher incidence of the S45F mutation
in desmoid tumors of the extremities (P=0.005) than in tumors
of other sites (22), and simple microscopic positive resection
could not be applied for the majority of patients with desmoid
tumors of the extremities.

In conclusion, the present study reported a case series of
successful planned simple resection even in cases with micro-
scopic positive margins, which aimed at reducing functional
impairment in patients with truncal desmoid tumors with
wild-type or T4l A-mutated tumors. Accumulating larger
numbers of patients will help to clarify the significance of the
results of the present study more precisely with prospectively
treated cohorts.
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