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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.

ACCACAGCTCCTTCT
41 42 43 44 45

Wild type

Doty

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



NISHIDA et al: SIMPLE RESECTION FOR DESMOID

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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2012), T D DFERIZT AT A NUKRKEEIERZBIZ 351 2 CTNNBL 28 ELAFAT D FFELIME D &
&, BT =R ORFBMEOIR S Z/RIB LT 5, ARBFZETH CTNNBL 28 E A5

MHTHDIEGNZIRIT D BT = R YA DGRBS oo 2 8D BIRIZEBT
LI WIS, CTNNBL ZERMHT 2B AT HMEMENH D EEZ bz, £io, HFEEE

RIZBIT D B I T =R AEERIIMEN D OWE L IR o7o, AT PRI
O GMEREN R SRR E <. A%, PURRI O LE TH 5,

._[

E. f&as
JEREN AT A A NAGRMEIEIE 2 Y2 Wr 2 2 S IXEFRIERED L TE b CHE
BThDL, BHT =2 OREYAAEFEN L CTWARERNL VA, FEENE L RN &,
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FEANTAHINEEND D EEZ B,
F. #f9e53
1. FmsC¥E

L

2. FRHEK
7L

G. ZNRMPEMED HFE - ek
L
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B4 (3)
I1. 1R3% - piEursess

3. JEWEAIEAET A E A FRGRMENEIERZINC 31T DY b B 0 7 = Yt oA RIS
B9 2058

WHoEiEE  FEmEIL A EERFERFPGEERUIEREIE Hedx
WHIEH 1 A AR ERIERFGEERUIER AR Kb

RS

NEWESNFE AT A B A RAURRMENESE O JETE B . TR 2 THIT 2 A RR+. FiE
ELT, FEY VB B T = U HURIC X A et h FEk LT, RPHRE L CREsk A & FEk
SNTWDIEHED B I T =g 2 T FlES L7, CTNNBIZE RAFATHER & B
T = R R RO M BRI A o 7208 (P=0.43) . FEV VERIL B T = s
Yett, b ORNCIIA B RBEE AR O (P=0.025) . FEV V(LB 1T = DYt L
COX-2PHE A D ERARRAR & OMICAH B /Z2BE 278D (P=0.022) . B I T =2 OZENGAk
EDORNCITEBREEEZRBD R o7- (P=0.38) , IV VEL B I T = ORNYLaMERE
VLA OIE B, COX-2BREANAM DR THINH H Th 2 vrReME 2 R S4iz,

A, HFEERY

NEWESNFEAE T A A REUHRMERRSE CIX P14 O 8O PR SRS I 5 D TR R
THORESNRESINTND, BEIZBWTHLB T =ik &2 Uiz e tanE
S TWD, ZOBHT = OREMENIRIETHICBEHET 5 L ORENRH L3, —ED
FERMICITN T2 o TOZRYY, FE 72 CTNNBIZE BAU DN IRIR AAR O TR 11272 5 & OHEDR & 2
W, R ROREME T H D Z LB RATH D, K0 f#E A REY AR Ko TR AR &
FRTEIL, BRICBWCHEA &, BEICx L ClEYIRIEFRIEZRINT D 2 L3 6
LD, TAEA RUBHEERZE CIXB I T =0 OB T+E RS 5V Tadenomatous
polyposis coli (APC) BT ARNIIEICHGT LI LR Do TWVND, TNHDITIE
BAT =D VbHDWITY LI BT = OafRICEAD-> TR, BENE
THZELICEVBIT =DV b EERLS R DHDLWIELY VLB T =2 D531
MARRERD, PERD BT =2 ORBEREITY Vb EFEY VEREATT 2R LT b,
VUL BT =V REOHRERHT D2 LT, BRENRN BT =0 DL EE G
L. BEAR ARSI OO IEfe 2 3l C X 5 rIREMEN B 5.

AAFFED BN, T ATA REBRHEIEEIC RO TN O S TWaH g T =
PUREIEY VAL B T = U HURIC X0 S a AT\ B2 & TR G & T 2 A H
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BRIIELERDDERITT 2L TH D,

B. #WFIETik

WFFERFEE MR I T, BN R AT 25 A RRRHEIESE & P2 S, COX-2PH%E
AR A Fhs L724061 (B Loy 7 22, Am S L3861) Zxtgd Ui, FIEMERE
JRRESE D BB 1T E N7y o 7=, COX-2BHEH| D 1EHE%N R iZResponse Evaluation Criteria
in Solid Tumors (RECIST)IZHE~ TRk L7z, SR EIXB T =B LOIED VR B
HT =2k MR 7 a—F PR E O C005 AU TG LT, ki &
BT CEM L. BEEIZ X Y Strong, Moderate, Weak, NegativeDABEIZHFEL =, &
BIBRSIES R R & 2\ NI T LR T — MRIR 2 H] L CCINNBLZE S AT 21T > 7,

(f B ~DRELE)

BE OXFEERE S, IWEMARICRED % AMETAE, BT = U RE AT IOV
TIIENFHROIY NS +EE L, BRIFEIZEE T 2 fmeidast CER204:7H 31 B &0
E) IZHEL, BETFERMBITICOWTIEE N7 A - B TITIFZEICEE T 5 M
#t CERR20MFE1I2A1H —HdE) ICHEL, 4B RFEFRFARHGHEZESDOAR L LW
s NE OER CTORE S ETiroiz,

C. WFZERER

CTNNB1 285 % =1 N2 41 & 5\ MT 46 [TH T DIERNT 72 ] (57h) Th -7z, 40 Filh, B
BT = DYENEIZ OV TN RE ML 12 5 C strong, moderate 22 3, weak 6 4.
negative 0 Bl Cdh -7, FHV Vb B T = OEENEMEIL, 2 T strong, moderate 13
5, weak 21 fil negative 4 Bl CHo7-, B I T = L HIIVE G L. 21 BT strong, moderate
19 i, weak 04, negative 0l TH o7z, IV AL B AT = OMERMEIZ, 6 61T
strong, moderate 13 4, weak 21 f§l. negative 0 5] Cd> 7=, CTNNBIl ZBAZMTHER & B
BT = GG ORE R ORI B R BE X2 > 7273 (P=0.43) . FED UL B O T =%
G & ORIZIIAEBEEZRO T (P=0.025),

etk m 2 BEIZS D L (negative and weak vs moderate and strong). FEV (LB
NT =2 DERNGEIEL COX-2 BLEAIDOHRMAR & ORICAERBEE 280 (P=0.022),
BN T = DEERNGENE & ORIZIIABRBEEZFRO 2o 7 (P=0. 38), HlaE Gl
DWTIEIEY URIL B T =2 (P=0.51), BHT =2 (P=0.75) &L bICHELRBEEZ RO 2
Mol

D. &%

PURIC & B0 Ye MR A R B e, TRV O L CTEH S BIThbnCW A HE R
FIETH D, TITEE ARG N ER, BIROBG CTHLEH S-S ob 508,
RIRBIZBWTIIMIE L~ TEBENTWSDONRERTH 5, B mEREEIc kY,
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BRI 2 DR BN TR T E AR, ISR AT A FRUBGHEIRE B8 1SR+ 2 Z & 13
%\, BAT =Y VRIGIREETHEET D 2 Lid, BT = OREAIE S, &
WNRATA T Z & CRESEIFMESE T 2 Z LRI S D, ABFERIRICE D, FEY VR
LB 717 = P HURIC K DR getans, COX-2 LEADOZROA M2 TRIN T/ 5 Z L 31
SE 7Y E72 CTNNBL OZSEA & GBI 5 Z L AVHI L, SRS ANEBEIR TH % 0204
WL LTAMTH L Z LR,

E. f&im

JEWENFE AT A A RERRHEIEIE ISR 23V VBRI L B 7 = 2 K D Yath ik 1 X1
ETHY . FEEOIEEMESS COX-2 PLEANC X DIBENIMEZ FHIT 28 LWFEE 250
BEMED VR ST,

F. WFFERE
1. §mCHE
L

2. PR

(DIBEF A, EE By, AW EXK, KE UL, )0, g s, A5 B, 7
H 5L,

T AEA REUHBRHERERE |2 31T 5 3E Y VRl B —catenin S Yeta DA

%5 31 [l H AR P AP E 2 2016. 10, 1314 1@ [idl

G. FHRNPEME D R - Bkt
L
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P-catenin non-phospho fi-catenin

) 3
moderate Wrer Ny Sht o oo v [
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®1 BTV VBRI phT o R ERBHERLE CTNNBLER

Mutation status
WT T41A T411 S45F S45p p value

p-catenin? 0.43
weak 4 2 0 0 0
moderate 8 12 1 1 0
strong 6 3 0 2 1
non-phospho B-catenin 0.025
negative 3 0 1 0 0
weak 10 11 0 0 0
moderate 4 6 0 2 1
strong 1 0 0 1 0
WT; wild type

®No cases showed negative
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% 2. BABHT=V FEUVERE BhT= %@L COX-2 HEH

ARAKEEORE
Favorable group Unfavorable group
(n=20) (n=20) p value
B-catenin 0.38
<10% 2 4
>10% 18 16
non-phospho
B-catenin 0.022
<10% 16 9
>10% 4 11

®No cases showed negative
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B4 (4)

1. % - PR E

4. BEWENISET AT A REGEHERRSE 0 CTNNB1 25 B & e bR il o B |2 B 3 A P42

Ui A=
P EIL A RRFERFGEE L RERIEAE HeRdz

i sty

W &8 ESERANEE 2 =t R A = k=R
FHHEES R T A VA - BAEERET Hd%

AR T R RTFESE RS PR IRERE T 2 —  FHEEdR
BlEf e FILRF R E R AR GO TER B

AR TUNKRZERFBEEZOIERE e

BRI SERMENEAD ARFESAREEIEAR fik

VNG A BRI R e R - BRI SR 7 — G

MRS

HERESNSE AT A B A RALERMENEIE D S IE R 122 5 T d 5 CINNBL D22 HAY & R4l 4 1) D
& LToTBREGE ORI BN 5 2 Z L BN lE ST b, AFETIIAIICEK T 57 A€
A RAUBRHEREE (36 1T 2 CTNNB1ZE A DR A R 36 KOV F & TRl O I BT DS &
D A FRHT L7z, CTNNBIZE BFEAT 4 171 )T L CHNE L, & OH TR 2 50 L 7289
BNCES U TR 24T o 72, CINNBIZEZL 255051 (62%) Tz, ¥ Z 3141 (35%) 1T
B, BREEET SR T & UTEER (P=0.056) . FHEIEA (P=0.017) 2 S N7,
CTNNB1ZE JH & Bk sk & ORI B /R B e o 72,

A. HFEERY

JEREANIE LT AT A RAGRMEIEIE O FAEICIL B T = iEfs 1 (CTNNBL) OffE= R
(A1B L VU5) IZBIT 2ERNEALG L TWD Z LR BNER> TS, £/, filL, CTNNBL
DIEFIRNINT ZF A RRURRHERENE 167 5 FINERAGR & B3 2 2 L AME ST 5,
TRAFTRHE (COX-2BRE ) 1T DWW T & CINNBLZS 52 & oD B3 2 ARAF 7 AR Sask 2 b A L 72
(Hamada, Nishida et al, PLoS One 2014) . U LIEBIEL D 7puNT=6 HESEEE O =0
TETFURLTROER, AFRO HEIE, AFRIZBWTIEBINCRE LT2T AEA N
FRMERENE & W0 S UTIEBNIZ R ZCTNNBIE R ORAH, ¥4 TZPALMNIC L, EICPH
TRIRERE & OB DR EL T2 2 & Th D,
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B. WFZEHE

HEWEANFE AT A A RAUKRMERERE & i BRI S AL SEBIZ 38U T, CTNNBLZS ST & 5=
fiL, ZBREFEREZHOMNIC Lz, o, BGHEERES 5037 7 ¢ el ES R
% FNCCTINNBI R BT & F2hts U7, FARBNC OV TR O A I & S REEKRE 78 L O
CTNNB1ZZ S & D B 2 it U7z, #EEHFRTIEII T A “FRIEDH DV EFisher’ s exact
test& W =,

(ffEL i ~ D BLE)

BEORREERIRK 7. 1BRAGRICED 2% A ROV TIE A ROEY Fuic
ForERE L. BRRATFRICET D fmEifa gt (CERR204ET H 31 H A#idE) ICHEL, BinFAR
BUEHTIZOWTIEE N7 A - BB TRENTIFZEICBI 9 5 fmBldES (CEAak209E12H 1 H —fHitk
1E) WL, 4l B RFESRITERMm L B 2 0KRB LOWHESIN#E OFimn COFRE
G- ETIT o, Eo, MRSl COMBEE OB LS. L TITo 7,

C. MFgTREF

BRSPS 7> DR S AT MRAREIE 105 B TH Y (HHERT: 18 ., ESZAMIEE
4 —25 B, FEIFA BIRERL 30 B, RUELRS: 4 B, [LR: 16 B, JUMRS: 12 ), 2o
C DNA fH AN BIER] 24 i, ERRT — & O72 1l 2BR< & 80 BIBMENT ISR -7, £
WFFEERRIEGI D 91 B2 A HE T, & 171 fil% CTNNBL fi##rstgi s L, £ O TRIFE
FRER] 89 Bl 2 15 HE Al & CTNNBL 28 5 & DBt x4 & Uiz, FiiFEM 89 Bl NFRILS
PE 31 B, 2t 58 i, FEAEBAL TITMAERFEAA32 < | CTNNB1 28524 55 fi] (62%) (2@ 7,
GIBRfEFEAG CTIZ RO 42 65, R1 44 65, R2 3B TH o7z, ¥ % 3161 (35%) IZRD, I
LR SR & L CHE S (P=0.056), TEIEE (P=0.017) 23hliHH S4u7z, CTNNBI 4852
L FHEER L ORICA BRI T,

D. &
T AEA NARURHERERE B O TZICBIE T 2K 1 & U TRl &L v Fln, Y1 X, %
AN S ST & 7o, AR, BEEFEARICBEET S CTNNBL 028 BB AN IR 2h 3 2 T4
LIRFTHDHERESNTND, FHTFHFIC OV TIEL CINNBL BRI D 1T 45F 2444 HIE
BITTFRARLHESNTVD, LarL, SEIOMHT TIE 45F 225 & 2 O D28 ZARL D fH]
TR AR A B 222 7R 77, 89 Bl DIEFIEL Tld power & Tdh - 7= AIREMENE 2 BTz,
et G & 72 o7 89 HIOH T, CINNBl ZRAFH T 5 & HIE SNTIERIL 62%I2 & EF D |
SRR W D EIME S . & 2V E CTNNBL R RfFMTIE (Sanger 1£) DRAIEMERIZ OV T ORRGE
DLETHDH EZEZ LI,

Pt
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T AEA NEGRMENEE & B2 W S U7 ERI T, CTNNBL 28 Bfd R 134 [E 7> & ok &
e U TR TH 72 Z & 1d, WELZW O Y) S OREE, CTNNBL A SMEHTIE D UGEED 2
EEZBN, FILTERE SN TWDHERM L FEHE & OFICABERBEERRLS, 4
BIEPIE 2 EH LTS E LB B D,

F. #9053

1. B
L

G. ZNRYMPEMED HFE - ek
L

48



Fflir 15189451
B 314, =% 5845

T4 EfR364E (4-70)
F A BRI UIbR T : fE SR T
REEIR R2
| RO
42
I 2
LR\ 44

1. REILEFHICLLEREFE=TE



CTNNB1ZEH! BROBE

45p €
1

X2.CTNNB1ZERIL B H




1. EBESHEORELRKEFL
BF
A
MRl | B 10 21
L8 21 37 P=0.71
F lp 31.7 383 P=0.056
R4 | FEER 2 8
ZNEES 9 26
g EE 1 12
ZpER 1 1
nlli57 4 3
TR 14 8 P=0.017




F2.EEBROAEELEKREF?2
F
hlY  EL
fEj5185% | RO 42 21
R1 44 37
R2 3 P=0.12

CTNNB1 | 41A 12 27
P ASF 7 8

WT 12 22 P=0.72




B4 (5)

1. X% - pHEurgERE

5. eIz Rk LI MEEARAET X8 A FRUBRHMEIE |69~ 2 TR BRI S BE 3 2 i

WHIEEE FEmEIL A EERPRFPGETLRUIEREBIE Hedx
e E IR TR RERFPGEERUIEREIE KRR

L =1

REWESN T AT A A REURRMERESE L 5h 3 21RO HLIT FIER Th o 7o, I HREE
NEDLDTEL . FREDOBIEFHIZONWT—EDOHTEHIREN TV ARV, ABFZE Tl
BRI 2 & T2 LTIEBNI 3 D IR AARE 2 T Lo, FR38EI9%I 561 (55.6%) 725, FEFF3E
B Cixe4pl226] (34.4%) PMRFEIIFEIZ LPDToH Y | BRG] CHIUEZ R JIEF 2 %
WM & Zp o 72 (p=0.28) o FFFREEPD T & o 25BN ITAR A EMTX+VBLIZ K 2 b 5L D3
TS, 2fFIShE o7, FREIIK L TITRIFHITERR Cd 2 K H BMTX+VBLIFIE O A 2%
DRENT,

A, WFFEERY

NEWESNSEET A E A RRERMENEE TIX IR OS W RRZ /L 75, BREDOIEHR
Ti$t OMESLITHIENE R I OWRE L FRICBFIC L > TEDOTEETH D, —F7. H%
BTSN EA T D AEBIRC B ARICHE N T DIEBI 8> Do ABFTETITT AT A REHRHERE
FEWCKT U CRINTAHE 2 I L, I IS L7ERI OB 2 B S Ic L, FRERICRT 5
AR EWASNCT D E 2 HE LT,

B. WFFESE

20034F- 7> 5 20154F O I Y izt & 5232 LT JEWESN I AT A B A NREBI % 14 S5 A0 IZ A
H L7, 64 ALL IR A B L 2 7273010 I RANIIFITh o7, 98l
fBElC TR T, MBifitk R ITIBI7Z T TH - 7=, B TMisEIF, 3Hlic#Ekn o
FTS, 3BNTAFGIBRIT T DAV TN, FBPEAB, Zoksf, WIlElFIRREOFfn I F-31. 1
ik (3-67) . FEAEEBAITRERTE, FH2BTH > 7=, CTNNBIOOZEFL (X T41A 341, S45F 24,
wild type 165, 3BNIARMHT CThd o7, COX2PHFIENR Z & T RAFHIINIFRIZ 5T 5 Rt &
RECISTCREAl L. FIEREIN & FEFRRECAHI DR T 21T > 72, FIEPDTH - 7 iEHIT
Z D% OIRFERAE 2 A L7,

(fiw B i ~ D B )

BE OAFEERK 7, IREBARRICED 5% A TR OV T EAFE RO iz
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FERE L. ERRAFRICEE T D fmEifa gt (CERR204ET H 31 H 2HSE) ICHEL | Bin AR
BUFEHTIZOWTIE e N7 A - BB TRENTIFIRIC B9 5 fmBldESt (CEAk209E12H 1 H —Hitk
iE) IZHEL, A BRFPEFRFARHMGEZ B2 0ORRE KOS INE O EH# COFE
5T ETiTo T,

C. WFEfEE

FFEE1CIL 9 il 5 1 (55.6%) 723, FEFFFEMGITIX 64 FilF 22 1] (34. 4%) DSPRAFHINNE
Ik L PD ThH Y| FEREICHIRPUE 2 R IEFIN S VMER & 72572 (p=0.28), F¥H% PD T
& o7z 5 BNV & MTXHVBL 12 K Db EIED AT S v, 21 SD & 72 o723 1 N RERE
EOMREAME, 1 BRI REN R LT,

i

M

D. B%2

fBEIiZ BB CThH > Th, SR FMON AN BEIIC2BRFT= > e —id
AR & 7R o7, Mhaa% Tk CINNBL AR AR ESWIGRZITo TR, Ak g
AHRRICIRPIME T H D56, TR AR O®E DL\ S45F 28 Bp° P ARER ., 8 X OVF
TN & 2 B REREE ASHER X A 2 i 51 CUIR I 7 2 88T . MTX+VBL |2 K b3 E 51T
STW5D, IFEERFICBONTE MIXHVBL (X W RBffay be—n 256052 EAHL
M leole, BVENIEAET AEA REBRHEEIE OB T VT U XA LZBWT, BHRHNE
LTHRIAEH TH D MIXHVBL ONANRFN TH D Z MRS, SRIERBOERK % H
NDHZ LT “ERONHTDIEEGTENLR” O7 )=k r o 2AF g kT HHERESC L
L TEHATE DA R ENT, 2 Bl THBIC L DR EL AL L2 LIXSH%OMET
&5,

‘.[

E. Fim

M5z FATEHEIL I C S LT AN 3T 2 5 A RASHEIEIE |2 %H 2 1e s 2 00 & )
2L, BEOFRMAAT S L MTXHVBL ZHb & L RFIBENA TR 2> b e
— VMG BV D AREME D R ST,

F. #Fge3sE
1. FmsC¥EE
2L

2. FRFEE

(1) WA B, W B, I, N e, AW EDR, AR ER, PEE 5L
i TP & 3k U2 IEESN IS AR T A A NHRRHENEAE | 63 2 1B ki

55 49 [ H AR - SGHIEE Pl SE 2 2016. 7. 14-15(Day2)  HUR
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PIEEEELT
DIRTFLE

PD in 25/64
(39%)

T B FENEEIZ
T HFRF AR
PDin 5/9
(55.6%)

1

&

0.6

04 4

Progressive free survival
il

]

i primary

g

recurrent

0.2 -

1]

0 50 100 150

month

p=0.549

3} (Log-rank test)
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&1 M EREFRED

.
response’ to
SUrgery CTHNNE1 i
age location F margin d conservative
institute mutation
therapy
1 F 43 back oither Rl wnld typse 50
F 52 baaech othe Rl [ R PR
- Towr
3 F| a0 it ather ] Mk PO
sRtromity
A F 67 ek alher Rl Hia PR
5 F 14 abdominal - sd5F =
wall
E M 15 ok aithe Rl LA5F FO
7T M 16 clwst wwall oither El TélA D
E M I5 Dk aiths R 50
5 M| 3 fowor other 97 g2 T41A PO

eatremiby

‘REEMNED - EARNOMH. KL, cox-2BENEN



R2. MEBREMI L TEEL=MTX+VBLER X

esponse’t
sex | age site SRIANE :onl:eru:tiv: TN complication
g mutation MTX + VBL P
therapy
3 F 20 lower N/A” PD <D knee
extremity contracture
5 F 19 abdominal SASF PD 5D
wall
6 M 15 neck S45F PD sD
M 36 chest wall T41A PD sD
] kle & k
q M 3 lower T41A PD sD danekie neg
extremity 58 contracture

RENGN-EAMROI, HOHL I, cox-2H G R



B4 (6)

1. f}% - pHEursRE

6. MEIESNIELET 2AF A FIRMEIEIEZIR VA BT A MBI T 727 V=07 2 A5
a VBT DS

WroEEE

PEIL A ERRFERFPGE L RUEREAE HeRdz

NI &= ESEAAER 2 SRRl D s A S — =R
FAEES R T A VA - AR Fd%

AR T R RTFESE RSP AR IRERE T 2 —  FHEEdR
BlEfee  FILRF R E R AR GO ER  HeBd=

AR TUNRFERFBEEZOIERE  #eHd=

BILREST  SNERMETEAD AT ZES AR R fik

VINSGL A BRFAE I RS e R - BRI TSR 2 — G

It E

NERESNFE T A B A RERMENEIERZIR T A N7 A V& RET 2 7o OITITH BRI REE
oML, ZORRDOIZOD T V=N T T AF a VORENEETH D, AFFETIL,
T AEA NRUBRHEIEIEZIR O HEME CTh 2 YR IC L HERKREOX T 527 U =7
NI AT a VEBUNCRETHZ LA HMNE LIz, 11O V=N T = AF 3 o Z&E
LTze 5. TNHD T U =N T T RAF g KT DHEECEAERT 2 7280 O SRR SR
VATT A v I L Ea—%Z DTV FETHD,

A, HHEERY

T AEA RAEGRMEE L, WHOREES /058 IR ANRE M TR O S R isfE 2 L 722 WO EEE
e HE A O RIGH LSS CHR IR p B S L D IAREEIERIC K D FINPIRROF — BN H
ZHNTEED, kO TEWERE (20-70%) 25, HEEZREEELZ (vait & see)
RLIEWIEHE (NSAID, HaetER /L 3, FIs K, o0 FERRITEHIR) OB RRIEHR 72 &
TSN OIRIEIE O NERHE S, BRSND L)1 >TETWDH, LaL, 10007
N2 ANFIET DGRBS CH D120, BETA RT7A4 VREICHIT TOZET AR
RN, Flo, 7V = AN T AT g ASKT DHEIESCTIER S NIRRT A BT A 13
ST HAENL TV,

AR I T D WEWEINFE AT AT A REUMENEIE\Z 3t 22T A R T4 VERET D72

59



WICIE, BEERBEICKT A7 )=V 2 AF a3 o ZRUNICETEL., YAT~YT 4 v
JlbBa—lZLhbzbe T 20, HEZ L — R - HEIRSCOERDNMLEE 2D, AT
OB EERKBEEICET A7 VNV I R F a VR ETAHI L & LT,

B. WFEHE

ARIFFEHEE S CEERKRELZEX, 7V =z xFa v (Q) LIz, 20
T, BWNCBET 20Q. FHHERICET 50Q, MBI 5CQFITHE LT, HEEE
PRARREMRIC B9 5 0Q, BAEITHT HCQOELE TI0IE B AR DOCQIZIK W A AT,
(faE i ~ D BCLE)

IV =HNT ZAF a3 AMAERRIZOWTIE, BEDOAMEIZED D IEHREZTY o TH72Rn
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