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TC Chemotherapy For Cervical Cancer

TABLE 3. Multivariate analysis of the treatment
response

OR 95% CI P

Age, yrs

<60 vs >60 0.86 0.18-3.85 0.849
Stage

IVB vs others 295 0.30-38.0 0.366
Histology

SCC vs others 0.97 0.13-6.62 0.972
Performance status

0-1vs2 8.58 1.53-71.8 0.025
Prior chemotherapy

Yes vs no 0.02 0.00-0.15 <0.001
Prior radiosensitizer

Yes vs no 3.85 0.72-26.4 0.134
Symptom status

Yes vs no 0.06 0.01-0.38 0.006
Site of disease

Pelvic vs combined 0.33 0.05-1.81 0.217
DFI, mos

<6 vs =6 2.30 0.44-13.6 0.330

OR, odds ratio; 95% CI, 95% confidence interval.
SCC, squamous cell carcinoma.

Content, Table 1, http:/links.lww.com/IGC/A83). In this mul-
tivariate analysis, as shown, shorter treatment-free interval
was associated with a worse response, although the statistical
significance was marginal (P = 0.062).

In the current study, patients with asymptomatic dis-
ease showed a significantly stronger response than those with
symptomatic disease, which indicates the benefit of detecting
recurrence early in posttreatment follow-up programs before
the development of symptoms. It has been reported that pos-
itron emission tomography/computed tomography (FDG
PET/CT) is a reliable modality for assessing asymptomatic
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FIGURE 1. Response rate according to the number
of prognostic factors.
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FIGURE 2. Kaplan-Meier estimates of PFS based

on the number of prognostic factors. Low-risk group:
patients with no or one risk factor, high-risk group:
patients with 2 to 3 risk factors. The patients in

the high-risk group showed significantly shorter
survival than those in the low-risk group (P < 0.0001).

recurrence in uterine cervical cancer.’' As the detection of
asymptomatic recurrence by PET-CT might result in an im-
proved response to TC chemotherapy, the clinical value of
PET-CT as a follow-up procedure should further be
investigated.

In the current study, the patients that had previously
been treated with platinum-based chemotherapy showed a
significantly worse response to TC than those who had not.
Moreover, the patients who had received a radiosensitizing
agent as part of their initial treatment showed a weaker re-
sponse to TC, although the difference was not statistically
significant (P = 0.134). Similar results have been reported
previously.??2-23 It was reported that the efficacy of platinum-
based chemotherapy was greater in patients cervical cancer
who relapsed at more than 2 years after their platinum-based
chemotherapy than in those who relapsed within 6 months of
their platinum-based chemotherapy.> A recent retrospective
review of 4 randomized phase 3 clinical trials demonstrated
that patients who had received radiosensitizing chemotherapy
displayed a significantly weaker response to cisplatin-based
chemotherapy than those who had not (23.4% vs 36.2%,
P = 0.008). Collectively, these results suggest that recurrent
cervical cancer that has previously been treated with radio-
sensitizing cisplatin or platinum-based chemotherapy is more
likely to be resistant to second-line platinum-based chemo-
therapy. To overcome the platinum resistance that develops
during the course of chemoradiotherapy or platinum-based
chemotherapy, the development of novel treatments is ur-
gently needed.

Treatment strategies that might be beneficial for such
TC-resistant patients include the use of nonplatinum doublet
chemotherapy or the use of biological agents. On the basis
of preclinical data demonstrating the synergy between
topotecan and palitaxel,”* as well as the promising results
obtained in a phase 2 trial of topotecan plus paclitaxel in
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patients with recurrent cervical cancer,” the Arbeitsge-
meinschaft Gynakologische Onkologie (AGO) is currently
investigating the efficacy of the nonplatinum doublet topo-
tecan and paclitaxel in a phase 3 trial (Zervix-1 trial).?®
Moreover, on the basis of promising results from phase 2
trials of antiangiogenic agents,?’ with the aim to evaluate the
efficacy of bevacizumab and compare the efficacy of topote-
can plus paclitaxel with cisplatin plus paclitaxel in patients
with recurrent cervical cancer, GOG is currently conducting
a phase 3 trial of their GOG 240 protocol.?® In addition to
antiangiogenic agents, novel small molecule inhibitors that
block signaling cascades associated with platinum resistance
might also be beneficial in this patient population.

On the basis of the results of multivariate analysis, we
proposed a prognostic factor composed of 3 prognostic
variables for predicting PFS. The PES of patients in the low-
risk group was roughly 4 times as long as that observed in the
high-risk group. This model has several advantages that are
relevant to clinical practice. This simple prognostic model
offers individualized survival estimates, which would facili-
tate clinical and ethical decisions. Using this model, we might
be able to identify long-term survivors who could be offered
TC for their recurrent disease. In addition, the model enables
us to identify patients who would not derive clinical benefit
from TC and offer them the opportunity to receive other types
of treatment including nonplatinum chemotherapies, biologic
agents, and optimal supportive care.

In conclusion, our data demonstrate that the combina-
tion of paclitaxel and carboplatin is effective in both recurrent
and advanced cervical cancer. Performance status, prior che-
motherapy, and symptom status were found to be significant
prognostic factors for the response to TC. Using our prog-
nostic model, we might be able to identify patients who are
unlikely to respond to TC and to direct these patients toward
other treatments. We have to recognize the potential limita-
tions of our study. One is the relatively small number of pa-
tients included in the current study. In addition, because of
its retrospective nature, we cannot exclude potential sources
of bias such as “lead time bias” and “length time bias.” Thus,
we have to wait to conclude the feasibility and the efficacy
of TC therapy until the result of the JCOGO0505 trial becomes
available. Moreover, the prognostic model proposed in the
current study should further be investigated in a prospective
setting in this patient population.
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Genetic abnormalities in the pathogenesis of ovarian cancer
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FEFIEMEIE Kurman 51 & ) AWENEYE
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%. Type 1123 low-grade DR MR, low—
grade WIEMIERRAE, BEMREERGE, MHIRMEMRE,
Uy F—EEATE SRS —F, Type I
{3 high—grade D¥EHE IR, high—grade ©3E
HIERRRE. BRE, RoLEXFEIAD. B
BRICHE L THRE EROIE~DL VS5 2 b
W& RS ARAE T A EFANRB S,
SEEZODEFADRELOI EPFTHENTET
Vo ke, FIRETFTEABRERERZREE L
CHMERE, BERERESSET AL IEE
CAHALRTY S,

ZOXIICEREEOREICHE U CEERIBIC
Bz o/E7 VHEFETHEEZLNTEY,
AfaCi MBENORETERIEELTR
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. Type Eﬁﬁﬁﬁﬁmﬁﬁ?ﬁ

1) Type I I8
#L4E Shih & Kurman 12 & - CHIEREZ 2200
YA TCHET B EARBINRTE TR,

T b b RIRRE = BT BRI -
HEET HEDN Type 1 EiTH, low—grade DIE
R, low—grade DAENIEERE, WM
B, MRS LY —-EEFSEEND.
F i LT aggressive TEMLETERL
BRREFEELLZVWEELZOND YL T
Type II £ FFiZN, high-grade DR,
high—grade ®ERNERE, BRE, kHbE
BEEND, TypelIZBWTEMAPK ¥ 7+ )V
#El, PBRKY P VERVEELRRELES
THBHYEEOBVWEEFEREFEIChLDY
TH VBB PLEGTFIIEL ALNS #
BEFOBEEOBVBEFEETE LIORT.

a. Low-grade DEHEEE

a) KRAS, BRAF

low—grade DRI BV TIE MAPK &
ZTFVERRLDFEBLRHEERL LTS,
MRS 7 LA KRAS-BRAF-MEK-ERK &
22 6N 5RO A 3 KRAS, BRAF#EGETO
EEP low—grade S PFIEERIE D 65 % ICRO
SNTVEY ras#RBFIRIBIEILT v k
PIRE 1 )V A Hravey # X U Kirsten BROH DR
BEFELCRESR FREhv-H-ras, v-
K-ras EIHEN 525 & FIBWTE N-ras &
FEEN25D3FEETZI L5 3EEHD ras
BEBEF»H L, €035 K-ras(KRAS) i35
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Z iS5 MKRAS. BRAF OBEFERE high-
grade DIEHEBEICREDON LS B
BT BRAF BETERIKRASOEED
WEBCBWTRDOREI LS, KRASE
BRAF 2 MAPK ¥ 7"+ VB oLz BT
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b. Low-grade DEAEEE

a) PTEN

PTEN S {514 1007 £ EIHEEF & L
THES Y, Rl O 10g2331TWEL T
w5, PTEN ¥ ¥ 32 BOW#ESRIZIE SR T 7
F—BFAL Y EC2RALYDEERBTE
DX EEERFICLDBELAIIENTEY, K
A7 7 & —¥FA4 iZPTEN OBEFEP.O
B THY, C2ZFAL Y ZEFED) VBE
L OMBICEBELREMTH S PTEN 7 ¥ %
BiE @FOMIGICEI L T, FiZk
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FLULEBEBEDICBWTHHNLEBE 2R L
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(3,4,5)P3 13 PI3 ¥ +— ¥ (PI3K) 1= & Y # g
TEBEN, 7rF4 &+ —¥ B(PKB)/Akt
DEBELZFIZBOTZ XY SRR EWE
HORBIZHEBL Cw5h PTENWRY V32 &
KR BER7 7 F—EBEEIEEL, HEElo
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¢) Microsatellite instability (MI) :
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BHoH, TOREGERIIESTLHTFHNESR
BSOS TR BE, INEFEBRE
CBWTEHECERORD S h A HIHER
F & LT ARIDIA B{EF (AT-rich interactive
domain 1A[SWI-like]#fzF) A%k :
B B4 40 58 D B R A & S e %
FYRIYT b AOBRFHEEEE
DEMBERDHR S s ARL
SNFZa<wsF v JEF}
WEATFCH 5 BAF2SIa® = F i
ARID1A OZERIZIRMSHEH 11 8o 3 5 55
#1(46 %), TRRANHEAL 33 Wi 10 830%) T
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FE L Twv/ ARIDIA OZE R & BAF250a OE
FidfiA SN -RETEREEERR IR
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HEEEZLNTHEY

b) PIK3CA

PI3K (& 85kDa @ regulatory subunit & 110
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SBIEF 12 catalytic subunit Th 5 p110e ¥ > 7%
73— F¥ARIETFO—DTHY, PIKICA
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c) PIEN
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d) TGF-beta R II
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d. HEMIRE
a! KRAS
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2) Type I SR&E
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TWaY, FOHEEIELEICH L35,

2001 4E 1212 serous tubal intraepithelial carci-
noma(STICs) & HHZ N 5 IRE O L N D R
Hahiz? FRFICHEEINREA»OHE
£ L EEZ 5N TWA STICs i TPS3 @
ZERLIIL®pl6, FAS, Rsi-1, cyclin E7Z &
DBREFEE S high—grade DIERERMBE TH
ENHLOLBEBETHY, F/-high-grade ®
EHEEREORETFRER 07 7/ VIZMEL
Bl & v 4 9 EEMEo 2 IcEN L T
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MR CELRTBYFEDOT—H—T
& 4 calretinin THB XN 5725, high—grade @
HHRERETRI L —FOv—F—Td b
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LTWwWinZedIDEZEIRLTHE™

a. High-grade O 14IRE

a) TP53
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T A7-DIREROBEET L EMRERTO
LAV LETH B0, BEOBICHELE
ZFERDS L TP BETOER IZEREE
BV TEIBEREIEDOLN TV A,
TP531%, MBEOEEGEOHEEL TRV R
FBEL WS EEREIEL DI ENET A
DFEELLRPEND. TP3AETORIA
PBEE TR C 5 B{ZEREFER X Li-Fraumeni i
BERE(T - 799 X ERE) LIRIEh, REN
ZEEE, FUE, AMRSAELR ok 2E
DERTLINGEEEBRTH S, TPS3 D&
EFEEB L OBEEREIEANON TN
HEICBIIRETFEREOPFTRLISVRET
ERETHY, HEUBLUREEOWMHICBY
TIREIED 60-80 % 1A HILE A, FDRED
EType HOWEFETHBH. T, TPEIDEE
FEEZT T FFEENCIT A EEE & BRT
BEVIHEL DB, TP5 OBIZTERS
U LOBD 5N D BEINEEEFICE
=T 2 TP53 DIERER S £ K TR AL
SEND BD, FEHOREF T CAIS DT A
oo, BHREEROSEEELTD
& o 72®,

b. High-grade QERNERE

high-grade ®FFEFIIB W CEBRERE &
HNERET XN 2DENETH S, BB
BCERNAHE L W TR BEFRE0Y
T77ANVEHEIIEL LS LRy —> %2R0
T 5?, Zhid high—grade D AEELE % 5%
FERBEE THBEIATLEs T EIZX

HELLLEHLNTWVA, BIE Madore &
12 Wilm's tumor—1(WT1) Dt SHE 0
EHCEATHLEOREFLTWEY. oF
DIEBLUHELFCWTLORBREED S
NTWaBEY, FEWNBRIZEEENEO LY
& W9 Shimizu 5 OFES 2 b L ICHEEG~ A 7
o7 LA 2R TWTIL TP53, SF5=v,
PTEN OREREBETT 7. HEE L THER
FIIC high—grade OIEFERIRE L B & g
B L WIIRERE THICBERRDOS 5
OB EBTH A LELZON, TP3G
&0 WT1 & OB 23E - high—grade DR

BBk 70 % TS 4 (2012)
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BRCA1, BRCA2

BRCA1L & BRCA2 X DNAHEHBRE O A
MBI EE 2B S % L Tw5, BRCAL#E
513 1994 FE1C Miki 512 & o CREEARE -
MEBERHORREETF L LCHESLIZ®
ZOEEFRUDOII Y LR BEELN0
kb DE X% &EFTH A, Easton 513 BRCAL
BRFEROREZEVIEEZHET LR
S0METICLI6%, OMETIZA2% EHELT
Ww3¥® BRCA2 BT RRAEME13q12-131IF
L, BEFERIEEEIBERCIALRS
BREBE~OBES5IIBRCAL L DA BEWEEZS
N 5%, Hennessy 5 I3 EE A O ZEE
PRERE B E I L8 10 %12 BRCAEBETOEM
BEENRALND E|E L TWAEY,

Loveday S IZB0ERH 2 W IZABBEE OV S
NLDRRDKH®D DNA & # B (—k i)
1,060 A® DNA % [T L7z & 2 5, RS
BOLMICDNABES ¥ 3252 2—-FT5
RADSID BT OEENEEEIIALONS Z &
FHEHEL® RADSIDEEFIIEROL LY
BIMBIEII 2 AT A 7B RIIRR63
Fl FRATALCIAOHGCIMIE BiE
L., SERBERESEO 1 %ITRADSID #5F0
ERABDOONALEEShE.

Micro RNA

micro RNA(miRNAYZ 7/ Al — FEh3
JE8E D non—coding RISA(ncRNA) T 5. 1993
£, C elegans B VT miRNAE1FH LR 3
lin—4 OFFE% RYH 12 miRNA OFEDHFO
THY, B, ¢ miRNA 1,000 FEIERZF
ET 1 EwbhTn3,
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z" miR-100  miR-146  miR-424
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miR~125a  miR-154
" | miR-148b
miR-211
serous
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g = miR-222 miR-324-3p
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-5 miR-302b  miR-373
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H3 MEEESMNAICS T micro RNAFROEL

(TH & Y el

AR ENICEIRT 52 U miRNAZ
L HPEBBILIER IS LT LD, BlA Y
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miRNA % W 7B E IR B O i AT E I f 5
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miRNA @7 2t R 253 % Drosha % Dicer
OFEBHV RV EBOTFHREOHEBLIBESIT
Vi b, PRELEIZ BT Dicer & Drosha W
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INHBEETFORBURTIC X D miRNA D3

WEEMNAE U, miRNAIKZ X B3 EE 2SR
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BREREIHIAS, IR NN & ERICHIRIEICE L 2
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BB D miRNA DFERORE 2R T
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Analysis of clonality and HPV infection in benign, premalignant and
malignant lesions of the uterine cervix
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amplification—HPV-16 mixed type
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107 , -'L[ ; -
0246810 14 20 24 30 34 40 4 50
cycle
HPV et real-time PCR

1 HPV physical status (mixed form)

time PCR CEIE9 5 &, E20HEIEH#E: E6 D
HIEHSAN 8T 5. —F, HPV DNAZ host
genome W #A3A F N7 IREE LT integrated form
LIEHEI G, —#RIC 2 O integration {2 BT,
RO HPVDNA B 2B RErBI LT
BAZL L, host genome {CHARATILE T &A%
LNTWwA ZOLITE2OWEIRELT
v BAREE T, E6 - E7 A% overexpression L,
BEMEOFMIZMAP D). I OIREZ real-
time PCR CEIZE$ 2 &, BE2XMigs ¥ E6
DAGERBHBEPBERENS. &I, episomal
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DIRBEIZBWTW, E2LE60HEFTEEICEK
- T B2 O¥IRHIHRIE E6 OBBHAI b TR T
BEIND (E1).
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—BCTEESRFLERIECIN 2R THE
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TAHI7OFY T4 —BITICT, CIN3D100%
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Abstract This report describes a case of aggressive
angiomyxoma (AAM), arising in the vulvovaginal region,
which was initially misdiagnosed as lymphedema due to a
vaginal ulcer caused by Behcet’s disease. AAM is a very
rare disease, usually found only in women of reproductive
age, occurring predominantly in the pelviperineal region.
AAM is basically a benign tumor usually treated by sur-
gical resection. However, even after apparently complete
resection, local recurrence of the tumor often occurs, thus
its characterization as “aggressive” angiomyxoma. In
contrast, vulvar edema is a condition with a very similar
appearance that is observed relatively commonly, and
which has many causes, e.g., obesity, inflammation, and
benign or malignant tumors. Here we report a case of AAM
which was initially mistaken for vulvovaginal edema, and
initially believed to arise as a result of an ulcerative vaginal
lesion associated with the patient’s underlying Behcet’s
disease. We have reviewed the literature concerning vul-
vovaginal edema. We present herein this work to others as
a precautionary tale, to prevent similar misdiagnosis and
delay of treatment.
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Introduction

Aggressive angiomyxoma (AAM) is a very rare disease
usually found in women of reproductive age. It occurs
predominantly in the pelviperineal region. AAM is basi-
cally a benign disease usually treated by surgical resection.
Even after complete resection of the tumor, recurrence
often occurs, hence its characterization as an “aggressive”
angiomyxoma. The site of recurrence is mainly local, with
distant metastasis uncommon. In contrast, the similar
appearing condition vulvar edema is observed relatively
commonly, and arises from many causes, e.g., obesity,
inflammation, or benign and malignant tumors. Here we
report a case of a vulvovaginal AAM which was initially
mistaken as edema due to a Behcet’s disease vaginal ulcer.
We have also reviewed the literature on vulvovaginal
edema and present this work to others to prevent similar
misdiagnosis and delay of treatment.

Case

A 4l-year old female with complete Behcet’s disease
presented to our clinic complaining of vulvular discomfort.
She had a very soft and edematous mass in the right vul-
vovaginal region (Fig. 1). At the same time, an ulcer 2 cm
in diameter was observed in the right vaginal surface in
contact with the edematous mass. From the patient’s
information, this ulcer had appeared repeatedly for several
years. Therefore, the edematous mass was initially diag-
nosed as lymphedema due to an ulcerative vaginal lesion of
Behcet’s disease. We performed an aspiration biopsy on
the mass and found no malignancy. To treat the vaginal
ulcer, a steroid unguentum was prescribed. One year later,
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Fig. 1 Macroscopic appearance of the enlarged right vulva

the tumor persisted in the same condition, although the
ulcer had disappeared. Pelvic magnetic resonance imaging
(MRI) showed a mass in the vulvovaginal region (Fig. 2).
The tumor was 8§ cm x 3.5 cm in diameter and was iso-
intense with muscle on Tl1-weighted images. On T2-
weighted images, the mass had a well-circumscribed high
signal intensity interspersed with “swirled” or “layered”
intensity of lower signal intensity. Aggressive angiomyx-
oma or angiomyoblastoma was the most probable diagnosis
at that time. We offered surgical resection and the patient
agreed.

During the operation, from the lithotomy position, we
made a vertical straight incision on the right vulva. The soft
gelatinous tumor was easily separated from adjacent normal
tissue (Fig. 3). After the entire surface of the tumor had
been exposed, we found a vessel from the pelvic floor which
fed the tumor (Fig. 4). We cut the vessel and completely
removed the tumor, without further complication.

Fig. 2 Sagittal (a) and coronal
(b) sections of MRI images of
the AAM. Arrows show the
“swirled or layered strand
patterns” of the AAM

On gross inspection, the tumor was very soft and
gelatinous; the weight was 100 g (Fig. 5). The cut-surface
of the tumor was white and uniform. On histopathological
examination, H&E staining revealed small, uniform, spin-
dle to stellate cells, without atypia. Abundant myxoid
stromas with areas of numerous vessels were also observed
(Fig. 6a). On immunohistochemical analysis, the tumor
cells were positive for both estrogen and progesterone
receptors (Fig. 6b, c). The Ki-67 labeling index was <1 %,
indicating this was a benign tumor (Fig. 6d). S-100 protein
and o-smooth muscle actin (SMA) staining were both
negative. Consequently, the tumor was diagnosed as AAM.

The patient had an uncomplicated postoperative course
and was discharged 7 days after the surgery without any
adjuvant therapy. There was no evidence of recurrence of
the disease 2 years after surgery.

Discussion

AAM is rare benign mesenchymal tumor, first described in
1983 by Steeper and Rosai [1]. It occurs primarily in the
female pelvic soft tissue, urinary bladder, vagina, vulva,
and perineum. AAM is observed mainly in women of
reproductive age, with a 6:1 ratio of cases in females and
men. The size of these masses frequently exceeds 10 cm
[2].

Although the pathogenesis of the AAM has not been
elucidated completely, some researchers have reported
possible routes to tumorigenesis. Nucci et al. [3] reported
that rearrangements of the DNA architectural factor gene
HMGIC on chromosome 12 may be an important event for
tumorigenesis of AAM. They investigated tissue from a
recurrent AAM and found a clonal translocation between
chromosomes 8 and 12 [46,XX,t(8;12)(p12;q15)]. This
translocation caused abnormal expression of HMGIC in the
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