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Emerging drugs for ovarian cancer

~ seventh position. SNS-595 has shown an antitumor effect
= = g in a wide range of human-derived tumors, such as lung,
5 o) 8. 9 ovarian, colorectal, stomach, and breast cancers. In a Phase I
€ < < _r“f:‘:’_ = study of patients with solid tumors, the following dose-limiting
5 5 £ 55 8 toxicities  were reported: neutropenia, nausea, vomiting,
E g & By & and mucositis.
2 3 g g g
E |5 % 25 o )
£ § § g5 § 5.3 Microtubule
= g o€ & BMS-275183, a paclitaxel derivative that can be administered
orally, has a high degree of oral bioavailability. Its activity is
;é; comparable to that of intravenously administered paclitaxel.
« E The efficacy of BMS-275183 for treating lung, breast,
| e 213 == = ovarian, and colon cancers has been confirmed in animal
| 822 83 8 models. In a Phase | study of 16 advanced solid tumor
| wo o & e = patients receiving 5 — 320 mg/m? continuously at weckly
g intervals, the recommended dose was determined to be
= = e e = 200 mg/m?, a level that ensures safety. While hematologic
£ & & & toxicities were reported as adverse events, none of these were
& o &&6 o grade 3 or higher, and the frequency of toxicity was low.
E-7974, a synthetic derivative of hemiasterlin, a natural
product derived from marine sponges, is an antitumor agent
given intravenously. It has shown strong antitumor activity
both in vitro and in vive. It is also active in tumors that
overexpress P-glycoprotein, a multi-drug resistant efflux
pump. These activities indicate that E-7974 has more
2 advantages than many other existing antitumor agents. The
8 mechanism of action is inhibition of microtubule assembly;
A that is, it inhibits mitotic division by preventing tubulin
Z polymerization and induces apoptosis by arresting cell cycle
é progression. While microtubule assembly inhibitors target
E beta-chains, E-7974 also binds to alpha-chains. E-7974
5 ) showed strong antitumor activity against paclitaxel-resistant
z 3 ovarian cancer cells due to beta-tubulin mutation. In the
7\ 2 Phase I study of patients with solid tumors, E-7974 was
S —/ % rapidly injected intravenously on days 1 and 15 of a 28-day
S/ z cycle, and the recommended dose was determined to be
g * i 0.31 mg/m?% The adverse drug reactions reported in the
'§ 5 = study could be controlled and were reversible.
S| 8 5 | | 3 Epothilone is a natural epothilone B analog produced
g ‘ § by total synthesis (intravenous agent). Discovered from a
£ 2| 2 substance produced by myxobacteria in soil, epothilone is
5 . g & an antitumor agent with a microtubule-stabilizing effect.
::':' £ £| § Unlike paclitaxel, epothilone inhibits the proliferation of
s £ g e P-glycoprotein-overexpressing tumor cell lines at lower than
g 2 . g ¥  nanomolar concentration. For this reason, epothilone is not
2 9 2 2 81 & recognized by the elimination mechanism. Other characteristics
5 Q L. a3 . . . y .
gl > % £% 5|3 of epoth}lone mcluclc. raplc‘i {ntake into tumor cells and
o | 8 b3 22 gl preferential accumulation within nuclei. In a Phase I study,
S| E g £ 5 | £ 52 patients with solid tumors that were either refractory or
E’_ S @ o2 <& ¥ had shown poor response to standard treatments were
£ 5 S injected with epothilone intravenously for 30 min in a
S|z 2 § 2| & 3-week cycle. As a result, antitumor activity and partial
M| 3 2 S & 9| £ remission were observed in two breast cancer patients. In
@l 8 |8 S s B|E i
5| € © & € 5| E 10 patients who had only one tumor, such as non-small-cell
S8 > @ = <! E lung cancer or a malignant epithelial tumor, the symptoms
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remained stable for 19 months. The reported adverse drug
reactions were peripheral neuropathy and nausea, usually
mild. Phase HI studies (overseas) in patients with ovarian
cancer, non-small-cell lung cancer, small cell lung cancer,
breast cancer, prostate cancer, and other solid cancers are
either underway or planned.

Abraxane is a novel paclitaxel preparation (injectable
suspension). One vial contains 100 mg of paclitaxel and
900 mg of albumin. A recommended dose is the intravenous
injection of 260 mg/m? for 30 min continuously once
every 3 weeks. Since paclitaxel is not very soluble in water,
polyoxyethylene castor oil (Cremophor) is needed as a
solvent, and pretreatment with steroids or other drugs to
prevent hypersensitivity reactions is also required. Abraxane,
however, does not require any pre-treatment, and is therefore
highly useful. In the United States, abraxane was approved
and launched on 7 January 2005 for the treatment of ‘breast
cancer after the failure of combination chemotherapy for
metastatic disease or relapse within six months of postoperative
adjuvant chemotherapy’. Abraxane is still being developed in
the United States to extend the approved indications to
include breast cancer, lung cancer, ovarian cancer, head and
neck cancer, and melanoma.

5.4 Folate receptor inhibitor

MORAb-003 is a fully humanized monoclonal antibody
against folate receptor alpha (FRA). In a Phase I study,
favorable clinical activity and tolerability were demonstrated
in platinum-resistant and -refractory advanced ovarian cancer
patients. In a Phase II study of patients with platinum-sensitive
ovarian cancer who were in the first relapse, those without
symptoms received MORADb-003 alone, and those with
symptoms received MORAb-003 combined with carboplatin
plus taxane chemotherapy. An interim analysis conducted
in 15 patients (seven with the single agent, eight with the
combination therapy) showed no significant adverse drug
reactions. The target number of subjects for the Phase II study
is 60, and the primary end point is remission duration.

5.5 Vascular disruption

MN-029 is a second-generation benzimidazole carbamate
vascular-disrupting agent. It is a vascular-targeting agent that
induces necrosis of the central region of the solid tumor by
binding to intracellular tubulins and eventually damaging
tumor vasculature. The MN-029 molecule is designed so
that it cannot easily pass through the blood-brain barrier,
reducing adverse drug reactions that affect the central
nervous system. Two types of antitumor agents specifically
target tumor blood vessels: angiogenic inhibitors and vascular
targeting agents. MN-029 is a vascular targeting agent.
While angiogenic inhibitors suppress the formation of new
blood vessels in growing tumors, MN-029 targets existing
blood vessels in tumors to prevent blood vessels from
supplying tumors with nutrients, thereby leading to necrosis
of many tumor cells. With this activity, we can expect a better
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effect. In addition, we also consider that the concomitant
use of MN-029 with an angiogenic inhibitor may have
synergic effects. A Phase I study was completed in 2006,
and a Phase II study in non-small-cell lung cancer and
ovarian cancer is being prepared.

5.6 Antiangiogenesis
Vatalanib, a vascular endothelial growth factor receptor
tyrosine kinase (VEGFR-TK) inhibitor, is an antitumor agent
in tablet form with an amino-phthalazinone skeleton. Vatalanib
inhibits angiogenesis by inhibiting the phosphorylation of
VEGFR-TK, exerting antitumor effects. It inhibits all
VEGFRs (VEGFRs 1 — 3), which will completely inhibit
the signaling pathways of angiogenesis. Patient enrollment
in a Phase III study of metastatic colorectal cancer was
completed in 2004. In March 2005, a Phase III study of
vatalanib as a second-line treatment for non-small-cell lung
cancer was begun. In addition, a Phase I/I study to extend
indications to include prostate, breast, pancreatic, and
ovarian cancers is being conducted. In a Phase I study
of patients with acute myelogenous leukemia (AML) or
myelodysplastic syndrome (MDS) who received 500, 750,
and 1000 mg orally twice daily, the tolerability of 500 and
750 mg twice daily was favorable. Reported adverse events,
for which a causal relationship to vatalanib could not be
excluded, were stupor, nausea, vomiting, and coma.
E-7080, a VEGF receptor (KDR/Flk-1) multikinase
inhibitor, inhibits all VEGFs, including subtypes. The cell
proliferation inhibitory concentration (ICsy value) for a
small-cell lung cancer cell line H526 expressing c-Kit was
9.36 nM, and that of KRN633, an antiangiogenic and
antitumor agent, was 301 nM. E-7080 inhibited the
proliferation of cancers in xenograft models of human lung,
pancreatic, and ovarian cancers. It also showed a tumor
regression effect in some cancers. Phase I studies are underway
in Japan, the United States, and the European Union.
Aflibercept, a fusion protein with a fragment of human
immunoglobulin (Fc) coupled to the ligand-binding domain
of soluble receptors of VEGF (VEGFRs-1 and -2), captures
VEGEF in the blood flow and neutralizes it, exerting antitumor
effects. A Phase I study of solid tumor patients is underway.
In August 2007, two Phase III studies of a combination of
aflibercept and a standard chemotherapy was begun in
patients with prostate and non-small-cell lung cancers. In
the United States, a Phase II study is ongoing in patients
with breast, kidney, ovarian, and non-small-cell lung cancers.
In a Phase II double-blind study of patients with platinum-
resistant ovarian cancer at 62 medical institutions in the
European Union, the United States, and Canada, 162 patients
were intravenously injected with 2 mg/kg or 4 mg/kg every
2 weeks. According to an interim analysis of 45 patients,
five patients (11%) achieved partial response (PR).
Bevacizumab is a humanized monoclonal antibody against
vascular endothelial growth factor (VEGF). In February
2004, it was approved in the United States for ‘use in
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combination with 5-fluorouracil (5-FU)-based chemotherapy
for first-line treatment of metastatic colorectal cancer. A
Phase III study of bevacizumab monotherapy in renal cell
cancer and combination therapy in non-small-cell, breast,
and renal cell cancers is ongoing. In a Phase II study of
platinum-resistant and refractory ovarian cancer patients,
favorable results were reported: a response rate of 15.9%,
mean response duration of 4.2 months, and time to
progression of 4.3 months. An adverse event specific to the
agent was gastrointestinal perforation. A global joint clinical
study group headed by the United States Gynecologic
Oncology Group (GOG) is currently performing a three-arm
Phase III study of bevacizumab combined with paclitaxel
plus carboplatin in epithelial ovarian cancer.

6. Potential development issues

A new tubulin inhibitor with less neurotoxicity and
hypersensitivity should be developed. Moreover, novel
topoisomerase I inhibitors and cytotoxic agents with a novel
mechanism of action are needed to improve the efficacy
and safety of second-line chemotherapy. Simultaneously,
chemotherapy toxicity has to be minimized. However,
efficacy and survival will be limited for patients with ovarian
cancer using cytoxic agents unless biological agents are
developed and introduced. Fewer patients have ovarian
cancer than gastrointestinal and lung cancers, so development
of biological agents for these cancers takes longer. We expect
that more specific molecular targets for ovarian cancer will be
identified. Further studies on chemoimmunotherapy and the
combination of chemotherapy and gene therapy are needed.

7. Conclusion

Paclitaxel (175 mg/m?/3 h) combined with carboplatin ACU 6
(TC regimen) is the current gold standard for treating
ovarian cancer, and studies confirm that, thus far, a third
cytotoxic agent added to this regimen does not improve
survival. Improvements in efficacy seem to have limits when
cytotoxic agents are used, but a promising biological agent is
likely to emerge while Phase II studies of various biological
agents continue. Of the molecular-target drugs, only
bevacizumab is effective at present, warranting its use in
monotherapy or combining it with an anticancer drug. No
data show that maintenance and consolidation therapy
improve survival in ovarian cancer. A meta-analysis of
paclitaxel studies is needed to evaluate maintenance therapy.
In the future, biological agents will play a leading role, and
a variety of promising biological agents must be tested.
Intraperitoneal chemotherapy (IP) reportedly prolongs
survival period significantly compared with intravenous
injection, and IP may be effective for patients with optimal
disease, so an appropriate regimen and cycle number is
urgently needed. Clear cell carcinoma and mucinous
adenocarcinoma are less sensitive to a TC regimen than

serous adenocarcinoma, and international clinical trials are
needed for each of these refractory cancers. The goal of
therapy for recurrent cancer is to delay progression, relieve
symptoms, and improve QoL. Cytotoxic agents combined
with carboplatin for chemosensitive disease, and cytotoxic as
well as biological agents offering novel mechanisms of action
against chemoresistant diseases, should be developed.

8. Expert opinion

Although epithelial ovarian cancer is classified as chemo-
sensitive, treatment with cytotoxic agents is not always
completely effective. The TC regimen with an added
third cytotoxic agent has not yet resulted in a better survival
rate (12 Similarly, patients treated with maintenance
chemotherapy combined with cytotoxic agents (13-17) did
not have a better survival rate. One strategy for ovarian
cancer is to find a new prognostic factor and a biomarker
that accurately reflects the disease status. New molecular-
targeted therapies, including antiangiogenic agents (VEGF
inhibitors) and signaling inhibitors (AKT/m-TOR signaling),
and Src, Mek, c-Met, and Ret inhibitors and further immuno-
therapy using anti-CA125 antibody, are all investigational.
So far, the one promising molecular-target drug to prolong
survival (3641] is bevacizumab, which is being compared in a
GOG RCT with a placebo and is also being combined with
TC (GOG218). Also, relapsed patients with chemosensitive
disease are included in a current RCT of TC regimen
combined with or without bevacizumab (GOG213). In
addition, a GOG IP trial is assessing the combination of
intravenous bevacizumab. It will take 4 ~ 5 years to evaluate
the effect of bevacizumab.

Recent molecular studies support the hypothesis that clear
cell carcinoma and mucinous adenocarcinoma are rare and
refractory cancers that are biologically distinct from serous
adenocarcinoma. Treatment of these cancers has not yet
been adequately tested, so separate clinical trials are needed
for each type. Clinical trials are usually conducted by
histological subtype, although an international randomized
trial for clear cell carcinoma is now underway (3s). Targeted
therapy seems to be attractive for chemoresistant clear cell
carcinoma, thus VEGFR inhibitor (sunitinib), PDGFR
inhibitor (sorafenib), m-TOR inhibitor (temsirolimus), and
monoclonal antibody (bevacizumab) are being evaluated.
Mucinous adenocarcinoma often shows CK20- and CEA-
positive patterns in immunohistochemistry, and furthermore,
p53-negative and k-ras-positive in molecular markers, which
suggests that mucinous adenocarcinoma resembles colorectal,
stomach, and pancreas cancers more than serous ovarian
adenocarcinoma. Because ovarian mucinous adenocarcinoma
resembles gastrointestinal cancer, trials are needed to test the
agents effective for gastrointestinal cancer. The GOG will
start a randomized Phase II trial comparing TC regimen
with capecitabine plus oxaliplatin (GOG241). We are
planning a Phase II study of S-1 plus oxaliplatin in Japan.
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For refractory cancers, molecular biology-based, cross-organ
treatment with cytotoxic/cytostatic agents is needed.

Intraperitoneal chemotherapy may be effective for
patients with optimal disease (131822 A combination
of intravenous and intraperitoneal administration s
expected to increase the effect of agents, therefore an
optimal regimen and administration cycle is urgently
needed. Improved formulation of drugs can also enhance
intraperitoneal retention and lymphtropism, resulting in
improved efficacy.
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Low response rate of second-line chemotherapy for
recurrent or refractory clear cell carcinoma of the
ovary: a retrospective Japan Clear Cell

Carcinoma Study
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~ Abstract. Takano M, Sugiyama T, Yaegashi N, Sakuma M, Suzuki M, Saga Y, Kuzuya K, Kigawa ],
Shimada M, Tsuda H, Moriya T, Yoshizaki A, Kita T, Kikuchi Y. Low response rate of second-line chemother-

apy for recurrent or refractory clear cell carcinoma of the ovary: a retrospective Japan Clear Cell Carcinoma
Study. Int ] Gynecol Cancer 2008;18:937-942.

Clear cell carcinoma (CCC) of the ovary has been recognized to show resistance to anticancer agents in the
first-line chemotherapy. Our aim was to evaluate the effect of second-line chemotherapy in a retrospective
study. A total of 75 patients diagnosed with CCC and treated between 1992 and 2002 in collaborating hos-
pitals were reviewed. Criteria for the patients’ enrollment were 1) diagnosis of pure-type CCC at the initial
operation, 2) treatment after one systemic postoperative chemotherapy, 3) measurable recurrent or refractory
tumor, 4) at least two cycles of second-line chemotherapy and assessable for the response, and 5) adequate
clinical information. Regimens of first-line chemotherapy were conventional platinum-based therapy in 33
cases, paclitaxel plus platinum in 24 cases, irinotecan plus platinum in 9 cases, and irinotecan plus mitomy-
cin C in 7 cases. Treatment-free periods were more than 6 months in 24 cases (group A) and less than
6 months in 51 cases (group B). In group A, response was observed in two cases (8%): one with conven-
tional platinum therapy and another with irinotecan plus platinum. In group B, three cases (6%) re-
sponded: two with platinum plus etoposide and one case with irinotecan plus platinum. Median overall
survival was 16 months in group A and 7 months in group B (P = 0.04). These findings suggest recurrent
or resistant CCC is extremely chemoresistant, and there is only small benefit of long treatment-free period
in CCC patients. Another strategy including molecular-targeting therapy is warranted for the treatment of
recurrent or refractory CCC.

KEYWORDS: ovarian clear cell carcinoma, recurrent, refractory, second-line chemotherapy.

Clear cell carcinoma (CCC) was initially termed as
“mesonephroma ovarii” by Schiller in 1939'”, and the
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tumor has been strictly defined by World Health
Organization as lesions characterized by clear cells
growing in solid/tubular or glandular patterns as well
as hobnail cells since 1973%. Since then, many pub-
lications have identified the distinctive behavior of the
tumors. The CCC tumors showed resistance to con-
ventional platinum-based chemotherapy™?, and the
patients with CCC had poorer prognosis compared
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with those with serous tumors®®. Recent studies con-
firmed the evidence in the analysis of measurable
CCC patients: response was observed in 11-45% with
conventional platinum-based regimen, whereas pa-
tients with serous subtype showed a significantly
higher response rate of 73-81%"®. Combination with
paclitaxel and platinum, recognized as “Gold stan-
dard” regimen for ovarian cancer®, is now used to
treat the patients with all subtypes of ovarian neo-
plasms including CCC. However, the response rate
was relatively low, ranging from 22% to 56%, in mea-
surable CCC cases treated with paclitaxel and plati-
num1-19,

In the second-line or salvage settings, the response
rate for recurrent or refractory CCC was extremely
lower than that for other histologic tumors: even in
the patients with platinum-sensitive CCC disease, the
response rate reported was lower than 10%"®. Our
aim of the present study was to evaluate the effects of
second-line chemotherapy for recurrent or refractory
CCC following one systematic chemotherapeutic regi-
men and whether the concept of platinum-sensitive or
platinum-resistant tumors could be applicable to CCC.

Materials and methods

Cases with pure-type CCC of the ovary, who were
treated between 1992 and 2002, were identified by
scanning the medical records of the collaborating in-
stitutions and central pathologic review. Patients
received initial treatment and follow-up at six institu-
tions belonging to Japan Clear Cell Carcinoma Study
Group; National Defense Medical College Hospital,
Tohoku University Hospital, Aichi Cancer Center Hos-
pital, Jichi Medical College Hospital, Tottori Univer-
sity Hospital, and Iwate Medical University Hospital.
Of all the patients treated in these hospitals, the fol-
lowing patients were selected: 1) patients whose
tumor specimens were confirmed as pure-type CCC of
the ovary by two pathologists in central pathologic
review; 2) patients who received one regimen of sys-
temic therapy as postoperative chemotherapy; 3) pa-
tients who had measurable recurrent or refractory
tumor by computed tomography or magnetic reso-
nance imaging at the beginning of second-line chemo-
therapy; 4) patients who received at least two cycles of
second-line chemotherapy and the response of the
second-line chemotherapy was assessable; and 5) pa-
tients whose clinical information was assessable.
Response for measurable disease was evaluated
with computed tomography or magnetic resonance
images. A complete response was defined as the com-
plete disappearance of all detectable disease for at

least 4 weeks. A partial response (PR) was defined as
a greater than 50% decrease in tumor size for at least
4 weeks. Stable disease (SD) was defined as the absence
of any significant change in measurable lesions for at
least 4 weeks. Progressive disease (PD) was defined as
the appearance of a new lesion or a greater than 25%
increase in tumor size. Serum levels of tumor markers
including CA125 were not used for response evaluation
of chemotherapy in the present study.

The time to progression was defined as the interval
from the first day of second-line chemotherapy until
the date of tumor progression. Survival duration was
determined as the time from the first day of second-line
chemotherapy until death or the date of last follow-
up contact. Kaplan-Meier method was used for calcula-
tion of patient survival distribution. The significance of
the survival distribution in each group was tested by
a generalized Wilcoxon test and the log-rank test. The
Chi-square test and Student’s ¢ test for unpaired data
were used for statistical analysis. A P value of less than
0.05 was considered statistically significant. Analysis of
the data was carried out using the Stat View software
ver. 5.0 (SAS Institution Inc., Cary, NQ).

Results

Seventy-five patients who met the criteria were identi-
fied and analyzed in the present study. Characteristics
of the patients are summarized in Table 1. Median age
of the patients was 52 years, ranging from 27 to 76
years. Median follow-up period was 9 months (range:
2-72 months) in these patients. Regimens of first-line
chemotherapy were conventional platinum-based
therapy in 33 cases, paclitaxel plus platinum in 24 ca-
ses, irinotecan plus platinum in 9 cases, and irinotecan
plus mitomycin C in 7 cases. Treatment-free period
was more than 6 months in 24 cases (group A) and
less than 6 months in 51 cases {group B). Second-line
chemotherapy used in the present study was conven-
tional platinum-based therapy in 9 cases, platinum
plus etoposide in 13 cases, paclitaxel plus platinum in
23 cases, docetaxel plus platinum in 4 cases, irinotecan
plus platinum in 15 cases, irinotecan plus mitomycin
C in 6 cases, and others in 5 cases, respectively.
Median cycle of the second-line chemotherapy was
three cycles (range: 2-9 cycles), and a total of 212
cycles were administered.

Table 2 presents the response of each regimen used
in group A and group B. In group A, the response was
observed in two cases (8%): one treated with cyclo-
phosphamide, adriamycin, and cisplatin therapy and
another with irinotecan hydrochloride plus platinum.
SD was observed in five cases (21%): two cases treated

¢ 2008 1GCS and ESGO, International Journal of Gynecological Cancer 18, 937-942
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Table 1. Characteristics of the patients who received second-
line chemotherapy

Characteristics n o= 75 (58)

Age (vears)

Median: 52
Range: 27-76
FIGO stage
a1l 3141
/v 44 (59)
Residual tumor (primary surgery)
None 36 (48)
<lem 79
>1em 32(43)
Primary chemotherapy regimen
CAP, CP 3344
Paclitaxel and platinum 24 (32)
CPT-11 and platinum 9(12)
CPT-11 and mitomycin C 79
Others 203
Treatment-free period (months)
Group A
>13 12(16)
6-12 12(16)
Group B
<6 51 (e8)
Second-line chemotherapy regimen
CAP, CP 9(12)
Platinum and etoposide 1307
Padlitaxel and platinum 23 (31)
Docetaxel and platinum 4 (5)
CPT-11 and platinum 15 20)
CPT-11 and mitomycin C 6(8)
Others 57

CAPF, cyclophosphamide, adriamycin, and dsplatin; CP, cyclo-
phosphamide and cisplatin; CPT-11, irinotecan hydrochloride;
MEP, mitomycin C, etoposide, and cisplatin.

with paclitaxel plus platinum and three cases with iri-
notecan hydrochloride plus platinum. Non-PD rates in
group A were 25% in cyclophosphamide, adriamycin,
and cisplatin therapy, 33% in paclitaxel plus platinum,
and 57% in irinotecan plus platinum, respectively.

In group B, three cases (6%) responded: two with
platinum plus etosposide and one case with irinotecan
hydrochloride plus platinum. SD was observed in six
cases (12%) of 51 patients. Non-PD rates in group B
were 18% in platinum plus etoposide, 12% in pacli-
taxel plus platinum, and 38% in irinotecan plus plati-
num, respectively. Overall non-PD rate was 29% in
group A and 18% in group B. The details of the pa-
tients who showed PR and SD response are presented
in Table 3; seven cases in group A and nine cases in
group B.

Median overall survival of all cases was 11 months
(95% confidence interval, 9.5-13.4 months); 17 months
in PR cases, 14 months in SD cases, and 7 months in
PD tumors. Survival of non-PD tumors was slightly

Low response rate of second-line chemotherapy 939

better than that of PD tumors, but the difference was
not statistically significant (P = 0.07; Fig. 1). Overall
survival of group A was significantly better than that
of group B (P = 0.04; Fig. 2). Median survival was
16 months in group A and 7 months in group B,
respectively. Multiple-regression analysis for overall
survival after the initiation of second-line chemother-
apy was carried out using these variables: age (<52 vs
=53 years), physical status (0 vs 1, 2), FIGO stage (I, [I
vs III, 1V), residual tumor at the primary surgery
(absent vs present), first-line chemotherapy, treatment-
free period (<6 vs >6 months), and second-line che-
motherapy. Survival analysis for all the CCC patients
revealed that long treatment-free period was the only
independent better prognostic factor (P < 0.001; rela-
tive risk, 0.14; 95% CI, 0.01-0.06). Regimens of first-
line or second-line chemotherapy were not selected as
independent prognostic factors.

Discussion

In a large series of platinum-sensitive relapsed ovarian
tumors including all histologic subtypes, overall
response was 54% of the patients treated with the con-
ventional platinum-based chemotherapy and 66% of
the patients treated with paclitaxel plus platinum che-
motherapy"'”. In the platinum-resistant tumors, how-
ever, response rate using anticancer agents usually
range from 25% to 30%%. In the present study, over-
all response rate of the second-line chemotherapy was
6.7% in all the patients of group A and group B
(Table 2); 8% in platinum-sensitive tumors and 6% in
platinum-resistant tumors. Although response rates of
two groups were similar, long treatment-free period
was identified as the only better prognostic factor
in relapsed or refractory CCC. As shown in Figure 1,
non-PD cases had a slightly better prognosis. Thereby,
a higher abundance of non-PD cases might have
improved the survival of group A. On the other hand,
tumor biological behavior of each group was com-
pletely different; median survival of PD cases was 12
months in group A and 6.5 months in group B, respec-
tively. These tumor characteristics as well as non-PD
ratio might have determined the prognostic profiles.
But the extremely low response rate of second-line
chemotherapy, as presented in the present study,
seemed to confirm the chemoresistance of CCC and to
imply the potential and subsequent reason for the
poor prognosis of this tumor.

In the first-line treatment for CCC, response rate
was 11-45% with conventional platinum-based regi-
men”® and 22-56% in combination with paclitaxel
and platinum'"'™**. Overall response was quite lower

#2008 1GCS and ESGO, International Journal of Gynecological Cancer 18, 937-942
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Table 2. Response to second-line chemotherapy in the patients with treatment-free period 6 months or more (group A) and with

treatment-free period less than 6 months (group B)

Regimen PR sD
Group A
CAP, CP 1 0
Platinum + etoposide 0 0
Paclitaxel + platinum 0 2
Docetaxel + platinum 0 0
CPT-11 + platinum 1 3
CPT-11 + mitomycin C 0 0
Docetaxel 0 0
Subtotal 2 (8%) 5(21%)
Group B
CAP, CP 0 0
Platinum + etoposide 2 0
Paclitaxel + platinum 0 2
Docetaxel + platinum 0 0
Weekly paclitaxel 0 0
CPT-11 + platinum 1 2
CPT-11 + mitomycin C 1
CPT-11 + docetaxel Q 0
MEP 0 1
Subtotal 3 (6%) 6 (12%)
Total 5 (7%) 11 (15%)

Response Non-PD
PD rate” (%) rate (%)

3 25 25
2 0 g
4 0 33
1 0 0
3 14 57
3 0 0
1 0 0
17 (71%) 8 29
5 0 0
9 18 18
15 0
3 0 0
2 0 0
5 13 38
2 0 33
1 0 0
0 0 100
42 (82%) 6 18
59 (79%) 6.7 21

CAP, cyclophosphamide, adriamycin, and cisplatin; CP, cyclophosphamide and cisplatin; CPT-11, irinotecan hydrochloride; MEP,

mitomycin C, etoposide, and cisplatin.
“No patient experienced a complete response.

in CCC tumors in comparison with all ovarian tumors
with non-CCC. Another candidate regimen for the
tirst-line treatment of CCC could be combination ther-
apy with irinotecan plus cisplatin, as the response rate

of the regimen was reported to be 30-42%"%?"
Additionally, progression-free survival was similar
between combination with paclitaxel plus carbopla-
tin and irinotecan plus cisplatin®". As was presented

Table 3. Profiles of 16 patients who obtained PR or SD by the second-line chemotherapy for persistent or recurrent clear cell car-

cinoma of the ovary

Age First-line Treatment-free period Second-line Response duration
Patient number (years) therapy (months) therapy {months)
Group A (n =24)
1 41 TC 15 cr PR x 4
53 CAP 80 CPT-P PR x 3
3 57 TC 10 CPT-P SD x 4
4 54 CPT-P 13 CPT-P SD X 4
5 53 CPT-P 20 CPT-P SD x 3
6 52 CPT-P 20 TC SD x 3
7 42 CPT-M 15 TC SD X3
Group B (n = 51)
1 54 CAP None EP PR x 4
2 36 CAP None EP PR x 3
3 50 CAP None CPT-P PR %3
4 56 TC None CPT-P SD x4
5 62 TC None CPT-P SDx3
6 63 TC None CPT-M SDx3
7 55 CPT-M None TC SD x 2
8 59 CAP None TC SDx2
9 42 CAP None MEP SDx3

CAT, cyclophosphamide + adriamycin + cisplatin, EP, etoposide + cisplatin; TC, paclitaxel + carboplatin; CI'T-P, irinotecan
hydrochloride + cisplatin; CPT-M, irinotecan hydrochloride + mitomycin C.

& 2008 1GCS and ESGO, International Journal of Gynecological Cancer 18, 937-942
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Figure 1. Kaplan-Meier curve comparing overall survival of the pa-
tients with non-PD cases and those with PD cases after second-line
chemotherapy. Although probability of overall survival was slightly
better in non-P’D tumors compared with PD tumors, the difference
was not statistically significant (P = 0.07).

in this study, low response of second-line chemother-
apy for CCC reflects the lower response of the first-
line chemotherapy.

There are few reports involving the response of sec-
ond-line chemotherapy of CCC. A systemic review
from a single institution documented a low response
rate of anticancer drugs in recurrent CCC; 9% in the
platinum-sensitive tumors and 1% in platinum-
resistant disease'™?. Their report, which included third-
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Figure 2. Kaplan-Meier curve comparing overall survival of the
patients with treatment-free period more than 6 months (group A)
and those with treatment-free period less than 6 months (group B).
Probability of overall survival after second-line chemotherapy was
significantly better in group A compared with group B (P = 0.04).
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line of greater therapy, suggested that combination
with paclitaxel plus carboplatin could be a candidate in
the platinum-sensitive tumors and that single-agent
gemcitabine might be effective in the platinum-resistant
tumors. Utsunomiya et al.™ reported on the effects of
combination with paclitaxel and platinum for 13 cases
with recurrent or refractory CCC tumors. Response was
observed in 20% (1/5) of late recurrent CCC (>>12
months) and in 25% (1/8) of early recurrent (<12
months) or refractory CCC. In the present study,
objective response was not observed in combination
therapy with paclitaxel and platinum. However,
dormancy rate of the regimen was 33% in platinum-
sensitive tumors, and the therapy could be a candi-
date for the treatment of recurrent CCC. Another
candidate for recurrent or refractory CCC might be
a combination therapy with irinotecan and platinum
because dormancy rate of the regimen was 57% in
platinum-sensitive tumors and 38% in platinum-
resistant group. Sugiyama et al. reported on a series
of recurrent of refractory ovarian cancer patients
treated with irinotecan and cisplatin. A total of 40%
of the responders included one case of platinum-
resistant CCC; partial response of the patient lasted
for 2 months™. Another case report documented a
complete remission of platinum-sensitive CCC tumor
after two cycles of irinotecan and nedaplatin®”. Pre-
vious reports, together with our results, suggest that
the most recommendable regimens for recurrent CCC
are combination therapy with paclitaxel plus plati-
num or irinotecan plus platinum.

As the present study was a retrospective multi-
institutional investigation, inclusion of some selection
bias or referral bias could not be omitted. To our knowl-
edge, our study included the largest series of recurrent
CCC patients treated as second-line chemotherapy.
From the results, however, it could be said that CCC is
a potentially resistant tumor aga'mst anticancer drugs,
especially in recurrent or refractory settings. Another
strategy including molecular targeting agents might be
needed for the treatment of these tumors. These
observations need to be confirmed in a prospective trial
of CCC-specific research, such as GCIG/JGOG3017
(Gynecologic Cancer Intergroup/Japanese Gynecologic
Oncology Group).
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RARID ARBEOBRRRR—HCFIE T AR T—

HEATIR BRI AT 9 A NAC fbE#iik
—NAC vs. #ifg—

T

/

¢l

H

oA *
ey

EEFREOTREERBIELICAEED—DE LT, EF, MaHEZEE (NAC) b
BTN TWD, Retrospective study TlE, PS TRHDWSTIRIFHi TUIBREE & HIRA
ENERICHT D NAC BRADREREI, EEARTHOIFMETICH UTREBEW
TENRENTWD, BE, I—0Ov/EAEDRKRRBR I IL—TCHBWT, YIBRATHE
EZZ SNZEHDBIHT, ETULIEE, SR BERENRICETRLEERNTT
hNTW3B, TS0 prospective study [Tk D, HETIIREICH T S NAC BEDREID

BAoHEEDTEDBFEIND,

F U IC

TR OBREE, FL L TERREE
FREOHAGDOETITbNL, BIEEDORER
Hix, B THEH L OBN, ERELETH

ZW, FE, B KEOE EBFEED
TR A EE L7 E & F A
(primary debulking surgery ; PDS) & FPEh
HEBEMRZRIMAT, ZO®RIMLERRELE
BT 2R TH D LFEBER, FFH VR
WH LT 5FFHHEORNEETHY, T
& L T paclitaxel (PTX) & carboplatin
(CBDCA) o H#ts: (TC#k) »76~8 2—
A{Thh b,

MEHE BRI BT, PDS T optimal surgery
(FHAEEEE lcm KL I ERVECHV
5h5) WERTENIRTFLFEPBFTE
*Takashi ONDA

EIh Atz & —rhiuRkRiR AR
T 104-0045 ERREBHREZEN 5-1-1

B, EITIHERBOSE, —HKIZIX 40~60%742
BEOFEFICLIERTET, FRELSRTH 5,
EITREBOFHREEFEL BIE L BRED—D
& LT, EE, #inifb#E#E (neoadjuvant
chemotherapy : NAC) 2%FB 3N Tw5b, Jf
BRI 5 NAC #30E, Bl FERER
3~4 a—A{To 1%, MEEH/DFH (nterval
debulking surgery ; IDS) #11v, S HIT5&D
D 3~4 A—ADLERBELBINT HHERTH
Bo T, FREMICH T H NACHEEILD
WS T Do

| BRESEEICHE B NAC EEEDFIA & P

HEFTIEE IS T 2 NACEEOR M E L
T,

(1) FHiomEEPbfttoE#HELET LT
WHATICHANT, ERPICHEBRERBT AL
AU HETH 5o

(2) EEL A BAKICLS PSOKT%
NACIW X h&®EL, FHEBMMBIFICLIEL
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ERARDORERR

A LN IMBENKEDHRTE, LVEE
CRBOXELFHETV) %o

(3) NAC 2 X 2 ME &, #HHORMAITL )t
e a R OBEENRI L, £, WXL
kKL 7% < TH) optimal surgery O FE KA HFF
T, LY EBLGIHEORD S MFRFT
&%,

LEVDHY, EITIRERICEWTIE, NAC
FHEICL > THBEREB L TEREED QOL
(quality of life) O EVFMFEINL, —F,
NACHEIZ DA OB BITON S,

(1) MWzl PDS HiTbi v
O, WREE, ETHOBHPAEREE 250
2D B,

2) fbFHEOHMEVHF o LIT L, B
HWANFWoOEE%%9 5, optimal surgery #
ERERT S, REOWUEELD L.

(3) BEROZWVIRBCILFERELITH 20,
FEHFHERROMBENS {2 Y, LR
FoMROFEIZL Y, BRREOMBOT
EELRL %5,

(4) BEH/DEMCELT, RRMZEES
SUEREAOHMMI LY, Mz LyETR
BEEEZBLE->TLE ) WHREDH S,

PED X5, NACHEIZIIEEREKICIL
AT, MELMERLD Y, HBRTIEINAC
BEVEERBCELIPEPERIH VL

AP

N SISAEICTT B NAC RUADERAIE

e st e ST P s

NAC#ZICHT 2 &0 H b, HERHELE
DLBEZ T > MECOERN TS, K, &
BB EHER DD, RBOKE LHE
FRA W FER), PDS A RERFIE IR b o 72
FEB, BE{EZWH 5\ CIXERREBRNIC X DBk
FhE & HIBF S MBI LT, EiEREON
BoEEE LT NACHEEMTbRL T, X
LIRT X, LA LOHET, NACHE
BEHRERBRRLHEFHRTEOREMNIITDR
bDTHb, BEFTTOHREN I H, Kuhn

2148

B O£ BARDAKEOBFRRBRHIEIET VAZROT—

SV A UL, wh b retrospective

study Td %,

1. EBEH/IFMICHIF D optimal surgery ERY
£, AEREOHER (k2)

Jacob 5%1&, PDS I THBROADRERFIE
CHRDIMRLVBASHLBRZIIET S
NAC #h L B RE L s L7z, A M
Jfl (median survival time ; MST) THEZZ
BHONLholh, NACETT7%, BHEWR
EHT39%E NACHTEE (p=002) 5%
{2 optimal surgery 25ERT& 72,

Onnis 5%, Kayikcioglu »*, Loizzi 57,
Inciura 5%, Everett 57, Lee 5%, Hou 5”13,
CT % EOEEZH R, £FRBEIZXY NAC
HE2UE, BEEELToEME L7,
NACH CIIEERERLAEED L VIEFE
W SRIZ optimal surgery 2GR 3, NAC #
THRERBREICES OB VATFERPE LI EMNT
&7,

Kuhn 5", ZBOBEKEE %220 557
UF B IE Bl % W RIS NAC BB L IEERED
non-randomized O % I MR % 17 - 720
NAC BT 84%, BHERBEHTO63% &L, NAC
HTHEIZ (p=004) FHIZ optimal surgery
AHERTE, MSTIZBWTNACE42M, B
HIGHRE 23M EEELRPRUEZRD T,

Vergote 6'71%, PDSIZ X B YIRT M 2 34
BB F A BEREEIC X DB L, YIBRTTRER
SRR, TEERICIE NACBRED ST
VBIEEAT - 72 1989~1997 E DR FERE ~,
NAC #EB ALEI, @fICBERRLIT 72
1980~1988 4 DIRMAR L B L7z, 3FEATF
FITBWT, NACHEEAK 42%, B ALH
26%, & NACHIEZABARIC (p=00001)
FHAWE IR,

2. BEMR/NFMICHBITIHFMBEBOHLE (X

3)

Schwartz &'"i&, NAC #iEH & 2 EHED
MEER N THRORBICOEHE L, NACKE
EHCTHIE, ICUWAEHE, ARBELG L
AR L THBI D 2o 7
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NAC SRERUERSICHBIT D NAC EERIROFE

2008

wmE#E ()

NAC #0ER

NAC HOHH

Jacob (1991)

Onnis (1996)
Vergote (1998)
Schwartz (1999)

Kayikcioglu (2001)

Kuhn (2001)

Morice (2003)
Hegazy (2005)

Loizzy (2005)

Lee (2006)
Everett (2006)
Inciura (2006)

Hou (2007)

NAC B, EXBLLBECERO AT HE
MY, AT, AT, 4{LE, HEE % match
&7 controlo

Mk, WEEBoOH K, AERREBKIC X 2 W TiEME
O L ) NAC HER % P,

SREREANE, MM X AWBRTHMEOFEIILY
NAC SR % €.

L BIRE, GHEIC L D TR A0, CTIZX
LR OFMIC L b NAC HEHR % ILE.
Wk, BFiE%, URAELZSBEEOHE, 5K
BRI X ) NAC #FEB 2 ULt

WHIE, FROBA (>500m) 2 H T HINHESRM
Mc BICRE, BRRBRICHEN GO o2
SEPI B,

REGMME, BEESICIAUBRTEREEOFMEICLD
NAC #E: B ik,

RERPINE, MERREEIC X AU AR O EMICE Y
NAC M # R,

SROMK, BAK S5IRE CTICL5UWERTEE
HOFMIC L Y NAC HEH 2 e, HERRRE
3, HER, SEFTH % match X472 controle

CT, MRIICX D yIRRwTsetE % afi L. NAC B %
RIEo

sk, K& 7% LSS, Rk v/ i,
EELAGIHER LIZL ) NAC % #E,
ZBOWEK, KE SN or BEEEOTEIZE
D, NAC HREERE & P8,

EELZGWHE, B UGB CHEEE MR IE
B, LEEERERE, 10X b NAC B x dué.

NAC #EEE, X b #ETLLIER
e

NAC U YIBRARE & W S NL7CfE
B,

NACHERIX, AREIEE
0001), PSTE (p<0.001),
NACHEBHIHABICEE (0=
001), PSAR (p<0001) T, V#
FEFAZ W (p=003).
BT & NAC B OB RIC
HEER L.

(p<

NAC B YIBRABE & BT S e
o
NAC #IHEIZRE (p=004),

NAC BiZAEICER (p=003), &
BICPSAR (p=002),

NAC BHEIWIBRA e & BT S hoik
#lo

NACHIHEICNVY (p=0042),
K53t (p=0025) FEBHE .
NAC B UIBEE L 2 S hisiE
o
NACHTHBIIVIEAN Z v O
<005), NACBHTXY &#s £

BB Th - T AHEER R L,

Kayikcioglu 5”&, #BvIk, MigxZE L
HEIE, BUERBEECTERER 16%, 11%,
NAC H#BEHT 2%, 0% &, 165k
&%, NAC #EH THEWC (p=001, p=002)
KETHoTEHEL TS,

Vergote 5" OME T, BRICX ) FHF
HREWMHEHROBENEIDHALEEZONEN,
NAC B A%, FPHHELECEKORD 2R
7z,

Morice 5'?, Hegazy &, Lee 5%, Hou 5”

DOHEICBOTHLRBIINACTHIIBNT, B
yEE, BELEHERGORY, FARHEO
i, HimE, WwmhEoRd, 1ICU MR,
AR HBOE Z#D 7z,
3. XFTFF 54V AICKD NAC BEDBE
A DEET
Bristow 5", SPEMBI/VEICH$ 5, 22
Wi, 835 EHl O NAC # OB = meta
analysis {2 & DWW 2475720 MST {3 245 M,
optimal surgery R H L 65% T, optimal FEH]
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2150

F2 NAC B EE, EEABEOHER (EEM/I\FWICHIT S optimal surgery &IBEHAR)

HWEE (F)

. Ao HETE GO N3 i N 4
Jacob (1991) MST optimal (<2 cm)
i h#E [(n=18] 18 M 39% (7/18)
NAC # i [n=22] 16 M 77% (17/22)
NS p=002
Onnis (1996) 3 year 5 year optimal (<2 cm)
i [n=284] 31% 21% 29% (83/284)
NAC ## [n=288] 27% 19% 42% (37/88)
NS NS NA
Vergote (1998) 3 year
NAC #AH [n=112] 26%
NAC B A# [n=173] 42%
p=0.0001
Kayikcioglu (2001) MST 5 year optimal (=0)
EHeiE# [n=158] 38 M 24% 14% (22/158)
NAC ##: [n=45] 34 M 30% 49% (22/45)
NS NS p<0.001
Kuhn (2001) MST optimal (<2cm)
FEHeh#E [n=32] 23 M 63% (20/32)
NAC #ik [n=31] 42 M 84% (26/31)
p=0.007 p=004
Loizzy (2005) MST DFI optimal (<1cm)
PR [n=30] 40M 16 M 60% (18/30)
NAC ###: [n=30] 32M 21M 63% (19/30)
NS NS NS
Lee (2006) MST DFI optimal (<2 cm)
Eieh# [n=22] 56 M 17M 46% (10/22)
NAC #i [n=18] 53 M 15M 78% (14/18)
NS NS p=004
Everett (2006) MST optimal (<1 cm)
i [n=102] 42 M 54% (55/102)
NAC #i [n=98] 33M 86% (84/98)
NS p<0.001
Inciura (2006) MST DFI optimal (<2 cm)
E#ih# [n=361] 25 M I5M 67% (242/361)
NAC ##: [n=213] 24 M 13M 63% (134/213)
NS NS NS
Hou (2007) MST DF1 optimal (<1 cm)
¥EHER I [n=109) 47 M 14 M 71 (77/109)
NAC #i [n=63] 46 M 16 M 95 (60/63)
NS NS <0.001

NA : not available. MST : median survival time,

—116—

DFI : disease free interval



Vol. 57 No. 13 2008

%3 NACEZE, EBEAEOLE (FNEHEL DR

WEE () s .
, W EBHE L L O
e eI -
Vergote (1998) TR A0 O
NAC # ARl [n=112] 6%
NAC EA#% [(n=173] 0%
NA
Schwartz (1999) Wi ICU¥TE  AREME
e (n=206] 1.000 m!/ 126 days 11 days
NAC ## [n=59] 600 m!/ 103 days 7 days
p=0.001 _ p=001 p<0.001
Kayikciogglu (2001) ISR R
B h# [n=158] 16% 11%
NAC #i%: [n=45] 2% 0%
p=001 p=002
Morice (2003) HimEe By e BELRGHE
B n=28] 39% 61% 7% 36%
NAC # [n=57] 21% 19% 5% 7%
NS p=001 NS p=001
Hegazy (2005) i & ICU ¥ AKRAE
EEERK [n=232) 735 m/ 44 days 159 days
NAC ##: [n=27] 420 m!/ 17 days 105 days
p=0.02 p=003 p<0.05
Lee (2006) H i &
ik [n=22] 1,061 m!
NAC ##: [n=18] 620 m/
p=004
Hou (2007) HyIm &2 i 2 FHEER N3 ik
Bk [n=109] 1,033 m/ 24U 276 min 85 days
NAC ## [n=63] 546 m/ 12U 211 min 5.7 days
p<00001 p=003 p<0.0001 p<0.0001

NA : Not available

DEEH0%WR BT LI, 1IMOTFHRDOYL
ENRRD SN, T/, NACOIT—RAEN1
T—ZAWR BT LIS, 41 M DT E DK HE
MEH 65 N 7e GOG (Gynecologic Oncology
Group) 2 X AEEKRHE T, PDS T suboptimal
E o HBOMSTIE24M THBEI L ER
B LT, NACHEORBRE (MST 245M)
ik, v, SRS suboptimal JEB & [T
HBHLELTS,

LA LS BITCEIhsHEDNS I,

Rk o & 9 IS EH RER R HE FHARE OSE
Bl7 &, b &bk optimal surgery SHIfF T &
RVERICH T 5 HBEETH D, NACHEE
iy, Sa L bREREFRRDbRAZL
BEWIEERLTnAELBRTE %,

. SRESEICHT B NAC BEADESRRER

BAEHEITTDH 5 0idd 5 VIidET RO NAC
EEICBIT B prospective BB E AR T 5,
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BE i /CT/MRIS & UREK/ 7K/ BB FRIAR R OMBBR2IC L VBl S h i
I/VEOSE, 0HE, BRERORELEERHECEEES

f

B8

[ s £ s 2H0mS |

wm{ L EE (NAC)

PTX175mg/m2 div d/

CBDCA AUC 6 div df
3BT E40-2X

40-25EHLT

*
CR, PR, SD, NE PD

Fi#(DS)

wsitERE
PTX175mg/m2div d/
CBDCA AUC 6 div d/
3P E40-2X

HME/BRIBOON DS TRIEHE

70O ka3 IEERE
#REIIBH

PD*: flEI{LFEE43 - XEPDD
BEOM, WEEEEE2~33 -2
HPDOBEBET,

Ik a—LERESE
®AEEIAH

PTX : paclitaxel
CBDCA ! carboplatin
IDS ! interval debulking surgery

1 JCOGO0206 11—V

1. EORTC (European Organization for Re-
search and Treatment of Cancer) [C K DHE{E
BLEE R
EORTC @ Vergote H1id, retrospective

study OFERZBFE 2T, #HIHEES LR

B & LT EORTC 55971° %47 - 7z, 50 LI,

PR, BEEYEO D/ V2RI, ZHE

Hegs, AERRME, FHMEKZOVThrONE

THFEZW, MGz, Tzl

%, NAC #EH L FHETORERBRICH

DAV U7 BRESR, MERERL, ARSI R,

{LF# RS, FHRIPER L ZEFR—-TH

D, PR, IIEOMM R L TRENSHNET

HBHIELPOLRNRICED TS, 7 ba—)

H#R, NACHIER T, 3 2 — AD{byfik

D, IDS BT\, #Hifh 3 32— A DILFEHIKE

hn, B ERERE T PDS 47V, optimal FEFI

T, 6 2— AD{b¥EEH:, suboptimal JEFIT

i, 33— ADLFEREOR, IDSBL U3 -

ADALFEHFPEMTH B, {LFEEE LT,

75 F F 8H) (cisplatin : CDDP, CBDCA) +

2162

& &4 FR¥EH (PTX, docetaxel : DTX) O
FTHhOMAELETHH L LTS, DR
&, NACHIEVEEFRBRIIH LT, RO
THEOLBRVWI EZHIET HFEHHRBRTH 5,
704 BlOXEEFE L CHIGEE N, 2006 4 12
ACREHHRTLELVRET - ERPTH S,
2. JCOG (Japan Clinical Oncology Group) D

BRPRELBR

1) NAC ##:® Feasibility study

JCOG D AFHEE 7 v —7"Tb, WEFMH
WHELEMLED I/ VIPEFICH LT
NAC ik & B RR O TR R % 5T
L7ze LLADS, FHEDH o7z 2002 24
Be, WA EE 2RI 4 5 NAC #i 0
BENTOTHEEVWEZEZ ORI, B
W RBRIZ kY - T, 200341 AH6 [/
WP B, SRERE, MERERR IS 5 WrRifb e
B0 feasibility study ] (JCOG0206) ' % 47 - 7z,
KEBOHMIZ, NACHEOEWE &t et
HRETHIELIIMAT, PHHERDODDOFH
(MEH L VEEBEELRE) 217b%TY,

—118~—



