Table 1. Patients’ characteristics
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Table 2. Hematological toxicity

Characteristi¢ No. of patients %
Registered patients 28 -
Eligible patients 27 -
Stage
I 24 88.9
v 3 111
Histology
Serous 23 85.2
Endometrioid 2 7.4
Clear cell | 3.7
Undifferentiated 1 3.7
Residual disease
0 4 14.8
0-1 em 6 222
1-2cm 4 14.8
>2 cm 13 48.1

it was decided to determine RD taking into account the toxi-
cities of all cycles, the necessity of G-CSF support, the actual
dose delivery and efficacy.

HEMATOLOGICAL TOXICITY

The hematological toxicity results are summarized in Table 2.
The major toxicities observed were neutropenia and leukope-
nia. Grade 4 neutropenia was observed frequently even during
the first course of chemotherapy [83% (23/27)] and almost all
patients developed grade 4 peutropenia during all courses of
chemotherapy [96% (26/27)]. The dose level was not corre-
lated with the frequency of neutropenia (100% in level 1 and
83% in level 4 during the first course of chemotherapy).
Grade 4 leukopenia was observed in 44% (12/27) of patients
during the first course and in 52% (14/27) of patients during
all courses of chemotherapy. The toxicity did not seem 1o
increase from the second to sixth courses of chemotherapy.
However, the frequency of grade 4 leukopenia was correlated
with the dose level during the first course [22% (2/9) in level 1
to 83% (5/6) in level 4] and all courses of chemotherapy [22%
(2/9) in level 1 to 83% (5/6) in level 4]. Among these grade 4
hematological toxicities observed during the first course of
chemotherapy, loxicity developed by one patient in level 4
matched the dose-limiting toxicity criterion (a). As for other
hematological toxicity, grade 3 anemia was rarely observed
during the first course of chemotherapy [11% (3/27)];
however, nearly half of patients developed grade 3 anemia
during all courses of chemotherapy [44% (12/27)]. Grade 4
thrombocytopenia was never observed during the first course
of chemotherapy and only one patient developed grade 4
thrombocytopenia during all courses of chemotherapy
[4% (1/2°7)].

Toxicity No.(%) of grade 3/grade 4 toxicity
Level | Level 2 Level 3 Level 4
{(n=9) (n=0) (n =6} (n=0)

(A) During first course of chemotherapy

Leukopenia 6 (6702 (22) 4 (67¥2 (33) 1 (I7TW3 (50) 1 (17¥5 (83)
Neulropenia 0(0)/9 (100) L (17)/4 (67) 0(0)5 (B3) 1 (175 (83)
Anemia 1 (IIYNA O (Q¥YNA T(1TYNA 1 (17T¥NA
Thrombocytopenia 0 (000 (0)  0(0¥0 (0} 0{0Y0(0) 0 (0)0 (0)

(B) During all courses of chemotherapy

Leukopenia 6 (672 (22) 3 (50)/3 (50) 1 (1T {67 1 (17¥5 (83)
Neutropenia 0 (0)/9 (100) 1 (I7¥5 (83) 0 (0)6 (100) 0 (0)/6 (100)
Anemia 2 (22¥NA  2(33YNA 6 (I00WNA 2 (33¥NA

Thrombocytopenia 0 (00 (0) 1 (I7Y0(® 23300y 1 (717

Table 3. Non-hematological toxicity

Toxicity No.(%) of grade 2/grade 3 toxicity
Level 1 Level 2 Level 3 Level 4
{n=9) (n=6) (n=6) (n =6}

(A} During first course of chemotherapy
Nausea and vomiting 2 (22)/1 (11) 2 (33¥1 (17) 3 (50)/0 (0) 2 (331 (17)

Diarrhea [DA LD 2@ 0Oy 1171 Q7
Alopecia 0 (O¥NA 0 (0/NA 1 (17/NA 2 (33¥NA
Neuropathy-sensory 0 {0¥0 (0) 0 (0)0 (0} 0 (@A) T (0)V0(C)
Hypersensitivity QO 0¥ 0¥ OO0 (0)
Renal toxicity 0¥ 000w 000)Y0@ 0(0Y0(0)
Febrile neutropenia  NASE (11)  NA/ (0) NA/2 (33) NA/2(33)

{B) During all courses of chemotherapy
Nausea and vomiting 5 (55)/1 (11) 2 (33¥/1 (17) 4 (67)/0 (D) 4 {(67)/1 (17)

Diarthea 1/ 2330 0@/00) 0{0)2(33)
Alopecia 8 (B8)Y/NA 5(83/NA 5(83)/NA 5(83}NA
Neuropathy-sensory G {(0¥0(0) 0 (00 (0) 0(0)Y0(0) 1(Q7¥0 (0}
Hypersensitivity 00 0(@0(® 0O 00O
Renal toxicity 0@/0{® 0OYo(m 0{0)O{(0) O (/0D
Febrile neutropenia  NA/2 (22)  NA/O () NA/2 (33) NASZ(33)

NON-HEMATOLOGICAL TOXICITY

The results of non-hematological toxicity are listed in Table 3.
Generally, non-hematological toxicity was mild or moderate.
The observed grade 3 toxicities during the first course or all
courses of chemotherapy were nausea and vomiting in 11%
(3/27) or 11% (3/27), diarthea in 7% (2/27) or 11% (3/27) and
febrile neutropenia in 19% (5/27) or 22% (6/27), respectively.
The frequency of above grade 3 toxicities did not increase
during the second to sixth courses of chemotherapy and was
not correlated with the dose levels. Among these grade 3
toxicities observed during the first course of chemotherapy,
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Table 4. Clinical response

Table 5. Summary of chemotherapies

Clinical response Level ¢ Level2  Level 3 Level 4 Total
n=9%9 (r=6) (1=6) (n=6)

Complete response 4 | 4 3 12

Partial response I 2 0 I 4

No change 0 0 0 0 0
Progressive disease 0 0 2 1 3

Not evaluable 4 3 0 1 g
Response rate (%}  100(5/5) 100(3/3) 67 (4/6) 80{4/5) 84(16/19)

two cases of diarrhea, one in level 1 and one in level 4 and
one febrile neutropenia in level 4 matched the dose-limiting
toxicity criteria {d) and (b). Other than these toxicities, alo-
pecia was the most frequently observed toxicity: 85% (23/27)
of patients developed grade 2 alopecia during all courses of
chemotherapy. Grade 2/3 hypersensitivity and any grade renal
toxicity (rise of serum creatining) were not observed
during the study. It was noteworthy that grade 2/3 sensory
neuropathy was not observed during the first course of chemo-
therapy and only one patient (4% (1/27)] developed grade 2
sensory neuropathy during all courses of chemotherapy.

CLINICAL RESPONSE

Eight patients had no measurable disease at entry. In the other
19 patients with two-dimensionally measurable disease, the
response to chemotherapy was evaluated (Table 4), Twelve
patients achieved complete response and four achieved partial
response. The overall response rate was 84% (16/19) among
patients with measurable disease. The remaining three
patients had progressive disease. The response rate at dose
levels 14 was 100, 100, 67 and 80%, respectively, suggest-
ing no correlation between the dose level and response rate.

RECOMMENDED DOSE

Table 5 summarizes the characteristics of chemotherapy at
each level, In level 4, the majority of cycles [91% (30/33)]
required G-CSF support and more than 30% of chemotherapy
cycles required some modification in the dose or starting date
of chemotherapy. However, chemotherapy could be continued
until the planned cycle was completed or disease progression
in most cases [83% (5/6)]. Moreover, 93.4% of the planned
doses of agents could be administered at level 4. Considering
all the factors, such as hematological and non-hematological
toxicities, clinical responses and actual dose deliveries at dose
level 4, RD for further study was decided as dose level 4
consisting of 110 mg/m? of PTX, 50 mg/m* of DOX and
75 mg/m” of CDDP.

DISCUSSION

In this study, we evaluated the safety and efficacy of a com-
bination regimen of PTX, DOX and CDDP (TAP) as first-line

Level | Level2 Level3 Level 4
No. of eycles administered 48 36 32 33
Percentage of cycles required
G-CSF use 60 72 66 91
(29/48) (26/36) (21/32) (30/33)
Dase reduction 13 7 15 33
(5/3%)  (230)  (4126)  (972T)
Treatment delay 2t 20 8 30
(8/39) (6300 (2726)  (8127)
Percentage of patients who 67 100 100 83
completed chemotherapy® (6/9) (6/6) (6/6) (5/6)
Average drug administration
PTX(mg/m%) 106 108 107 103
DOX(mg/m?) 19 29 39 a7
CDDP(mg/m®) 72 74 73 70

Percentage of actual/planned doses  96.4 98.2 97.2 93.4

*All siz cycles of chemotherapy were completed or chemotherapy was discon-
tinued because of disease progression.

chemotherapy for AOC. Because of the bone marrow toxicity
of both CBDCA and DOX, CDDP seems to be safer than
CBDCA to combine with DOX as a platinum analog. On
the other hand, the combination of CDDP and PTX may pro-
duce severe and irreversible neurotoxicity (2,16,17). To avoid
this adverse effect and to reduce cardiac toxicity, PTX was
administered in a 24 h continuous infusion (18). The PTX dose
was set at 110 mg/m? as the minimum dose at which sufficient
response could be expected, because there is no dose-response
relationship in a range of 110 mg/m? or more (19). The dose of
CDDP was decided as the standard dose of 75 mg/m? (20). The
DOX dose was increased from 20 to 50 mg/m? and was
expected to improve efficacy over the standard combination
of PTX and platinum. To avoid excessive toxicity, PTX was
administered following DOX (21,22) and CDDP was adminis-
tered following PTX (23). The regimen therefore consisted of
20-50 mg/m?® increasing doses of DOX followed by 24 h
infusion of 110 mg/m® of PTX followed by 75 mg/m?
of CDDP. ]
Concerning the safety of the regimen, the three-drug com-
bination regimen seemed to be sufficiently safe to use as first-
line chemotherapy for patients with ovarian cancer. The major
toxicities observed in our study were neutropenia and leuko-
penia. Grade 4 neutropenia and leukopenia were observed in
85% (23/27) and 44% (12/27) in the first course of chemother-
apy. However, these toxicities rarely lasted long enough to be
counted as DLT and were not curnulative in the 2nd to 6th
courses of chemotherapy. Thus, these hematological toxicities
seemed manageable. Moreover, non-hematological toxicities
were generally mild or moderate. The grade 3 toxicities obser-
ved were nausea and vomiting in 11% (3/27), diartheain 11%
(3/27) and febrile neutropenia in 22% (6/27), during all courses

—119—



of chemotherapy. Grade 3 sensory neuropathy was not
observed during all courses of chemotherapy. To our
knowledge, seven phase I or 11 studies (10,24-29), evaluat-
ing the value of anthracyclines in a taxane and platinum-
based regimen for previously untreated AOC, have been
published. The major toxicities observed throughout the
studies were hematological toxicities, such as neutropenia,
leukopenia and thrombocytopenia. In particular, neutropenia
was reported in 100% in some studies (25,27,28). However,
the toxicity was readily managed using G-CSF and was
rarely complicated with setious infection or sepsis. Non-
hematological toxicities, excluding nausea, vomiting and
alopecia, were generally mild and manageable. No severe
cardiac toxicity or neuropathy was observed throughout the
previous studies.

As for the efficacy of the triplet combination in our study, a
response rate (RR} of 84% (16/19), including 63% (12/19)
complete response (CR), was observed. Even in level 1,
100% RR was achieved and there was no correlation between
the dose level and response rate. In the previous studies, that
using docetaxel (DOC) as the taxane (28) showed a relatively
lower response rate of 36%, but studies using PTX as
the taxane showed a higher response rate of 83-100%. In
studies using PTX, there were no apparent differences in
the response rate between studies using CDDP (86-100%)
(25,26) and those using CBDCA (83-100%) (10,24,29) as
platinum compound and between studies using DOX
(100%) (24,25) and those using EpiDOX (83-86%)
(10,26,29) as anthracycline.

In summary, the combination regimen of DOX with PTX
and CDDP is highly active and hematological toxicities are
readily manageable and non-hematological toxicities, includ-
ing cardiac toxicity and sensory neuropathy, were mild or
moderate. From our study and previous studies, we conclude
that the addition of anthracyclines to PTX plus a platinum-
based regimen may provide an effective and safe regimen for
patients with untreated ovarian cancer. However, the hemato-
logical toxicities seem to be relatively severe compared with
those reported with a PTX/CBDCA combination (3,30,31).
At present, AGO-GINECO (Arbeitsgemeinschaft Gynikolo-
gische Onkologie—-Groupe d’Investigateurs Nationaux pour
I’'Emde des Cancers Ovariens) (32) and NSGO-EORTC-
NCIC CTG (Nordic Society of Gynecological Oncology—
Furopean Organization for Research and Treatment of
Cancer-National Cancer Institute of Canada Clinical Trials
Group) (33) are conducting phase III studies comparing
epirubicin/paclitaxel/carboplatin  vs. paclitaxel/carboplatin.
To assess the usefulness of anthracyclines, the results of
these studies are awajted.
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Abstract

Objectives. We have reported that single weekly paclitaxel has moderate activity in heavily pretreated ovarian cancer patients and is
associated with a favorable toxicity profile. The purpose of this study was to reconfirm the effect of weekly paclitaxel in more number of
cases.

Methods. Although 39 patients were enrolled, 37 patients with recurrent or persistent ovarian cancer previously treated with between one
and three chemotherapeutic regimens containing platinum were eligible. Patients had measurable or assessable disease defined by clinical
exam, radiographic studies, or serum CA 125. One cycle of treatment consisted of paclitaxel 80 mg/m’/week in 1-h infusion, 3 weeks on, 1
week off, and repeated at least twice. Two patients were withdrawn because of refusal of further treatment for neuropathy after the first cycle.
Clinical responses were defined by established criteria. ' .

Results. Thirty-seven patients were included in this intent-to-treat study. The overall clinical response rate was 45.9% (5 complete
responses, 12 partial responses). The clinical response rate in patients with measurable tumor was 25.0% (2 complete responses, 1 partial
response), while that in patients without measurable tumor and with assessable CA 125 levels was 56.0% (3 complete responses, 11 partial
responses). Clinical response rate in patients with chemotherapy-free interval more than 6 months had about twice higher than that in patients
with chemotherapy-free interval less than 6 months. The clinical response rate by number of prior regimens revealed that as number of prior
regimens increases, the response rate decreases. )

Conclusion. Weekly paclitaxel has significant antitumor activity in heavily pretreated patients with recurrent or persistent ovarian
carcinoma and warrants as second or third line chemotherapy in such setting.
© 2004 Elsevier Inc. All rights reserved,

Keywords: Weekly paclitaxel; Ovarian cancer; Second line chemotherapy; CA 125

Introduction localized (stage I to IT), However, the majority of patients
present, initially and at relapse, with bulky intra-abdominal

Ovarian cancer is the fourth leading cause of cancer disease that is not surgically resectable. Systemic cisplatin-
death in the female population and the most fatal gyneco- based chemotherapy in combination with debulking surgery
logic malignancy. The disease is surgically curable when has become the standard for initial therapy, with reported

response rates that range from 50% to 80% [1]. Unfortu-

E— . nately, the majority of patients eventually die of disease
* Correspondence author. Department of Obstetrics and Gynecology, st ¢. with the abdominal cavity bein

National Defense Medical College, Namiki 3-2, Tokorozawa, Saitama 359 persistence or recurrence, with the abdominal cavity being

8513, Japan. Fax: +8142-996-5213, the most common site of recurrence. The management of

E-mail address: QWL04765@nifty.ne jp (Y. Kikuchi). tumor recurrence remains a clinical challenge, since the

0090-8258/% - see front matter © 2004 Elsevier Inc. All rights reserved.
doi:10.1016/j.ygyno.2003.12.002
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chance of response to a secondary treatment is currently less
than 20% [2), especially if the disease is platinum-resistant
[3]. Te improve this cutcome, several clinical trials are now
exploring the possibility of incorporating new drugs into the
first-line chemotherapy regimen [4]. Furthermore, new
biological agents and molecularly targeted therapies aimed
to overcome drug resistance with less toxic effects are under
investigation [5]. ,

Paclitaxel, a unique antimicrotubule agent, has been
one of the most promising drugs to enter into clinical
trials in the setting of cisplatin-refractory ovarian cancer.
Responses have been reported in both heavily and
minimally pretreated ovarian cancer patients (20% to
37%) [6,7). However, myelotoxicity was found to be a
major concem even with granulocyte colony-stimulating
factor (G-CSF) support. In order to minimize toxicity,
paclitaxel can be given weekly instead of triweekly [8,9];
this results in a higher dose intensity of the drug [10].
Two non-randomized trials [11,12] have suggested that
the activity of paclitaxel in epithelial ovarian cancer is
dose-dependent, and a randomized frial [10] has shown
reduced toxicity with weekly scheduling without detri-
ment to efficacy. We have reported that single weekly
paclitaxel has moderate activity in heavily pretreated
ovarian cancer patients, and 80 mg/m’ of paclitaxel was
recommended as the phase II dose for outpatients [13].
When 80 mg/m® of paclitaxel was given, the dose
intensity may not be greater than every triweekly. How-
ever, continuous low-dose paclitaxel so-called metronomic
chemotherapy has been reported to result in antiangio-
genic effects and tumor dormancy [14,15]. Thus, we
attempted to determine effects of single weekly paclitaxel
in heavily pretreated patients with recurrent or persistent
ovarian cancer.

Patients and methods
Eligibility criteria

Eligible patients had recurrent or persistent ovarian
cancer that was histologically proven at primary diagnosis.
All patients had either measurable or assessable disease.
Disease was classified as measurable if the patient had
bidimensionally measurable disease by computed tomog-
raphy (CT). Assessable disease was only used in patients
with no measurable diseasc and was defined as a CA 125
> 75 U/ml. Eligibility criteria required the patients to have
a baseline leukocyte count >2500, absolute neutrophil
count >1500, platelet count >75000, serum creatinine
<1.5 mg/dl, serum bilirubin <2.5 mg/dl, and liver function
tests <3 times the laboratory standard value. Patients were
required to have a life expectancy of at least 2 months and
any Gynecologic Oncology Group (GOG) performance
score was acceptable for enroliment in this study. Thirty-
seven of 39 patients enrolled were eligible for this study.

Twenty-three and 14 patients had chemotherapy-free inter-
val =6 months and <6 months, respectively. Patients must
have had one or more previous chemotherapy regimens
(Table 1).

Exclusion criteria included borderline histology, preg-
nancy, fertility, diagnosis of another malignancy within the
past 5 years, prior treatment with weekly paclitaxel, active
infection, hepatitis, gastrointestinal bleeding, congestive
heart failure, unstable angina, or myocardial infarction in
the past 6 months.

Study design

This study was a nonparametric multicenter study of
weekly paclitaxel. The investigative sites involved were
Natiopal Defense Medical College in Saitama and Jichi
Medical School in Tochigi, Japan. All investigative sites
obtained institutional review board approved and all patients
provided signed informed consent.

Treatment plan

Eligible patients who signed informed consent underwent
a complete history and physical exam. Pretreatment labora-
tory tests included a complete blood count (CBC), chemis-
try panel to include glucose, electrolytes, BUN, creatinine,
SGOT, SGPT, bilirubin, alkaline phosphatase, CA 125 level,

Table 1
Patient characteristics

Characteristic

No. of patients

%

Patients

Enrolled 39

Eligible 37

Median age (range) 59 (42-74)

Original FIGO stage

ITa 1 2.7
Ie 2 5.4
1lla 2 5.4
Ille 23 622
v 9 243
Histological type

Serous 26 70.3
Clear 3 8.1
Mucinous 2 54
Endometrioid 2 5.4
Others 4 10.8
Chemotherapy-free interval®

26 months 23 62.2
<6 months 14 378
Prior regimens

1 19 51.4
2 14 37.8
3 4 10.8

* Interval from prior chemotherapy to start of weekly paclitaxel.
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chest X-ray, EKG, and CT scan or magnetic resonance
imaging (MRI}.

On days 1, 8, and 15 of each 28-day cycle (I cycle),
patients received intravenous infusions of paclitaxel at 80
mg/m?. Paclitaxel was given as a I-h intravenous infusion
via non-PVC tubing and connectors. Premedications con-
sisted of diphenhydramine {50 mg), cimetidine (300 mg),
and dexamethasone (20 mg) intravenously given 30 min
before paclitaxel infusion. A minimum of six doses (two
cycles) were administered at weekly intervals. Chemother-
apy was withheld for white cell counts below 2500/mm’ or
absclute neutrophil counts below 1500/mm® and for platelet
counts below 75000 mm>, Toxicity was assessed by using
the GOG scoring system [16]. In patients with progression
of disease, chemotherapy was either stopped or changed to
another agent. In patients with stable disease or a clinical
response, weekly paclitaxel was continued until disease
progression or adverse effects necessitated removal from
the study. Withdrawal from the study at patient request was
allowed at any time.

Response assessment

Although most of the patients had elevated CA 125
levels, many did not have measurable disease on CT,
MRI, or clinical exam. Hence, the criteria for response
was based on declining CA 125 levels as described by
Rustin et al. [17]. Partial response was defined by reduction
of CA 125 by more than 50% after two samples or greater
than 75% serial reduction over three consecutive samples,
with the final sample taken at least 28 days after the
previous sample. This has been correlated to standard
response criteria as defined by the Gynecologic Oncology
Group (GOG) in patients with measurable disease [18].
Partial response by CT scan was defined as a 50% reduction
in the sum of the two perpendicular diameters of all
measurable tumors for at least 1 month. Complete response
was defined as total disappearance of all clinically or
radiologically measurable tumors with normalization of
CA 125 levels (<35) for at least 1 month. Progression of
disease was defined as appearance of new lesions or an
increase of more than 50% in the sum of two perpendicular
diameters of any existing lesion or increase in CA 125 levels
on two consecutive measurements. The term stable disease
was used for any response that fell in between progression
and a partial response. For statistical comparison, the
Mann—-Whitney fwo-sample test and Fisher’s Exact Test

Table 2

Clinical response (N = 37 evaluable patients)

Response No. of patients %
Complete response 5 13.5
Partial response 12 324
Stable disease 16 432
Progression 4 10.8

Table 3

Response with tumor regression (¥ = 12 evaluable patients)

Response ) No. of patients %
Complete response 2 16.7
Partial response 1 ) 83
Stable discase 6 50.0
Progression 3 25.0

Al patients had morphologically measurable tumor.

have been used. Time to progression (TTP} was measured as .
interval from prior chemotherapy to start of the weekly
paclitaxel for progression. Survival was measured from start
of the weekly paclitaxel to the date of death or [ast contact if
the date of death is unknown.

Results

From April 1999 to September 2002, 39 patients were
enrolled in this prospective trial and received weekly
paclitaxel therapy. Two patients were withdrawn because
of refusal of further treatment for neuropathy after the first
cycle. Demographics for the 37 evaluable patients are listed
in Table 1. Twenty-three patients (62.2%) had chemothera-
py-free interval =6 months. All of 14 (37.8%) patients with
chemotherapy-free interval <6 months had platinum-based
chemotherapy. The number of patients with one prior
chemotherapy regimen was 19, that with two prior regimens
was 14, and that with three prior regimens was 4. Primary
chemotherapy consisted of 30 patients with combination
chemotherapy by cisplatin, Adriamycin, and cyclophospha-
mide (CAP), 4 patients with combination chemotherapy by
paclitaxel and carboplatin (TJ), and 3 patients with combi-
nation chemotherapy by carboplatin and cisplatin (JP).
Performance status (GOG) of all patients enrolled was 0
or 1.

All 37 patients were evaluable for response. Five
patients (13.5%) showed a complete response, 12 (32.4%)
showed a partial response. Total response rate was 45.9%
(Table 2}.

Two (16.7%) out of 12 patients with measurable tumor
had complete response and 1 (8.3%) had partial response.
The response rate was 25.0% (Table 3). Regarding response
based on CA 125 levels, 3 (12.0%) of 25 patients had
complete response and 11 (44.0%) had partial response. The

Table 4

Response based on CA 125 levels (N = 25)

Response No. of patients %
Complete response 3 12.0
Partial response 11 44.0
Stable discase 10 40.0
Progression 1 4.0

No patient had morphologically measurable tumor.
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Table 5
Clinical response according to chemotherapy-free interval (¥ = 37)

Table 7
Toxicity profiles

Chemotherapy-free interval

Hematological toxicity No. of patients

<6 months* =6 months
Total 14 23
Response
Complete 1 7.1% 3 13.0%
Partial 3 21.5% 10 43.5%
Stable 9 64.3% 7 30.5%
Progression i 7.1% 3 13.0%

® All patients received platinum-based chemotherapy.

response rate was 56.0%, showing more than two times of
response rate of patients with measurable tamor (Table 4).
One (7.1%) of 14 patients with chemotherapy-free interval
<6 menths had complete response, while 3 (13.0%) of 23
patients with chemotherapy-free interval =6 months had
complete response. Three patients (21.5%) with chemother-
apy-free interval <6 months had partial response, while 10
patients (43.5%) with chemotherapy-free interval =6
months had partial response. The response rate (56.5%) of
patients with chemotherapy-free interval =6 months was
about two times higher than that (28.6%) with chemother-
apy-free interval <6 months (Table 5). Clinical response rate
according to number of prior regimens showed that as
number of prior regimens increases, the response rate
decreases (Table 6). Median TTP and overall survival were
12 months and 21 months, respectively.

A total of 468 doses (range, 6—39) of weekly pacli- .

taxel were administered to the 37 patients. Toxicity data
was available for all the 37 patients. Hematological
toxicity more than grade 2 was observed in about 25%,
while non-hematological toxicity was observed in 1
(2.7%) of 37 patients (Table 7). Nine patients (24.3%)
had a grade 3 or 4 neutropenia. Four patients had
treatment delays and two patients required granulocyte
colony-stimulating factors intermittently for severe neutro-
penia, but there were no hospital administrations for
neutropenic fever. Four patients had a grade 3 anemia,
and two of them required blood transfusion. During
treatment with weekly paclitaxel, one patient had a grade

Table 6
Clinical response according to number of prior regimens

Number of prior regimens

1 2 3
Total 19 14 4*
Response
Complete 4 21.2% 1 7.1% 0
Partial 7 36.8% 4 28.6% 1 25.0%
Stable 7 36.8% 7 50.0% 2 50.0%
Progression 1 5.3% 2 14.3% 1 25.0%

* All patients with three prior regimens had measurable tumor.

Neutropenia

Grade 3 7
Grade 4 2
Leukopenia

Grade 3 9
Grade 4 |
Thrombocytopenia

Grade 3 0
Grade 4 1]
Anemia

Grade 3 4
Grade 4 0

Non-hematological toxicity No. of patients

Peripheral neuropathy

Grade 2 5
Grade 3 1
Alopecia

Grade 2 11
Grade 3

3 neuropathy and the chemotherapy had to be stopped.
There was no evidence for cumulative hematological and
non-hematological toxicity.

Discussion

The treatment of recurrent and refractory cancer is a
challenging problem because recurrent or refractory disease
is almost never curable. The majority of patients who
initially respond will develop chemotherapy-resistant dis-
ease and ultimately die. Thus, the primary treatment objec-
tives in the salvage setting are prolenging remission and
maintaining quality of life. These goals may be attainable
through the evalvation of different dosing and timing
regimens of standard chemotherapeutic agents.

Introduction of paclitaxel into the armamentarivm of
drugs to treat platinum-resistant ovarian cancer has been
one of the more significant advances in the treatment of
ovarian cancer in the last decade. Paclitaxel has a unique
mechanism of action, is cell-cycle-specific, and acts by
promoting the stability of the microtubule assembly during
mitosis. In vitro data suggest that the duration of exposure
plays a crucial role in the cytotoxic efficacy of paclitaxel
[19,20]. Resistance to paclitaxel-mediated P-glycoprotein
(Pgp) [21] has been shown to be significantly reduced by
increasing the duration of exposure to paclitaxel from 3 to
96 h in Pgp-expressing paclitaxel-resistant breast cancer cell
lines [22].

Weekly administration of paclitaxel has the potential to
have an effect similar to that of continuous infusion while
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taking advantage of the minimal hematological toxicity
associated with shorter infusions. Neutropenia was the most
frequent hematological adverse event observed in patients
receiving once-weekly intravenous paclitaxel monotherapy,
Severe neutropenia was dose-related, occurring in 3% and
15% of patients receiving 80 mg/m® monotherapy [23,24].
An absolute neutropenia count of 1000 has been shown to
be sufficient for dosing weekly paclitaxel on any given
scheduled day of treatment. In the present study, severe
neutropenia and leukopenia of grade 4 were observed in 2
{5.4%) and 1 (2.7%) of 37 patients. Other hematological
adverse events (grade 4 anemia or grade thrombocytopenia)
were not observed. Neuropathy is experienced by most
patients receiving once-weekly intravenous paclitaxel
monotherapy and is usvally mild or moderate [23,24]. The
incidence of severe neuropathy with paclitaxel 80 mg/m*
once weekly was approximately 10% [23,24]. Most patients
experienced mild myalgia and/or arthralgia; few patients
reported severe symptoms [25]. In the present study, 3/39
(7.7%) containing two patients withdrawn from this trial
experienced severe neuropathy. Although alopecia of grade
2 was observed in 11/37 (29.7%), alopecia beyond grade 2
was not observed (Table 7). No patient required dose
reduction was observed in this trial. Prolonged exposure
to relatively low concentrations of paclitaxel has been
shown to induce apoptosis [26]. In addition, prolonged
low-dose paclitaxel exposure has been reported to have
anti-angiogenic properties [27]. The paclitaxel dose deliv-
ered in this regimen is 24 mg/m? over 3 weeks as compared
to 175 mg/m® every 3 weeks with conventional dosing.
These features associated with weekly low-dose paclitaxel
may explain the response seen in patients with carcinoma
refractory to conventionally dosed paclitaxel.

Fennelly et al. [8] did a phase I trial with 18 patients with
platinum- and paclitaxel-resistant ovarian cancer and deter-
mined that 80 mg/m? was the maximally tolerated dose. We
also reported in the phase I study that the same dose of 80
mg/m? was the maximum recommended dose [13]. Thus,
we performed phase I study by single weekly 80 mg/m®
paclitaxel. Treatment with single weekly 80 mg/m® pacli-
taxel brought about an overall response rate of 45.9%,
similar to that of a recent report [28]. It is noteworthy that
five complete respanses among 37 patients with one or more
therapeutic regimens were achieved (Table 2), In addition, 3
{(25.0%) of 12 patients with measurable tumor containing
two complete responses had response to weekly paclitaxel
(Table 3). When based on CA 125 levels, the response rate
of 56.0% including a complete response of 12.0% was
obtained, showing two times higher response rate compared
to that in patients with measurable tumor (Table 4). These
results suggest that patients with recurrence detectable only
by CA 125 levels (but not morphologically measurable) are
more sensible to weekly paclitaxel than those with measur-
able tumor. It is possible that angiogenesis of detectable
tumor only by CA 125 is vulnerable to weckly paclitaxel
than that of morphologically measurable tumor. Response

rate (56%) of patients with chemotherapy-free interval =6
months showed about two times that (28.6%) of those with
chemotherapy-free interval <6 months (Table 5). Similarly,
a recent report demonstrated that all the responders with
paclitaxel-resistant tumors were seen in patients with a
paclitaxel-free interval of more than 12 months [28]. Since
most of prior regimens used in patients enrolled in the
present study were cisplatin-based chemotherapy, weekly
paclitaxel seemed to be more effective in patients with
longer platinum-free interval. In addition, we examined
clinical response according to number of prior regimens.
When prior regimen was | or 2, the clinical response rate
was 58.0% or 35.7%, respectively, whereas in patients with
three prior regimens, the responder was only one (25.0%)
(Table 6). These results suggest that as number of prior
regimens increases, the response rate decreases and there-
fore patients with less prior regimens may have better be
treated with weekly paclitaxel. It is noteworthy that 9 of 14
patients with two prior regimens received chemotherapy
containing paclitaxel while all patients with three prior
regimens received chemotherapy containing paclitaxel.
However, efficacy of weekly paclitaxel was not influenced
by kinds of prior chemotherapy regimen.

The choice of second line drug in this present setting is
dependent on toxicity and quality of life considerations, in
addition to efficacy. Weekly administration of paclitaxel by
1-h infusion has been reported to have less toxicity than
other schedules and primary effect in patients with pre-
treated gynecologic cancers [8,10,29,30]. In addition, a
randomized trial comparing the weekly schedules to tri-
weekly paclitaxel for advanced breast cancer is nearing
completing in the GALGB. ‘Metronomic’ dosing or anti-
angiogenic scheduling of cancer chemotherapeutics has
been increasingly recognized to be a potential application
of paclitaxel in cancer therapy [31-33].

In conclusion, weekly low-dose paclitaxel used in the
present study is considered safe and effective in pretreated
patients with recurrent or persistent ovarian cancer. Encour-
aging response rates in both platinum-sensitive and plati-
num-Tesistant patients warrant further studies.
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1) BWEHIZ(#@2h S 2-3 HMELAID) 5L EREERBTE S,
2) PS O, FEOKE/MN Kk - BKOBRIZK D, &DEELREB THEHMFHETAN
55,
3) SR EHUROEESRRD L. BEHNFIREHERETL ST <5,
4) MRZBHEALRLSTD optimal surgery AHERRTE B HHEHPIRBEOE WFINO AIREEN
<725,
5y HEEHE/NFMERERGHPICI I BIOARTH D,

BLED & DIT. NAC FEHEIC & » THITIREOBRFEMOMEMNHFEEIN, k. FRICH
BOEBREHECHBESHUIROEDMN S, BED QOL(quality of life) DEEDMFFI NS,

RIDIHRHELTIR, ROZENEZSNS,
1) BIMTIRETICRA, EREMAETHZHMMARZICIBWT, TERICRSERENS S,
2) {LFEEHECARIEED)DBE. FINRE LIRS IESEND S,
3) {LEEEEEEOEERE/NF il (interval cytoreductive surgery : ICSHTIH W T, WIRKIFTR M 5 IR
MR EHRNLTE SRS H 2,
BETHS,
2-4. NAC #ik SRR O B R st

INETHREIN TS HEITIRMICE TS NAC i LITEREE e L 28 E TN < o
RHE5NBA, REELTOREIL Kuhn 5 O non-randomized 55 I FHREGAROBELSMINTH
b retrospective study TH .

Jacob 5. PCS ITTEMDHDOHBRFMRICHED DB X DB SN EHFITH LT, NAC F#
BETR- 2 fET ICHBEBPHNFNETR-o ZRERRF 18 fle ik L. £FRITE
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FHEEZERRDOSNAEN-HOD, NACBIZBWTHERIZ optimal surgery DEIEAEN -2 &
EREL TWB(77% vs. 39%).

Onnis 5 D5 TIE. JA/FERIB SRR O iz kD NAC B2 TE. 88 #IICH L T NAC
2T, EEREETo 284 AL L A, BEEM/NFMICBW T, NAC BHERFIZB L
T & DERIT optimal surgery 2ETAETH D F2(d2% vs. 29%)e £/ NAC T, I DEFL2HK
BARBROEFANEVNHOOD, 3§, sEEFRICEFRDSahoTz.

Schwartz 513, 2HREB/SHHEICE D FRREEZES. EHERBECT)ICR O EEIIRTAE &3
B L 7= 59 fliC NAC $Rik % HEfT. fEHEIAHRR1T o/ 206 & e L /c. NAC #EERE T, 4
BRERICHEEBL T, FBIIERTPS RRTH o208, AFRBICEFERERED NN,
FEEHEAEROLEEIZ B W TIE, NAC BFEETHINE, ICU WERR. ARBEGENFERICRE
WRBERICH L ThahoEBMEL TS,

Vergote 5V, METIRREMEF 205 E LT, YIRTIaEtE 2R B IE & 5 WILIEIESHC & D kT
L. YIBRATREflICISERMia i, NEEFICIE NAC B RITAR D WD e TR E1T/2 572 1989-
1997 SEDERERATZ . NAC SHEBALIRTIO, 2AICFERRETRD WO BEF#H THiE
7720 7= 1980-1988 SEDTEFERAL & B L. NAC FREE AR O AN E L TFRRFQ F4£%
B, 42% vs. 26%) THoEERME LTS, FHRITK D, {LERERPFRNFER S HRENI
HBEEZONSDN, NAC HEEOFREERTHELEVAS,

Kayikgio_lu 5. JAKIFEH]. FEHEFA. DRTFENFRINISREBEFAPHINERR
#l 45 P12 NAC #iE 21TV, EHERHEET oz 158 fl &tk Uie, BRI FIRICBW T, #15
PR 2 E L R EAT NAC BIZBWTARIE, - 228 WIBNREVRIINACETLD
FRITHERR X 72 (49% vs. 14%). NAC FRIEEE TR, RERERICHERT, ARICBEBRTPS AR
THo=H, AEOWIC s FEFRBIUMST TEEERRD SNAh o

Kuhn 513, ZROEKEH(500m!) %220 2 HETTHEIRE S 2 MRIT NAC #EG) #) S 4EHE
¥ F%(32 ) D non-randomized D BB E1T > /=, NAC ST TIMEESIETHCHL T,
FHRIT optimal surgery DUEFR T E(84% vs. 63%). MST DIEEEFZDIZ(42M vs. 22M) EHEL TW
3,

THETOHE T, NAC FOENIEERBERICTRICBVTE > T3 ENDHEIL, Kuhn
6@%&%@%&'&‘&5%75‘. FOMOBETH, P EHHE>TNBELENDIHRITRD SN,
L&®, Onnis 5. Schwartz 5. Kayikgio lu 5 O TIE, #IBNCIESHENFERAAREE. H50
B EREBOLDFERFET, BROITHEMLIRRE &2 ER%E NAC #ElE & U TR
P EHB LR TH D, NAC FEER., EITIIREICH T 2 e BiEia it e LT, BEicE
TRBRBMEEALND,

2-5. BIEET P O LR

Retfospective study DFER %2 B3 2 T, EORTC(European Organization for Research and Treatment of
Cancer)® Vergote 51, & 11 #HELREEAER & LT EORTCS5971 ZFME L 7. SRRM(+OERR - i)
BOINCAIV 24z, BUmEMES. BN, FRERZOWT NP OLETEREZE.
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MG, TR O, (LT ENAC B &L FWATTRIC randomize LT3, SFE
% - IR, MRCEMRT A, (LPREEEE, THRMIRELIZIER—TH D, JIE - SIED
WAL TRENZHERTHID I ENSMRBIIFTHTNS, Y0 bha—)LERIL. NACEB X
TF suboptimal surgery (2383 o Fo BIRAITES TR, 3 23— A DLEREOR. IR /AFHICS)
BTV, Wit 3 O— A DL FHROEM,. optimal surgery AUER S NI FMETEF T, Wike
A—ZDEERETH S, LFFEEL TR, SMEROERITHOETT ZF T HHU(CDDP or
CBDCAW# FH > ZEFANTXL or DOC)DWTHOHEAEDETHRIE LTS, ZOREERBI
1998 £ 9 AN 5. 704 BIOKFFETHME NN, RETEARRFTH S, 28, Fifik
IR TOICS IR T 5 GOG152 DIERIZL D, R option ICEE I TS,
2-6. PCSHEDICSIZDWNT

EORTC(European Organization for Research and Treatment of Cancer)ld. 7 > % MMEHLEEABRICK
0. PEFFRTEIZ. BAE lom &8 A B 5EFHE %4 2 EH(suboptimal  surgery ) %X
HEL.ICS MEITIERBRFICB W THRATH D T LERLEZ, DED,ICS 2RTEBHEMNICS
BRI BELI DL TFRVRRFTHAIEERLEOTHS, MHMEBELEFIMBIUER
HREIARICEELEP=001). £TFHEPREIL ¢ » BEELE, ZORBRTIE. HSEFAL. 3
1— A D CP(CPA/CDDP)FEL % 2T 7=, ICS MEfTH & ICS JEMITEHCHIMIT SN, ML BIT
CPiddt 6 2—RfThh/z. ICS 2RI/ HE 140 . I1CS 22T o BE 138 FIVEHEh
fro LML, B GOG152 TRIBODEMZENBEL T, T ¥ MELERRBACFEERIT THNT
b=, CoRRTIIICS OFARIIRD sz o7z, EORTC TiX GOGIS2 IKHART, B
AEGFERLEN sem 2BRADEFMNEN 2 & BARBREEMEMU(—REARES—K
ARE) NEML TS T EMNELSFHRO quality PHEN - /2T &, (LFEEN TI Tid/z< Cp
THoll ENTOHROETHIEMMENTNS, ICS DHRARIIIBRERERSHEELT
N3 EfEEN, KERREMBO S 2EMICIE, ICS BEATHSAREERTEXN TN,
H-T, FAB T, FINETOAFTIE PCSH lem Bl LOBREEREZED DG, ikt
SR 4 O —ABITICS 217D Z &M E LAWATII W), (L2HEAETO B B TIXICS
HHATHD,
2-7. NAC O feasibility study

BEAZHRFHARICED [ETHREBOTFREELZ B ULRENEROMIE) J(EIME
& BEARFERAR. TNEB2)TR, BEEFBEVSAMRBRE 14 4 SHERIFRRKO
B O LD O RAHIELIZET 2090 B(EEMSRSE  BBAR I —RATE - R
Wt 7 — 5T, BmBEE)EOH#AEMRIZL S ICOGUapan Clinical Oncology Group)at
Ex& LT, 20034E 1 B 14 BN S, JCOG0206 MITV HAIESE. SRERM. HEUEIC - Simalk
EAFEE D Feasibility study) 7o 7z, FRBROBEMIE. Waifi bk S EEH/NFERMI 67
LR EREETRN, B HORBRBREL TEYME DN ZHEL, » OB M
RBETRIES, (PR EATRIISLTBHNEESENLANEDINERET ST ETH>
7o
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(LR E LTI, HRAIEEELTHWSNTNS TXL & CBDCA OHlAEOET. it
BINACH 2—X, #ii§4 I—ADHbR T8 I-ADFHEET> 2. WRERRI, JFEE -
IERUEA, HIEENTR, (LRSS, PEMIIBRELZER—TH D, B - BEOHH
BLUTRENZSHERTH S ZEMNS, EORTC @ study ERRIZIRERE, WEE, HEEEL k.

JCOG0206 FBAD#ER. major secondary endpoint TH B IEZEIBI1X 94.6%(53/56) T 90%LALD
F2RZAFETS 3 AU ELEWSIRAEZELL. FARBROBERRELSETEMIBNTI
B HRRICBVTREORD OIS E AL S 5 LI N, EZTRM > AL 35
EHVTH T ETHEMN D5 1FARABLTM M THS T &AL TS, FHED
Brid 4 56 BIMER TH o7z, F7=. primary endpoint Th DELMERHLEISIE. BESICTIE
PARRINES3FDI B, TObI—-JVEEAET L. CRF AERE N/ 50 T TIC 18
FTRLIEENESERIN, [(NAC FREOBEOZEMEEREIEN, B L HMT 5MEE
BR0%EUTTH D) LW RERFEFHTZICRSIEMEFREDRH 53 FIOHE, 17 1)
LT a7, NAC SHERE I HOMBRBHEEI L CEY S HE s N,

3. NRIEV |

3-1. HEARRME

1) EFES~EBROBEKCT £ MROFFEIZED, Ji8, 3%, BEEWTFhHORROEME
BLgliahs,

2) Mk, Mk EREEENREKOEBZRRAKLD., RORE LEREMBEOERELIC
MUY T 5HBRAEESNS,

3) EES~EHOEHEROLD). WO XPICT BEIVY F /7L EOEGHRRICLD,
B2 VIIRS TREIKEERTS S &Ick D, BN m NS v B ERELES.

4) PCS Dxt&H LRV DB, (MEH. BEHER. FEBOHLESEAIMNEN LTS, £z, PCS
“T optimal debulking 23A[HED &£ 30 ERIDZN. )

5) CAI125>200U/ml D CEA<20ng/ml

6) WIEIBREESl, (URBICHLU T, Fil, PR, REREOMREMNZ <, thoEEEL
2R U THIbeiE, BEHEOHTEORWES. )

7 FH200FUETFET

8) PS (ECOG)0-3

9) DT HIT2HBRBERAENREENTNS, (BEH 14 BUAORHOBREIZL S, )

Egikisaas WBC=4,000/mm’. ANCUFHER : £ EiliER+ 1R ER) =2,000/mm’
P1t=100,000/mm’

FF &g AST(GOT)=60 IU/L. ALT(GPT)<60 IU/L. Total serum bilirubin=1.5 mg/dl

EHRe Calculated creatinine clearance=50 ml/min

Cer(ml/4) = 0.85 x —(140-Age) x Body Weight(Kg)
72 % Serum Cr

DEERE ERERIBEELBEELRVEEO.LTINEL
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B2 3730 ¥ A 2T Pa0, =70
KB HI T, MKZERE{To 2 ETRELTRN,

10) ZAXDNHICKBREBEA 7 +—LF - 282 MRESTIER
4, 7o bka— )
4-1, JGHEEHHE
4-1-1. A BGEGWHAETE

TER %, 4 BRI IEEFE/ N FEMRECS)Z1T/2 D, PCS # 3 MBI, Wbt Elmn
G %. PCSIZT. optimal surgery(FAFAERE O REREA lem RO TR T EEFTIX,
BILZEHEE 8 O—ATT72 D .PCS I T optimal surgery 23EERR T &E 720 o 72 # 5 (suboptimal  surgery)
. Wbk 4 - R B ETICHENED SNT, M OEEMHE/NEN TR 2 S REPS2 KL
Tl EMzEd3&tE2iETRE) ST, FRbe#Ek 4 23— 2% 4-7 BRI TFIN
(ICS)ZITIRD T EMMNK S, 1CS 2T I N ESMOHENIL, BHOBRESD BHEROHIETIC
F DM, PCS T optimal surgery DB ATz, 1CS AT L TH 5 3 BMEAAIZ BN
BLFREEEBMNT 3. BINNRE2EEIL 4 - 2T, PCS BOMBIERELShETE
LRI 8 O— AT D,
412, B BLERERETE

&M%, 2 ERHPICHRH bR 2 AT 5, MAlbSEEE 4 - AR I TITHEMNED S
N3 MOEEHAERTEEE e FRE ST N, ETEEEE 4 028 4.7 BRI TF
WICS) 21T/ D . ICS AIEEME N OFIBTICIE optimal surgery WSR[REE RAAEN D & E2SMAEL
720, ICS AHET L TH S 3 BRI LS IEZ AT 5, IR REET 4 I— X170,
bk S abE TRk 8 J— A7/ 3.
4-2. L

Paclitaxel & Carboplatin DFFIFEEELT, TIHFHEERR)Z 381 R & LTRSS,

Paclitaxel(175mg/m?) & Carboplatin(AUC 6)iE. Wb day 112359 5, Paclitaxel 13 3h D&
WEMEE L. VT Carboplatin D HIHEHEZ TR D,
1) Paclitaxe}(TXL)IZRAL T

TXL OREBOHEICAVSERERIL. 14 I—23BEROEE, H581—XEE S5
O—ZBAMARTOAEZ S LU, #5RIT smg B TW U TTRET 5, TNLUAORH
T, FEFEITEI[EROLE LT bz, L 5HEBREIIIICET S,

TF 74 SF—REORBFHOLD, TXL #EMIZ, THHAFSA(Fh RO e).
VI VERIZTNVAIZIO)BIVIZFINT v /K 2RIREETRI.
2) CarboplatinfCBDCAYZBIL T

CBDCA DR GFROEEIL, TED Calvert DFUTHEW. 10mg BUTYDHETTIREREZRE
T, GFR &L T, 14 22— ARBEFOKE, B58 I—ARHE 5 I—-ABRITOKED X
UMiEZ L7 FZ 0 2H EICTRED Cockeroft-Gault DR THELZ=Z VLT7FZ -7 UT 52 R
ERAWS, THUAOKRATO, GFR OELITHEI BEROBHEIITAaDRN, FHCX SR
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HEWRICERITS, HFEAD GFR OEFMEILX, 70-130mV/3EENTWETENS, L T7FZ
VT T ADQREIIBWT. 130my2 &R A S ENHBE. GFR 1T 130ml/42 & L T.CBDCA
DFEROFEIZAWS, (CBDCA DRAHSEIT 930mgbody &72%, )

Calvert DI\ :
CBDCA(mg) = HIEE T3 AUC(mg/ml+53) X (GFR(ml/4) + 25)
Cockeroft-Gault D,

(140-Age) x Body Weight(Ke)
72 x Serum Cr

Cer(ml/43) = 0.85 x

4-3. FigE
PCS. ICS &b, optimal surgery Z Bf5 L. EAFH(FE 25+ @RISR IFDRRM +8BaXK
MURRMEITICIA ., WEZRDEBRBURTS. GBEOURICE. EBEAAMA IR, &
IGUIRR. BEHN. REEEUIRR. HEYIRR, 2R, B8B L OHXIIREESABIREE)Y >3
s, REEFEMNICTRD L EL., BITZTOMRITHB LRI, £ REOFTHET.
A R RS MR FER T2, 6. BPEISUT, BEEABRDIIOESHEH BT
2ORE, BERNOBLSTE2FOREREEOH/MECED S, ARRTIE. BREEEORK
#Edi<lem THNUL optimal surgery. >1em TH UL suboptimal surgery &EFHET 3.
4-4. T ba—)LIERET - HILEEE
44-1. Toba—EEET
FMETHEPCS H)TiL, ICSOFEICEDH ST, PCSHICTIS I—X2ZE LA T, 7
O bha—JEEET E9 5,
LR RITRWNAC BT Wb daE 1) 4 O— X, Fiiacs). Mgk rk T 4 30—
AEZELEHREATI O ba—NERERTET S,
442, 7o ba—)EEdie
UFoWwThhicgS 9284, o bha—)biEfEditsds
) FROELDLLIBERBEDSNLES.
WEESFRET PD LHE S N A,
70 b a-)LERARPICRROBERRD S N8,
2) BHEEZEER)ICED IO O-IVRBERBETERVWES,
+ AEEEREICE V. CTCAE ver3.0 iIZ2L 35 Grade 3 OfREEB(REM). 7 VILF—REABEE
b L <13 Grade 4 DIEMABEHEENZRD SN/ HE.
{LE#EO 21— A FGRENABANICEZ I b o 4.
TXL 50 TXL & CBDCA 7%, -3 LANICHEBORERBICSRKT 23 EMNED SN
=85a,
3) BHEEHFHEFEAELT, BEATQba—-iaEb EE2R U HAZEE. 350WREE
OIENH - B E,
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HENEORENEETELRNGEFIRIIOATER NS,
FERICERETUSBELIERARIN VLIRSS, HELOBEREETERTN
O FEERND,
3) BYHEEESLAOBHT, BENTD PI-NBRPLERUMLSE, HEVEAR
DEERH - =58,
o BAPFEAOERRES, M EOMENETEETESIHEGOHIOSHEMNS,
5) 7o bka-—)VBEAEhOEEDRET,
fhDBEEIzZE D 70 b VAR IE EHIWTT S LARTDFET
Foba— iR OMEERDT. TRTOECHFTEND,
6) Tl :
PCS. BXIX ICS BT, FRBE. EEEN2HOVTINMIBN T, EBTRIARW ZFIE
NES, Toha—IERAHBELZEERE,
PCS. BLUICS NEIEOHFERICiThbhah>BE.
e, MBOLEEENFTEOHERICThhho 28,
ZOMOTE R I—)LERERIEORS, BERTHREMEOIA Y MUCKRHZRRT 5.
7o b a-)LiagEF IR SOBEETCR. ThEAOHEIET D b a—)Lisadik & Hk
LEHET S,
4-5. RIGH
70O NI-NIEEETE. SEEMENLICE- RS, BRERDLETHERETRARETY
2, 7O bRI-AREPIEEOBRE. BIURTERZESNECESRVESP. BRREOK
FEIIHRE LN,
5. HBRHEOFELHELNE
5-1. YO
PCS B, NAC BE& bibfik | I— AR REOMRHE 2172 3 (EEZE TOHRY
FElL2 A—AETAET ),
5-2. FMEHE
(bR OFREIEIZ I, EEZMCTMRI BLUIE XP). MBI~ — 7 —(CA125). BRERFR
B iR, EROMEOFEZHET S, AL, BHEZHIE 2 - AETAEZT 5,
5-3. HEHME
Wifg £ PDEEFT). MBIE~—h—FRNEIC LS PD. BRMHTERBEHET 2.

6. Endpoint &K EHNER

1) Primary endpoint: 47 Hif]

2) Secondary endpoint: SER&MEEMETIE ., BBTEFRM. EVHERD. FMaMESRS.
B EMTEL, MBS, AilvsimE, BRI NAERR

3) FEBERE: &8 150 B, FEEET 300 #1
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