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Commentary

The issues to be considered in global drug development
Masahiro Takeuchi, Sc.D.

Division of Biostatistics, Department of Pharmaceutical Sciences,
Kirasato University Graduate School, Tokyo, Japan

Drug review procedures and drug development strategies are changing rapidly due to
“The International Conference on Harmonisation of Technical Requirements for the Regis-
tration of Pharmaceuticals for Human Use” (ICH), which was initiated in 1990 [1]. The ICH
seeks to improve the efficiency of the development and review processes for promising new
drugs by unifying necessary documentation and the associated formats for new drug applica-
tions (NDA) to regulatory agencies. In particular, the ES guideline regarding ethnic factors in
the acceptability of foreign clinical data has a significant impact on a new drug’s develop-
ment by allowing for the extrapolation of foreign clinical data as part of an NDA submission
to the regulatory agency in a new region [2]. In consideration of intrinsic and extrinsic fac-
tors in new regions, a sponsor is required to conduct a small clinical trial called a “bridging
study” in the new region to ensure that the profile of the drug derived from the foreign clini-
cal data is applicable to a new region. The guideline provides two potential advantages: pa-
tients have quicker access to new therapies, and the sponsors can save money and time by
avoiding a full-scale clinical trial in a new region when developing a drug.

The E5 guideline opens the door to simultaneous global drug development by specifying
one global protocol for NDA submission in each region, as long as the sponsor has an appro-
priate bridging strategy. Many international pharmaceutical companies have responded by
merging and establishing alliances in order to take advantage of global drug development pos-
sibilities and to speed global marketing of their products [3]. Regulatory agencies also have
had to adjust to the realities of extrapolating foreign clinical data to their countries. The May
2001 symposium “APEC Network of Pharmaceutical Regulatory Science-APEC Joint Re-
search Project on Bridging Study” was held in Taipei, Taiwan to discuss implementation of
bridging studies among the regulatory agencies, academia and industries of APEC economies.

Globalization of drug development requires at least two conditions: a protocol to be re-
viewed by a regulatory agency before conducting a clinical trial in each region, and high

Corresponding author: Masahiro Takeuchi, Sc.D., Kitasato University Graduate School, School of Pharma-
ceutical Sciences, Division of Biostatistics, 5-9-1 Shirokane, Minato-ku, Tokyo 108-8641, Japan. Tel.: +81-3-
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quality of clinical data. The protocol review system in regulatory authorities play a very im-
portant role in avoiding unscientific and/or unethical clinical trials and ensuring the applica-
tion of an equal standard of quality for clinical trials data. The U.S. Food and Drug Adminis-
tration (FDA) directly consults with sponsors on protocol-related issues for the phase HI triat
at the end-of-phase Il meeting. The Japanese regulatory authority, the Ministry of Health and
Labor Welfare (MHLW), consults with sponsors via the Organization for Pharmaceutical
Safety and Research (OPSR), a quasi-governmental organization, for protocol reviews and
any related issues raised by reviewers and their consultants [4]. On the other hand, there does
not exist a similar regulatory control over drug development [5]. Indeed protocol reviews by
the research ethics committee at centers in the United Kingdom identified “substantial ethi-
cal concerns in the process of approving multicentre general practice pharmaceutical re-
search” [6].

The paper by Keinonen et al. in this issue of Controlled Clinical Trials suggests that im-
provement of compliance with regulatory requirements would be enhanced by carefully
prepared documentation from sponsors, who would then avoid unnecessary delay in con-
ducting clincial trials. The Finnish drug regulatory agency, the National Agency for Medi-
cines (NAM), requires a submission of notification of clinical trials after the ethics commit-
tee’s approval has been obtained. Keinonen and others investigated the number and type of
deficiencies in the 1174 clinjcal study notifications reviewed by the NAM in the sampled
years 1992, 1994, 1996 and 1998. On average, 55% of the subject notifications were ap-
proved without modification, while 37% of the notifications had to be amended once and
5% amended twice before clinical studies were approved. Three percent of notifications
were rejected.

In short, high quality study protocols were approved quickly, but the Keinonen paper
raised two important issues. First, 43% of the applications did not receive approval from the
NAM when first submitted, despite approval by ethics committees. The major reasons for the
amendments were related to subject information and subject saftey issues because the ethics
committee and the regulatory authority share overlapping responsibility for these areas, and
it is not clear who has final decision-making authority. Implementation of clear operating
procedures for protocol reviews is needed between the two parties to avoid ambiguity and
unnecessary review time. In addition, the authors found deficiencies in study design and pro-
tocol issues in 15% of all cases rejected or sent back for amendment,

In the future, a high percentage of protocols will be submitted for global review, and regu-
latory authorities will have to evaluate methodological issues such as a choice of endpomt
study design issues (placebo control or active control), etc., so that the protocols are in accor-
dance with their own extrinsic factors, especially focusing on medical practices.

The paper by Ono et al., also in this issue, identifies deficiencies detected from routine
good clinical practice (GCP) audits by the OPSR in Japan. The authors examined OPSR
findings from 125 new drug trials involving 331 hospital audits from April 1997 to March
2000. Five major categories of deficiencies identified include problems related to: the insti-
tutions, the investigators, case report form (CRF) entries, informed consent, the pharmacy
and the archive. Deficient CRF entries (unreliability of data submitted to the MHLW) are the
most problematic and are worthy of our attention. CRF deficiencies are closely related to two
factors: Japanese medical practice (historical omission of concomitant drug use from CRFs)
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and the clinical study environment (no allowance for on-site and timely monitoring by spon-
sors under the old GCP guideline, a lack of clinical research coordinators and research
nurses, and no review of CRFs by sponsors before completion of a trial). Japanese routine
GCP audits by the OPSR are targeted on clinical data and submitted documents. In contrast,
audits by the U.S. FDA are mainly focused on the investigators. In Japan, sponsors are penal-
ized for the submission of inadequate clinical data due to GCP violations by investigators at
hospitals. This suggests that the implementation of the new guideline will not guarantee a
high quality of clinical data in Japan unless the extrinsic factors (health care system and med-
ical practice) are modified.

These two papers raise important questions about the conduct of good clinical trials from
the regulatory point of view—how to ensure high quality clinical trials before their execution
and how to ensure that trials will yield high quality clinical data after their execution. The so-
lutions to these issues must be implemented in accordance with extrinsic factors (medical
practice, clinical trial environment, and etc.) faced by each regulatory authority if we are to
provide new therapies to patients globally in a short time.
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Prognostic significance of positive peritoneal cytology in
endometrial carcinoma confined to the uterus
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A retrospective analysis was performed to evaluate the prognostic significance of peritoneal cytology in patients with endometrial
carcinoma limited to the uterus. A total of 280 patients with surgically staged endometrial carcinoma that was histologically confined
to the uterus were examined clinicopathologically. The median length of follow-up was 62 (range, 12— 135} months. All patients
underwent hysterectomy and salpingo-oophorectomy with selective lymphadenectomy, and only three patients received adjuvant
postoperative therapy. No preoperative adjuvant therapy was employed, In all, 48 patients (17%) had positive peritoneal cytology.
The 5-year survival rate among patients with positive or negative peritoneal cytclogy was 91 or 95%, respectively, showing no
significant difference (log-rank, P =0.42). The disease-free survival rate at 36 months was 90% among patients with positive cytology,
compared with that of 94% among patients with negative cytology, and the difference was not significant (log-rank, £ =0.52).
Multivariate proportional hazards model revealed only histologic grade to be an independent prognostic factor of survival
(P=00003, 95% CI 3.02 — 40.27) among the factors analysed (age, peritoneal cytelogy, and depth of myometrial invasion).
Muttivariate analysis revealed that histologic grade (P =0.02, 95% Cl 1.21 —9.92) was also the only independent prognostic factor of
disease-free survival. We concluded that the presence of positive peritoneal cytology is not an independent prognostic factor in
patients with endometrial carcinoma confined to the uterus, and adjuvant therapy does not appear to be beneficial in these patients.

© 2003 Cancer Research UK

Keywords: endometrial carcinoma; peritoneal cytology

Malignant peritoneal cytology is recognised as an adverse
prognostic factor in some gynaecologic malignancies. In ovarian
cancer, there is a general consensus that postoperative adjuvant
chemotherapy should be given to patients with positive peritoneal
cytology even if the tumour is limited to the ovaries, that is, the
International Federation of Gynecology and Obstetrics (FIGQ)
stage IC.

As for the positive prognostic value of peritoneal cytology in
endometrial carcinoma confined to the uterus, there is still
controversy, and conflicting results have appeared in the literature.
Accordingly, there is no evidence as to the indication for and
efficacy of adjuvant treatment in the case of positive peritoneal
cytology. Several studies have reported the prognostic value of
positive cytology, and proposed various modalities of adjuvant
therapy, that is, multiagent chemotherapy, progestins, whole
abdominal radiation, and intraperitoneal radicactive chromic
phosphate (**P) (McLellan et al, 1989; Lurain, 1992). On the other
hand, investigators who found that malignant peritoneal cytology
has poor prognostic value, found that adjuvant therapy was not
beneficial (Yazigi et al, 1983; Konski et al, 1988; Lurain et al, 1989;
Kadar et al, 1992). The question of the prognostic significance of

*Comrespondence: Dr T Kasamatsu; E-mail: takasama@nee.go.jp
Received 15 July 2002; revised 3 October 2002; accepted 9 October
2002
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malignant cytology in endometrial carcinoma confined to the
uterus remains unanswered.

This retrospective clinicopathological study was undertaken to
identify the prognostic significance of positive peritoneal cytology
in endemetrial carcinoma confined to the uterus.

PATIENTS AND METHODS
Patients

We reviewed the medical records and the cytologic and pathologic
materials that had been obtained from 392 patients with surgically
treated endometrial carcinoma at the Gynecology Division of the
National Cancer Center Hospital, Tokyo, between 1990 and 1998.
This study included patients who met the following criteria: the
patient underwent primary surgery consisting of total abdominal
hysterectomy and salpingo-cophorectomy with selective pelvic
and/or para-aortic lymphadenectomy; the patient had no histolo-
gic evidence of extrauterine disease; peritoneal cytology was
determined in a peritoneal washing obtained by laparotomy
immediately upon entering the peritoneal cavity during primary
surgery; and the patient had a histologic subtype of endometrioid
adenocarcinoma or adenosquamous carcinoma. Patients with
uncommon histologic subtypes (mucinous, serous, clear cell,
and/or squamous cell carcinoma), and those who had other
simultaneous primary malignancy were excluded. All of the
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patients were surgically staged according to the FIGO staging
system (1988}, and histologic typing was evaluated according to
the criteria of the WHO International Histologic Classification of
Tumors.

Cytopathology

Cytological specimens were obtained by laparotomy upon
entering the peritoneal cavity immediately before the primary
surgery. Approximately 30ml of sterile saline was instilled
into the pelvis over the uterus, and then aspirated in the
cul-de-sac. When a sufficient amount of ascites was present,
the fluid was removed with a 20-30-ml syringe. The samples
were subjected to cytocentrifugation onto slide glasses at 1700 rpm
for 60s at room temperature. The slides were then fixed in
95% ethanol, followed by Papanicolau stain, and alcian blue
stain. Additional " slides were stained immunocytochemically
for CEA (Mochida, CEAQ10, Tokyo, Japan), and also for epithe-
lial antigen defined by an antibody BerEP4 (DAKOPATTS,
Glostrup, Denmark}. Two to three cytotechnologists and cyto-
pathologists independently examined all the slides to make a
consensus diagnosis. A patient was considered to have positive
peritoneal cytology if adenocarcinoma cells were detected regard-
less of the number of cancer cells. In this study, in cases where
atypical cells were present but could not be definitively identified
as cancer cells, the peritoneal cytology was considered to be
negative,

Treatment

Our standard primary treatment for early-stage endometrial
carcinoma was surgery consisting of extrafascial total abdominal

. simple hysterectomy, bilateral salpingo-oophorectomy and selec-

tive pelvic and/or para-aortic lymphadenectomy. In cases in which
preoperative endometrial biopsy revealed histologic grade 1
tumour and no macroscopic myometrial invasion was found
during the operation, lymphadenectomy was not performed. Para-
aortic lymphadenectomy was performed if para-aortic node
metastasis was diagnosed by pathelogic sampling during the
operation. Preoperative adjuvant therapy was not employed in any
patient, and postoperative adjuvant therapy was not indicated for
patients with limited disease.

The primary diagnosis of endometrial carcinoma was made by
endometrial biopsy, which had been performed as an office
procedure. Hysteroscopy was not performed prior to surgery.
Before the surgery, the patients were examined by computed
tomography and magnetic resonance imaging. Following the
surgery, asymptomatic patients underwent pelvic examination,
Pap smear, chest radiograph, ultrasonography, and/or determina-
tion of serial tumour markers every 4-6 months. Symptomatic
patients underwent the appropriate examination where indicated.

Statistical methods

Survival and disease-free survival (DFS) curves were obtained by
the Kaplan - Meier method and the survival curves were compared
by nonparametric survival analysis (log-rank test). Variables that
showed a significant association with survival or DFS, and
peritoneal cytology were included in multivariate analysis based
on the Cox-proportional hazards model. Patients who died of other
causes were included as deaths in the survival analysis. Follow-up
continued through 30 November, 2001, These statistical analyses
were performed using the Statview statistical software package
(version 5.0; SAS Institute Inc., Cary, NC, USA).
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RESULTS

Patient characteristics

In all, 280 patients met the study criteria, with a mean age of 56
years (range, 27 - 81 years) and a median length of follow-up of 62
months (range, 12-135 months). Of the patients, 112 who
underwent surgery for endometrial carcinoma (mean age, 57
years) were excluded. Of these, 46 patients had extrauterine disease
including stage III and 1V. The remaining patients were excluded
because of uncommon histologic subtype, other simultaneous
malignancies, and/or inadequate cytologic materials. Of the 280
subjects, 48 patients {17%) had positive peritoneal cytology and
232 (83%) had negative cytology. The characteristics of the
patients are summarised in Table 1. The histologic subtypes were
the endometrioid type in 270 cases (96%) and the adenosquamous
type in 10 cases (4%). The FIGO stage was as follows: 35 patients
(12%) had stage 1A disease, 123 (44%) had stage IB, 41 (15%) had
stage IC, 5 (2%) had stage ITA, 28 (10%) had stage IIB, and 48
(17%) had stage IIIA. In total, 149 patients (53%) underwent
simple hysterectomy and salpingo-oophorectomy with lymphade-
nectomy; 108 (39%) underwent simple hysterectomy and salpingo-
oophorectomy without lymphadenectomy; and 23 (8%) underwent
radical hysterectomy. Preoperative radiation therapy, chemo-
therapy, and progestin therapy were not administered to any
patient. Omly three patients received postoperative adjuvant
therapy. These three patients with stage IIB carcinoma had deep
cervical involvement, and external beamn radiotherapy to the whole
pelvis (total dose of 50 Gy) was administered postoperatively.

Survival

The cumulative survival was assessed in subgroups according to
peritoneal cytology (positive or negative), age {over 60 years or 60
years and under), histologic grade {grade 1, grade 2, or grade 3),

Table | Patient characteristics
Positive cytology Negative cytology
n=48 (%) n=2132 (%)

Age (v)

Over 60 12 (25) 76 (33)

60 or under 36 (75) 156 (67)
Histologic grade

Grade | 34 (81 147 (63)

Grade 2 10 (17) 56 (24)

Grade 3 4 29 (13)
Myometrial invasion

Absent S(10) 35(18)

< /3 20 (42) 106 (46)

113-2/3 HI(23) 52 (22)

23 12 (25) 3917
Cervical invelverent

Absert 34 (70) 198 (85)

Mucosal 7 (15) 6(3)

Stremal 7(15) 28 (12)
Lymph — vascular space invasion

Absent 34 (71) 172 (74)

Present 14 (29) 60 (29)
Lymph node status

Negative 32 (67} 140 (60)

Not resected 16 (33) 92 (40)
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Figure | Survival of patients with endometrial carcinoma confined to

the uterus according to the presence or absence of malignant eritoneal
cytology.

Table 2 Univariate analysis and multivariate proportional hazards model
for survival

Multivariate

Univariate
P-value  Hazard ratio 95% CI* P-value
Peritoneal cytology 042
Positive |.82 0.56-586 031
Age (y) 00045
Qver 60 250 0.93-6.71 0.06
Myometrial invasien 002
<If3 0.97 0.10-8.66 097
1/3-23 0.65 0061 -707 072
>3 1.27 0.13-1235 083
! Histologic grade <Q.0001
Grade 2 3.28 081-13.21 0.0%
Grade 3 11.02 302-4027 0.0003

*95% confidence interval,

depth of myometrial invasion (absent, <1/3,1/3 —2/3 or »2/3),
cervical involvement (absent, mucosal, or stromal), lymph -
vascular space invasion {absent or present), and lymph node status
(not metastasised or not resected). The 5-year survival rate was
91% among the positive cytology group and 95% among the
negative cytology group (Figure 1). There was no significant
difference in survival between patients with positive or negative
cytology (log-rank, P = 0.42), There were no significant differences
in the survival of patients in subgroups according to cervical
involvement {log-rank, P=0.89), lymph - vascular space invasion
(log-rank, P=0.40), and lymph node status (log-rank, P=0.79).
Significant differences in survival were found among patients in
subgroups according to age, myometrial invasion and histologic
grade. Multivariate analysis of testing for differences in survival
among the subgroups of cytology, age, depth of myometrial
invasion, and histologic grade was performed. The proportional
hazards model revealed that only histologic grade was an
independent prognostic factor and positive cytology was not an
independent adverse prognostic factor (Table 2).

Similarly, the DFS was assessed in the same subgroups. The DFS§
at 36 months was 90% among the patients with positive cytology,
compared with 94% among the patients with negative cytology,
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Figure 2 DFS in patients with endometrial carcinoma confined to the
uterus according to the presence or absence of malignant peritcneal
oytology.

and this difference was mnot significant (log-rank, P=0.52)
(Figure 2). Univariate analysis also revealed no significant
differences in the DFS of patients in subgroups according to
lymph - vascular space invasion (log-rank, P=0.29), and lymph
node status (log-rank, P=0.60). There were significant differences
in the DFS of patients in subgroups according to age, myometrial
invasion, histologic grade, and cervical involvement. Among these
significant subgroups and the subgroup according to peritoneal
cytology, the Cox-proportional hazards model showed that only
histologic grade was an independent prognostic factor for DFS,
and that positive cytology was not an independent factor (Table 3).

Prognosis and failure sites

Among the 280 patients, 14 patients (5%) suffered tumour
recurrence. Table 4 presents the clinical characteristics of the
recurrent patients. Peritoneal spread was found in only 20% (one
out of five) of the patients with positive cytology who recurred, and
the affected site was outside the peritoneal cavity in the remaining
13 patients.

DISCUSSION

In the past 20 years, over 50 reports on the significance of positive
peritoneal cytology in endometrial carcinoma have been pub-
lished, and many conflicting results have appeared in the
literature. Based on studies that found that positive cytology is
an independent adverse prognostic factor (Harouny ef al, 1988;
Mazurka et al, 1988; Brewington et al, 1989; Turner et af, 1989;

Sutton, 1990; Morrow et al, 1991; Grigsby et al, 1992; Kadar et al,

1994; Descarips et al, 1997; Kashimura et al, 1997; Obermair et al,
2001), postoperative adjuvant therapy was recommended for
patients with positive peritoneal cytology. Progestins, whole
abdominal external radiation, intraperitoneal radioactive chromic
phosphate (**P), and multiagent chemotherapy have been
proposed. The efficacy of these modalities for treating positive
cytology in the absence of other evidence of extrauterine disease is
not universally accepted (McLellan et al, 1989; Lurain, 1992). On
the other hand, investigators who did not find that malignant
peritoneal cytology is a significant prognostic factor found no
benefit of adjuvant therapy in patients with positive cytology in the
absence of other adverse prognostic factors (Yazigi et al, 1983;

British Journal of Cancer (2003) 88(2), 245-250

— 231 —

247




Peritoneal cytology in endometrial carcinoma
T Kasamatsu et af

248

Table 3. Univariate analysis and multivariate proportional hazards model
for DFS

Multivariate

Univariate
P-value Hazard ratio 95% CI* P-value
Peritoneal cytology Q52
Positive 083 0.24-288 077
Age (v) 0.005
Qver 60 223 093-532 0.06
Myometrial invasion 0006
< |43 1.94 023- 1604 053
1/3-213 216 023-19.85 049
>3 363 0.39-3374 0.25
Histologic grade <0.0001
Grade 2 1.32 040-430 0.63
Grade 3 3456 1.21-992 002
Cervical involvement 0007
Mucosal 347 086-1401 Q.07
Stromal 055 (0.12-248

0.44

*95% confidence interval.

Hernandez et al, 1985; Konski et al, 1988; Hirai et al, 1989; Lurain
et al, 1989; Grimshaw et al, 1990; Kadar et al, 1992; Kennedy et al,
1993; Ayhan ef al, 1994; Ebina ef al, 1997; Yalman et al, 2000}. This
discrepancy is probably because of the following: (1) the reported
incidence of positive cytology was approximately 10% and the
number of subjects was small; (2) the difference between the
surgical stage and the clinical stage was not always distinguished;
(3) wvarious modalities of preoperative andfor postoperative
therapies were used; (4) in the statistical analysis, multivariate
analysis was not always employed; (5) the objectivity of the
cytopathologic diagnosis was not always guaranteed; and (6) a
prospective study has not been performed.

The prognosis of endometrial carcinoma appears to be good,
and an overall 5-year survival rate of 76% can be achieved
(Creasman ef al, 2001) because the majority of patients with
endometrial carcinoma have localised, low-grade disease at the
time of primary treatment. Indeed, our data indicated that the 5-
year survival rate of patients with endometrial carcinoma confined
to the uterus was above 90% regardless of positive peritoneal
cytology. Additionally, the Cox-proportional hazards model
demonstrated that positive peritoneal cytology was not an

Table 4 Clinical characteristics of 14 recurrent patients

independent adverse factor for survival and DFS. Although the
number of patients in our study was not as large as that in some
other studies, all patients were surgically staged and received no
preoperative therapy. Only three patients (1%) were treated with
postoperative adjuvant therapy. Considering the above facts, it is
doubtful whether patients with no extrauterine disease except for
positive peritoneal cytology require more aggressive therapy. As
for the statistical power, it was difficult to evaluate the power
calculation statistically because the number of statistical events
was limited and our study was a retrospective one,

In the study of the Gynecologic Oncelogy Group (GOG)
reported by Morrow et al (1991), 895 patients with clinical stage
I or II (occult) carcinoma of the endometrium were analysed. In
total, 29% of the patients with positive cytology developed
recurrence compared with 10.5% of the cytology-negative patients,
and a relation between malignant cytology and poor outcome was
demonstrated by a multivariate model, This GOG study included
patients with extrauterine disease, and 42.9% of the patients with
no evidence of extrauterine disease received some form of
postoperative radiotherapy. Turner et al (1989) demonstrated by
multivariate analysis that positive cytology was a poor prognostic
factor for both the S5-year survival rate (84 vs 96%) and
progression-free interval (65% at 5 years vs 96%) among 567
patients with surgical stage 1 disease. In that study, 28 women
{4.9%) had positive cytology, and the primary treatment was
surgery alone for 90 patients (16%), surgery with preoperative
adjuvant radiotherapy in 409 patients (72%]), and surgery with
postoperative adjuvant radiotherapy in 46 patients (8%). Pre-
operative radiotherapy may have affected the surgical stage and
peritoneal cytology of many patients enrolled in that study.

Similarly, in many previous studies that found that positive
peritoneal cytology had no prognostic significance, we found the
same problems; for example, many patients received pre- or
postoperative adjuvant therapy, or multivariate analysis was not
employed. Grimshaw et al (1990} showed that there was no
significant difference in the 5-year survival rate between patients
with positive or negative cytology (80 vs 86%) among 305 surgical
stage I patients. In that study, statistical significance was analysed
with only the Fisher exact test. Kadar ef al (1992) demonstrated
that positive cytology did not influence survival if the disease was
confined to the uterus using Cox’s proportional hazards model. In
that study, treatment variables included the use of adjunctive
radiation therapy and the type of radiation therapy used, and 59%
(159 out of 269) of the patients received radiation therapy. In the
present study, no patient received preoperative therapy and only

Patient Peritoneal Histologic Depth of Cervical Initial Time to recurrence
no, cytology grade invasion involvement failure sites {months) Treatment Status
| Positive | >2/3 Mucosal Nodes 24 Not done DODP {(40)
2 Pasitive I <113 Mucosal Peritoneumn ¢ Chemo AWDE (39)
3 Positive 2 <1/3 Absent Lung 19 Chemo DOD (22)
4 Positive 3 >3 Mucosal Lung 6 Chemo DOD (1%)
5 Positive 3 >3 Absent MNodes, bone 24 RT* DOD (26)
6 Negative I 113273 Absent Vagina 4 RT NED? (116)
7 Negative ! 1/3-213 Absent Vagina 26 RT NED (64)
8 Negative 1 >3 Stromal Lung, vagina 4 RT, Chema NED (72)
9 Negative | Absent Absent Systemic 26 RT, Chemo DOD (41)
1o Negative | >3 Stromal Lung 13 Surgery NED (57}
It Negative 2 >23 Absent Lung 13 Not done DOD (42)
12 Negative 2 >3 Absent Spleen 24 Surgery AWD (47)
13 Negative 3 >23 Absent Bone Il Not done DOD (13)
14 MNegative 3 >213 Absent Lung 31 Unknown DOD (40)

*Radiation therapy; "Dead of disease; *Alive with disease; “No evidence of disease.
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three (1%) of the 280 patients received postoperative adjuvant
therapy.

Positive cytology was not an adverse prognostic factor in
endometrial carcinoma limited to the uterus, and it is unknown
from where these cancer cells were derived. Although there are
insufficient data to reach a conclusion about the source of the
cancer cells in peritoneal washings, the following mechanisms may
be deduced from the literature (McLellan et al, 1989; Lurain, 1992):
(1) result of transtubal transport; (2) direct extension of tumour
through the myometrium; (3) lymphatic metastasis to the
peritoneal cavity; and (4) reflection of multifocal peritoneal occult
spread. The transtubal transport theory seems to be the most
popular. Hirai et al (2001) demonstrated by using a tube that was
inserted into the abdomen during the operation for cytologic
analysis, that positive peritoneal cytology usually disappeared
within a short period of time after the operation (within 14 days)
in patients with limited disease in comparison to patients with
adnexal metastasis. Additionally, as for the failure site in the
present series, peritoneal spread was found in only 20% of the
patients with positive cytology who recurred, and in the remaining
patients, the affected site was outside the peritoneal cavity.
Another study (Lurain ef al, 1989} showed that 17% of patients
with stage I disease who had positive cytology suffered recurrence,
and only 20% of these recurrences were within the abdomen. The
above-mentioned findings suggest that malignant cells obtained by
peritoneal washing may not reflect’ the potential of peritoneal
spread in a significant proportion of endometrial carcinoma cases
unless other extrauterine disease is present.

In most studies including the present study, peritoneal cytology
was analysed by conventional cytopathologic techniques and
morphologic findings. Although cytopathologic findings including
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Latest Information of Therapeutic Approach for Endometrial Cancer: Noriyuki Katsumata, Yasuhiro Yamanaka
and Ryo Kitagawa (Dept. of Medical Oncology, National Cancer Center Hospital)
Summary

The role of chemotherapy for metastatic endometrial carcinoma is palliation, although modest response can
be achieved because of development of chemotherapy. The response rate is 31-56% of conventional CAP
therapy and 33-81% of AP therapy. However these chemaotherapeutic regimen did not prolong the survival.
Recently, a randomized trial of TAP therapy (TXL 160 mg/m? 3h, day 2, ADM 45 mg/m?, day 1, CODP 50 mg/
m* day 1) versus AP therapy (ADM B0 mg/m?, CDDP 50 mg/m?) was reported. The respense and survival of
TAP is superior to that of AP. Taxane will be key drugs for chemotherapy of endometrial cancer in the future.
Key words: Endometrial cancer, Chemotherapy, Paclitaxel, Address request for reprints to: Dr. Noriyuki Ka-
tsumata, Department of Medical Oncology, National Cancer Center Hospital, 5-1-1 Tsukifi, Chuo-ku, Tokyo
104-0045, Japan -
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Cisplatin 63 3+10 21
Carboplatin 82 5+18 28
Doxorubicin 161 18+24 26
Epirubicin . 27 2+5 26
Pirarubicin 28 2+0 7
Mitoxantrone 46 0+2 4
5-fluorouracil 34 7 21
Methotrexate 33 1+1 6
Vincristine 38 1+5 16
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LEHBD &Rz Tz (GOG statistical report
nl.

Iv, TXL (X B{b3FeE

TXL 4, 14+ 8o (F4: Taxus bac-
cata) HHHIHERE 10-FF 2F Nt A F
MEERE LTERE b iimEes S+ 5
MEMESATH Y, fERBFL LT DR
BHE&R{EEL, MhEoZRENL - BERES
ERIL, TOERMESREEL THERS
BERTEEISK, BEOHEEEERE &2
DYEFRARFEIIRE 2, PBRBATERIZIAEF
L, bPETL T TS A L TEEN 2
NTW3EFITH D, BELEREOHTHRL
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R 2 HRLEREOMR

B & A n CR+PR %
CAP ¥
Edmonson® 16 0+5 3|
Burke® 87 12427 45
Turbow® 19 2+7 47
Dunton™ 17 3+5 47
Hancock® 18 5+5 56
AP fiRik
Seltzer® 9 1+2 33
Trope'® 20 2+10 60
Barrett'? 30 6+12 60
Pasmantier'? 16 6+7 81
CA f¥ik
Seski'® 26 0-+8 31
Thigpen'® 105 15+19 32
Muggia'® 11 3+2 45
Campora'® 13 1+5 46
Randomized study
Thigpen'? ADM 90 22 24
Vs
CA 105 34 32
Thigpen'® ADM 150 38 25
Vs
AP 131 55 42

ek Sz, TEEBAKNL TS TXL OFhELS
BEEERUTWS, ftREREL LT, 735
F 8K EPI, ADM EHER L 7o RANRE &
RT3 2000 £ ASCO T AP (ADM 60
mg/m?, CDDP 80 mg/m? vs AT {ADM 60 mg/
m?, TXL 175 mg/m? 3 h) O HEFEER (GOG 163)
BEREE R (F 1), 314 Z2TgEah, BHR
AP 40%, AT 43%THb, TTPCH AP7.2»
H AT6. 0B L, ATRAP 222 L0TE
iz, GOG i CDDP, ADM & TXL @ 3 #|
(TAP Fitk) #4AEbE S 1 HHER ® 1T
L, HEE 4 TXL 160 mg/m?, ADM 45
mg/m?, CDDP 60 mg/m2& L, 2002 4 ASCO ©
AP (ADM 60 mg/m? CDDP 50 mg/m?) vs TAP
(TXL 160 mg/m? 3h, day 2, ADM 45 mg/m?,
day 1, CDDP 50 mg/m?day 1) D H#EER (GOG
177) &L (BQ2)%, 266 Z03BdEah, &
TheE AP #£33%, TAPFES7% E TAP » 48D, 1

FEFETH APBES0%, TAP#ES9% & TAP
AP L DIE (p=0.024) BT, 2O
R, ETTFEESAOERAR TEERTE
TEHSTIDTEDORLERELTEBR NS,
ZORENE TAP fE7, TXL dTday 2 it 53 h
DLk, grade 3RS E 012 2 & (12%),
G-CSERFHNEHRESENTWE I Eh b,
TR AR50 BT A LSV, ]
TE, EORTC B3O 74 > 7 GOG 177 Dias
ERELTWE ) 0T, FOERNHFsH
L5 THB, £, AU taxane BLEH O
docetaxel phase II study 2 BiZE b S E CH#TH
Thb. SHOFEEMAOESEIX taxane
dikey drug L& o T ZA[EEMESHWERE L &
ha,

V. RHBARE & L TS EE
R & U T oLk It B O high
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WAL

ADM  60mg/m? day 1 q21 days
F CODP S0 mg/m? day 1 o21 days
a
n
Stage 1, IV or recurrent d
endometiial carcinoma
o
Measurable disease m
I ADM  80mg/me day 1 q21 days
Z TXL 160 mg/m? day 2 24hrs q21 day
e
e G-CSF BHug/ke days 3-12
1 GOG163
ADM B0 mg/m? day 1 g21 days
—
R CDDP  50mg/m? day 1 a2 days
da
n
Stage W, IV or recurrent d
endometrial carcinoma
e
Measurable disease m
i ADM  60mg/méday 1 q21 days
7 CDDP 50 me/m? day 1 21 days
e TXL 180 mg/m? day 2 3hrs q21 days
- 5yg/kg days 3-12
X2 GOG177
ADM B0 mg/m? day 1 21 days
—\
A CODP  50me/m? day 1 021 days
a X6 cycles
n
d
Staga 0. ¥ or recurrent
endometrial carcinoma [0
m
i
; ADM  45me/m?day 1 921 days
e TXL 150 mg/m? day 1 3hrs g21 days
— CDDP 50 me/m? day 1 a21 days

X6 cycles

312 patients will be accrued

[Z] 3 EORTC 55984

risk & (B8, @ KREIRY > MEROD
ZIEF, BEREMSEWERZ L) MHfe i
LEBZONED, BEDLIAMBRLERED
FRMREEIR TV, 87— ADRERTI
Onda 2998V > ST 30 FEFIC CAP ik
# (CPA 600 mg/m? ADM 40 mg/m? CDDP

75mg/m?)3 2 — A%, BEHREFCE{TY, 5L
R UBOIFBIEEBTw 3,

RCT Tt GOG THitk Y /s EiRB e i,
50%LA Lo FREE, B - MERBEob -7
TEF 2R E LT, BEHRGE# 1 ADM 60 mg/
m?% 38 & ARSI 500 mg/m*E THE
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Endometrial carcinoma

Stage I, IV after ATH,
BSO without distant
metastasis

EREEERERE]
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i Whote abdomen radiation

—

ADM

60 me/m? day 1 q21 days
CODP 50 mg/m?day 1 q21 days
G-CSF Sug/kg days 3-12

422 patients accrued by Feb, 2000
4 GOG122

TELE (924) &, MENTRARE T 28 (89
) LD RCT %175 729, Z ORISR
VRS TIEL, 9ERIT 181 L B AR,
HRAEF D 431 &% {, ADMFw 20 i s h
1TBED S B 25 BT EEIZ ADM 0 5487 &
ol Z EHRIEE &, kD FEHESR
I E - T L g o, HEICERE, £HF%
ELICTTETERED Sk o8, BlEH
enolefzdd, T ORERE T CILEE SR s A Y
KIRZN 2 O E S RT3 2 L TE ik
FAxbh b, GOG Tt Stage III, IVHIT ATH+
BSORWAH BT ZITSHELEHE
{ADM+CDDP) #1735 BEO B AR 21T - 72 (12
4)o COHBRTCIERGRERTL, Bi0H
ZHM* B CHREMACREI NI L Bbh 3,
CORR L D WERRESHRIBEL L v Ob, b
BIEETY C etk vow, BENLERICEE
EFLTChBEBbRE, IFBEEREDOL V2
FIELTH 4% TXL 4 ¥ O new drug 52
DANTENIEBSELZIRTWLTH2I LED
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Safety Management of Ambulatory Chemotherapy | Katsumata N, Watanabe T, Andoh M, Shimizu C,
Kitagawa 'R, Yamanaka Y, Tokunaga S, Kohno T, One Y (Department of Medical Oncoleogy, National
Cancer Center Hospital)

Safety mandgement of chemotherapy is important because mistake of management of chemotherapy
may cause patients to death. Practical essential matters of safety management of ambulatory chemother-
apy are as follows, ambulatory treatment center, computerization of chemotherapy ordering, medical
specialists (medical oncologist, oncology nurse and clinical pharmacist), risk management care, and
evidence-based supportive care.

Key words : Ambulatory chemotherapy, Safety management, Medical oncologist, Oncology nurse,
Clinical pharmacist
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