490

N. Tanabe et al.

and prospective clinical studies are underway in Hong
Kong [4] and Malaysia [5].

Japan has been late to address HBOC. The HBOC
Awareness and Coordination Subcommittee was launched
in 2013 within the Gynecological Hereditary Breast and
Ovarian Cancer Committee of the Japan Society of
Obstetrics and Gynecology (JSGO).

A survey of gynecologic oncologists was conducted in
order to characterize the state of care and awareness of
information provision for HBOC in Japan and to identify
information necessary to enhance HBOC care.

Methods
Selection of participants

All gynecologic oncologists certified by the Japan Society
of Gynecologic Oncology (JSGO) as specialists in the
treatment of ovarian cancer in Japan were included in the
survey. A total of 613 gynecologic oncologists, including
those certified in 2012, was selected. The survey was
conducted with the permission of the JSGO.

Measures

The study questionnaire was developed by two breast on-
cologists (H.B., and C.S.), a gynecologic oncologists
(T.S.), and a certified genetic counselor (N.T.). It was
validated by two external gynecologic oncologists via
communication by e-mail. The 44 questions involved the
background of the respondent, the facilities at the respon-
dent’s institution, how the family history interview is
conducted, awareness of and practice behavior toward
HBOC, performance of genetic testing, and performance of
risk-reducing salpingo-oophorectomy (RRSO) (Table 1).
Gynecologic oncologists were asked to indicate agreement
with the statement on a five-point Likert scale (strongly
agree, agree, somewhat disagree, disagree completely,
unsure) to question B1-8, D3—4, E5-7 (Table 1) and on a
four-point Likert scale (always, frequently, occasionally,
rarely) to question B9-10, C1-4 (Table 1).

Procedures

The study was conducted according to government guide-
lines for epidemiological research. The name and affilia-
tion of the survey recipients were collected from the JSGO
website and with the assistance of the JSGO secretariat. An
anonymous survey form was sent with a postage-paid
return envelope to 613 gynecologic oncologists. The sur-
vey forms were mailed on April 8, 2013. The responses
postmarked by April 30 were included in the analyses. The
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Table 1 Questionnaire statements

A Demographics and medical background

. What is your sex?

. What is your age?

. When did you graduate from medical school?
. Are you a medical genetics specialist?

. What is your religious background?

. What kind of institution do you practice in?

~N Oy B W N —

. Is your institution a community-based hospital for cancer

care?

8. How many gynecologic oncologists are in your practice
setting including you?

9. Are you the chief of the gynecology department in your
practice setting?

10. Is there a department of breast surgery in your practice
setting?

11. In a typical week, how many invasive gynecologic cancer

surgeries are performed in your practice setting?

12. In a typical week, how many invasive gynecologic cancer
patients who visit for the first time are examined in your
practice setting?

13. Do you have a family history of cancer?
14. Ts there a genetic counseling clinic in your practice setting?

15. Are there any medical genetics specialists in your practice
setting?
16. Are there any genetic counselors in your practice setting?

17. Do you know of any department of genetics or other service
that refers patients for genetic counseling?

18. In your practice setting, are there any medical genetics
specialists or certified genetic counselors able to consult with
patients about hereditary cancer?

19. Is information for explaining HBOC to patients available to
you when required?

B Attitude toward hereditary cancer
1. I am interested in HBOC.
2. It is important to provide care with HBOC in mind.
3. I administer care with HBOC in mind.
4. 1 want to be involved in the care of HBOC.
5.1 am able to inform patients about HBOC.

6. I am able to provide counseling to patients about HBOC
genetic testing.

7. 1 would refer an ovarian, tubal, or peritoneal cancer patient
presenting with a family history of (breast or ovarian) cancer to
the department of genetics.

8. I would refer a serous ovarian, tubal, or peritoneal cancer
patient presenting without a family history of (breast or
ovarian) cancer to the department of genetics.

9. I provide printed information on hereditary cancer and
departments of genetics to patients I suspect of having a
hereditary cancer.

10. I recommend patients that I suspect of having a hereditary
cancer visit the department of genetics.

C Practice behavior

1. I collect family history information (who, when, what type)
when caring for cancer patients.
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2. We discuss the risk of hereditary cancer of patients during
case review meetings and conferences.

3. A patient with ovarian, tubal, or peritoneal cancer has
consulted with me about genetics.

4. A patient with endometrial cancer has consulted with me
about genetics.

D Genetic test

1. What do you consider an appropriate charge for BRCA1/
BRCAZ2 genetic testing?

2. Do you perform genetic testing for hereditary cancer?
3. Patients with suspected HBOC should undergo genetic testing.

4. I would undergo genetic testing if I were suspected of having
HBOC.

E Risk-reducing salpingo-oophorectomy (RRSO)
1. I perform RRSO.
2. About how many RRSOs do you perform annually?
3. Where are RRSO recipients referred from?

4. How are RRSOs performed (routine care, clinical studies,
other)?

5. RRSO is appropriate for breast cancer patients who are
positive for the BRCA mutation and have a family history of
ovarian cancer.

6. RRSO is appropriate for breast cancer patients who are
positive for the BRCA mutation but have no family history of
ovarian cancer.

7. If I were given a diagnosis of HBOC, I would recommend
RRSO for all unaffected relatives.

consent of the participants was unnecessary because the
survey was anonymous. No monetary gift was awarded to
those who completed the survey.

Data analysis

The people answering “strongly agree” or “agree” in
response to questions B1-8 (Table 1), which involve the
practice behaviors that factor in HBOC, were considered
positive respondents. The people answering “always” or
“frequently” in response to questions B9 and 10 (Table 1),
which involve providing information on hereditary cancer
and recommending that patients visit the department of
genetics, were considered positive respondents. Fisher’s
exact test was used for correlation analysis between prac-
tice behaviors toward hereditary cancer and respondent
backgrounds and between performing genetic testing and
the backgrounds of the responding institutions. Univariate
and multivariate analyses were conducted with a logistic
regression model, and odds ratios (ORs) and 95 % confi-
dence intervals (CIs) were calculated. Multivariate analysis
was performed for factors having a significant difference
on univariate analysis. If it was found to be multicolline-
arity correlated among the factors, we selected the factor

having the lower P value. All analyses were conducted
using IBM SPSS statistics version 21. All P values were
two-sided, and the statistical significance level was set at
P < 0.05.

Results
Response rate

The response rate was calculated as the number of gyne-
cologic oncologists completing the survey (n = 307)
divided by the initial sample size (n = 613), for a 50.1 %
response rate.

Background characteristics of the respondents

Of the respondents, 88 % was men and 12 % was women.
Moreover, 10.1 % was younger than 40 years of age,
35.8 % was 40-49 years, 40.1 % was 50-59 years, and
12.7 % was 60 years of age or older. The median year of
graduation from medical school was 1987 and ranged from
1947 to 2004. Ten of the respondents (3.3 %) were medical
genetics specialists. 37.8 % of the respondents worked in a
university hospital, and 75.2 % worked in a community-
base hospital for cancer care. 60.4 % of the respondents
worked at an institutions with 2 or fewer gynecologic on-
cologists. Next, 82.7 % of the respondents worked at an
institution with a department of breast surgery (or with an
examination by breast oncologist), 12.7 % worked at an
institution where general surgeons treated breast cancer
patients, and 3.9 % worked at an institution that did not
offer breast cancer treatment. Moreover, 5.5 % of the
respondents’ institutions performed no gynecologic
oncology surgeries per week, 22.5 % performed <I,
21.8 % performed 1-2, 24.4 % performed 2-3, 17.3 %
performed 3-5, 6.2 % performed 5-10, and 1.3 % per-
formed more than 10. The number of initially examined
gynecologic oncology patients per week was 0 in 4.6 % of
the respondents’ institutions, fewer than 1 in 34.5 %, 1-2
in 30.0 %, 2-3 in 16.3 %, 3-5 in 11.4 %, and 5-10 in
2.9 %. Finally, 30.6 % of the respondents’ institutions had
a department of genetics, 40.4 % had a medical genetics
specialist, and 19.9 % had a certified genetic counselor.

Characteristics of the institutes from which responses
were received

A total of 172 respondents completed the questionnaires
from the 331 institutions sent a survey (52.0 %). The
background characteristics of the institutions from which
responses were received are shown in Table 2. Of the 172
institutions, 54.7 % was general hospitals, 26.7 % was
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Table 2 Characteristics of institutions from which responses were
received

Characteristic Number %

Total number of institutions from which responses 172
were received

Type of affiliation

Cancer center 12 7.0
General hospital 94 54.7
University hospital 46 26.7
Private clinic 7 4.1
Others 13 7.6
Community-based hospital for cancer care 111 64.5
Number of gynecological oncologists
1 93 54.1
2 40 233
3 24 14
>4 15 8.7
Department of breast surgery
Present 135 78.5
Absent 27 15.7
Breast cancer treatment is not offered 10 5.8

Number of gynecologic oncology surgeries (per week)

0-1 68 39.6
1-2 42 24.4
2-3 37 215
>3 24 139
Unknown 1 0.6
Number of first examination patients (per week)
0-1 76 442
1-2 44 25.6
2-3 25 14.5
>3 27 15.7
Department of genetics 33 19.2
Medical genetics specialists 50 29.1
Certified genetic counselors 21 12.2

university hospitals, and 7.0 % was cancer centers. More-
over, 135 institutions (78.5 %) had a department of breast
surgery. Thirty-three of the institutions (19.2 %) had a
department of genetics, 50 (29.1 %) had a medical genetics
specialist on staff, and 21 (12.2 %) had a certified genetic
counselor.

Attitude toward hereditary cancer

The results of the survey forms on hereditary cancer by the
307 respondents are shown in Fig. 1. The percentages of
oncologists responding affirmatively to “I am interested in
HBOC” and “It is important to provide care with HBOC in
mind” were 93.2 and 96.8 %, respectively. However, the
percentages of oncologists responding positive to “I
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administer care with HBOC in mind,” “I want to be
involved in the care of HBOC,” and “I am able to inform
patients about HBOC” were lower, at 64.4, 58.5, and
63.1 %, respectively, and only 18.0 and 10.1 % of the
respondents, respectively, were involved in the clinical
care of HBOC as indicated by positive responses to “I am
able to provide counseling to patients about HBOC genetic
testing” and “I provide printed information on hereditary
cancer and departments of genetics to patients I suspect of
having a hereditary cancer.”

Next, 75.2 % of the oncologists responded positive to “I
would refer an ovarian, tubal, or peritoneal cancer patient
presenting with a family history of (breast or ovarian)
cancer to the department of genetics,” with 18.0 %
responding positive to “I would refer a serous ovarian,
tubal, or peritoneal cancer patient presenting without a
family history of (breast or ovarian) cancer to the depart-
ment of genetics,” but 14.1 % responded positive to “I
recommend that patients I suspect of having a hereditary
cancer visit the department of genetics.”

With regard to the oncologists responding positive to
question B9, which involves the provision of printed
information on hereditary cancer to patients suspected of
having a hereditary cancer, 4.4 % worked at an institution
with no department of genetics, 5.9 % worked with no
medical genetics specialist on staff, and 5.2 % worked with
no certified genetic counselor on staff, while 23.4 %
worked at an institution with a department of genetics,
16.9 % worked with a medical genetics specialist on staff,
and 26.2 % worked with a certified genetic counselor on
staff (Table 3). The last three were significantly higher than
the first three. Because it found to be multicollinearity
among institutions with a department of genetics and
institutions with a genetic medical specialist on staff, we
selected the factor which had the lower p value of the two.
And multivariate analysis was conducted with the two
factors of institutions with a department of genetics and
institutions with a certified genetic counselor on staff. With
regard to question B10, the percentages of respondents
stating that they recommend that patients they suspect of
having a hereditary cancer visit the department of genetics
were significantly higher among the oncologists working at
institutions with three or more gynecologic oncologists on
staff, institutions with a department of genetics, institutions
with a medical genetics specialist on staff, and institutions
with a certified genetic counselor on staff and the oncolo-
gists who graduated from medical school in 1990 or after
(Table 3). Multivariate analysis was conducted with four of
these factors, excluding institutions with a medical genetics
specialist on staff for the reason given in relation to
question B9. For both questions B9 and B10, significantly
more oncologists working in an institution with a depart-
ment of genetics answered positive.
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Fig. 1 Attitude toward
hereditary cancer

| am interested in HBOC.

It is important to provide care with HBOC in mind.

| administer care with HBOC in mind.

| want to be involved in the care of HBOC.

| am able to inform patients about HBOC.

| am able to provide counseling to patients about HBOC
genetic testing.

| would refer an ovarian, tubal, or peritoneal cancer patient
presenting with a family history of (breast or ovarian) cancer
to the department of genetics.

1 would refer a serous ovarian, tubal, or peritoneal cancer
patient presenting without a family history of (breast or
ovarian) cancer to the department of genetics.

| provide printed information on hereditary cancer and the
department of genetics to patients | suspect of having a
hereditary cancer.

| recommend patients that | suspect of having a hereditary
cancer visit the department of genetics.

Practice behavior

When asked how frequently they collect family history
information, 60.5 % responded they always do, 23.5 %
responded they frequently do, 12.7 % responded that they
occasionally do, and 3.3 % responded they rarely do. The
person collecting the family history information was a
doctor in 73.8 % of the cases, a nurse in 16.6 % of the
cases, a certified genetic counselor in 2.2 % of the cases,
and another person in 7.4 % of the cases. Overall, 73.9 %
of the respondents reported collecting a family history
information at only the initial examination, and 2.2 %
stated that they asked for periodic updates. With regard to
the extent of the interview, 15.6 % of the respondents
stated “only with an interview form,” 36.4 % asked “Does
any family member have cancer?”, 17.0 % stated “as self-
reported by the patient,” and 26.9 % stated “with as much

0% 20% 40% 60% 80% 100%
= Strongly agree & Agree = Somewhat disagree = Disagree completely # Unsure

detail about the type and age of cancer as possible.”
Finally, 52 % of the respondents reported that a patient
with ovarian, tubal, or peritoneal cancer had consulted with
them about genetics.

Genetic testing

The results of univariate and multivariate analyses of the
status of genetic testing and institutional background fac-
tors are shown in Table 4. A total of 29 Iinstitutions
(16.9 %) conducted genetic testing for BRCA1/2. Univar-
iate analysis showed that performance of genetic testing
was significantly higher at university hospitals, commu-
nity-base hospital for cancer care, and other institutions
that care for many cancer patients, institutions with many
gynecologic oncologists on staff, institutions with a
department of breast surgery, institutions with many cancer
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Table 3 Factors associated with positive attitude toward hereditary cancer

Variable I provide my patients with materials about I suggest my patients have a genetic medical
hereditary cancer when I suspect that my examination when I suspect that my patients
patients may have hereditary cancer may have hereditary cancer
Univariate Multivariate Univariate Multivariate
analysis analysis” analysis analysis®
N % P P OR (95 % CI) N % P P OR (95 % CI)

Sex 0.322 0.131

Female (n = 37) 5 135 8 21.6
Male (n = 267) 26 9.8 35 132
Age (years) 0.487 0.125
<49 (n = 141) 15 10.6 24 17.0
>50 (n = 163) 16 99 19 117
Year graduated from medical school 0.462 0.024  0.193
<1989 (n = 134) 16 11.9 17 127 1.00
>1990 (n = 169) 14 83 25 148 1.72 (0.76-3.88)
Medical genetics specialists 0.270 0.038
Yes (n = 10) 2 20.0 4 400
No (n = 297) 29 9.8 39 132
Type of affiliation 0.546 0.353
University hospital (n = 116) 12 103 18 155
Others (n = 191) 19 101 25 133
Number of gynecological oncologists 0.086 0.006  0.566
1-2 (n = 186) 21 87 27 112 1.00
>3 (n = 120) 10 156 16 25.0 0.75 (0.28-1.99)
Department of breast surgery 0.077 0.230
Present (n = 254) 29 115 38 15.0
Absent (n = 51) 2 38 5 96
Number of gynecological oncology surgeries (per 0.124 0.090
week)
0-2 (n = 153) 12 79 17 11.2
>2 (n = 151) 19 12.6 26 172
Number of first examination patients (per week) 0.343 ‘ 0.067
0-2 (n = 212) 20 95 25 11.8
>2 (n = 94) 11 11.7 18 19.1
Department of genetics <0.001 0.004 <0.001 0.014
Present (n = 93) 22 234 4.26 30 319 5.55
(1.07-17.07) (1.42-21.64)
Absent (n = 207) 9 44 1.00 13 6.3 1.00
Medical genetics specialists 0.003 0.002
Present (n = 123) 21 169 28 22.6
Absent (n = 154) 9 59 14 92
Certified genetic counselors <0.001 0.257 <0.001 0.269
Present (n = 60) 16 26.2 2.18 (0.57-8.38) 23 37.7 2.02 (0.58-7.02)
Absent (n = 192) 10 5.2 1.00 15 79 1.00
Family history of cancer 0.377 0.182
Present (n = 188) 18 9.6 22 11.7
Absent (n = 105) 12 114 17 162

# In the presence of multicollinearity among the factors, we selected the factor having the lower P value for the multivariate analysis. N Number of
respondents answering “strongly agree” or “agree”, OR Odds ratios, CI 95 % confidence intervals
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Table 4 Factors associated Variable Univariate analysis Multivariate analysis®
genetic testing
Number % P P OR (95 % CI)
Type of affiliation 0.014
University hospital 13 31.7
Others 16 14.0
Community-based hospital for cancer care 0.007 0.838
Yes 25 24.5 1.17 (0.26-5.24)
No 4 75 1.00
Number of gynecological oncologists 0.005 0.933
1-2 22 15.6 1.00
>3 7 50.0 0.93 (0.15-5.67)
Department of breast surgery 0.025 0.931
Present 27 22.1 1.08 (0.18-6.73)
Absent 2 6.1 1.00
Number of gynecological oncology surgeries (per 0.001 0.603
week)
0-2 11 11.1 1.00
>2 18 32.7 1.40 (0.39-5.04)
Number of first examination patients (per week) 0.002
0-2 13 12.0
>2 16 34.0
Department of genetics <0.001 0.001
Present 19 63.3 18.85
(3.49-101.83)
Absent 10 8.1 1.00
Medical genetics specialists <0.001
? In the presence of Present 20 455
puliclneaty snne 62 e s
having the lower P value for the Certified genetic counselors <0.001 0.651
multivariate analysis. OR Odds Present 13 68.4 1.48 (0.27-8.13)
ratios, CI 95 % confidence Absent 14 117 1.00

intervals

patients, and institutions with a well-established system for
a department of genetics. There were close correlations
between university hospitals and designated cancer hospi-
tals, the number of initial examinations of gynecologic
cancer patients and number of surgeries, and the presence
of a department of genetics and the presence of a medical
genetics specialist, so the ones with the lower P values
were selected for the following multivariate analysis.
Multivariate analysis was conducted with the six factors of
whether or not the institution was the community-base
hospital for cancer care, the number of gynecologic on-
cologists on staff, whether a department of breast surgery
was present, the number of gynecologic oncology surgeries
performed, whether or not a department of genetics was
present, and whether or not a certified genetic counselor
was present. Genetic testing was performed independently
significantly more frequently at institutions with a depart-
ment of genetics.

The BRCA1/BRCAZ2 testing available in Japan is not
covered by insurance. Tests for the proband cost around
¥200,000, nearly equivalent to US$2,000 (US$1 = ¥100).
The median charge the respondents considered appropriate
for testing was ¥50,000 (US$500), ranging from ¥1,000 to
¥350,000 (US$10 to US$3,500). Moreover, 77.1 % of the
respondents indicated that patients with suspected HBOC
should undergo genetic testing, and 73.8 % indicated that
they would undergo genetic testing if they were suspected
of having HBOC.

Risk-reducing salpingo-oophorectomy (RRSO)

Risk-reducing salpingo-oophorectomy (RRSO) was per-
formed at eight institutions (4.7 %). Four institutions per-
formed one RRSO annually, and two institutions
performed two RRSOs annually. Three and five RRSOs
were performed annually at one institution each.
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Fig. 2 Attitude toward RRSO

RRSO is appropriate for breast cancer patients who are
positive for the BRCA mutation and have a family history of

ovarian cancer.

RRSO is appropriate for breast cancer patients who are
positive for the BRCA mutation but have no family history of

ovarian cancer.

If I were given a diagnosis of HBOC (and had the BRCA
mutation), | would recommend RRSO for all unaffected

relatives.

Overall, 74.8 % of the respondents answered positive to
“RRSO is appropriate for breast cancer patients who are
positive for the BRCA mutation and have a family history
of ovarian cancer,” but 37.4 % responded positive to
“RRSO is appropriate for breast cancer patients who are
positive for the BRCA mutation but have no family history
of ovarian cancer” (Fig. 2). Moreover, 48.5 % of the
respondents answered positive to “If I were given a diag-
nosis of HBOC (and had the BRCA mutation), I would
recommend RRSO for all unaffected relatives.” The rates
of positive responses to these questions among the
respondents working at an institution with a department of
genetics were 80.4 % (P = 0.095), 51.1 % (P = 0.001),
and 59.8 % (P = 0.005), respectively.

Discussion

No nationwide survey on HBOC had been conducted
among obstetricians and gynecologists in Japan. The rela-
tively high response rate of 50.1 % suggests that gyneco-
logic oncologists have a high interest in HBOC.

Overall, 93.2 % of the respondents indicated they were
interested in HBOC, and 96.8 % indicated that it is
important to provide care with HBOC in mind, thus the
survey respondents have a high interest in HBOC. These
figures indicate a steadily growing interest with informa-
tion being repeatedly provided in educational seminars and
other events by the JSOG and JSGO. However, the survey
may suffer from a participation bias, with respondents
being interested in HBOC than non-respondents. With
about 60 % of respondents stating “I administer care with
HBOC in mind” and “I want to be involved in the care of
HBOC,” only 2 in 3 doctors is able to explain HBOC to
patients, fewer than 1 in 5 doctors is able to give coun-
seling to patients, 1 in 10 doctors provides printed infor-
mation to patients suspected of having a hereditary cancer,
and ! in 7 doctors recommends that patients suspected of
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having a hereditary cancer visit the department of genetics.
The survey showed the reality that few doctors provide
HBOC information to patients, in contrast to the high
awareness of HBOC among gynecologic oncologists. In
this study, regrettably, because we did not investigate
gynecologic oncologists” knowledge of HBOC, we were
unable to assess the relationship between their knowledge
and attitude toward HBOC.

Significantly more oncologists working in an institution
with a department of genetics provided printed information
on hereditary cancer to patients and recommended that
such patients visit the department of genetics. This indi-
cates that the presence of a department of genetics is
required to establish a proper system for managing HBOC.
Among 843 breast cancer specialists in Japan, a survey of
the practice patterns regarding cancer genetic issues for
young breast cancer patients was conducted in 2010 [6].
The study indicated that physicians working in a facility
with a multi-disciplinary team and cancer genetic services
had positive attitudes and behavior regarding referral to
cancer genetic specialists. Only 30.6 % of the respondents
and 19.2 % of the responding institutions had a department
of genetics. These figures highlight the need to develop a
proper management structure for HBOC and other hered-
itary cancer in Japan. However, medical genetics special-
ists and certified genetic counselors, the member of
departments of genetics, were on staff in only 29.1 and
12.2 % of the institutions, respectively. Japan has only 951
medical genetics specialists (as of October 2013) [7] and
138 certified genetic counselors (as of February 2013) [8].
Moreover, many specialize in fetal diagnostics, with few
likely specializing in oncology. Cancer genetics specialists
are still lacking.

The present survey showed that the actual cost of
BRCAI1/2 genetic testing for the proband is highly dispa-
rate from the cost gynecologic oncologists consider
appropriate. The high cost of genetic testing is one factor
hindering wider use. In Western countries, genetic testing
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are already covered under health insurance, and genetic
analysis of BRCA is widely used when planing treatment
procedures, cancer prevention, or surveillance. In South
Korea, genetic testing are covered under health insurance.
The patient may undergo testing by paying but 5 % of the
US$882 cost (about 4,000-5,000 Japanese yen), so about
90 % of people who need genetic testing actually undergo
testing. A database of BRCA-positive patients is being
developed in the country. It appears time to consider Jap-
anese health insurance to cover BRCA1/2 genetic testing
for high-risk individuals and relatives of the proband.

Genetic testing is significant not in that they detect
mutation carriers but in that they help manage the health of
individuals by subsequently planning surveillance and
cancer prevention [2]. However, in a randomized con-
trolled trial of ovarian cancer screening in 78,216 partici-
pants, it was concluded that, in the general population,
screening with serum CA125 measurement and transvagi-
nal ultrasound did not reduce ovarian cancer mortality [9].
HBOC-related ovarian cancer is more likely to be of serous
histology [10], but Horiuchi stated the following. Eleven
patients with a diagnosis of serous ovarian adenocarcinoma
underwent transvaginal ultrasound 2-12 months (median:
3 months) before the diagnosis. The findings were normal
for 9, 1 had benign cystic lesions, and 1 had endometriosis,
but the disease in stage III developed at the time of diag-
nosis in 8 of these patients [I1]. With no established
screening for the early detection of ovarian cancer [!Z],
RRSO is the most effective measure for preventing ovarian
cancer in carriers of the BRCA1/2 mutation [ 3—16]. Fewer
than 5 % of institutions perform RRSO in Japan. Assuming
that the number of procedures is similar in the institutions
that did not respond, only about 30 procedures are per-
formed annually in Japan, partially because RRSO is not
covered under health insurance. Since the effect of ovarian
cancer screening is poor, the need for development of
services which allows BRCA1/2 mutation carriers to
undergo RRSO if they expect should be discussed. Aiming
for the accreditation of advanced medical care might be a
good first step toward such a service.

Conclusions

The present survey showed that, although many oncolo-
gists have a positive attitude toward genetic testing, genetic
testing is currently available at few institutions. The pro-
vision of information to patients, recommending that
patients visit the department of genetics, and the perfor-
mance of genetic testing were dependent on whether a
department of genetics was present in the respondent’s
institution. It is important to develop human resources and

cancer genetic services with medical genetics specialists
and certified genetic counselors.

The survey also found that RRSO is not widely per-
formed in Japan. Since the effect of ovarian cancer
screening is poor for BRCA1/2 mutation carriers and
unaffected persons likely to have this mutation, debate
about RRSO must be advanced so that RRSO is available
for those requesting it.
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% 66 B BAERBARYS - 2WHEES £EFEBIOJS A
JUZANWHT 7L AR5 (BE)—IEZEEEICLZIDICAIFEDL ?—

1. ERMEITMEEICHTE2FT7Y 2/ MEZEE

LB K EE BN
#g BH HE

Neoadjuvant Chemotherapy for Advanced Ovarian Cancer

Takashi ONDA
Department of Gynecology, Kitasato University School of Medicine, Kanagawa

1. FU&IC

FEATIR RS N3 5 FBLHETR IR, BAICFMi %
TR ALFERE AT FMBITIRETH 5.
S5EEFE 20%~30% LT &, FRARL ZOE
BOBFERSE T B L 72880 — 21k
# §% 1 (NAC : neoadjuvant chemotherapy) 7% %
5. NACHEEIZ DWW THRHREZITW(Z 2T,
NAC T E 0, BEEH/NFW, Misbssik &b
CWEFEEAEE NACHE L IEAR), NAC #EIHE
TTINRIE OB L 2 572D DOFEITONWTDH
fHHT 5.

2. BEREE NAC &Ik

AT IO 3 AR H AR, RS, A
BEOZE, #ITHOBE, SBREOWKREH
B& LT, #EEE®NFH (PDS : primary de-
bulking surgery) % 17\, BRAFEEE 1~2cm Kif
® optimal FHAER T E NITLFEEE 6~8
a— Z5BH, 1~2cm %8 % 5 BRED suboptimal
&g, b 3~4 23— A% f7v, IDS(in-
terval debulking surgery) & FEIEN % B /N F

MEBET, S 5ILFEREE 3~4 a— BN
LTHRNERZ HIET. Optimal XEHKTE N
¥ suboptimal IZHRTRIFLRAFHEBELNS Z
ENEHEME SN, optimal Z HIEL TRMICFE
WEAT ) ERIERERE o7z,

—7J5 NAC #:13, BRZW, Wiz, Mgz i
L ONREEEMRL, 2~6 I— 2D NAC,
IDS & 512 2~6 I — XA DR BILFHEELITVE
REERZ BIgTHETH S, K%, PDSIIT,
REFABICE Do 7256, £FIRERETFEN
WEE, HEZH (CT)I2TC, ¥H optimal 7B,
FESEZ T T, HIE optimal A BE & 7IERNIZ R
THRBWLERTH o 7.

3. BAERE L NAC FEDEFTRIILLE

CONACHEL BEBFELHEL-Z 0k
FHHEEFEIRE SNz £ {13, NAC #EHD
HWHEAT LIS, PSAR, BRiELZSEAR
NRTOLRETH-7-. IHEH LT, NAC #EE
BT (PDSEMBEDoptiml EHZZH W S
L) EEICERIC optimal FHASERTE T, F
BROBEIZEFESL VD, FEEORVHLOR

Key Words: Neoadjuvant chemotherapy, Primary debulking surgery, Interval debulking surgery, Phase III trial
SEORXICHLT, FARTXEFRHELREBIEZH Y TEA.
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2108 TYZANAIYTFVIASD

WP AR SN2 T2, NACHER T, A
i, A, HPREEA ORI, EELR
BOHEOWA, A TFHER, 1CU WA,
AR oS % 7z, BIERIC NAC ¥k R
BRI O A ORTERM OB EALTED,
BRHEFFES N D WHPETH 5705, NACHHEIC
b, MM SN L. EESNFROBAE
®Y AN, AR OTEEEORN,
FEOM AN & B BAME ) WHENE, NE
WROBWAAIE L 2 AT 6BY, 2ETH5.
NAC #EO % MR T 5 720121, B
BREPLEEEZ DR

4. %21 ¥ feasibility &

JCOG (Japan Clinical Oncology Group) T i
NAC #6047 FIME % MEES % 729 O 55 T AH SR
O L LTHE TIHREBRTH 5 JCOGO206 %
To 7z WHEZH, MBI X Y I/ VIIIBEE,
PRAEHE, BRI R Bk L, 20l
THEGIC TR Z R OIERZ MR, EZ2H
BF S A= GEPNCHT LT, 4 23— A NAC, IDS, 4
O — A ORI BACEREE D B 72 5 NAC HiEZ 17 -
7o ALSERGE I IRIHEN) 7 TC #RE % 1T o 7z, R H
H L LT, MREDEAZ RS T 720, i< —
A1 — CAl125, CEA \CBI LT B2 iR 7-. BFf
NN T, TED 1 PHBRTEEREZET T
X7z, ARSI LT, NACH#HEDThh/: 53
Bl e 22 41 (42% ) B W Tl g L 52 &% 2o
CA125<20 3% S5, NAC #EE A% & HIWF &
iz, ERIREZRNICE L Tid, 56 Fld 3 BIASE RS
PHNCED I/ T EBHr s niz2s, SRR,
R, BEERET, »OoRREORRE LR
EBEHLOBWTH Y, REWZIESEGIEZ 5% T
Hote. DX YBRRBZBEICL D NACHEED
SR EEBUICHW RS 7,
NAC # % §E 17 i # @ MST (median survival
time) 45M, PFS (progression free survival) i
1AM L BIFTH o 7-.

5. SEI+AHER
JCOG T35 I #H feasibility SABR D BRI 2 45 R

HEELRE66% 9 5

%520, NAC #fk & BREEIR I & 0% T IRAER
LI ER T H % JCOGO602 R ER % 2006 4F 7> &
BAGE U7z, 3P 40d 0206 &3 IZTEET, 4 ENT Bk
e, BWIMBPESOI AT, BEAER SR (PDS
)& B Wiz NACBRIZHI DA 57z, NAC B
DI HEI 0206 L [F Bk, PDS B Tl 1L # 8
O—AT, KPITE Y 4 3 —-XKIDS %2179 T
& L7z BT A VIR ERRT, NAC B8
BRHETH BT, BHRRBOER % SMhoRET
FHZZEZFMHFELE HWOFELVENLD
DO, 2011 4F 10 FICB8 25T L, BUERGREIE
hChD, REEOREX, EORTC(European Or-
ganization for Research and Treatment of Can-
cer) % RCOG/MRC-CTU (Royal College of Obste-
tricians and Gynecologists / Medical Research
Council Clinical Trials Unit, 3 5 4 & CHORUS
[Chemotherapy or Upfront Surgeryl), 4 ~ Fi
ETiTbNniz. 4 DOREE, EEREOMERS
%, bRk ofE, R S D 555,
FHA VIR ELUTH o7z, EORTC R
BRi%, 2010 4E\Z S #& G 2% publish S -, NAC
FEEE D MST 30M (2 ERHETRHE D 29M & Bt 22 \»
ZEMREN, CHORUS RER T NAC#ZE D
MST 245M (X EEHEIEHE D 22.8M & [7)55 D 1H H K
BWTHbH LD, 20134 ® ASCO(American So-
ciety of Clinical Oncology) T# & & #1172, JCOG
RE R T, RROKBRIVR S L, NAC #RiE
WETINEBOBRERBEEZVBLLEEZZILN
5.

6. NAC #iEDRE

NAC B A HREHRTH 5 LIRS 525,
ZOWAIIE, FFICBHERPEE LTT) I, @
P REBEPEREIN TV 5. NAC FEETOPMH
BHEOBROIEE &, NAC IBENRERB OB,
BRETHOBH 2 EThA. 3HITOEUTIE
fRHEATS.

7. NACHEAICH I B2 FHBRBMOBHE (F 1)

BEOHFHMWBRETIX, WLEoORD, JEH
B PR ORD, ABHIH O % & FAHER
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[#1] NAC#E: L BEEROFRRBEO LB

EORTC 55971 (2010) CHORUS(2013, ASCO #+5)

PDS # NAC #g: PDS # NAC sk
WY (n=336) (n=330) (n=276) (ne274)
y 165 min 180 min
FHil (10~720) (30 ~ 560) NA NA
rE A 25% 0.7% NA NA
Hiifl Grade 3/4 74% 41% 3% 7%
% Grade 3/4 25% 0% 2% 0%
R&He Grade 3/4 8.1% 1.7% 6% 3%
LS 1.0% 0.3% NA NA
2 EL PR A NA NA 74% 92%

EORTC : European Organization for Research and Treatment of Cancer, CHO-
RUS : Chemotherapy or Upfront Surgery, ASCO : American Society of Clinical

Oncology, NA : not available

[#2)] NAC EWOERBETH 2N

DEEBHIX, YWHETHA. JCOG TIE, B BEES
FEURRICTFE SN RBBEIICEINL - T, FHE

JCOG0206 CHORUS (PDS )
WS BRI B B RICHETIHEAIRETZTFEL TV A,
I 0 ! 0 0 8. NAC SEEHIIC BT 23ETHRH (X 2)

0 2
1B 0 9% 0 5 B AT 12 Staging laparotomy % 474 72\ NAC
""" mc 0 5 BETIE, PR CERTWBH 2T & LA
mA 0 0 0 7 F7zva. JCOG0206 ABXTIL, BERIETIC/ VI L 2
B 0 4 0 8 Wr & 7z 56 B, BREGERBITC 1/ TS 3 /(9
mc 38 31 NA 174 H1IPNIBARICY) D B2 MBBASHRE S hiz) T
v 18 18 NA 41 B8, MICIB HOERD 4 FEETNTEY,
] 0 0 NA 8 125% HIB ¥ LLT CTdH o 7. CHORUS REE Tl
— 0 ot 0 ok NC/NVii & LTREKS L PDS B & 72 o 72 250 £
: - W, 27 B1(11%) 12 TA-TIB HHERIASE T iz,

SERIBL 56 56 250 250

280> H 1 FIEB 2T B ThH 2 & SRR IR

BWOBRAR SN T X7z, EORTC REXTIZEAM
Bzee, Wi, mE, R, HILEEZEOFE
BROBBERT O % RO 72A, T 22 BT
BIThbNTELHT, FHREOBRIZFFHINT
Wiz, CHORUS SRERIZBWTIE, NAC B H 8
L LAHRMOBEEOHEMEZRD TS, MEER
fER, RE I NAC B CHENRA T 5 @R
ENTWABY, 8% B2 TIHENET X
frbhTwiw, LA LA2SS, NAC #2vdEgE
REXCEEBRICHES 20213, BREBOBRR

Dbk kdic, EFBEsHoESE T TIEMICE
REICBET 5 L idlEECcH 5. 72721, NAC
B fHEIRIR L L TAT ) 72121, NAC BIEE
B IERELCBIS SR 2 AT S ETH b,
JCOG T, FTHRNZBH CLoRERENF
WEATHBWHITEETH 52, JCOG602 B EkHE
B TREITAFETH 5.
9. NAC M&ZEBDLH (F3)

JCOG0206 REETIL, MMz % & LERNBE

XD BHEEIN 56 B L TR B EE 2

TV, ERICTERERERICFE L 2WEET
HHILEIHERINT. ERDEBIHIIBY
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2110 IV ANAYTTVVAD H PR EE66% 9 B
[#3] NACEFORGELBOBN
JCOG0206 EORTC CHORUS

BRI Ml e ormins MRS, HILS
BB q47* NA 184
AT 7* NA 1
TR 12* NA 15
Eiwshs NA NA 60
P 5

FE kA 4

R R e 2 3

B LK S A 2 2
FE S 1

A 1

BRCAs 1

BB R S0 1 1
JEFRA WG 1
F 1
B R L 3
A 5 3
MRS 0% (0/56) 25% (17/670) 6% (11/274)

*Mig % P2, NA : not available

Th, HEBW, Mg, EEx-—bs—%6HET
BT LIz, 56 plemds, SR, JRE, IRIE(E
BEHR) T WrOBRETHLEIPMHERS NI
¥ 7z, BREFAT, B4 FTAER, H25vidH
faes (+lEg~— 7 —)% BT 5 EORTCRET
BRI BOZROERY X 670 FIF, 17 #1(25%)
DHTHolz. —F, HEBW LEHE<—H—D
ATEFUETHRE H&ZRIAELLL
CHORUS 8ExCix, NACHE 274 Bl Ai & b
11 B1(6%) IR B DO BEHIF RO 57z, LPM
(low potential malignancy)2 % R¥ERE 4 61 b
HEINTnwiz, &IER, IR Z6HT
5T EHEE L, BEEERHE LT NACHRESN

R AT bR HIE, FAPLETHLEEZD
n7z.

10. BHYIC

NAC ###1X EORTC, CHORUS ® 22 DR
THMEBHICH L TOSDFELHEIRENTS
Y, JCOG RERDBMAE R I D. NAC #HE
HSHEFT IR B\ 3 B BRUETR RIS 2 B 72 ®ITHE,
NAC #EEIC BT 5 HRRE OB O T OMERR,
NAC FEBNZ B T & 5 R EAT 2 W oW T,
NAC it 45 51 O B PR B 22 W 4 8 O J A AS BT
HrHrEEZOLND.
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SHERIC O

ETIISREICK T BiiaEFEED
PR PRETAR

B

ETHEEOTRIEOHEF L

BEE LT, LRERETAE (NACHER) METIHES > 4 LR

HRBRTHIE SN TS, EORTC ¥ MRC-CTU MEBHERICEY, (L2 ERITABRCERRESRRBOL

W EESED) FREABRBROBRERATE N, JCOG HBTRbRIART

AREEH B LI IDSCH

WT, FREH, FHEREE, S SnEcEOFELEIIREINTVS, §% JCOGHBROTFHICHE

T REEER.
{EhESEBOBREEPFLNS.

ézmjxﬁ ! ﬁ,?%ééw)?;"b* COIRESR D T
¢E&&iaL”ankw59HWﬂo@

IS AWM TS 0, 60~T70% DR 455 1
W CHEATITH 2 2 E BT o b HEfTHY
BIROPHIEMO TART, — etk ciE
5 5?4%;»»1“ 20~30% R E S Twb, TP
AL RAHE, RIS ?ééw%rw ik

%ﬁf%&@ﬁ?Tﬁkﬁ HWETHHA, LT
W%muﬁha@%$%$ﬁﬁ% T DR A O

W LRI AN TV 2. JORMO T HIEA
WS hzHEBo 1> LT, Ak
{neocadjuvant chemotherapy : \}’ACHr T
b HABEIRIEEYE 7 v — 7 (Japan Clini-
cal Oncology Group : JCOG) O I NFHIG B 78
T h—7 T, bEEaE TR O B
T A7z, HMT ¥ ¥ 2L R 1T -
Foo AFSTIE EATIIEIRICHE T A NAC 0
KB lICow TS =19 .

BEPRHTIC & 2T O R OB R S LUH 128

BENTWAENIES 4 L

. BEREE NAC Bk (E 1)

THRES 05 2 BRI, e Tw
247 T AT aw/’éo ZOTFAE, B
IR ooEN, MM OB, ETMoZle L
GBI (staging laparotomy 2 TIN5 ) &,
'T"? S UL o] JWE) B o i Y & G T
v, @IEESE G T (primary debulking
surgery : PDS) I 4. BIHEWH IR T,
PDS TREANEEE 1 cm RSO optimal THFaT
FEW T E U R R 6~8 3 — A, SRATF
A1 em 82 % suboptimal Fir & Zdud, b
il 3~4 o — A, IDS(interval debulking
surgery ) & WL 2 I35/ Ty & 1914
1’&:*’?‘%%&4 EHII3~4 =2l ”Cﬁéxlfkﬂj
Fifi & - Griffiths 5V @O TR
H’E&&%’Hﬁﬁ 5% d;&.ffu RO PRSI S
Zoar LT, optimal FAMEM O T #:47 sub-
optimal THRHEMIZILRCTRIFTH A 2 EHS
COWHFIT X VRS, DT optimal % H

%  Takashi Onda LB RSESHE AR (3E)

ESABOEE Vol43 No.13 2014
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YRR R WEREBOBHOWE
Primary debulking surgery (PDS) (bEpeasin, MRazs, @82
{
i & |
BEEEE> om BEEEHE<1om
Suboptimal Optimal
¥
a2 3 {LEpgk s
3~d4 - A G~83—2 2~671— 24

F7va) |
Interval debulking surgery
(1Ds)

s 3
3~4T0-2
—

4

Interval debulking surgery
{iDS)

é

RS
2~60—2

é

i

5L T PDS #9479 P R AT IR A e
LCfrsiC &/, IDSIZIML T, Belo
BB 7 v — 7 Buropean Organization f{or

~ i

Research and Treatment of Cancer(EORTC)
BT o 72 KB PG 2 0, PDS T sub-
optimal 2D - Z0EFHZH LT IDS #4795 =
T, AL O R T S S I T o
S LA T EAURENT, BRI —
& o7z, KoK uf\.fg“; “Ne—7 Gyne-

cologic Oncology Group (GOG) 12 X é!ﬂlﬁf@:f“
%éfwk&ﬁ&hA‘%”imswﬁ WEE
g 247z, BUAUTIE PDS LS 90 7% deb-
ulking @ % J3537 S 19712 suboptimal 12#
o IERIIN LT ORISR D option &
FroTwa,

i ARSEREE A TR HE (NAC H88) 13, ek
PDS 2T debulking 25 &9 445 00 4 ) (AR
BLZ#D o 7IE W, S IREA R TTaf kD
SEP, BB S 5 I BB BIZ X D opu-
mal TAASE & WIS o LT, fi
HIEAAAIETH B 720 I UENIZ T b T

2046 |
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FileTam (RERR) S EERRETaE (NAC 5iR)

HIETH . BWRER, e, g n i
Iosgmibamil, 2~6 72— 20 NAC,
DS, B 8512 2~6 22— 2Dl b sk a 47
v BRI IR RN T H . Hiiio
NAC, ot dfelo 2o — A3
LT, UGBS
D—ARTELL SERF SNSRI ]
D Th LA, BHEGEEE olbiEo BT
i, EHIs~ o=k EEdhTw b, L%
BHEORRIZI LT, RIS NACHHEIZE L
FoL VR AT Db TiE e £, BRI

Ela o el I =4 A .

2. EEERES NAC EEO non-randomized
DEEE

1991 4E1Z Jacob &A%, NAC ##{k & Bl
Tl Uty s i e 2 U LT RABE, TR
DI % By 2 vz Kot
il T —a By S lWos i
7=75, Wit nonrandomized O TH Y |
NACHERE o IF 2377 L 708, PSAS P9,



RS B Af%k%&ﬂ%ﬁm&ﬁﬁ
Hodz. IZhddb s, NACHRER T,

HEHFEIAT TR 3 optimal Bl A° "fd’t
T, WEFTEB LA VL0, BEER I

EREOTHEIS L ORGETREN, WK

(2, NACHHER T, EEmA it bsT, 4%
V2T AT Y o e R R o R Nl i, sl

&, UG IR, B G0HEG Lol
A THEE, ICU &M WAL A 4 &
FOERED, CTHRSOFERIZLY, NAC ¥
EAEATER A LT R R L
FOWRTHWETD FEoLHLUFTE

AEEE LTIEH RS, 2o NACHHED AT
OB EL EZ OGNS LT,

3. EORTC QAR

rgote 5L, HiliEo iG] B LTS
Tl %fd'éﬁ »t LT, UGBl ek & sUER I
HAHVGITIEEEIZ DD HWEL, WETRERICE
THOGITENE, WA NAC k% i
TS FEFTIT 5 72 1980~ 1997 SE O I
HN=173)%. NACH#HEE AL O, &plic
TROGEATERBE®T L0 JE Tl Twiz
1980~ 1988 IF o HHERATIN=112) & JoiE L.
N%C%&%A#@*v%&%&tffﬁﬁw
R )% vs 26%) Tdh o7 L L
T w’é:; BECIZ X Y, fLeg %:’%fb’?ﬂ%«x‘f&f;c&
K%ﬁwﬁﬁét?zhﬂfﬁfNAC%%&
HEATHE LA (0 9 2 BRI & L CHERI IS i
HEERE AN, SOMBIZLD, B
9 - BRI I C WV R B BT AT S
& AL AR EORTCH5971% 4% Vergote #
PrEfCEe & & LTl 27z, BiinvIsiress,

AERPIEIC X D RO R LB E
ol GEETEAR RO, R od

AT h . Sl & mifam, v —
A — DA G HETOEE s‘t}' LTwv 4,
GRS - WL, AHLERSEN I, ek
xﬂf T AR & (2] - ca% 0, B -
PO LTlRENZENicss 2 L
oiﬂ‘%& 2 sz, BEBHE, NACH L PDS

ERABOSEE Volb3Ne 132014

AR ﬂmbft NAC Tk, 30— 20ql3
Wik ots, WL T (IDS) 247w, Witk 3
- xmh"'#ﬁﬁmsﬁ}m PDS §E T PDS @
#, 62— ADLFHEETH L. PDSIZBWT
suboptimal \Z#ds - 74 TE, AbFHRiE: 3
I—AHBIZIDS #7720 L LTid,

TIFFEK (AT FFL(CDDP) S
WA T FF 2 (CBDCA) ) + 7 &4 2 (237

Uy EEMPTOIEREFEyF 20 (DTX)]
DA G A E Lice NACHHERET, TR

OFEFAMEEN L Z L, NAC %ﬁ:z;;@ék
K F MG B FHA T, JoRE
A 1998 SRIZBAE L. 2006 9E 1288 A2 T

B 201024 2 LC publish 37, #
TIRT £ 1S NAC #Eo 7 B 2 =

e <, F70 it RO M AR 2.

4 Mmuﬂumﬁﬁﬁ%

s !L O MRC-CTU{Medical Research Coun-
cil Clinical Trials Unit)iE, @046 EORTC
EIAT ’1553:, 0 A F TR T L7z H I/ A
W T A CHORUS(Chemotherapy or
Upfront Surgery) a’ril?"k'ﬂ S NG
‘3’{)(}4 LD R 20109 ?%jz, IDER A=

L CBDCA # 5 tbxx 5731?%3::,6
rzm—;:@*;’rnr_ 2120 NAC #ik ‘Té’)é! Fikw
A FHA YTz WEIE EORTC [k
AETF O LA - IR - BN TR BT ok
ﬁ@ﬁjf}%@) lo-#z260nZ k& MlLE
AL VBT R MR L 2 TH, mig
EotL - Ef e = = WAT L O FERETE S L7
CETHDH. OO G AIZE pub-

VE - Tt 2003 G A o IR
‘P4 American Society of Clinical Oncology
(ASCO) THEFK B N727. BORTC RBal .
NAC ﬁﬁﬂ'ﬁ"?é’e RN 2 R T. W

HHLEOBREAVR Sz (),

5. JCDG @&Sﬁﬁ“ﬁﬁ

1] % II ?E feas;blhty stER
ﬁﬁgf@NAc&&WQMﬂ%ﬁﬁﬁét

lish
i

12047
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ERR RTINS VY LMEBEROBER

JCOGO206 % 2002 47057
Az X h m/ ) BM {
Fol e Wt 1 R
PRI 5 o a1
ZH LT NACH R o700 7z,
4 E B ORA TS T 7260,
CA125, CEAIZBILTH Bz
AT L7z Phihid, Ao 2
(EMATRBIZ B W TEEIIC TN 2 17Th % <
Th) i&a,»%\m‘ ST & 0 U R
TELIEZHEETAHIOTH A, (LT
e TC #HE(PTX +CBDCA) & L, jlEfy
WTHHI ERERLUTHN, WELb4o—

7Y, ii @%E”)
i‘i,ﬁézé{f
GEL, "'{’ifj’t’f} JP‘%&:“CE@
ui'l%ﬁff e RS LPET S A A
AL SR
N5~ — A —
Wb 7z, WAIESE
OHINTH S

2048 |

| PDS(n=336) |NACT (n=334) || . PDS(n=276) | NACT(n=274)
AR
2% % % 92%
- 9 96% peane 90% b
B min) | 165(10-720) | 180(30-560) %m%&% {min). 120(30-450) | 120(30-330)
41.6% 41% 75%
19.4% LA 15% 35%
25% 07% | E#mHEL 56% 0.5%
74% 41% | HMGE4 3% 7%
25% 0% a1 G5/4 2% g%
8 1 % 17% | BEG3/4 6% 3%
10% 0.3% — —
1&: 2 o, (74
@9@@3&4 48% 40%
— — @& ., .
«ﬁw(fmsm 24% 4%
meW@ﬁﬁw* 74% 92%
PES 12M 12M PFS 10.2M 11,70
0s 20M 30M 0S 22.8M o45M
{(EORTCH5971 Wik 6, CHORUS B¥E 7 L 4BIE:
HOEMHRBEOMWER & LT, NAC #igkad ADPEE Lize |2ISHNES & UIES I
WM ARER O RERNE E LUCHIS v B DG 2. ZOsT,
TAMEE 1 DI, i ’sé” s HEERERCd 5 NACHHE ARG R & LTS

Lowvaiadle ol 230, BORMSBENIC L b NAC
WETE O3 G NS BB hE BRI 2 s,
F72, NAC #8EMATHEH @ MST (median sur-

vival time) &

45 M, PFS{progress%on free

survival) td 14 M & BUFTh -7,
P BEWES 4 LICEEE

RNy ird

B

SAFT, NAC #ik b i

BREOBENHS » ¥ ALt RETH S

JCOGO602 Al

130206 L IZIFTRHT,

% 2006 A 5

HIG L7z 9 M
BEIEPNS, SR

WEBI& BT B & & % FHSAT RN D B L
FHEGTTHRRICE YT s . NACH O
#HE3 0206 & FIEL PDSTECIE LA S 7 —
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5 JGDGGEOB HERDEREE

DS 7 ﬁ%‘ﬁ’ 9% (47!53}
§ﬁ?‘§ﬁ§i§<1 em 2% (383’53
52?“5%% O 5% (29f 53“

42% (22% 53;
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Abstract

Background Platinum agents are essential for treating
gynecological malignancies, particularly ovarian cancer.
However, multiple carboplatin doses may cause hyper-
sensitivity reactions (HSRs). Carboplatin desensitization
prevents life-threatening HSRs and promotes the successful
completion of planned chemotherapy.

Methods Since January 2010, carboplatin desensitization
was performed at our institution. Solutions with 1/1000,
1/100, and 1/10 dilutions of carboplatin and an undiluted
solution were prepared in 250 mL of 5 % glucose. Each
solution was administered as a 1-h intravenous infusion (4-
step 4-h protocol). This retrospective analysis was
approved by the institutional review board.

Results From January 2010 to December 2013, 20
patients with gynecological malignancies (median age
62 years, range 43-74 years) received desensitization
treatment. The International Federation of Gynecology and
Obstetrics stages at presentation were I, II, III, and IV in 1,
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1, 15, 13 patients, respectively. During first-line and sec-
ond-line treatments, 3 and 17 patients, respectively, expe-
rienced carboplatin-induced HSRs. The median carboplatin
cycle number was 11 (range 2-16). In the first desensiti-
zation cycle, 17 (85 %) patients completed treatment
without adverse events, 2 experienced Grade 1 HSRs but
completed treatment, and 1 experienced Grade 3 HSR and
discontinued treatment. The first desensitization cycle
completion rate was 95 %. Of 83 desensitization cycles
administered, 79 (95.2 %) were completed. No treatment-
related deaths occurred.

Conclusions Most patients completed the planned che-
motherapy. Our protocol could be conducted safely with
shorter duration and simpler procedures than previous
protocols. Carboplatin desensitization seems beneficial for
patients with a history of carboplatin-induced HSRs;
however, the risk of HSR recurrence still remains.
Desensitization should therefore be performed only by
well-trained staff.

Keywords Ovarian cancer - Desensitization -
Carboplatin - Hypersensitivity reaction - Gynecological
malignancy

Introduction

Platinum agents such as cisplatin and carboplatin are
among the most efficacious drugs for treating gynecologi-
cal malignancies of the ovary, cervix, and uterine corpus
[1-3]. In patients with ovarian cancer in particular, if the
interval between the end of platinum therapy and recur-
rence is >6 months (the so-called platinum-sensitive
relapse period) [4], carboplatin rechallenge may improve
overall survival [5-7]. Nonetheless, platinum agents may

@ Springer

— 137 —



