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Background: Although many clinical data regarding breast-conserving treatment have already
been reported from European and North American countries, few clinical data with long-term
follow-up have been reported from Japan.

Method: We collected information on therapeutic and possible or developed prognostic factors
and follow-up data for Japanese women who had received breast-conserving treatment con-
sisting of wide excision of the primary tumor, axillary dissection and radiotherapy for unilateral
breast cancer considered suitable for breast-conserving treatment from 18 Japanese major
breast cancer treating hospitals; 1561 patients were registered.

Results: The median follow-up period was 77 months. Five-year disease-free and overall
survival rates were 89.4 and 95.9%, respectively. The 5-year local recurrence-free rate was
96.3%. The patients with histologically positive margins (P < 0.0001) or estrogen receptor
negative tumor (# = 0.0340) or younger than 40 years old (P < 0.0001) developed statistically
significantly more local recurrences. Adjuvant endocrine therapy was essential for the estro-
gen receptor positive patients to have a lower local recurrence rate. Endocrine therapy did not
change the local recurrence rate among esirogen receptor negative patients at all. Multivariate
analysis showed histological margin status and the combination of estrogen receptor status
and endocrine therapy were independent prognostic factors for local recurrence. '
Conclusion: The 5-year local recurrence rate of Japanese breast cancer patients who were
treated with breast-conserving treatment using radiotherapy was 3.7%. Independent prognos-
tic factors for local recurrence were histological margin status and the combination of estrogen
receptor status and adjuvant endocrine therapy.

Key words: adjuvant endocrine therapy — breast cancer — breast-conserving treatment — predictive
Jactor — progrostic factor

INTRODUCTION

Many prospective randomized controlled trials (RCTs) have

For reprints and all correspondence: Shozo Ohsumi, Department of Surgery, demonstrated that breast-conserving treatment with radio-

National Shikoku Cancer Center, 13 Hori-no-uchi, Matsuyama, Ehime 790-
0007, Japan. E-mail: sosumi@shikoku-cc.go.jp

therapy (BCT) provided survival identical with that after
mastectomy. At present BCT is considered one of the stan-

Abbreviations: RCT, prospective randomized controlled trial; BCT, breast- dard primary therapies for patients with breast cancer at an
conserving treatment; JBSG, Japanese BCT Study Group; LR, tocal early stage. The long-term results of BCT have already been

recurrence; RT. radiotherapy; ET, endocrine therapy; DCIS, ductat carcinoma
in situ; ER, estrogen receptor; PgR, progesterone receptor; HR, hazard ratio;

CI, confidence interval

reported from many institutions, mainly in North American
and European countries. In contrast, Japanese surgeons had

© 2003 Foundation for Promotion of Cancer Research
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62 Outcome of breast-conserving treatment

been very skeptical about BCT until the results of RCTs
comparing BCT and mastectomy conducted in the Western
countries were reported (1-6), and BCT was not performed in
Japan until the early 1980s. BCT became established in Japan
in July 1989 when the Japanese BCT Study Group (JBSG) was
set up with the support of the Japanese Ministry of Health
and Welfare. Now that more than 10 years have passed since
the introduction of BCT in Japan, the JBSG has collected data
on patients treated with BCT from the members of JBSG to
determine the long-term results of BCT and prognostic and
predictive factors for local recurrence {LR) in Japanese
patients,

PATIENTS AND METHODS

Questionnaire forms were sent to members of JBSG in April
2000 to coliect data on patients treated with BCT, Women with
a unilateral breast cancer 3 cm or smaller who had been treated
with wide excision or quadrantectomy, axillary lymph node
dissection and postoperative radiotherapy (RT) to the con-
served breast between July 1989 and May 1995 were consid-
ered eligible. Patients who had received preoperative systemic
treatment or radiotherapy and those with a past history of
breast cancer were excluded. The members of JBSG were
asked to present the data on all eligible patients treated pri-
marily at their institutions when completing the questionnaire
form.

The patients’ and tumor characteristics that were requested
on the questionnaire form were as follows: age at operation,
tumor size by palpation, pathological lymph node status,
estrogen and progesterone receptor status, histological margin
status and histological type of the primary tumor. The measure-
ment methods and cutoff levels of the hormone receptors
were not standardized, but dependent on each institution. The
method of judgment of histological margin status was also not
standardized. The day of the definitive surgery, dose of radia-
tion to the whole breast, radiation boost, postoperative adju-
vant systemic therapy [chemotherapy and/or endocrine therapy
(ET)]}, patients’ current status of disease including subsequent
contralateral breast cancer and survival and the day of the last
follow-up or death were also requested. The acceptance of
completed questionnaires was closed in September 2000,

LR was defined as the reappearance of the malignant tumor
in the conserved breast. Recurrence appearing in the regional
lymph nodes was not considered as LR. Disease-free and over-
all survival and LR-free and contralateral breast cancer free
rates were measured from the day of the definitive surgery
and calculated using the Kaplan—Meier method. LR was con-
sidered as an event in disease-free survival, but subsequent
contralateral breast cancer was not counted as an event for it.
Patients who had died without LR or contralateral breast can-
cer were censored at the day of death in LR free and contra-
lateral breast cancer free rates. Death from any cause was
considered as an event for disease-free and overall survival.
The LR after regional and/or distant recurrence was considered
as an event in LR free rate. The difference in LR free and

Table 1. Clinical and pathological characteristics

Characteristic No. %

No. of positive lymph nodes

0 1191 76.3
1-3 ) 293 l 18.8
4-9 52 33
z10 9 0.6
Unknown 16 1.0
Histological type
Ductal carcinoma in situ 76 49
Invasive ductal carcinoma 1267 81.2
Invasive lobular carcinoma 18 1.2
Others 97 6.2
Unknown 103 66
Estrogen receptor siatus
Positive 671 43.0
Negative 457 293
Unknown 433 277
Progesterone receptor status
Positive 548 351
Negative 410 26.3
Unknown 603 386
Histological margin status
Positive 297 19.0
Negative 1223 783
Unknown 41 27

contralateral breast cancer free rates and overall survival were
analyzed with the log rank test statistically in univariate anal-
yses, Multivariate analyses for LR free rate and overall survival
were performed using Cox’s proportional hazards model
including the variables that were statistically significant in
univariate analyses. All the statistical analyses were performed
with StatView 5.0 (SAS Institute, Cary, NC).

RESULTS

The number of patients registered was 1561. The mean age
was 49.1 years (range: 21-93 years). The mean of the largest
diameters by palpation of the primary tumors was 1.69 cm
(range: 0-8.5 cm). Twenty-two patients were ineligible
because the tumor sizes were >3 cm and data on the tumor size
were not obtained in an additional 41 patients. However, all of
them were included in the subsequent analyses if their follow-
up data were obtained. Of the paticnts, 191 (76.3%) were
pathologically node negative and 354 (22.7%) were positive.
Pathological lymph node status was not obtained in 16 casés
{1.0%). The mean number of lymph nodes dissected was 13.8
{range: 0--50). in 26 patients the reported number of dissected
lymph nodes was nil; those patients were regarded as node
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Table 2. Postoperative adjuvant therapies

Therapy No. %
Radiation dose to the whole breast
39-4] Gy 17 1.4
42-44 Gy 1 0.7
45-47 Gy 352 225
48-50 Gy 789 50.5
=51 Gy 34 22
Unknown 358 229
Boost to the tumor bed
Yes 308 19.7
<10 Gy 159 10.2
>10 Gy 127 8.1
No 1192 76.4
Unknown 61 39
Chemotherapy
Yes 435 279
Neo o 1123 71.9
Unknown 3 0.2
Endocrine therapy '
Yes 923 59.1
No 628 40.2
Unknown 10 0.6

negative. The mean number of lymph nodes with metastases
was 0.55 (range: 0-29). Of the patients, 1267 had invasive duc-
tal carcinoma (81.2%), 76 had ductal carcinoma in siru (DCIS)
(4.9%) and only 18 (1.2%) had invasive lobular carcinoma; 97
patients (6.2%) had tumors of other histological types. Estro-
gen receptor (ER) was positive in 671 cases (43.0%) and neg-
ative in 457 (29.3%). Progesterone receptor (PgR) was positive
in 548 cases (35.1%) and negative in 410 (26.3%). Histological
margins were positive in 297 cases (19.0%) and negative in
1223 (78.3%) (Table 1). The radiation dose to the whole breast
was 50 Gy or more in 731 cases (46.8%) and <50 Gy in 472
cases (30.2%). The mean and median doses to the whole breast
were 48.6 and 50 Gy, respectively. A boost to the tumor bed
was received by 308 patients {19.7%). Postoperative adjuvant
chemotherapy was received by 435 cases. Almost half of them
(210 cases) received oral fluorouracil or its derivatives, 145
cases had a combination of cyclophosphamide, methotrexate
and fluorouracil and only 12 had anthracycline-containing
combination chemotherapy. Postoperative adjuvant ET was
given to 923 patients (59.1%) (Table 2). It was not possible to
specify what agents were used because the questionnaire did
not ask specifically for the agents used in the ET. However, the
agent used was believed to be tamoxifen because Japanese
patients with breast cancer were given only tamoxifen as adju-
vant ET before 1995, -

Among the registered 1561 cases, follow-up data regarding
survival were not obtained in eight cases. All the analyses

Jpn J Clin Oncol 2003;33(2) 63
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Figure 3. Local recurrence free rate.

regarding clinical outcome were performed thereafter exclud-
ing these eight cases. Status of LR was not reported in 42 cases
of the remaining 1553 cases (three cases were reported as
unknown and data were not given in 39 cases.). Thirty-four
cases out of 42 had developed recurrence at site(s) other than
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64 Outcome of breast-conserving treatment

Table 3. Results of univariate analyses for local recurrence free rate and overall survival

n S-year local P value 5-year overall P value
recurrence-free rate (%) survival (%)
Age at operation (years)
<40 220 91.5 <0.0001 94.0 3168
240 1333 97.1 96.2
<60 1307 96.2 0.6215 96.1 0.1356
=60 246 97.1 949
Tumor size (cm)
<1.7 754 96.7 0.5346 97.3 0.0017
=17 760 95.9 94.4
ER status
Positive 668 97.7 0.0340 97.0 0.0018
Negative 455 95.5 92.8
PgR status
Positive 546 97.5 0.3396 97.3 <0.0001
Negative 407 96.0 91.2 ‘
Lymph node status
Negative 1186 97.2 0.0683 96.9 <(.0001
Positive 353 93.8 92.7
Adjuvant chemotherapy
Yes 433 95.2 0.794% 93.6 0.0108
No 19 96.8 96.8
Adjuvant endocrine therapy
Yes 920 96.7 0.1548 96.2 (9245
No 624 95.7 95.7
Histological margin status
Negative 1217 97.3 <0.0001 96.3 0.3747
Positive 296 92.8 948
Radiation boost
Yes 308 95.7 0.3749 97.0 0.1206
No 1184 96.5 95.4
ER-positive and endocrine
therapy done 469 98.9 0.0004 97.3 0.4110
ER-positive and endocrine
therapy not done 199 948 96.4
ER-negative and endocrine
therapy done 235 95.2 0.9956 94.3 0.8966
ER-negative and endocrine
therapy not done 213 95.7 91.9

the conserved breast. These 42 cases were censored at the day
of the last follow-up or death in the analysis of LR free rate.
Information on subsequent contralateral breast cancer was not
given in 403 cases out of 1553 (six cases were reported as
unknown and data were not given in 399 cases); 44 of these
cases had developed recurrence. These 405 were censored in
the same fashion as the LR in the analysis of contralateral
breast cancer free rate. Another five cases out of 1553 with

follow-up data regarding survival were reported to have had
contralateral breast cancer before the breast-conserving treat-
ment. All the five cases had not developed distant metastasis.
These cases were included in the analyses of disease-free and
overall survival and LR free rate, but not of contralateral breast
cancer free rate.

The median follow-up period of the 1553 cases with foliow-
up data was 77 months (range; 1--133 months): 191 patients
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Figure 4. Local recurrence free rate. (A) ER-positive patients; (B) ER-negative patients.

(12.3%) developed recurrences; 77 cases (5.0%) had LRs; 85
cases (5.5%) were dead at the time of data collection, among
whom 67 had died of breast cancer. The 5- and 7-year disease-
free survival rates were 89.4 and 86.0%, respectively (Fig. 1).
The corresponding overall survival rates were 95.9 and 94.4%,
respectively (Fig. 2), and the corresponding LR free rates were
96.3 and 94.6%, respectively (Fig. 3).

The results of univariate analyses using the log rank test in
terms of LR are shown in Table 3. Age at operation (<40 vs
240 years P < (L0001), ER status (positive vs negative, P =
0.0340) and histological margin status (negative vs positive, P
< 0.0001) were statistically significantly associated with LR,
whereas tumor size, systemic adjuvant treatments, PgR status
and a boost to the tumor bed were not significantly associated
with LR. However, pathological lymph node status (negative
vs positive, P = 0.0683} and radiation boost to the tumor bed in
the cases with positive histological margins (performed vs not
performed, P = 0.0788) (data not shown in Table 3) were mar-
ginally associated with LR. On the other hand, adjuvant ET
was associated with a reduced risk of LR only in the patients
with hormone receptor positive tumors. Namely, among ER-

positive patients the 5-year LR free rate was 98.9% for patients
with ET and 94.8% for patients without ET (£ = 0.0004) (Fig.
4A). ET did not reduce the LR rate in those with ER-negative
tumors (Fig. 4B) and the LR rate of ER-negative patients was
identical with that of ER-positive patients without ET (P =
0.7655). Therefore, ER was considered as a pure predictive
factor for an effect of ET on LR but not a prognostic factor.
Multivariate analysis including age at operation, histological
margin status and the combination of ER status and ET
revealed that the last two variables were independent prog-
nostic factors for LR [margin negative versus positive; hazard
ratio (HR) = 2.387, 95% confidence interval (CI) 1.318-4.310,
P = 0.004, ER-positive and treated with ET versus ER-nega-
tive or not treated with ET; HR = 3.876, 95% CI 1.733-8.696,
P = 0.001] and age was marginally significant (=40 vs <40
years: HR = 1,942, 95% CI 0.989-3.817, P = 0.054) (Table 4).
The analyses regarding LR were performed also after
excluding the 42 cases without data on LR. The results were
essentially the same as those described above except that the
3-year LR rate became 3.8% and age at operation became

Table 4. Results of multivariate analysis for local recurrence free rate (n = 1088)

P value Hazard ratio 95% CI
ER status and endocrine therapy (ER+ and ET+ vs ER— or ET-) 0.001 3.876 1.733-8.696
Histological margin status (negative vs positive) 0.004 2387 1.3184.310
Ape at operation (240 vs <40 years) 0.054 1.942 0.989-3.817
Table 5. Results of multivariate analysis for overall survival (n = 1105)
P value Hazard ratio 95% CI
Lymph node status (negative vs positive) (1.0006 2.326 1.433-3.774
ER status (positive vs negative) 0.0008 2.283 1.408-3.704
Tumor size (<1.7 vs 21.7 cm) 0.0465 1.669 1.008-2.770
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66 Outcome of breast-conserving treatment

statistically significant even on multivariate analysis (240 vs
<40 years: HR = 2.009, 95% CI 1.023-3.946, P = 0.043).

Thirty-seven contralateral breast cancers were observed
subsequently. Postoperative ET reduced contralateral tumors
statisticaily significantly (5-year contralateral breast cancer free
rate: 99.2% for ET vs 97.3% for no ET, P = 0.006) but chemo-
therapy did not. When the 405 cases without data on subse-
quent contralateral breast cancer were excluded from the
analysis, the statistical significance of ET disappeared (5-year
contralateral breast cancer free rate: 98.8% for ET vs 96.9% for
no ET, P=0.079).

We analyzed the data on overall survival to identify prognos-
tic factors. The results of univariate analyses are shown in
Table 3. A statistically significant difference was observed in
tumor size (P = 0.0017), ER and PgR status (P = 0.0018 and
< 0.0001, respectively), lymph node status (P < 0.0001) and
adjuvant chemotherapy (P = 0.0108). Interestingly, adjuvant
chemotherapy was negatively associated with overall survival,
probably because the patients with more advanced discase
tended to have adjuvant chemotherapy. On multivariate analy-
sis only tumor size, lymph node status and ER status were
included because ER and PgR status are strongly correlated
mutually and adjuvant chemotherapy tended to be performed
in patients with more advanced disease, namely a larger tumor
and/or positive nodes. As shown in Table 5, ali the three varia-
bles were demonstrated to be independent prognostic factors
for overall survival.

DISCUSSION

Although BCT consisting of partial mastectomy, axitlary dis-
section and RT is now regarded as one of the standard treat-
“ments for patients with early-stage breast cancer based on the
evidence obtained by several RCTs, in European and North
American countries BCT was started before the publication of
the results of the RCTs mentioned above {1-6). Therefore,
many clinical data regarding BCT had already reported been
from those countries. On the other hand, in Japan BCT was
started only after the data on RCTs comparing BCT and
mastectomy were reported. Therefore, few long-term results of
BCT have been reported from Japan. We intended to clarify the
long-term clinical results of BCT and determine prognostic
factors for LR in Japanese patients with early-stage breast
cancer,

In this series, the S-year LR free rate was 96.3%. On the
other hand, the 5-year LR free rate has been reported to be 90—
93% in European and North American countries {7—11). This
seems to be higher than that in the present study. A possible
explanation is the difference in the volume of the excised
breast tissue. Although most Japanese surgeons excised the
tumor with surrounding macroscopically normal breast tissue
of width 22 cm, the volume of the tissue excised in European
and North American hospitals was thought to be much smaller
according to their reports. Another explanation is the differ-
ence in frequency of use of adjuvant systermic therapies: adju-
vant systemic therapies were not performed as frequently in

those hospitals as in the Japanese hospitals in the present study
because the patients in the present study were treated more
recently. Actually, a more recent report from the USA showed
a very low LR rate (1 2). On the other hand, it is known that the
prognosis of Japanese patients with breast cancer is better than
that of Caucasian patients generally (13). There is a possibility
that the rates of LR might be truly different between Japanese
and Caucasian patients.

The present study revealed three prognostic factors for LR,
namely histological margin status, age at operation and the
combination of ER status and postoperative ET. The first two
factors are well known prognostic factors for LR after BCT
(7,12,14-16). It is plausible that the positive histological mar-
ging indicate a high possibility of the existence of tumor cells
in the conserved breast. On the other hand, the reasons for the
higher incidence of LR in younger patients are stiil not well
understood, although Kurtz et al. reported a higher incidence
of major stromal reaction, histological grade 3 and very exten-
sive DCIS in younger patients (17). Tamoxifen is known to
reduce the incidence of LR according to the results of an
NSABP B-14 trial (18). In that study the incidence of recur-
rence in the ipsilateral breast was reduced from 14.7 to 4.3% at
10 years by administration of tamoxifen in ER-positive and
node-negative patients. However, it is not known whether
tamoxifen is effective in reducing LR of patients with an ER-
negative turnor. After Inaji et al. (19) and Yamakawa et al. (20)
reported higher expression rates of pS2 protein, which is asso-
ciated with ER expression, in the intraductal component of
invasive breast cancer than in the invasive component, many
Japanese doctors administered tamoxifen to patients treated
conservatively to reduce LR even if the invasive component
did not have hormone receptors. The NASBP B-23 frial is a
trial in which the effect of tamoxifen was evaluated in patients
with an ER-negative tumor in the adjuvant setting (21).
Although its results were expected to provide an answer to the
issue, the LR rate of the control arm (the no tamoxifen arm)
was too low to evaluate the effect of tamoxifen on LR.
However, tamoxifen did not appear to affect LR according
to the data of NSABP-B23. The present study suggests that
tamoxifen is not effective at all in the ER-negative population
in terms of LR. Also, the LR rate of ER-positive patienis who
were not treated with tamoxifen was identical with that of
ER-negative patients regardless of tamoxifen administration.
Therefore, ER is thought to be a pure predictive factor of
tamoxifen in the effect of prevention of LR and not a prognos-
tic factor. However, since the present study is a retrospective
one, this result must be confirmed in large prospective studies.

The present study also evaluated the effect of tamoxifen on
contralateral breast cancer and confirmed the published results,
namely that tamoxifen reduces the incidence of contralateral
breast cancer. The 1998 Oxford overview showed that longer
durations of tamoxifen administration are associated with a
greater reduction in the risk of contralateral tumors (22). In the
present study, the questionnaire did not ask about the duration
of tamoxifen. However, tamoxifen was usually administered
for 1 or 2 years before 1995 in Japan. The percentage reduction
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of contralateral cancer in the present study was much larger
than those of 1 or 2 years of tamoxifen in the Oxford overview,
which were 13 and 26%, respectively. The difference might be
explained by chance, but there might be séme unknown
reasons.

We analyzed the survival data to identify prognostic factors.
Multivariate analysis revealed that the conventional prognostic
factors, which were tumor size, lymph node status and ER
status, were statistically significant. These factors were not
necessarily prognostic for LR. This finding has afready been
reported by other investigators (12). It is well known that the
survival of patients who develop LR is worse than that of
patients without LR (23). However, it is still not well under-
stood whether LR is a cause of distant metastasis, although
Fishert et al. regarded LR as a marker of risk of distant metasta-
sis, not a cause (24). One of the reasons for the difference in
survival between the two patient groups might be the existence
of common prognostic and/or predictive factors between over-
all survival and LR free rate, e.g. ER status. _

In conclusion, the 5-year LR rate of Japanese breast cancer
patients who were treated with BCT using RT was 3.7%. Inde-
pendent prognostic factors for LR were the combination of ER
status and adjuvant ET and histological margin status.
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What is a Goal of “Evidence-based Clinical Practice Guidelines for Breast Cancexr” ? : Takashima S
{(Department Surgery, National Shikoku Cancer Center Hospital)

- “Evidence-based clinical practice guidelines for breast cancer” has been produced by 46 members of
the committee 2 years after the start of the work with support of the Ministry of Heaith, Labor and
Welfare of Japan. The author, a chief of the committee, will describe the procedures of the production
of the guidelines and a goal I am aiming at by producing them.

“Evidence-hased clinical practice guidelines for breast cancer” was mainly based on evidence, not on
expert opinion,but we considered the present situation of the actual clinical practice in Japan, too.
Although we intended to show the international standard of the clinical practice for breast cancer, it may
be difficult for ordinary Japanese clinicians to accept all of the guidelines in their clinical practice
because most of the evidence was obtained from the results of clinical trials conducted in foreign
countries. 'I expect a future effort of the Japanese Breast Cancer Society to revise the guidelines in order
to make them easier to be acceptied.

Key words : Breast cancer, Clinical practice guideline
Jpn J Breast Cancer 19(2) : 113~121, 2004

B L

FRR16F 4 A, FESHRIZMREMIEEREMTIEGMEREOREINT LY T
FRIMRBLCE D CHMBABRTA P74 v ] R L. ZOREO—HR, BlERAX
AFEERS (EETHSR) ORNEE [ILrABREER LAY T] TRETS L L
bz, FRBRITES A ¥4 XML, BREEMLZ, 20%, BARIEELERR
BEEs (REH—FRAR) CBWIBESMZ Sh, BRUELESOBRI{ K4
ELTART 2¥EIED ST 5.,

ABARBRAA KA AERMOEEREE L LT, EROFEERL, £F4 K4
YOBEETEZBERNS,

L BEAA ¥ 54 A EROEE

[BEAE R [ERRERWMFHROEY HicHT s 8ata! 2376 Lif, BEROBLBEY—
EAZMEx¥5FEE LT, EBM (Evidence Based Medicine) DK% & UitiED

"1 EamREEE A v 7 —S8

—212—



114(6) AROEHE H19% - 25 20044 R

Rl BEFHHUIMAROKEBLLIBES A V51 - Off R

IR ] iEx
b L Z| mmmy oes
F=A113 0 BE| Blinik
01 ms | #wata
9| ESTIBAR - R IR
BE| 7avnd=—iF 03]
sl HHR KRS A
| arkE 2| frara
s | B A = 7
7 BRFH F| it
R Ed

HEMEZRLL, FARCEBME2XB T 22851 F 74 ACROBRNI L S h, HRESR
EBERUL ) A LTy 730l 209 bAKBRIT LT REESHB SIS0 TS
2 & D ERERR A3BAsE = hude (3R1),

DASTETRETAA « BAA - AL L ICAPBAMNRY EiFohi, wihs BE
BomimsEL {, HEMRELHEL, BEROEELIRDONTVELDTH S,

2. UAABEA A K54 o DLEH

1) ILA°A BEKOHM

Ah Y-, BEHEERE CEEBORKEP VT, BEEROEEL, SHE
L EOHSEROBLC o kN EVBIEOEBI LD, bHEORSADREBIIIA
BL T3, HAMEBHMF O AME 03N & i, 198 FEDBERALZEOHAMSARE
333,676 ATH Y, BHTA33, 518 A% LE D, LHEMAOBUIELED TV 5. & 5122015
IR ERIIM8, 163 A ET 3 Lt a T B,

BAFCTH BRI AT Db 0, 20014E12i39,654 A TH 5 A, KIBHA, b
Ay BEPACECTHES 2D TS, BEHTREZ L, 0~59ROTEHLEOL
BAFRTCEIEPALMLTEINTHY, FEOHSEKLRA TV 23 ERTY,
RRNCEETH L L bz, BEELESEL LTEROBMLOBVWIALVE D,

2) AHXABRONTEE

FLAAICH T % Halsted BT 13, A ZBRACIBRCEL LDOFRRRALFBY > <
#io> 1 BEYIER (enbloc resection) HEMEMIZ Lo b HEWABIC KB TE 3 EF L E SR
TER, Lo T, ADAFHINBHEDODAEMOAPIWILFERHE LTHES T R,
ZhTh, ECTUITRBERESINTE .,

£ DROEMFREIC T 2 HERITT R R 00T s B U - BRRROER D 5,
ABA BHENEMD S HMNEBREFR L, £ER0BESHG LBBELMck 272,
TREL B, HFKER LD DX, RIFARTH 25 RS, REBRRE & b,
ERERE LCOEYRE: (L3R, AAWER) »EEEL 2GRN0 EsE
BHEEIcEL -,

L Ladss, FEBERNEROI:DEBOASADRILBATGE?EET 2 4BE
ERTHY, BW, Filiosks 3, MEREEFES I CEBEABAICH T 2 BR%
K ETHLZRRS—BOBR LR T TW S,

L s, HAARESOSARIE20034E 8 BB, 8024 ThH D, T05 BHAREH

—213—



AMOEK F1o%k - B2 5 20045418

58474 % ¢, ULnb % A, HEEARL K 2L Twd 2 ESBFMOA»AE
BOBERE LKL TEY, BEEB I UVEMMCZHELY VOREREEL TV 23 0l
HMEBETS I EWRTERL,

ABABRICBWT, P LbERH5Z AERPESRLERLHRT 220054 F
A »OREMEERENTEY, T TEHFARESO (ABEEREBECETLI /4 F
74 i, BEBRHEFE - BARERENESD [Rr2 75744854 ~), BFE
ERIEEWRE - HAEEREE0 [MAAROHBEEERAA F o4 ] dAHEAEL
FIREh T3, ZhodH A Fo4 YEEMFEEZRY L0 THY, RHAEBK
ENLLMATEL L) BB EHELLTA V24 Y OERMRD SR T,

3. BEHAFSA2E

BERTA R4 [BEOEBRIRE WL TERMB L UBRENETIRERCOWLT
BHTE 5L CHBET 2 HNTHRACERSNAE) EEHSR TS,

—%, BARITER o TWEEBMESN A FI4 Y HBEREN, 4 K54 vichion
ZHEPEBMOERTH 3 E OBEBENE LT3, EBMOERCIZ, OFEbf-w2 -olf
felb, @7 AQRE, @ T AOHANSHE, QRE~OBHDIODAF v
TEZRLLEND L, FULABRRCBL TEKESEARERODN A T
VABRETIERBER TR, HAL FS54 Y IIEBMOEELFET - D 0EEREO—
EFEZBZOMBIEL Y,

i, A FZA4 yBHEATELZ20R0~SBOBETHLI L LHMITLTEL{RET
H3, b, BRULOBEFECERHSINLS b OdstandardTH Y, S50%FTHEOBE -
DO HHEATEEL & D itoptionTH 5%,

4. ERFIR

A4 FZ4 OfFRFE RS T2 20 HRFEdH %, Expert opinion based &
Evidence based TH 5. B, ¥EF L5514 P54y OBEESBAITITDORE LS
Y, FBTHI0CET B L vubhTwd, ZOEHHIBETHLEMROBR 2 EH
Lz DTH3, HFIRH2RRTIPEWHO 7N —FTEERT 2012, A8 - &F
BIfEED e, MHIMTE LA LB TESHARDZ 0D, FALEIETF VR
DEORERCHEROEENSTIARIC L 5,

HA VA OBERCE, BrhBREE, EREHESETsEebI, LD
BEOEMEERTILELEHN, BEOESATCRLCT y  ADENEETH S,
IO REERERE L 2T vs 3 Evidence basedic X 244 F 7 4 » OERE K
HERT WD, EFAFFAL3EH - FRicks 854 F54 OEROFEIVE
HEW L, KT OFEHE & D Evidence based TERL L 72 (82),

1) fEREB /Y :

BHA P4 vRABABECELZTATOBFRESERATE 2 0% HIELE, —
BERG, FEMIEST08D58, ANABRCBREE T2 LidFshS
ZETIERY, BHAESA4 vHEFBOABASREOESHDEELREL, ¥ Th, I*h
LPRBELAPAEEIERTE, 77 M AOWBIZOEHL 2 L2 REBHE LT,
LadoT, FH4 K74 »oNBREFATEENSESBONTEY, FHOLMA
BMEL—BEERTEREL THhE Vv _IZED T,

—214—

115(7)



AMOWR HBI9E - E25 20044 A

82 AFAREFA IS4 AERTIR

[RLAABRA 1 F 51 R BNOMREL |

|

Rl ER SORR

|

|r ABROBROLE & BRIAOME |

|

| EERACT 3 BB |

|

| BRXMOBHSHRE FTORAXROAE |

|

| RAXBOBELROTR, TEFCAL<LONH|

|

[samACHT s RROB2ORE |

|

(PATF A T4 9T b A LER, B8]

2) rREEES

ABABROSRERET 57010, ABACHEBLLZARE, WHE, HEHEHE,
PHEIEGHC L BERBRSPHREL .

CNERIEE - T, B2 - B, R, ARNEE, REHRREO 5 SF OISR
L, NEERfICIEEEED, 2RESETRBET- 2,

3) YWH—=F«oxXFa>

AF2REBEL CTRET 25MA (research question ; RQ) 2 BFREE» o BE
L7z, Zh & Evidence-driven questions & Necessity-driven questionsi 43y &#.72,
BIERT TEDORWIEF AN HVABABEOER L2 b0, BEIEESY
HRXEAD ownb o0, ZXRFEIEZ->TWRVLHLOTHSE. MEOHBRRSFITAL
B oTunl, Bl EEMRETRINS0%NSEIZETH o7 b, MOFTFTHRENS L %
ddlz, EESHTHBETORKINC103ITR - 7.

4) XEk#sE

MEDLINE (1966~2001%) ORFE T, ILASAMETERE LTt v M L72109,3200E% &
BESCHR = L7z, 2 & LEERQICBIE L 7 XX BRE TR L 7o, 5 ST ) 265, 60714 (%

—215—



LBOBE HR19E-B25 20044748

SEHOBEHEZ2ET), ERASERZ, 630 B IR ant, /NHREITIE, BTV @4,
12,4201/ 1E 79 ; 2,386fF), Wae - BB (36,2040%/3,518%F), HElEE (1,169%/2,761
), Ek (13,1651F/2,2011F), HAIHRERE: (2,7390F/4414F) ThH o7z, Thbizo
VTR 0 A B BT, REETICHES TR, 9958, EIFSCERL, 20004057, 19514 %
BIRL, o2 THHEmREITY 2 L L, Lrlids, I s DIz
BREHHEHE2ETLIEB8bh), —EHEHMEBLETH T,

BT, T TRV OLDADBARENA P54 PEREINTwE, Thbb, 2
FOMEY 7 ARRYD LT, EBMOFEKR LD ERER7ZASCO (American Society of
Clinical Oncology), CCOPGI (Cancer Care Ontario), £&FE®FEL, EBM& &
EMFEOoI 2+ A5 X— 2 L L7HNCCN (National Comprehensive Cancer
Network), CMAJ {(Canadian Medical Association Journal), UK treatment guide-
lines, NBCC (National Breast Cancer Center, Australia) & ¥ %% 5, 2R T
fER AN H A B34 0, HiEssT 2 3NGC (National Guideline Clearinghous)
bdHab,

251, EBMERBOEE L LTOTF—F#~X—ATH35Cochrane Library, Up To
Date, Clinical EvidencelZ i TEF Y A0 EOWEGHE IR TWE, Zhae ZRERK
, BEBRCEET 2EME Zhext 7 2 EEMEE L LTRb sl sn
TBD, FHOANAEMEOSZ (W IR 2FHEL T RIS S, 22T, Zhsb
DZRERH A R 74 v o FXHOABABBROEREHREL, SMEWELZ DEO>WT
BonespoXBMESIALL, 2L, ThEXBREDWTRTIRTRBIZE PO,
BAROE DR IER L 72,

5) #t¥rsnk

SRR O HEHEF SR Iz i Level of Evidence and Grades of recommendation (Oxford
EBM Center ; http://cebm.jr2.ox.ac.uk/docs/levels.html) =/ (&3),

Thibb, FryACEBERBEOASTFIVARREMELL, Fry A bbEEE,
2h— NS, ERNRFE, RAEE, YPIRKOBROMEE LI 7Y AV Lv0fn
RiTol, BRQOEIFORME UCTEEL S OR12HAEREL, TEF VAL L L
bitHERAENSRE L-FTEL2EHL, 6S4FREEAL .

6) #E{eil a3

TRTOBAXRONE L EET LU EE DS E X TER L. Zhiky {1 b,
IEFYAVR)N, EEG, WG« BRE, B, DIIoHER - B8, 7o, s,

#£3 T EFrAL~N (Oxford EBM Center 2001)

la @ o v ¥ A{bitEEEE (RCT) ORFEHL Ea—

1b : {EFKE D EBIRCT

lc : £rEOER

2a @ AF— MAEORBFLE 2 —

2b : EFD 3 F— K (HOBEWRCTEEE)

2¢ . T b A LHAE

3a [ EFRHEREORHMTL Ea—

3b : BRIOIIEHSE

4 ERER (27 EOE T — P L TR

5 HARE e RIS R D 2 WEFIR OB R, Fi3AEE, £
WRERH B WREFFHICEIT D

—216—

117(%)



118(I10)

AMOEER $F19% - E22 20044 A
®4 MEEe

Xy rn

Effects of radiotherapy and surgery in early breast cancer. An overview of random-
ized trials
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Comparison between Mammographic and Histological Findings in Mammographically Detected Non-
palpable Breast Cancers | Ohsumi S*', Takashima S*', Nishimura R**, Saeki T**, Aogi K*' (*'Depart-
ments of Surgery,**Pathology, National Hospital Organization Shikoku Cancer Center)

We compared the findings of mammography and histopathology in 68 mammographically detected
non-palpable breast cancers. Forty-seven cases showed microcalcifications alone, 12 cases showed a mass
alone, and 9 showed hoth mammographically, The cases with microcalcifications alone were significantly
more likely to have ductal carcinoma in situ (DCIS) than the other cases.

Observations of the shape and extent of microcalcifications could not predict the presence of invasion
in the cases with microcalcifications alone. However, the shape was strongly associated with the subtype
of DCIS. Namely, fine linear or pleomorphic microcalcifications represent the presence of comedo-type
DCIS, so the cases with small round or amorphous microcalcifications were likely to have non-comedo
tvpe DCIS(p=0.0034 and p=0.0024, respectively). The extent of intraductal components of cancer tended
to be larger than that of microcalcifications.

The findings of histopathology of mammographically detected non-palpable breast cancers can be
predicted by those of mammography to a certain extent. .

Key words | Mammography, Microcalcifications, Non-palpable breast cancer
Jpn J Breast Cancer 19(3) 1 268~275, 2004
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