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Abstract

Background: There are limited data on accelerated partial breast irradiation (APBI) using external beam techniques.
Moreover, there are recent reports of increased fibrosis and unacceptable cosmesis with APBI using external beam
with BID fractionation. We adopted a once daily regimen of APBI with fractionation similar to that shown to be
effective in a Canadian randomized trial of whole breast irradiation. It is unclear whether patients with DCIS or
invasive lobular carcinoma (ILC) are suitable for APBI.

Methods: The retrospective cohort included 310 patients with 312 tumors of T1-T2N0-N1micM0 invasive ductal
carcinoma (IDC), ILC, or Tis (DCIS) treated with APBI via external beam. Most patients were treated using IMRT with
16 daily fractions of 270 cGy to a dose of 4320 cGy. The target volume included the lumpectomy cavity plus 1.0
cm to account for microscopic disease and an additional 0.5 to 1.0 cm for setup uncertainty and breathing motion.
Ipsilateral breast failure (IBF) was pathologically confirmed as a local failure (LF) or an elsewhere failure (EF).

Results: Median follow-up was 49 months. Among the 312 cases, 213 were IDC, 31 ILC, and 68 DCIS. Median
tumor size was 1.0 cm. There were 9 IBFs (2.9%) including 5 LFs and 4 EFs. The IBF rates among patients with IDC,
ILC, and DCIS were 2.4%, 3.2%, and 4.4%, respectively, with no significant difference between histologies. When
patients were analyzed by the ASTRO APBI consensus statement risk groups, 32% of treated cases were considered
suitable, 50% cautionary, and 18% unsuitable. The IBF rates among suitable, cautionary, and unsuitable patients
were 4.0%, 2.6%, and 1.8%, respectively, with no significant difference between risk groups. Acute skin reactions
were rare and long-term cosmetic outcome was very good to excellent.

Conclusions: External beam APBI with once daily fractionation has a low rate of IBF consistent with other
published APBI studies. The ASTRO risk stratification did not differentiate a subset of patients with a higher rate of
IBF. APBI may be an appropriate treatment for women with DCIS and ILC.
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Introduction
APBI can be delivered by several techniques and has
been explored to treat early stage breast cancer patients
in recent years without definitive long-term data from
randomized clinical trials. There are phase I/II/III trials,
multi-, and single institution studies showing acceptable
outcomes with limited follow-up using multicatheter

brachytherapy [1-3], MammoSite brachytherapy [4-6],
intraoperative radiation therapy [7-9], and more recently
external beam radiation therapy via 3D conformal radio-
therapy (3D-CRT) [10,11]. The last approach is the
most commonly used method for APBI in the phase III
NSABP B39 randomized trial with over two-thirds of
patients receiving treatment with this modality.
There is no uniform agreement about which patients

are suitable candidates for APBI. Many investigators
limit APBI to early stage invasive ductal carcinoma
(IDC) < 3 cm in size with lymph node negative disease.
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It is not clear whether patients with DCIS or invasive
lobular carcinoma (ILC) are suitable for APBI. ASTRO
has formulated a consensus statement on APBI based
on limited published literature and divided patients into
suitable, cautionary, and unsuitable groups [12]. Factors
such as age, T stage, N stage, margin status, ER status,
LVI, ductal or lobular histology, presence of pure DCIS,
EIC, and multifocality/multicentricity were used to clas-
sify patients.
In the NSABP B39 trial, patients receiving APBI via

external beam are treated with a dose fractionation regi-
men of 3.85 Gy BID for a total of 10 fractions. In a sur-
vey of our patients offering BID versus once daily
fractionation, patients clearly preferred once daily treat-
ment. Thus, we adopted a once daily regimen of 2.70
Gy for 16 fractions to a total dose of 43.2 Gy. This
scheme is similar to that demonstrated by Whelan et al
to be equivalent to 50.4 Gy in 1.80 Gy daily fractions in
terms of efficacy and cosmesis [13]. We herein report
the results of a large retrospective single institution
study of once daily external beam APBI for early stage
breast cancer.

Materials and methods
Patients
Between November 1, 2002, and June 30, 2009, 339
patients with 341 tumors of T1-T2N0-N1micM0 IDC,
ILC, or Tis (DCIS) were treated with APBI via external
beam at four facilities of the NorthShore University
HealthSystem. Of the 339 patients, 310 patients with
312 tumors with a minimum of one year follow-up
comprised the institutional review board-approved ret-
rospective study cohort. The pretreatment patient char-
acteristics are listed in Table 1.

Simulation, treatment planning, and treatment
All patients underwent CT simulation in the supine
position with a breast board for immobilization. CT
images were acquired with 3 mm slice thickness. The
clinical target volume (CTV) included the CT-defined
lumpectomy cavity and surgical clips when present plus
a 1.0 cm margin. The CTV was limited to 3-5 mm from
the skin surface and manually edited to exclude the
anterior chest wall and pectoralis muscle or, alterna-
tively, limited to 5 mm from the lung-chest wall inter-
face. The planning target volume (PTV) included the
CTV plus a 0.5 to 1.0 cm margin to account for setup
uncertainty and breathing motion. The PTV was limited
to 3 mm from the skin surface.
Treatment planning was performed using either

Eclipse (Varian Medical Systems, Palo Alto, CA) or Xio
(CMS, St. Louis, MO) software with inverse planning-
based beamlet IMRT. Field angles were similar to breast
tangents with the addition of AP, lateral, and/or oblique

Table 1 Pretreatment patient characteristics

Characteristic Value

Age (years)

Median 73

Range 42-89

Tumor size (cm)

Median 1.0

Range 0.1-3.5

Histology

Invasive ductal 213 (68%)

Invasive lobular 31 (10%)

DCIS 68 (22%)

Grade

Grade 1 142 (46%)

Grade 2 114 (37%)

Grade 3 53 (17%)

Not stated 3 (1%)

Invasive tumors - EIC present

Yes 34 (14%)

No 206 (84%)

Not stated 4 (2%)

Invasive tumors - LVI present

Yes 5 (2%)

No 235 (96%)

Not stated 4 (2%)

DCIS tumors - Necrosis present

Yes 36 (53%)

No 28 (41%)

Not stated 4 (6%)

Nodal Status of invasive cancer

N0 207 (85%)

N1 2 (1%)

Nx 35 (14%)

ER/PR status

Positive 282 (90%)

Negative 23 (7%)

Not stated 7 (2%)

HER-2/neu status of invasive cancer

Positive 11 (5%)

Negative 231 (95%)

Not stated 2 (1%)

Surgical margins

Negative (≥ 2 mm) 264 (85%)

Close (< 2 mm) 41 (13%)

Positive 7 (2%)

Chemotherapy

Yes 7 (2%)

No 305 (98%)

Hormonal therapy

Yes 166 (53%)

No 146 (47%)

Abbreviations: EIC = extensive intraductal component; LVI = lymphovascular
invasion
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fields. Most patients were treated with 3-5 fields in a
coplanar fashion. Doses were calculated using inhomo-
geneity corrections. Dose-volume histograms (DVHs)
were calculated for each patient. Planning guidelines
were to cover the CTV with the 100% isodose line and
the PTV with the 95% isodose line. The maximum hot
spot was limited to 110%. Normal tissue guidelines were
to limit 50% of the ipsilateral breast volume to less than
50% of the prescribed dose and 33% of the ipsilateral
breast volume to less than 100% of the prescribed dose.
It was recommended that the heart and lung DVHs fall
below that for whole breast tangent fields.
Radiation treatments began 3 to 8 weeks after surgery.

Treatment was delivered using Varian linear accelerators
with 6, 10, and/or 15 MV photons. Most patients were
treated with 16 fractions of 270 cGy delivered once daily
five days a week for a total dose of 4320 cGy. Certain
patients with superficial anteromedial lumpectomy sites
were treated with en face 6 or 9 MeV electrons using 18
fractions of 250 cGy for a total dose of 4500 cGy. Bolus
was occasionally used with electrons at the discretion of
the treating physician.

Follow-up
Patients were seen and examined by the treating physi-
cian 4-6 weeks after the completion of radiation and by
members of the treatment team (surgical and medical
oncologists) every 3-6 months for the first five years and
yearly thereafter. Mammography was performed every
6-12 months. An ipsilateral breast failure (IBF) was
defined as a pathologically confirmed recurrence of
invasive carcinoma or DCIS in the treated breast. A
recurrence was classified as a local failure (LF) if located
in the treated breast quadrant or an elsewhere failure
(EF) if located in a different quadrant.

Toxicity
Acute skin toxicity was evaluated during and at the end
of treatment. Cosmetic outcome was evaluated by the
treating physician at follow-up visits. Toxicity was
scored based on the NCI CTCAE v3.0 toxicity scale.

Statistical methods
The follow-up time interval was calculated from the
date of completion of the radiation treatments. Associa-
tions between clinical, pathologic, and treatment-related
variables and clinical events were analyzed using log-
rank regression. Between-group differences with respect
to time-to-recurrence were depicted with Kaplan-Meier
curves and using a log-rank test. A p value less than or
equal to 0.05 was regarded as statistically significant.
SAS 9.2 (Cary, NC) was used to carry out all statistical
analyses.

Results
The pretreatment patient characteristics are listed in
Table 1. The median age at treatment was 73 with a
range of 42 to 89. Most patients (68%) had IDC; 10%
had ILC and 22% had DCIS. The median overall tumor
size was 1.0 cm with a range of 0.1 to 3.5 cm. The
tumors were grade 1 in 46%, grade 2 in 37%, and grade
3 in 17%. Of those patients with invasive cancer, 86%
underwent sentinel lymph node biopsy with the vast
majority (99%) being N0 and 1% having N1mic disease.
Ninety percent of tumors were ER/PR positive; 53%
received hormonal therapy with tamoxifen or an aroma-
tase inhibitor. Twelve patients (4%) had HER-2/neu
positive invasive tumors. Seven patients (2%) received
chemotherapy.
Nintety-five percent of patients received treatment

with IMRT. Thirteen patients (4%) received treatment
with en face electrons due to superficial anteromedial
lumpectomy sites. Two patients (1%) received treatment
with 3D-CRT. Three patients had received prior whole
breast irradiation (WBI) for DCIS or invasive cancer at
an average of 11.3 years before treatment with APBI.
Median follow-up was 49 months with a range of 12

to 97 months. In the 312 treated breasts, there were 9
IBFs (2.9%). Of these recurrences, 5 were LFs (1.6%)
that occurred at a median of 45 months after treatment.
Four recurrences (1.3%) developed elsewhere in the
breast and occurred at a median of 39 months after
treatment. All 9 patients with recurrence underwent
mastectomy. One patient with a LF subsequently devel-
oped metastatic disease and died of breast cancer 15
months later.
Three patients (1.0%) developed isolated ipsilateral

axillary lymph node recurrences. Two patients under-
went axillary lymph node dissection and the third had
biopsy confirmation only due to advanced age and then
received hormonal therapy. Four of 310 patients (1.3%)
developed metastatic disease and 3 have died. The over-
all survival was 94.5% and the breast cancer specific sur-
vival was 99.0%. Eleven patients developed contralateral
breast cancers and 21 patients developed other non-
cutaneous malignancies.
The IBF rates according to histology are listed in

Table 2. Among 213 patients with IDC whose median
follow-up was 51 months, the IBF rate was 2.4%; LFs
being 1.4% and EFs 0.9%. Among 31 patients with ILC
whose median follow-up was 39 months, the IBF rate
was 3.2% with only one EF. Among 68 patients with
DCIS whose median follow-up was 48 months, the IBF
rate was 4.4%; LFs being 2.9% and EFs 1.5%. There was
no significant difference in IBF rates between the histol-
ogies (p = 0.691 on log-rank test, Figure 1).
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The IBF rates according to ASTRO risk stratification
for APBI are listed in Table 3. When patients were stra-
tified accordingly, 32% of treated cases were considered
suitable, 50% cautionary, and 18% unsuitable. The IBF
rates among suitable, cautionary, and unsuitable patients
were 4.0%, 2.6%, and 1.8%, respectively. There was no
significant difference in IBF rates between the ASTRO
risk groups (p = 0.653 on log-rank test, Figure 2). One
patient in each risk group died of breast cancer.
The clinical and pathologic characteristics of patients

with an IBF are detailed in Table 4. On univariate analy-
sis among all 312 treated cases, IBF was significantly
associated with ER/PR negative status (p = 0.0003).
There was a trend for an association of higher grade
with IBF (p = 0.085). No associations were statistically
significant on multivariate analysis. For patients with
IDC, ER/PR negative status was associated with IBF on

univariate analysis (p = 0.02) but did not remain signifi-
cant on multivariate analysis. For patients with ILC, no
variables were associated with IBF on univariate analysis.
For patients with DCIS, IBF was associated with ER/PR
negative status (p = 0.04), presence of necrosis (p =
0.04), and positive surgical margin (p = 0.001) on uni-
variate analysis. None of these factors was significant on
multivariate analysis.
Acute skin reactions were rare. Grade 0, 1, and 2 skin

reactions occurred in 52%, 41%, and 6% of patients,
respectively. Grade 3 skin reactions occurred in 0.3% of
patients and there was no grade 4 toxicity. Two patients
developed symptomatic seromas requiring drainage (one
during radiotherapy and one in the month following
treatment). Long-term cosmetic outcome was very good
to excellent in all assessed patients. There were no sig-
nificant late toxicities.

Table 2 Treatment outcome according to histology

Histology Number
cases

Median follow-
up (mos)

Ipsilateral breast
failure rate

True local
failure rate

Elsewhere*
failure rate

Number developing
metastatic disease

Number dead of
breast cancer

Invasive
ductal

213 (68%) 51 2.4% 1.4% 0.9% 4 3

Invasive
lobular

31 (10%) 39 3.2% 0 3.2% 0 0

DCIS 68 (22%) 48 4.4% 2.9% 1.5% 0 0

* Elsewhere refers to a recurrence in the ipsilateral breast in a different quadrant than the original lumpectomy site

Figure 1 Freedom from ipsilateral breast failure by histology vs time.
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Discussion
The IBF rate of 2.9% in our 312 cases with a median fol-
low-up of 4.1 years is similar to recurrence rates in
other published studies. In RTOG 0319, 52 patients
with early stage IDC received external beam APBI using
3.85 Gy BID for ten fractions [10]. The 4-year IBF rate
was 6% (4% LF, 2% EF). In the ASBS MammoSite regis-
try trial, 1,440 patients received intracavitary brachyther-
apy [4]. The 5-year ipsilateral recurrence rate was 3.0%.
Two randomized clinical trials have investigated APBI.
The TARGIT-A trial randomized 2,232 women with
IDC to single fraction low energy photon intraoperative
radiation or WBI [7]. The 4-year local recurrence rates
were 1.20% and 0.95% in the partial breast and whole
breast treatment groups, respectively. In a trial from
Hungary, of 258 patients with early stage IDC rando-
mized to either WBI or partial breast irradiation using
multicatheter brachytherapy or electron beam radiation,
there was no significant difference in 5-year local

recurrence rates: 4.7% and 3.4% for partial and whole
breast treatment groups, respectively [3].
When our data were analyzed according to the

ASTRO APBI risk groups, we observed no correlation
between recurrence rate and risk stratification (Figure
2). A similar finding was observed in the ASBS Mam-
moSite registry trial [14]. The 5-year ipsilateral recur-
rence rates among suitable, cautionary, and unsuitable
patients were 2.6%, 5.4%, and 5.3%, respectively. The
conclusion of this study, like ours, was that the current
ASTRO risk stratification fails to differentiate a subset
of patients with a significantly higher rate of IBF when
treated with APBI. A recent study from University of
Wisconsin evaluated outcomes in 136 patients treated
by intracavitary brachytherapy and classified as caution-
ary according to the ASTRO risk stratification [15].
Although 28% of patients had multiple cautionary risk
factors, the IBF rate was 4.8% at 5 years. Another study
from the Medical University of South Carolina with a

Table 3 Treatment outcome by ASTRO risk stratification for APBI [12]

Risk
Group

Number
cases

Median follow-
up (mos)

Ipsilateral breast
failure rate

True local
failure rate

Elsewhere*
failure rate

Number developing
metastatic disease

Number dead of
breast cancer

Suitable 101 (32%) 52 4.0% 3.0% 1.0% 1 1

Cautionary 156 (50%) 47 2.6% 0.6% 1.9% 2 1

Unsuitable 55 (18%) 51 1.8% 1.8% 0 1 1

* Elsewhere refers to a recurrence in the ipsilateral breast in a different quadrant than the original lumpectomy site

Figure 2 Freedom from ipsilateral breast failure by ASTRO risk group vs time.
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median follow-up of 45 months also failed to demon-
strate a difference in local recurrence rates by ASTRO
risk stratification among 183 patients with early stage
invasive cancers or DCIS when treated with intracavitary
brachytherapy [16]. Although well-intentioned, rapidly
evolving APBI clinical results appear to be making the
ASTRO guidelines for appropriateness unduly
restrictive.
There are few studies reporting outcomes of patients

with DCIS treated by APBI. In our study, 68 patients
had DCIS. With a median follow-up of 48 months, the
IBF rate was 4.4% with 2.9% LF and 1.5% EF. Although
a few factors on univariate analysis (ER/PR negative,
presence of necrosis, positive surgical margin) were
associated with IBF in patients with DCIS, no variable
remained significant on multivariate analysis, albeit with
a small number of events. In the ASBS MammoSite reg-
istry trial, 194 DCIS patients were studied [17]. At 54
months median follow-up, the IBF rate was 3.4% with 3
LFs and 3 EFs. These results are similar to those of
DCIS treated with conventional WBI [18] as well as
invasive cancer treated with APBI [4,10]. In a study
from William Beaumont Hospital, 53 patients with
DCIS were treated with APBI using MammoSite bra-
chytherapy or external beam via 3D-CRT [19]. With a
42 month median follow-up, there was only one local
recurrence. In the University of Wisconsin study, there
were no ipsilateral recurrences in 32 patients with DCIS
treated by intracavitary brachytherapy [15]. Although
follow-up is limited with a low number of DCIS patients
treated with APBI, our study and the available literature
indicate that APBI may be a safe and acceptable treat-
ment for women with DCIS.
Histopathologic studies in ILC have shown these

tumors to be more multicentric than IDC [20,21]. Yet,
similar to ductal cancers, most lobular cancers recur at
or near the lumpectomy site [22,23]. Many studies of
APBI exclude lobular histology [1,3-7,10]. Like DCIS,

lobular histology is considered cautionary by the
ASTRO risk stratification for APBI [12]. Furthermore,
lobular histology is not included in the ABS or ASBS
guidelines of appropriate patients for APBI. Not to be
deterred, however, we treated 31 patients with ILC and
did not observe any increased rate of local or elsewhere
recurrence. Although there was a small number of 31
patients and a short median follow-up of 39 months,
there was no LF and only one EF (3.2%). In a recent
study from Germany of 274 women including 45
patients with ILC treated with multicatheter interstitital
brachytherapy, there was no difference in local control
between lobular and ductal histology with a median fol-
low-up of 64 months [24]. Patients with ILC as well as
DCIS are being accrued to the NSABP B39 randomized
trial.
Our once daily dose fractionation scheme is different

than that used in the NSABP B39 trial, where patients
receiving external beam APBI are treated with 3.85 Gy
BID for 10 fractions. However, after a survey of our
patients offering BID versus once daily fractionation
where patients clearly preferred once daily treatment,
we adopted once daily fractionation of 2.70 Gy for 16
fractions to a dose of 43.2 Gy. This fractionation is simi-
lar to that shown by Whelan et al in a Canadian rando-
mized clinical trial of WBI to be equivalent to 50.4 Gy
in 1.80 Gy daily fractions both in terms of efficacy and
cosmesis [13] and is also supported by the results of the
UK START Trial B [25]. A regimen of 2.70 Gy once
daily for fifteen fractions to a dose of 40.5 Gy was even
used with minimal skin toxicity in a study investigating
APBI and concurrent chemotherapy [26]. There are data
with limited follow-up from the prospective RTOG 0319
study to support the BID NSABP B39 trial regimen [10].
However, the dose fractionation of 3.85 Gy BID for 10
fractions may be unnecessarily high for treatment of
low-risk breast cancer patients [27]. There have been
two cautionary reports involving the BID fractionation

Table 4 Characteristics of patients with ipsilateral breast failures

# Original
histology

Age
(y)

Tumor size
(cm)

Margins Grade ER/
PR

Necrosis EIC or
LVI

Hormonal
therapy

Failure
type

Failure
histology

Time to failure
(mos)

1 IDC 64 1.7 Neg 1 Pos N/A No Yes LF IDC 45

2 IDC 65 0.6 Neg 1 Pos N/A No No LF IDC 52

3 IDC 75 1.8 Neg 2 Pos N/A No Yes LF IDC 60

4 IDC 77 0.9 Neg 1 Pos N/A No Yes EF ILC 34

5 IDC 83 1.0 Close 3 Neg N/A No No EF IDC 46

6 ILC 72 0.6 Neg 2 Pos N/A No Yes EF IDC 43

7 DCIS 50 3.0 Pos 3 Neg Yes N/A No LF DCIS 22

8 DCIS 65 0.9 Neg 3 Neg Yes N/A Yes LF DCIS 23

9 DCIS 70 0.4 Neg 3 Pos Yes N/A No EF ILC 33

Abbreviations: IDC = invasive ductal carcinoma; ILC = invasive lobular carcinoma; LF = local failure at lumpectomy site; EF = elsewhere failure in a different
quadrant than the original lumpectomy site; EIC = extensive intraductal component; LVI = lymphovascular invasion
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scheme. In a prospective study from University of
Michigan involving APBI using IMRT with 3.85 Gy BID
for 10 fractions, 7 of 32 patients developed unacceptable
cosmesis leading to early study closure [28]. The major-
ity of these patients had treatment plans that adhered to
the dosimetric requirements of the NSABP B39 trial. In
another study from Tufts University, 60 patients
received APBI using 3D-CRT with 3.85 Gy BID for 10
fractions [29]. There was a high rate of moderate to
severe late toxicity, especially subcutaneous fibrosis,
despite adhering to the dosimetric requirements of the
NSABP B39 trial.
In our study, 5 of 9 patients developed an IBF while

taking hormonal therapy. It has been suggested by the
CALGB 9343 randomized trial that hormonal therapy
alone with tamoxifen is sufficient treatment for patients
over age 70 with stage I ER-positive breast cancers [30].
With a median follow-up of 10.5 years, however, the
local recurrence rate with radiation therapy and tamoxi-
fen was significantly lowered to 2% versus 8% in the
tamoxifen alone group. Along with a higher risk of local
recurrence in patients treated with hormonal therapy
alone, there is also the risk of side effects from adminis-
tering hormonal medication for five years in an elderly
patient population. There is a risk of thromboembolic
disease, stroke, endometrial cancer, and hot flashes with
tamoxifen. With an aromatase inhibitor, there is a risk
of bone density loss with increased risk of skeletal frac-
ture, cardiovascular disease, and symptomatic joint dis-
orders. Moreover, patients who experience these side
effects often discontinue medication early without com-
pleting the recommended five year course. In addition
to being more effective than hormonal therapy alone in
early stage breast cancer [31], radiation therapy has
fewer and less serious side effects, and, with APBI, can
be completed in a short time period rather than five
years. A prospective randomized trial of APBI versus
five years of an aromatase inhibitor in women over age
70 might resolve these issues.

Abbreviations
3D-CRT: three-dimensional conformal radiation therapy; APBI: accelerated
partial breast irradiation; ASTRO: American Society for Radiation Oncology;
EF: elsewhere failure; IBF: ipsilateral breast failure; IDC: invasive ductal
carcinoma; ILC: invasive lobular carcinoma; IMRT: intensity modulated
radiation therapy; LF: local failure; WBI: whole breast irradiation

Acknowledgements
Portions of this work were accepted as a poster presentation at the annual
meeting of the American Society for Radiation Oncology (ASTRO), Miami
Beach, Florida, October 2-6, 2011. We appreciate the assistance of Brigid
Martz with document preparation for the institutional review board.
For reprints, contact
Arif Y. Shaikh, MD, Department of Radiation Medicine, NorthShore University
HealthSystem, 2650 Ridge Ave. # G-355, Evanston, IL 60201
(ashaikh@northshore.org).

Author details
1Department of Radiation Medicine, NorthShore University HealthSystem,
2650 Ridge Ave. Evanston, IL 60201, USA. 2Center for Clinical and Research
Informatics, NorthShore University HealthSystem, 2650 Ridge Ave. Evanston,
IL 60201, USA.

Authors’ contributions
AYS: Reviewed charts, collected data, and drafted the manuscript. MAL:
Aided in the design of the study, reviewed the manuscript. HD: Performed
statistical analyses, created figures. VTR: Aided in the design of the study,
reviewed the manuscript. RKN: Aided in the design of the study, reviewed
the manuscript. WDB: Aided in the design of the study, edited the
manuscript. All authors read and approved the final manuscript.

Competing interests
The authors have no financial disclosures or conflicts of interest to report.

Received: 13 October 2011 Accepted: 6 February 2012
Published: 6 February 2012

References
1. Arthur DW, Winter K, Kuske RR, Bolton J, Rabinovitch R, White J, Hanson WF,

Wilenzick RM, McCormick B: A Phase II trial of brachytherapy alone after
lumpectomy for select breast cancer: tumor control and survival
outcomes of RTOG 95-17. Int J Radiat Oncol Biol Phys 2008, 72(2):467-473.

2. Vicini FA, Antonucci JV, Wallace M, Gilbert S, Goldstein NS, Kestin L, Chen P,
Kunzman J, Boike T, Benitez P, Martinez A: Long-term efficacy and
patterns of failure after accelerated partial breast irradiation: a molecular
assay-based clonality evaluation. Int J Radiat Oncol Biol Phys 2007,
68(2):341-346.

3. Polgar C, Fodor J, Major T, Nemeth G, Lovey K, Orosz Z, Sulyok Z, Takacsi-
Nagy Z, Kasler M: Breast-conserving treatment with partial or whole
breast irradiation for low-risk invasive breast carcinoma–5-year results of
a randomized trial. Int J Radiat Oncol Biol Phys 2007, 69(3):694-702.

4. Vicini F, Beitsch P, Quiet C, Gittleman M, Zannis V, Fine R, Whitworth P,
Kuerer H, Haffty B, Keisch M, Lyden M: Five-Year Analysis of Treatment
Efficacy and Cosmesis by the American Society of Breast Surgeons
Mammosite Breast Brachytherapy Registry Trial in Patients Treated with
Accelerated Partial Breast Irradiation. Int J Radiat Oncol Biol Phys 2010.

5. Benitez PR, Keisch ME, Vicini F, Stolier A, Scroggins T, Walker A, White J,
Hedberg P, Hebert M, Arthur D, Zannis V, Quiet C, Streeter O, Silverstein M:
Five-year results: the initial clinical trial of MammoSite balloon
brachytherapy for partial breast irradiation in early-stage breast cancer.
Am J Surg 2007, 194(4):456-462.

6. Cuttino LW, Keisch M, Jenrette JM, Dragun AE, Prestidge BR, Quiet CA,
Vicini FA, Rescigno J, Wazer DE, Kaufman SA, Ramakrishnan VR, Patel R,
Arthur DW: Multi-institutional experience using the MammoSite radiation
therapy system in the treatment of early-stage breast cancer: 2-year
results. Int J Radiat Oncol Biol Phys 2008, 71(1):107-114.

7. Vaidya JS, Joseph DJ, Tobias JS, Bulsara M, Wenz F, Saunders C, Alvarado M,
Flyger HL, Massarut S, Eiermann W, Keshtgar M, Dewar J, Kraus-
Tiefenbacher U, Sutterlin M, Esserman L, Holtveg HM, Roncadin M,
Pigorsch S, Metaxas M, Falzon M, Matthews A, Corica T, Williams NR,
Baum M: Targeted intraoperative radiotherapy versus whole breast
radiotherapy for breast cancer (TARGIT-A trial): an international,
prospective, randomised, non-inferiority phase 3 trial. Lancet 2010,
376(9735):91-102.

8. Veronesi U, Orecchia R, Luini A, Galimberti V, Zurrida S, Intra M, Veronesi P,
Arnone P, Leonardi MC, Ciocca M, Lazzari R, Caldarella P, Rotmensz N,
Sangalli C, Sances D, Maisonneuve P: Intraoperative radiotherapy during
breast conserving surgery: a study on 1,822 cases treated with
electrons. Breast Cancer Res Treat 2010, 124(1):141-151.

9. Sacchini V, Beal K, Goldberg J, Montgomery L, Port E, McCormick B: Study
of quadrant high-dose intraoperative radiation therapy for early-stage
breast cancer. Br J Surg 2008, 95(9):1105-1110.

10. Vicini F, Winter K, Wong J, Pass H, Rabinovitch R, Chafe S, Arthur D,
Petersen I, White J, McCormick B: Initial efficacy results of RTOG 0319:
three-dimensional conformal radiation therapy (3D-CRT) confined to the
region of the lumpectomy cavity for stage I/II breast carcinoma. Int J
Radiat Oncol Biol Phys 2010, 77(4):1120-1127.

Shaikh et al. Radiation Oncology 2012, 7:17
http://www.ro-journal.com/content/7/1/17

Page 7 of 8

http://www.ncbi.nlm.nih.gov/pubmed/18294778?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18294778?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18294778?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17306933?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17306933?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17306933?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17531400?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17531400?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17531400?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17826055?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17826055?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18037585?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18037585?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18037585?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20570343?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20570343?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20570343?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20711810?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20711810?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20711810?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18690634?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18690634?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18690634?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19910132?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19910132?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19910132?dopt=Abstract


11. Chen PY, Wallace M, Mitchell C, Grills I, Kestin L, Fowler A, Martinez A,
Vicini F: Four-year efficacy, cosmesis, and toxicity using three-
dimensional conformal external beam radiation therapy to deliver
accelerated partial breast irradiation. Int J Radiat Oncol Biol Phys 2010,
76(4):991-997.

12. Smith BD, Arthur DW, Buchholz TA, Haffty BG, Hahn CA, Hardenbergh PH,
Julian TB, Marks LB, Todor DA, Vicini FA, Whelan TJ, White J, Wo JY,
Harris JR: Accelerated partial breast irradiation consensus statement from
the American Society for Radiation Oncology (ASTRO). Int J Radiat Oncol
Biol Phys 2009, 74(4):987-1001.

13. Whelan TJ, Pignol JP, Levine MN, Julian JA, MacKenzie R, Parpia S,
Shelley W, Grimard L, Bowen J, Lukka H, Perera F, Fyles A, Schneider K,
Gulavita S, Freeman C: Long-term results of hypofractionated radiation
therapy for breast cancer. N Engl J Med 2010, 362(6):513-520.

14. Shaitelman SF, Vicini FA, Beitsch P, Haffty B, Keisch M, Lyden M: Five-year
outcome of patients classified using the American Society for Radiation
Oncology consensus statement guidelines for the application of
accelerated partial breast irradiation: an analysis of patients treated on
the American Society of Breast Surgeons MammoSite Registry Trial.
Cancer 2010, 116(20):4677-4685.

15. McHaffie DR, Patel RR, Adkison JB, Das RK, Geye HM, Cannon GM:
Outcomes After Accelerated Partial Breast Irradiation in Patients with
ASTRO Consensus Statement Cautionary Features. Int J Radiat Oncol Biol
Phys 2010.

16. Zauls AJ, Watkins JM, Wahlquist AE, Brackett NC, Aguero EG, Baker MK,
Jenrette JM, Garrett-Mayer E, Harper JL: Outcomes in Women Treated with
MammoSite Brachytherapy or Whole Breast Irradiation Stratified by
ASTRO Accelerated Partial Breast Irradiation Consensus Statement
Groups. Int J Radiat Oncol Biol Phys 2010.

17. Jeruss JS, Kuerer HM, Beitsch PD, Vicini FA, Keisch M: Update on DCIS
Outcomes from the American Society of Breast Surgeons Accelerated
Partial Breast Irradiation Registry Trial. Ann Surg Oncol 2011, 18(1):65-71.

18. Fisher B, Costantino J, Redmond C, Fisher E, Margolese R, Dimitrov N,
Wolmark N, Wickerham DL, Deutsch M, Ore L, et al: Lumpectomy
compared with lumpectomy and radiation therapy for the treatment of
intraductal breast cancer. N Engl J Med 1993, 328(22):1581-1586.

19. Park SS, Grills IS, Chen PY, Kestin LL, Ghilezan MI, Wallace M, Martinez AM,
Vicini FA: Accelerated Partial Breast Irradiation for Pure Ductal Carcinoma
in Situ. Int J Radiat Oncol Biol Phys 2010.

20. Fisher ER, Gregorio R, Redmond C, Vellios F, Sommers SC, Fisher B:
Pathologic findings from the National Surgical Adjuvant Breast Project
(protocol no. 4). I. Observations concerning the multicentricity of
mammary cancer. Cancer 1975, 35(1):247-254.

21. Lesser ML, Rosen PP, Kinne DW: Multicentricity and bilaterality in invasive
breast carcinoma. Surgery 1982, 91(2):234-240.

22. Sastre-Garau X, Jouve M, Asselain B, Vincent-Salomon A, Beuzeboc P,
Dorval T, Durand JC, Fourquet A, Pouillart P: Infiltrating lobular carcinoma
of the breast. Clinicopathologic analysis of 975 cases with reference to
data on conservative therapy and metastatic patterns. Cancer 1996,
77(1):113-120.

23. Peiro G, Bornstein BA, Connolly JL, Gelman R, Hetelekidis S, Nixon AJ,
Recht A, Silver B, Harris JR, Schnitt SJ: The influence of infiltrating lobular
carcinoma on the outcome of patients treated with breast-conserving
surgery and radiation therapy. Breast Cancer Res Treat 2000, 59(1):49-54.

24. Ott OJ, Hildebrandt G, Potter R, Hammer J, Hindemith M, Resch A, Spiegl K,
Lotter M, Uter W, Kortmann RD, Schrauder M, Beckmann MW, Fietkau R,
Strnad V: Accelerated Partial Breast Irradiation with Interstitial Implants:
Risk Factors Associated with Increased Local Recurrence. Int J Radiat
Oncol Biol Phys 2010.

25. Bentzen SM, Agrawal RK, Aird EG, Barrett JM, Barrett-Lee PJ, Bliss JM,
Brown J, Dewar JA, Dobbs HJ, Haviland JS, Hoskin PJ, Hopwood P,
Lawton PA, Magee BJ, Mills J, Morgan DA, Owen JR, Simmons S, Sumo G,
Sydenham MA, Venables K, Yarnold JR: The UK Standardisation of Breast
Radiotherapy (START) Trial B of radiotherapy hypofractionation for
treatment of early breast cancer: a randomised trial. Lancet 2008,
371(9618):1098-1107.

26. Zellars RC, Stearns V, Frassica D, Asrari F, Tsangaris T, Myers L, DiPasquale S,
Lange JR, Jacobs LK, Emens LA, Armstrong DK, Fetting JH, Garrett-Mayer E,
Davidson NE, Wolff AC: Feasibility trial of partial breast irradiation with
concurrent dose-dense doxorubicin and cyclophosphamide in early-
stage breast cancer. J Clin Oncol 2009, 27(17):2816-2822.

27. Bentzen SM, Yarnold JR: Reports of unexpected late side effects of
accelerated partial breast irradiation–radiobiological considerations. Int J
Radiat Oncol Biol Phys 2010, 77(4):969-973.

28. Jagsi R, Ben-David MA, Moran JM, Marsh RB, Griffith KA, Hayman JA,
Pierce LJ: Unacceptable cosmesis in a protocol investigating intensity-
modulated radiotherapy with active breathing control for accelerated
partial-breast irradiation. Int J Radiat Oncol Biol Phys 2010, 76(1):71-78.

29. Hepel JT, Tokita M, MacAusland SG, Evans SB, Hiatt JR, Price LL, DiPetrillo T,
Wazer DE: Toxicity of three-dimensional conformal radiotherapy for
accelerated partial breast irradiation. Int J Radiat Oncol Biol Phys 2009,
75(5):1290-1296.

30. Hughes KS, Schnaper LA, Cirrincione C, et al: Lumpectomy plus tamoxifen
with or without irradiation in women age 70 or older with early breast
cancer. J Clin Oncol , 28: 15s, 2010 (suppl; abstr 507) 2010; 2010: abstr 507.

31. Fisher B, Bryant J, Dignam JJ, Wickerham DL, Mamounas EP, Fisher ER,
Margolese RG, Nesbitt L, Paik S, Pisansky TM, Wolmark N: Tamoxifen,
radiation therapy, or both for prevention of ipsilateral breast tumor
recurrence after lumpectomy in women with invasive breast cancers of
one centimeter or less. J Clin Oncol 2002, 20(20):4141-4149.

doi:10.1186/1748-717X-7-17
Cite this article as: Shaikh et al.: Accelerated partial breast irradiation
using once-daily fractionation: analysis of 312 cases with four years
median follow-up. Radiation Oncology 2012 7:17.

Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

Shaikh et al. Radiation Oncology 2012, 7:17
http://www.ro-journal.com/content/7/1/17

Page 8 of 8

http://www.ncbi.nlm.nih.gov/pubmed/19515514?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19515514?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19515514?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19545784?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19545784?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20147717?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20147717?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20602483?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20602483?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20602483?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20602483?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20602483?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20577822?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20577822?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20577822?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8292119?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8292119?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8292119?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1109771?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1109771?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1109771?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6277027?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6277027?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8630916?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8630916?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8630916?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10752679?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10752679?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10752679?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18355913?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18355913?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18355913?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19332718?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19332718?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19332718?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20610037?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20610037?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19409733?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19409733?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19409733?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19395195?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19395195?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12377957?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12377957?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12377957?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12377957?dopt=Abstract

	Abstract
	Background
	Methods
	Results
	Conclusions

	Introduction
	Materials and methods
	Patients
	Simulation, treatment planning, and treatment
	Follow-up
	Toxicity
	Statistical methods

	Results
	Discussion
	Acknowledgements
	Author details
	Authors' contributions
	Competing interests
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 500
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 500
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


