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mpact of a higher radiation dose on local control and survival in breast-conserving therapy of early breast
ancer: 10-year results of the randomized boost versus no boost EORTC 22881-10882 trial.
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Years of Stud

PURPOSE: To investigate the long-term impact of a boost radiation dose of 16 Gy on local control, fibrosis, and overall survival for patients with stage
and Il breast cancer who underwent breast-conserving therapy.

PATIENTS AND METHODS: A total of 5,318 patients with microscopically complete excision followed by whole-breast iradiation of 50 Gy were
andomly assigned to receive either a boost dose of 16 Gy (2,661 patients) or no boost dose (2,657 patients), with a median follow-up of 10.8 years.

RESULTS: The median age was 55 years. Local recurrence was reported as the first treatment failure in 278 patients with no boost versus 165
patients with boost; at 10 years, the cumulative incidence of local recurrence was 10.2% versus 6.2% for the no boost and the boost group,
espectively (P < .0001). The hazard ratio of local recurrence was 0.59 (0.46 to 0.76) [ . with no statistically significant interaction
per age group. The absolute risk reduction at 10 years per age group was the largest in patients <or= 40 years of age: 23.9% to 13.5% (P = .0014)
As a result, the number of salvage mastectomies has been reduced by 41%. Severe I isth igni I (P==000tp
he boost group, with a 10-year rate of 4.4% versus 1.6% in the no boost group (P < .0001). Survival at 10 years was 82% in both arms

ONCLUSION: After a median follow-up period of 10.8 years, a boost dose of 16 Gy led to improved local control in all age groups, but no difference
n survival.
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CRT with electrons as boost strategy during breast conserving therapy in limited stage breast cancer: Long term
esults of an ISIORT pooled analysis.
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PURPOSE: Linac-based intraoperative radiotherapy with electrons (IOERT) was implemented to prevent local recurrences after breast consenving
herapy (BCT) and was delivered as an intraoperative boost to the tumor bed prior to whole breast radiotherapy (WBI). A collaborative analysis has
neen performed by European ISIORT member institutions for long term evaluation of this strategy.

ATERIAL AND METHODS: Until 10/2005, 1109 unselected patients of any risk group have been identified among seven centers using identical
ethods, sequencing and dosage for intra- and postoperative radiotherapy. A median IOERT dose of 10Gy was applied (90% reference isodose),
oreceding WBI with 50-54Gy (single doses 1.7-2Gy).
RESULTS: At a median follow up of 72.4months (0.8-239), only 16 in-breast recurrences were observed, yielding a local tumor control rate of 99.2%.

elapses occurred 12.5-151months after primary treatment. In multivariate analysis only grade 3 reached significance (p=0.031) to be predictive for
ocal recurrence development. Taking into account patient age, annual in-breast recurrence rates amounted 0.64%, 0.34%, 0.21% and 0.16% in

natients <40years; 40-49years; 50-59years and C60years, respectively.

ONCLUSION: In all risk subgroups, a 10Gy IOERT boost prior to WBI provided outstanding local control rates, comparing favourably to all trials with
similar length of follow up.

opyright © 2013 Elsevier Ireland Ltd. All rights reserved.
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EQD2= D d+ (o/B) :> EQD2=37.05 2.85+4 =423 Gy
2 + (a/P) 2+4

+ EQD 7= EQD , - (T-t) x Dy ) EQD, ;= 42.3 —(17-33) x 0.7 = 53.5 Gy

( tenendo conto dell’effetto tempo, la dose di 37.05 Gy in 2.85 Gy /die in 17 giorni

corrisponde radiobiologicamente alla dose di 53.5 Gy erogata in 2 Gy/frazione,
utilizzando un valore di o/p pari a 4;

Utilizzando ancora il modello lineare-quadratico, la cui validita sembra confermata fino a
18 Gy in singola somministrazione (29), utilizzando un valore di o/p pari a 4, 12 Gy
erogati in singola frazione equivalgono a 32 Gy somministrati con schema
convenzionale di 2 Gy/frazione




reliminary results of electron intraoperative therapy peam radiotherapy after
breast-conserving surgery in premenopausal women.
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PURPOSE: To report the acute and preliminary data on late toxicity of a pilot study of boost with electron intraoperative therapy followed by
ypofractionated external beam radiotherapy (HEBRT) of the whole breast.

ETHODS AND MATERIALS: Between June 2004 and March 2007, 211 women with a diagnosis of early-stage breast cancer were treated with
preast-conserving surgery. During surgery, an electron intraoperative therapy boost of 12 Gy was administered to the tumor bed. Adjuvant local
reatment was completed with HEBRT, consisting of a course of 13 daily fractions of 2.85 Gy to the whole breast to a total dose of 37.05 Gy. Acute
oxicity of the breast was evaluated at the end of HEBRT and at 1 month of follow-up. Late toxicity was recorded at 6 and 12 months of follow-up

RESULTS: We report the data from 204 patients. The maximal acute skin toxicity was observed at the end of HEBRT (162 patients evaluable) with 7
3.6%) Grade 3, 52 (26.6%) Grade 2, 123 (67.6%) Grade 1, and no Grade 0 or Grade 4 cases. A total of 108 patients were evaluated for late toxicity.
he recorded late skin toxicity was Grade 4 in 1 patient (0.9%), Grade 3 in 1 patient, and Grade 2 or less in 106 patients (98.2%).

ONCLUSIONS: The results of this study have shown that electron intraoperative therapy followed by HEBRT allows for the delivery of a high dose to
he tumor bed and an adequate dose to the whole breast. This treatment is feasible, compliance is high, and the rate of acute toxicity and the
preliminary data on chronic toxicity seem acceptable.
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Trattamento sistemico

TIMING OF CHEMOTHERAPY AFTER MAMMOSITE RADIATION THERAPY SYSTEM
BREAST BRACHYTHERAPY: ANALYSIS OF THE AMERICAN SOCIETY OF BREAST
SURGEONS MAMMOSITE BREAST BRACHYTHERAPY REGISTRY TRIAL
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Purpose: To evaloate cosmetic outcome and radiation recall in the American Society of Breast Surgeons registry
trial, as a function of the interval between accelerated partial breast irradiation (APBI) and initiation of chemo-
therapy (CTX).

Methods and Materials: A total of 1444 patients at 97 institutions participated in this trial. After lumpectomy for
early-stage breast cancer, patients received APBI (34 Gy in 1¢ fractions) with MammoSite RTS brachytherapy. A
total of 148 patients received CTX within 9¢ days of APBI. Cosmetic outcome was evaluated at each follow-up visit
and dichotomized as excellent/good or fair/poor.

Results: Chemotherapy was initiated at a mean of 3.9 weeks afier the final MammoSite procedure and was admin-
istered =3 weeks after APBI in 54 patients (36 %) and >3 weeks after APBI in 94 patients (64%). The early and
delayed groups were well balanced with respect to multiple factors that may impact on cosmetic outcome. There
was a superior cosmetic sutcome in those receiving chemotherapy >3 weeks after APBI (excellent/good in 722 % at
=3 weeks vs. excellent/good in 93.8% at >3 weeks; p = ¢.01). Radiation recall in those receiving CTX at =3 weeks
was 9 of 5¢ (18 %), compared with 6 of 81(7.4%) in those receiving chemotherapy at >3 weeks (p = ¢.09).
Conclusion: The majority of patients receiving CTX after APBI have excellent/good cosmetic outcomes, with alow
rate of radiation recall. Chemotherapy initiated >3 weeks after the final MammoSite procedure seems to be asso-
ciated with a better cosmetic outcome and lower rate of radiation recall. An excellent/good cosmetic outcome in
patients receiving CTX after 3 weeks was similar to the cosmetic outcome of the overall patient population who
did not receive CTX. © 2008 Elsevier Inc.
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Tossicita complessiva (valore massimo riscontrato tra
mammella/letto chirurgico alla data dell’ultimo contatto) :
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Risultati (1)
« Tossicita globale (189 pz)

Dolore

Grado N (%)
0 138 (73,1)
1 42 (22,2)
9(4,7)

Fibrosi
Intraoperative radiotherapy given as a boost for early breast cancer: long-term clinical and cosmetic results.

Intraoperative radiotherapy as a boost during breast-conserving surgery using low-kilovoltage X-rays: the first 5 |
years of experience with a novel approach. :
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Risultati (3)

e Confronto CT (76 pz) vs HT (109): FIBROSI

Factors associated with optimal cosmetic results at 36 months in patients treated with accelerated partial breast
irradiation (APBI) on the American Society of Breast Surgeons (ASBrS) Mammo Site Breast Brachytherapy
Registry Trial.

Goval 8, Khan AJ, Vicini F, Beitsch PD, Lyden M, Keisch M, Haffty BG.

Department of Radiation Oncology, The Cancer Institute of New Jersey, New Brunswick, NJ, USA. goyalsh@umdnj.edu

Abstract
PURPOSE: To evaluate factors associated with optimal cosmetic results at 36 months for early-stage breast cancer patients enrolled on the
American Society of Breast Surgeons (ASBrS) MammoSite Breast Brachytherapy registry trial

MATERIALS AND METHODS: 1.440 patients (1,449 cases) with early-stage breast cancer undergoing breast-conserving therapy were treated with
the MammoSite radiation therapy system (RTS) brachytherapy catheter to deliver adjuvant accelerated partial breast irradiation (APBI) (34 Gy in 3.4-
Gy fractions). Cosmetic outcome was evaluated at each follow-up visit and dichotomized as excellent/good or fair/poor. Median follow-up for surviving
patients was 43.0 months (range 0-73.0 months).

RESULTS: The percentage of patients with good/excellent cosmetic results at 12, 24, 36, and 48 months were as follows: 94.5% (n = 950/1.005),
93.8% (n = 781/833), 93.1% (n = 683/734), and 90.4% (n = 520/575), respectively. Three-year absolute rates of good/excellent cosmesis were as
follows: breast-related wound infection (BWI) (83.3%) versus no BWI (94%), <7 mm skin spacing (87.5%) versus =or=7 mm skin spacing (93.6%).
Using multiple regression analysis, factors predictive of worse cosmetic outcome at 36 months included smaller skin spacing [odds ratio (OR) 1.06,
confidence interval (Cl) 1.01-1.12] and BWI (OR 0.33, CI 0.16-0.70). A predictive model developed showed that presence of a BWI, use of
chemotherapy, and skin spacing had the most effect on cosmetic outcomes. However, in patients that did not develop a breast infection, skin spacing
and use of chemotherapy had the most effect on cosmesis

CONCLUSION: APBI delivered by MammoSite brachytherapy lead to good/excellent cosmesis in 93% of patients with 3-year follow-up. Breast wound
infection, yse of chemaotherapy. and skin spacing were found to be the three most important predictors of cosmesis at 36 months in our cohort of
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* Confronto gruppi CT (pz: 34 vs 26 vs 16): FIBROSI
(G1+G2+G3)
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Int J Radiat Oncol Biel Phys. 2006 Feb 1;64(2):488-9S. Epub 2005 Oct 24.
Accelerated partial breast irradiation: an analysis of variables associated with late toxicity and long-term cosmetic
outcome after high-dose-rate interstitial brachytherapy.
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Vantaggi IORT e schemi ipofrazionati

Tempistica accettabile per inizio CT

Tossicita globale in linea con i dati di letteratura

OT vs CT =2 Dolore = ; Fibrosi G2-G3 < OT

Timing CT-2>Dolore = ; inizio > 8 gg dal termine RTP
associato a fibrosi G2-G3 minore




* Risultati incoraggianti

e Necessari altri studi

IORT

Hofractionated ‘Whole-Breast Irradiation preceded by
Intra-Oerative Radiotherapy with Electrons as anticipated Boost

HIOB

A new Option In Breast Conserving Treatment for Operated Breast Cancer Stages Iand II

Prospective one-armed multi-center-trial
ISIORT 01

Principal Investigator: Univ. Prof. Dr. F. Sedlvayer
Co-Principal Investigator: Dr. G. Fester
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